Claims

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

— CH

AK——G—L—B—L—N \)L

(la),

in which
n 18 a number from 1 to 50,
AK  is abinder which binds to FGFR2,
the group §-G-L'-B-§§ is a linker,
where
§ marks the linkage sj& with the group AK and
§§ marks the linka

L2 is linear (C,-Cyg)-al

site with the nitrogen atom,

ediyl or is a group of the formula

is a number from 2 to 6,

marks the linkage site with the group B,

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

marks the linkage site with the nitrogen atom,

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

benzyl,
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and
where two carbon atoms of the alkanediyl chain in 1,2-, 1,3- or 1,4-relatiof to one
another, with inclusion of any carbon atoms situated between they, may be
bridged to form a (C3;-Cs)-cycloalkyl ring or a phenyl ring,

is a group of the formula

0 B2 T
-~
N D

# marks the linkage site with the nitpfgen atom,

R is hydrogen or methyl,

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

or

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

(J6.,2R)-2-phenylcyclopropane-1, 1-diyl group of the formula

4

" 5

\\#

A

J

in which

Hm-[ '

# marks the linkage site with the adjacent nitrogen atom,

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

optionally substituted heterocycle of the formula

RG

2 0 O E b oa
ITI/ fi.i/ N/
#6 6

|
, # #

in which
#5 marks the linkage site wit
R® is hydrogen, hydroxy o
R? is hydrogen or methyl,
R* is isopropyl, isobutyl, sec-butyl fert-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hydroxyf-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-
phenylethyl, diphenylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-

yimethyl,

ith the carbon atom to which they are bonded form a
-2-phenylcyclopropane-1,1-diyl group of the formula

4
o

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

# marks the linkage site with the group T,



3
¥
L

Tl

>
2

<
<R'? or -CH-O-R',
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is a group of the formula -C(=0)-OR’, -C(=0)-NR*R®, -C(=0)-NHAH-
iwhich
R’ is hydrogen, methyl, ethyl, n-propyl, tert-buty} benzyl or
adamantylmethyl,
R® is hydrogen or methyl,
R’ is hydrogen, methyl, ethyl, »n-propyl or benz
or
R® and R? together with the nitrogen atom to/vhich 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 carbgxyl,

is hydrogen, methyl or a g/bup of the formula

o, 0
ANY/
AN .

42 O 13

22 R

R'2 \/\R12 or \« W/
N—N

# 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(0),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¥ s methy! or hydroxy,

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

2. Binder-drug conjugates of the general formula (Ia) according to Claim 1,4
n is a number from 1 to 50,
AK  1s AK; or AX,
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 £ bonded via a nitrogen atom of the
binder to the group G,

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

HO
#1 A o,
#* N—#
' o)
where
#! marks the linkage site with the sulphur atom of the binder,

marks the linkage site with the group L',

when AK = AKj, is carbonyl,

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



1 2
##\/\EO/\/}?]# or ##1— Lm'|31_|.:1B_##2
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is a number from 2 to 6,

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

is a group of the formula

O 0
5 6
##\l?j oA
R29
or
in which
## 5
i 6
L> £ abond or (Cp-Cy)-alkanediyl,

is a bond or a group of the formula

in which

##7  marks the linkage site with the carbonyl group,
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#°%  marks the linkage site with LB,
R¥® s hydrogen, (C;-C,)-alkylcarbonyl, tert-butyloxycarhfnyl or
benzyloxycarbonyl,
R*  ishydrogen or methyl,
R”  is hydrogen or (C;-Cy)-alkyl,
R*®  is hydrogen or (C,-Cs)-alkyl,
or
R*” and R*®  together with the atoms to which ey are bonded form a 5-
or 6-membered heterocycle,
R*  is hydrogen or (C;-Cy)-alkyl,
R*? s hydrogen or (C,-Cs)-alkyl,
or
R’ and R*  together with the Zoms to which they are bonded form a 5-
or 6-membered/neterocycle,
L' s linear (Cy-Cyp)-alkanedi
and
where (Ci-Cyp)-alkanediyl fnay be substituted by 1 to 4 substituents selected
independently of one apbther from the group consisting of methyl, hydroxy and
benzyl,
and
where two carjOn atoms of the alkanediyl chain in 1,2, 1,3 or 1,4-relation to one
another, wih inclusion of any carbon atoms situated between them, may be
bridged $# form a (C;-Cq)-cycloalkyl ring or a phenyl ring,

is a bghd or a group of the formula
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in which
*#%  marks the linkage site with the carbonyl group,
*kxk  marks the linkage site with L?,

R®  is hydrogen or methyl,
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R® s hydrogen, (C;-Cs)-alkylcarbonyl, tert-butyloxycarbonyl/ or
benzyloxycarbonyl,
Q' is a 4- to 7-membered heterocycle,
o is a 3- to 7-membered carbocycle or a 4- to 7-membered hetegéeycle,
RY s hydrogen or (C-C;)-alkyl,
R is hydrogen or (C,-Cy)-alkyl,

R"¥andR"  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 (C;-Cy)-alkyl,

or

R*®and RY together with the a#bms to which they are bonded form a 5- or 6-
membered hetergeycle,
R" is hydrogen or (C;-(4)-alkyl,
R"” is hydrogen or fhe side group of a natural O-amino acid or of its
homologues gfisomers,
R* s hydrogegfor (Ci-Cy)-alkyl,

or

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

2 js hydrogen or (C-Cy)-alkyl,
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R? and R% together with the atoms to which they are bonded form a 3- 4 7-
membered carbocycle,

R®  is(C)-C4)-alkyl,

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

R”  is hydrogen or (C,-C4)-alkyl,

R*® s hydrogen, (C;-Cg)-alkylcarbonyl, tert-butyloxycgfoonyl 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,

i1s linear (C,-Cg)-alkanediyl or is a group offthe formula

AN N Y <

where

p is a number from 2 t£ 6,

#°  marks the linkagg/site with the group B,

#'  markstheli ge site with the nitrogen atom,

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

and

whre two carbon atoms of the alkanediyl chain in 1,2-, 1,3- or 1,4-relation to one
other, 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 2
0 #. T
N/
3 3><R4 i I
# 5 R R
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-nitrogfnzyl, 4-hydroxy-3-aminobenzyl, 1-

phenylethyl, diphenylmethyl, 1 ~imidazol-4-ylmethyl or 1H-indol-3-

ylmethyl,
or
R!and R? together with fhe carbon atom to which they are bonded form a

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

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

# marks the linkage site with the carbonyl group,

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

optionally substituted heterocycle of the formula
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:ﬂ: —
Mz
:tto‘""

in which
# marks the linkage site with the cgfbonyl group,
R® is hydrogen, hydroxy or benzyfoxy,

R} is hydrogen or methyl,

R? is isopropyl, isobutyl, sec-butyl, fert-byftyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitgfbenzyl, 4-hydroxy-3-aminobenzyl, 1-
phenylethyl, diphenylmethyl, AH-imidazol-4-ylmethyl or 1A-indol-3-
yimethyl,

or

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

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

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

4 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,-0-R"',

Tl

in which
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R’ i1s hydrogen, methyl, ethyl, »-propyl, teri-butyl, benzy
adamantylmethyl,

R® is hydrogen or methyl,

R’ 15 hydrogen, methyl, ethyl, n-propyl or benzyl,

or

R¥and R’ together with the nitrogen atom to whiéh they are bonded
form a 4- to 7-membered heterocycle

R s benzoyl,

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

methoxycarbonyl or carboxyl,

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

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

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,

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

n

- 409 -

is a number from 1 to 20,

18 AK1 or AK2

where
AK; is a binder which binds to FGFR2 and is bonded via thg/sulphur atom of a
cysteine residue of the binder to the group G,
AK, is a binder which binds to FGFR2 and is bonded #ia the NH side group of
a lysine residue of the binder to the group G,
when AK = AK), is a group of the formula 7

in which
#! marks the linkage sj
# marks the linka

with the cysteine residue of the binder,
site with the group L',

or

when AK = AK; £& carbonyl,

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

2
O/\*n## or | Al 1B gy

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' is linear (C,-Cg)-alkanediyl,

B! 1s a group of the formula
0 8] O
S W
#\N)LN/## W N/L\N LB,##
FIQZQ F|{30 ]:IQ31 ASZ

or

## 7 marks the linkage site with the carbonyl group,

#4%  marks the linkage site with L'®,

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

is hydrogen,
is hydrogen,
1s hydrogen or methyl,
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R*® s hydrogen or methyl,
L' is linear (Cp-C)-alkanediyl,

and

where (C,-Ce)-alkanediyl may be substituted by 1 or 2 methyl subsfftuents,

B is a bond or a group of the formula
0 O O
* JJ\ - )J\ IR J'I\ ** e
-~
SNTONT TSN Y
ém ||215 qum én

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

#¥¥%  marks the linkage site with L2,

R® s hydrogen or methyl,

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

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

R'"® s hydrogen,

RY  is hydrogen, methyl, propg#-2-yl, 2-methylpropan-1-yl or I-methylpropan-

1-yl,

is hydrogen or meth

'and R®  together with the atoms to which they are bonded form a
cyclopropyl ring,
R®? s methyl,
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R*  is hydrogen or methyl,
R¥  is hydrogen,

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

or

R*®andR*" together with the atoms to which they bonded form a
pyrrolidine ring,

1? is linear {C,-Cg)-alkanediyl or is a group of the formyda

e N 1

where
p is a number from 2 to 6,

# e group B,

# R
26

# marks the linkage site with the nitrogen atom,

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

R2
ylmethyl,

or

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

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

B o

\)

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

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

o)
o or 1
v )
4 4

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

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

is hydrogen, hydroxy or benzyloxy,

R4
ylmethyl,

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

(15,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
7

#\‘ o

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

the group T/,

7, -C(=0)-NR*R’, -C(=0)-NH-NH-

# marks the linkage site wj
T is a group of the formula -C(=0)-
R' or -CH,-O-R",
in which ‘
R’ is hydrogen, mejiyl, ethyl, n-propyl, tert-butyl, benzyl or
adamantylmeth
R® is hydrogen gf methyl,
R’ is hydroggfl, 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,
is benzoyl,
is benzyl, which may be substituted in the phenyl group by

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula
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in which
#  marks the linkage site with -CHC(R?
R"?  is phenyl which may be substituteg by methoxycarbonyl, carboxyl
or a group of the formula —S(0)/0H,
RY is phenyl which may be/substituted by methoxycarbonyl or
carboxyl,
R® s hydrogen or hydroxy,
T is phenyl, benzyl, 1 H-indo, 3"-y1 or 1 H-indol-3-ylmethyl,
R*  is methyl or hydroxy,
and also their salts, solvates and sojfrates of the salts.

4, Binder-drug conjugates of th€ general formula (JIa) according to any of Claims 1 to 3, in

which
n is a number frgf 1 to 10,
AK  1sAK or
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,

’AK, 1s 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 = AK|, is a group of the formula
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0
41
N—#
0
in which
#' marks the linkage site with the cysteine residue of tfe binder,

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

is a bond, linear (C,-Cg)-alkanediyl, a group ofihe formula

N A~ g~

where
m is a number 2 or 3,
# ' marks the linkage g
##  marks the linka
where (C;-Cg)-alk

e with the group G,
site with the group B,
diyl may be substituted by 1 or 2 methyl substituents,

is a bond or a grofip of the formula

Q
~ )L 4/** 1'0 *
*
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* marks the linkage site with L
F% 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
***J\ro\ﬂ/**** or ek fauiaid
R® 0
in which

*#*  marks the linkage site with thgcarbonyl group,
*¥**%  marks the linkage site wi
R® s methyl,
R® s hydrogen, methylgArbonyl or tert-butyloxycarbonyl,
Q' is piperidine-1,4-diyl,
R s hydrogen or methy
R7 s hydrogen or mephyl,

R' and RV cther with the atoms to which they are bonded form a
piperazinyl ring,
R s drogen or methyl,

s-hydrogen or methyl,

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

cyclopropyl ring,



L2
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R¥®  is methyl,
R™ s hydrogen,

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

(AN SV

where

p is a number from 2 to 6,

##°  marks the linkage site with the group B,
##*  marks the linkage site with the nitrogen ato

is a group of the formula

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

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



-420 -

in which
#* marks the linkage site with the adjgfent nitrogen atom,
# marks the linkage site with the gérbonyl group,

thering A with the N-O moiety present thgfein is a mono- or bicyelic,

optionally substituted heterocyclg/of the formula

R
O
O or |
v |
4 #
in which

arks the linkage site with the carbonyl group,

is hydrogen, hydroxy or benzyloxy,

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

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



35
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:ﬁ:\}
IIIIH[ /
%

in which
# marks the linkage site with the adjgfent nitrogen atom,
oup T',

»-NR®R®, or -CH,-O-R "/,

# marks the linkage site with the
T! is a group of the formula -C(=0)-OR’, -C(
in which
R’ is hydrogen, methyl, ethyl, n-propyl, tert-butyl, benzyl or
adamantylmethyl,
R® is hydrogen or methyl,
R’ is hydrogen, methyl fethyl, n-propyl or benzyl,
R'"  is benzyl, whigf may be substitated in the phenyl group by

or a group of the formula

@] 13

9 # R

#\/\R12 or \« W/
N—N

marks the linkage site with ~-CHCH,phenyl,

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

is phenyl which may be substituted by methoxycarbonyl 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 /£ to 4, in
which
n 15 a number from 1 to 10,
AK s AK,
where
AK, is a binder which binds FGFR2 and is bonded vif the NH side group of a
lysine residue of the binder to the group G,

G is carbonyl,

L'  isabond,
B is a bond,
12 is linear (C3-Cg)-alkanediyl or is a groug/of the formula

e S 1

where

p is a number 2 or

#3  marks the linkgfe site with the group B,
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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 gfe bonded form a

(15,2R)-2-phenylcyclopropane-1,1-diyl groupAf the formuia

the ring A

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

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

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

(15,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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:ﬂ:_q
@"lln
D %
T

in which
# marks the linkage site with the adjagnt nitrogen atom,
# marks the linkage site with the g/bup T*,
T! is a group of the formula -C(=0)-OR’ or -C#£0)-NR*R’
in which
R’ is hydrogen, methyl, ethy) n»-propyl, tert-butyl, benzyl or
adamantylmethyl,
R® is hydrogen,
R’ is hydrogen or benz
R* s methyl,

and also their salts, solvates and solyétes 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 fro

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

cysteine residue of the binder to the group G,

i a group of the formula
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0
4t
N—#
9]
where

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

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

##\/\EO /\Jﬁ##z

where

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

where (C3-Cs)-alkanediyl may Je substituted by 1 or 2 methyl substituents,

arks the linkage site with L',
marks the linkage site with 1.2,
is a bond or ¢thane-1,2-diyl,

Lt is a bond or a group of the formula



- 426 -

R
HN”
**s&/ O\[,r****
R®” 0O
in which

*#%  marks the linkage site with the carbonyl grou
*#%%  marks the linkage site with L7,

R® s methyl,

R*®  is hydrogen, methylcarbonyl or tert-Yltyloxycarbonyl,
RS s hydrogen or methyl,

R'"  is hydrogen or methyl,

or

R'¥andR' together with the Aoms to which they are bonded form a
piperazinyl ring,

is linear (C3-Cs)-alkanediyl gf is a group of the formula
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A
o) BT
-~
N or >< 4
#3 R3 R
@]
R' R®
where
# marks the linkage site with the nitrogen atom,

R! is hydrogen,

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

R'and R*>  together with the carbon atgfn to which they are bonded form a

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

ich
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

in which



RSS
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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 Jonded form a

(15,2R)-2-phenylcyclopropane-1,1-diyl group of (fe formula
7

#\‘ e

in which
'y marks the linka

# marks the li

site with the adjacent nitrogen atom,
age site with the group T,

T' s a group of the formula/C(=0)-OR’ or -C(=0)-NR®R®,
in which

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

is methyl,
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- CH, ]
H,C._ R H,C CH,
0
H
1 2 N
AK——G—L—B—L-—I}I x ]
CH, O z CH, O
* he cH, © CH
L. n
(1a),
in which
n is a number from 1 to 50,

AK  is a binder which binds to FGFR2,
the group §-G-L'-B-§§ is a linker,
where
§ marks the linkage site with the £roup AK and
§8 marks the linkage site with Je nitrogen atom,

L’ is linear (Ca-Cig)lkanediyl or is a group of the formula

1s a number from 2 to 6,

marks the linkage site with the group B,

marks the linkage site with the nitrogen atom,

whgfe (C;-Cig)-alkanediyl may be substituted by 1 to 4 substituents selected
fidependently of one another from the group consisting of methyl, hydroxyl and
benzyl,

and



- 430 -

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

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

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

salts, solvates and solyAtes of the salts.

Compounds of tife following formula

:3 O
0]
CS i3C -

AK




10.

11.
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where AK is an antibody or an antibody fragment which binds FGFR2, and n is a nu

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

Compound of the following formula

CH,

AKQA\

O
im
o

where AKaa is M048-D01-hIgGl1 and n is a numbeg/from 1 to 10, and also their salts,

solvates and solvates of the salts.

Compound of the following formula

§ H\‘/L
AKZB\W N : 0
o_ 0 &
o ~
0 ~cH, CH, i
N
H

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

Si{m

(XXXa),

solvates and solvaifs of the salts.

Compounds ¢4 the formula (XXXa)

0 H,C

N-—-LI—B—L"’—ITI
CH,

o]
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in which

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

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

1 2
##\/\Eo/\%ﬁ## or  #—12pl B

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 (C3-Cyo)-alkanediyl,

B! is a group of the formula

##°  marksfhe linkage site with the group L'4,
mapks the linkage site with the group L'B,
% a bond or (C,-Cy)-alkanediyl,

is a bond,

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

is hydrogen or (C,-C4)-alkyl,
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R® andR*  together with the atoms to which they are bonded form a 5-
membered heterocycle,
R*  is hydrogen or (Ci-Ca)-alkyl,
R*™  is hydrogen or (C;-Cy)-alkyl,
or
R*! and R* together with the atoms to which they are hbnded form a 5- or 6-
‘membered heterocycle,
L' s linear (Cy-C\p)-alkanediyl,
and
where (C;-C)g)-alkanediyl may be substituted by 1 £ 4 substituents selected independently
of one another from the group consisting of metffyl, hydroxy and benzyl,
and
where two carbon atoms of the alkanediy¥/chain in 1,2, 1,3 or 1,4-relation to one another,

with inclusion of any carbon atoms siffated between them, may be bridged to form a (Ca-

C¢)-cycloalkyl ring or a phenyl rin

is a bond or a group of the formula

)‘I\ L2 /u\ -
NTONT L
A‘]G é‘l?
J8
or * N/
I 27

where
* marks the linkage site with L,

**¥  marks the linkage site with L2,
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P is O or NH,

L} is a bond or (C;-Cy)-alkanediyl,

is a bond,

Q' is a 4- to 7-membered heterocycle,
Q2 is a 3- to 7-membered carbocycle or a 4- to 7-memberedMieterocycle,
R" s hydrogen or (C,-Cy)-alkyl,
R"”  ishydrogen or (C)-Cs)-alkyl,
or

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

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

or

homologyles or isomers,

is hygfogen or (C;-~Cy)-alkyl,

Al RZO

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

membered carbocycle,
R® s (C-Cy)-alkyl,
R* s hydrogen or (C;-Cs)-alkyl,
R*7  is hydrogen or (C,-Ca)-alkyl,

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

#MO /\JE;#;“

where
p is a number from 2 to 6,

#4?  marks the linkage site with the grou
##  marks the linkage site with the nj rogen atom,

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

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

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

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

is a group of fhe formula

g T # R
L VEEED §
R R% 2

where

# marks the linkage site with the nitrogen atom,
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R is hydrogen or methyl,
R? is isopropyl, isobutyl, sec-butyl, fert-butyl, phenyl, benzyl, 1-hydrgfyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-amingbenzyl, 1-
phenylethyl, diphenylmethyl, 1H-imidazol-4-ylmethyl oy 1H-indol-3-
ylmethyl,
or

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

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

Hae ot

')

J

in which

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

opbnally substituted heterocycle of the formula

hah. &

| |
# o, , #

7

41:0\—2-.0

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, fert-butyl, phenyl, benzyl, 1-hydro@yethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-amingfenzyl, 1-
phenylethyl, diphenylmethyl, 1H-imidazol-4-ylmethyl or/ 1H-indol-3-
ylmethyl,

or

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

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

7

#~: e

#8

in which

R'?

hydrogen, methyl, ethyl, n-propyl, fers-butyl, benzyl or
adamantylmethyl,
is hydrogen or methyl,

R’ 1s 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,

methoxycarbonyl or carboxyl,

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

o 0
. Y

R® s phenyl which

carboxyl,

T? is phenyl, benzyl A H-indol-3-yl or 1H-indol-3-ylmethyl,
R¥ s methyl or hydroxy.
and also their salts, solvapés and solvates of the salts.
Compounds of the/formula (XXXa) according to Claim 12, in which

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

carbfn atom of the succinimide,

if a bond, linear (C,-Cq)-alkanediyl, a group of the formula

2
O R S Y SRR
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m is 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,-Ce)-alkanediyl,

B! is a group of the formula
O @] O
o N QT
SNTONTTT o a® ONT N LS
}-_IQ?.Q IIQSD E|q31 lRSZ
in which

##°  marks the linkage site with the group

#°  marks the linkage site with the groyff L'®,
L} is a bond,

L®  isabond,

R¥ s hydrogen,

R*® s hydrogen,

R s hydrogen or mefyl,

R*  is hydrogen orfhethyl,
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0 0 0
* JL ** )-I\ L3 )J\ **
SNTOSNT 7 SNTTN 4
IIQM I_1{15 I1?1 8 il?ﬂ
0
)J\ 0
o WX
H Rza R24

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,
RY s hydrogen,
R is hydrogen,
R s hydrogen or megfhyl,

R is hydrogen o methyl,

ogether with the atoms to which they are bonded form piperazinyl

ring,
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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 nitrogen atom,

is a group of the formula

N/O #3><T or

# marks the linkage site with the nitr
R is hydrogen,
R? is 1-hydroxyethyl, benzyl, 4/hydroxybenzyl, 1-phenylethyl or 1H-indol-3-

ylmethyl,

in which

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

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

optionally substituted heterocycle of the formula
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RG

Z 0 Q £ o or
N N7 Nigd
_Ls |

|
, 8, #

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

R’ is hydrogen,

R? is 1-hydroxyethyl, benzyl, 4-hydroxybefizyl, 1-phenylethyl or 1H-indol-3-

ylmethyl,

or

R® and R* together with the car]
(15,2R)-2-phenylc

n atom to which they are bonded form a
opropane-1,1-diyl group of the formula

7

#\‘ K

n 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, #-propyl, tfert-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 fonded form a

4- to 7-membered heterocycle,
R isbenzoyl,

R'"  is benzyl which may be substituted i/ the phenyl group by
methoxycarbonyl or carboxyl,

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

#’ marks the linkage sitg/to -CHCH,phenyl,
R

R35

14.
Cys  is a gfsteine residue which is bonded via the sulphur atom of the side chain via a

on atom of the succinimide,

1s a bond or linear (C,-Cg)-alkanediyl,

is a bond or a group of the formula
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O 0
)'I\ /LE\ /”\ 4/M
Yo
R’ 7
where

* marks the linkage site with L,
ok marks the linkage site with L2,
L} is a bond,

L is a bond,

R'®  is hydrogen or methyl,

RY7 s hydrogen or methyi,

L is linear (Cy-Cg)-alkanediyl or is a groyf of the formula

AN S

where

P 1s a number 2 or
##>  marks the link#e site with the group B,
##  marks the jfikage site with the nitrogen atom,

formula

3
w X

R' R?

where

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

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

Ha o

U

in which

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

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

optionally substjfuted heterocycle of the formula

#1 which

# marks the linkage site with the carbonyl group,
iy hydrogen,
is benzyl, 4-hydroxybenzyl or 1H-indol-3-ylmethyl,

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
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H
N

[TRETY)
[ %

in which
#’ marks the linkage site with the adjagént nitrogen atom,
# marks the linkage site with the g/bup T',
T! is a group of the formula -C(=0)-OR” or -C#£O)-NR*R’,
in which
R’ is hydrogen,
RS is hydrogen,
R’ is hydrogen,
R*®  is methyl,

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

15.  Compounds of the formula (

CH,
H,C _R® HyC CH,
v ] N
2 N\)'I\ N "D
B—L=—N ¥
(I3H o i (13H O.. © Osen?
e
* me” eH, © CH :
(AXXD),
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##1 ;‘i#z 1 A w1 1B 2
\/\EO/\%TT] or #H—— L —B——##

where

m is a number from 2 to 6,

## ' marks the linkage site with the group G,
#2  marks the linkage site with the group B,
L s linear (C,-Cyo)-alkanediyl,

B! is a group of the formula
0 0
5 8 5 )L 6
##\N/ILN/## /L\N LB’##
or
%29 Flz30 A | 32
in which

#°  marks the linfge site with the group L'4,
#4°  marks the Ankage site with the group L'B,
L’ is a boyd or (C,-C4)-alkanediyl,

LS is g/bond,

hydrogen or (C;-Cy)-alkyl,

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

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

or 6-membered heterocycle,
R¥? s hydrogen or (C,-Cy)-alkyl,
R*  is hydrogen or (C,-Cy)-alkyl,

or
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R*! and R* together with the atoms to which they are bonded formA 5-
or 6-membered heterocycle,

L'® s linear (C,-Cjo)-alkanediyl,
and
where (C;-Cjg)-alkanediyl may be substituted by 1 to 4 subftituents selected
independently of one another from the group consisting of jhethyl, hydroxy and
benzyl,
and
where two carbon atoms of the alkanediyl chain ip/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 phenyl ring,

is a bond or a group of the formula

marks the linkage site with L,

marks the linkage site with L2,
is O or NH,
is a 4- to 7-membered heterocycle,

is a 3- to 7-membered carbocycle or a 4- to 7-membered heterocycle,
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R™®  ishydrogen or (C;-Cs)-alkyl,

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

R*®  is hydrogen or (Ci-Cy)-alkyl,

or

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

pyrrolidinyl ring,
R?'  is hydrogen or (C)-Cy)-alkyl,
R*  is hydrogen or (C;-Cq)-alkyl,
or

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

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

is linear (C,-Cjq)-alkanediyt or isA group of the formula

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

enzyl,



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

is a group of the formula

- 450 -

0 BT
-~
N K, o

in which

# marks the linkage site with the nitrogén atom,

R is hydrogen or methyl,

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

or

R' and R? togeth€r with the carbon atom to which they are bonded form a

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

#“: e

a

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

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

optionally substituted heterocycle of the formula

RB
Z 0 Q E o or
ll\l/ rl\l/ N/
4 #

|
6
) ) #

in which
#° marks the linkage site with thg/carbonyl group,
R® is hydrogen, hydroxy or bghizyloxy,
R? is hydrogen or methyl,
R* is isopropyl, isobutyl, sec-butyl, tgft-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hydroxy-¥nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-
phenylethyl, diphenylmeth#l, 1H-imidazol-4-ylmethyl or 1H-indol-3-
ylmethyl,
or

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

(15,2R)F2-phenylcyclopropane-1,1-diyl group of the formula

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

# marks the linkage site with the group T,

T'  is a 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’ is hydrogen, methyl, ethyl, n-propyl, iert-butyl, bepfyl or
adamantylmethyl,

R® is hydrogen or methyl,

R’ is hydrogen, methyl, ethyl, n-propy! or benzyl,

or

R® and R’ together with the nitrogen atom tg/which they are bonded
form a 4- to 7-membered heterogfcle,

RY s benzoyl,

R" s benzyl, which may be subyftituted in the phenyl group by

methoxycarbonyl or carboxy

s phenyl which may be substituted by methoxycarbonyl, carboxyl

or a group of the formula —S(0),0H,

is phenyl which may be substituted by methoxycarbonyl or
carboxyl,

is hydrogen or hydroxy,

T2 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.
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16.  Compounds of the formula (XXXT) according to Claim 15, in which

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

N WS

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,-Ce)-alkanediyl may be substituted by 1 or 2/methyl substituents,

B is a bond or a group of the formula

s the linkage site with L',

arks the linkage site with L2,
is hydrogen,
is methyl, propan-2-yl, 2-methylpropan-1-yl or 1-methylpropan-1-yl,

is hydrogen or (C;-C;)-alkyl,
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R' and R¥ together with the atoms to which they are bonded fo a

pyrrolidinyl ring,

R s hydrogen or methyl,

R*?  is hydrogen or methyl,

or

R* and R together with the atoms to which they
cyclopropyl ring,

RY s hydrogen or methyl,

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

AN S

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

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

bonded form a

where (C2-Cg)-alkanediyl fhay be substituted by 1 or 2 methyl substituents,

and

where two carbon ftoms 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 phenyj/ring,

is a group/f the formula

3
#><T or
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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 gf 1H-indol-3-
ylmethyl,

or

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

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

#4

the ring A i -0 moiety present therein is a mono- or bicyclic,

ol

@]

L)

o
H—=

N\ S

®)

2
Qta\—z -0

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

is hydrogen,
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R* is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indg3-
yimethyl,
or

R’ and R* together with the carbon atoms to which they are Yfnded form a

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

in which
# marks the linkage spe with the adjacent nitrogen atom,
# marks the linkag site with the group T',
T'  is a group of the formula AC(=0)-OR’, -C(=0)-NR®R’, -C(=0)-NH-NH-
R or -CH,-O-R",
in which

R’ i1s hydrofen, methyl, ethyl, n-propyl, fert-butyl, benzyl or
adamafltylmethyl,

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

form a 4- to 7-membered heterocycle,

R® s benzoyl,

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

is hydrogen, methyl or a group of the formula
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42 O 13
42 / 42 R
\/\ R1 2 \/\ R1 2 or \ /
N—N
in which
# marks the linkage site with -CHCH,phenyl,

R'2 | is phenyl which may be substituted by methoxytarbonyl, carboxyl
or a group of the formula —S(0),OH,
RP® s phenyl which may be substituted /by methoxycarbonyl or
carboxyl,
R¥® s methyl or hydroxy,

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

17.  Compounds of the formula (XXXI) according £ either of Claims 15 or 16, in which
L! is & bond,
B is a bond,
L?  is linear (C;-Cg)-alkanediyl

##3\/\}0/\45#4

is a group of the formula

p is a number 2 #r 3,
#°  marks the age site with the group B,
#'  marks e linkage site with the nitrogen atom,

is afroup of the formula
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A
N,o #T
or ><
# R R
0
R' R?

where

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

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

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

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

marks the linkage site with the adjacent nitrogen atom,

marks the linkage site with the carbonyl group,

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

optionally substituted heterocycle of the formula

|
4

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

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

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

7

#\‘ s

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

R® is hydrogen,

R*® s methyY/

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

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

e general formula (fa), 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 consisti

dithiothreitol or tris(2-carboxyethyl)phosphine hydrochloride, and is subseuently

reacted with a compound of the formuia (II)

o H,C H,C .
~
D
N—LL—B—LZ—r?I x
CH, AL
0 H,C CH3
(D,

in which D, L', B, L? and R* each have the defi

— o, -
o H,C CH, "
AK, N
1 1 2 N ~D
N—L=B—LEN Lol
CH Ou “CH,
4 CH,
L —dn

in which n, AK,, L', B, L? and R* each have the definitions indicated in

Claims 1 to 11,

ith a compound of the formula (1)

o H,C_ R H sC
~ F’:\)L
LI—B—Lz—rF! ;
/=\

is reacted




19.

20.

21.

22,
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CH,
35
0 H,C R o ¢
AK; H
z g 2 N\)L
L—B—LnN o
CH I CH, O
> he” cH, CH
(I'B)a

in which n, AK,, D, L', B, L2 and R* eachflave the definitions indicated in

Claims 1 to 11.

Compounds prepared by the process in Clgfn 18, where AK; and AK; is an antibody
which comprises the six CDR sequenceg/ of the antibody M048-D01-hIgG1 or M048§-
DO01-hIgG1-b, the variable light and pariable heavy chain of the antibody M048-D01-
higG1 or M048-D01-hIgG1-b or th€ 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 gfcording to any of Claims 1-11, where the binder binds

specifically to FGFR2

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

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



23.

24.

25,

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

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

Binder-drug conjugate according to any of the preceding claims, whgfe the binder
competes in binding to the cancer target molecule FGFR2 with the /AL-FR21, GAL-
FR22 or M048-D01-hlgG1 antibody.

Binder-drug conjugate according to any of the preceding claimg§, where the binder
comprises the amino acid sequence of the CDR sequences #f the variable light and heavy
chain of the antibody M048-D01-hlgG1 represented in FEQ ID NO:15 (H-CDR1), SEQ
ID NO:16 (H-CDR2), SEQ ID NO:17 (H-CDR3), SPQ ID NO:18 (L-CDR1), SEQ ID
NO:19 (L-CDR2) and SEQ ID NO:2¢ (L-CDR3)

the amino acid sequence of the variable light hd heavy chains of the antibody M048-
DO1-hlgGl, represented in SEQ ID NO:12/A V1) and SEQ ID NO:11 (Vh),

the amino acid sequence of the variablgflight and heavy chains of the antibody M048-
D01-hIgG1-b, represented in SEQ IJF NO:14 (V1) and SEQ ID NO:13 (Vh),

the amino acid scquence of the Jjght and heavy chain of the antibody M048-D01-hIgG1-b
represented in SEQ ID NO: YAlight chain) and SEQ ID NO:10 (heavy chain),

the amino acid sequence gf the light and heavy chain of the antibody M048-D01-hlgG1
represented in SEQ ID/NO: 7 (light chain) and SEQ ID NO:8 (heavy chain), or

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

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

and/gfprophylaxis of illnesses.
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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/n a
method for the treatment and/or prophylaxis of hyperproliferative and/or angdogenic

diseases.

Binder-drug conjugate according to any of Claims 1 to 25 for producingA4 medicament for

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

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

excipient.

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

cytotoxic substances.

Medicament according to ClaimZ9 or 30 for the treatment and/or prophylaxis of

hyperproliferative and/or angiogénic diseases.

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

defined in eithef of Claims 30 and 31.
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Claims:
L. Binder-drug conjugates of the general formula (Ia)
— CH, —_
H,C. _R” HC CH,
oo N
1 2 N\)J\ N ~\‘D
AK—=t=G--L=—B—L—N H
(I:H 0 : (|3H o._ O O~en?
* he”cH,  CH, ?
L —in
(Ia),
in which
n is a number from 1 to 50,
AK  is AK, or AK»
where
AK; is a monoclonal antibody or antigen binding fragment thereof which binds
to FGFR2 and is bonded via a sulphur atom of the antibody or antigen
binding fragment to the group G,
AK> 1s a monoclonal antibody or antigen binding fragment thereof which binds
to FGFR2 and is bonded via a nitrogen atom of the antibody or antigen
binding fragment to the group G,
G when AK = AK, is a group of the formula
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0 Q HO
#' #' N,#2 o,
N—# H #! N—#
O
O | OH ‘ ©
1 #2
o 4 /\n/
0
where
! marks the linkage site with the sulphur atom of the monoclonal antibody or

antigen binding fragment thereof,

# marks the linkage site with the group L',
or

when AK = AKs, is carbonyl,

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

4 # 1 ApT 1B 2
\/\Eo/\an or #H— L —B—L—#

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'* s linear (C,-C)p)-alkanediyl,
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is a group of the formula

0O O 0
i )j\ #° JJ\ L2 )J\ ’##6
“N N~ 445 NT SN L6
||229 Il?m ||?31 I|?32
6
or S,S\S .
in which

##°  marks the linkage site with the group L'*,
##°®  marks the linkage site with the group L'B,

L’ is a bond or {C,-C4)-alkanediyl,

L is a bond or a group of the formula
R
HN HD—O
#° y—
##T/S/OT or ##7 #H#
R* O ©
in which

## " marks the linkage site with the carbonyl group,

##%  marks the linkage site with L'®,

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

benzyloxycarbonyl,

R* s hydrogen or methyl,
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R* s hydrogen or (C,-Cy)-alkyl,
R*  is hydrogen or (C;-Cq)-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,-Cs)-alkyl,
R¥? is 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 (Cy-Cyg)-alkanediyl,
and

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 bond or a group of the formula
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* /U\ . )J\ IR )J\ - )I\ -0
\'?J I}I/ . lI\J/ \ril L4/ N Q1
R14 R15 R16 R17 O
20
fl? 0
*soo-P b * N x * P
S x N
18 19 21 o0 H
o} R™ R” © , R R ,

o)
*/lLN N
H |

O
O L
23 24\H/
R R o

where

* marks the linkage site with L,

** 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

R
- HN
HN Q,o
***J\( O\n/*-k** or falald >_****
o)
R® 0
in which

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

HN/R3G
/** or )ﬁ/o *
R RY 0

*&

*
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##4% marks the linkage site with L7,
R*  is hydrogen or methyl,

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

benzyloxycarbonyl,
Q1 is a 4- to 7-membered heterocycle,
Q? is a 3- to 7-membered carbocycle or a 4- to 7-membered heterocycle,
R™ s hydrogen or (C,-C4)-alkyl,
RP s hydrogen or (C;-Cy)-alkyl,
or

R and RY®  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

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

membered heterocycle,
R'® 1s 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*®  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

pyrrolidinyl ring,
R* s 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® s (C;-Ce)-alkyl,
R*  is hydrogen or (Cy-Cy)-alkyl,
R*” s hydrogen or (C 1-Cq)-alkyl,

R¥ s hydrogen, (C;-Cs)-alkylcarbonyl, tert-butyloxycarbonyl or benzyl-

oxycarbonyl,
R is hydrogen or methyl,
or

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

pyrrolidine ring,

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

#3\/\}0/\4;##4

where

p is a number from 2 to 6,




- 403 -

#°  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;-Ce)-cycloalkyl ring or a phenyl ring,

is a group of the formula

0 #3 T1 # R
-~
N K, e
3 3 R
#%O ‘ R R25 72
R' R’

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

R' is hydrogen or methyl,

R’ is 1sopropyl, 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
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R! and R? together with the carbon atom to which they are bonded form a

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

a4t o 5

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 l: |
:N’O Q o &
le 6

0

]

| \

g # #° #°
in which

#° marks the linkage site with the carbonyl group,
R® 1s hydrogen, hydroxy or benzyloxy,
R? is hydrogen or methyl,

R is isopropyl, isobutyl, sec-butyl, fert-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-
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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

#\‘ R

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

T' s 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, fert-butyl, benzyl or

adamantylmethyl,
RS 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,
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R26

TZ

- 406 -

RY 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 #2 O R
#\/\Rm #\/\Ru 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(0),OH,

R" is phenyl which may be substituted by methoxycarbonyl or

carboxyl,
is hydrogen or hydroxy,

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.

Binder-drug conjugates of the general formula (Ia) according to Claim 1, in which
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is a number from 1 to 20,

when AK = AKj, is a group of the formula

or
when AK = AKj, is carbonyl,

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

##° # 1Al 182
\/\EO/\% or  HE—LTB—L—##

where (Ca-Cg)-alkanediyl is optionally substituted by 1 or 2 methyl substituents
is linear (C»-Cg)-alkanediyl, optionally substituted by 1 or 2 methyl substituents,
L’ is a bond,

R  is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,

R*  is hydrogen or methyl,

R* s hydrogen,

R*®  is hydrogen,

R¥ s hydrogen or methyl,

R* s hydrogen or methyl,
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L'"®  is linear (Cy-Cg)-alkanediyl, optionally substituted by 1 or 2 methyl

substituents,
B is a bond or a group of the formula
O 0 O O
Ao A e Lo
|14 |15 '16 |17

R R R R 0

2
il o i
* N T . % )J\ O ke
X %LN/ e d
18 19 P > H 23 2
R R" 0 . R , R™ 0

1 R2 R

RBS
L
. rl\J/ or*/H/OY**
27
R RY 0O
L’ is a bond or ethane-1,2-diyl,
R*®  is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,
14 . .
R is hydrogen,
R"  ishydrogen,
R'®  is hydrogen or methyl,
R is hydrogen or methyl,
or

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

piperazinyl ring,
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R® s hydrogen,

R s hydrogen, methyl, propan-2-yl, 2-methylpropan-1-yl or 1-methylpropan-
1-y1,

R*®  is hydrogen or methyl,
or

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

pyrrolidinyl ring,
R¥ s 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*?  ismethyl,
R*  is hydrogen or methyl,
RY s hydrogen,
R*®  is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,

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

W\/\PO/\%g*&’*‘*‘y1

where (C;-Cg)-alkanediyl is optionally substituted by 1 or 2 methyl substituents,

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

R
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 © 4

R’ is hydrogen,

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

R*
yimethyl,

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

#\‘ N

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




411 -

Binder-drug conjugates of the general formula ([a) according to Claim I or 2, in which
n is a number from 1 to 10,

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

0
#1
N—#°
o)
or

when AK = AK,, is carbonyl,

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

##1\/\{0 /\/]Tn##z

where
m is a number 2 or 3,
where (C,-Cg)-alkanediyl is optionally substituted by 1 or 2 methyl substituents,

B is a bond or a group of the formula
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I
rR® R 0
0 )OL
™ *% O Hk
YMN’ TN
R RZ H R® R

L’ is a bond or ethane-1,2-diyl,

R*®  is methyl,

R®  is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,
Q' is piperidine-1,4-diyl,

R'®  is hydrogen or methyl,

RY  is hydrogen or methyl,

or

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

##3\/\[\ O/\JE#A

is a group of the formula

3 5
/O #3 T1 # R
N D"
#2 R® R
e} )
R' R
where
# 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
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R’ is hydrogen,
R* is benzyl, 1-hydroxybenzyl, 1-phenylethyl or 1 H-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

#\‘ R

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, tfert-butyl, benzyl or

adamantylmethyl,
R® is hydrogen or methyl,
R’ 18 hydrogen, methyl, ethyl, n-propyl or benzyl,

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

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

in which
# marks the linkage site with -CHCHaphenyl,

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

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

carboxyl,

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

4. Binder-drug conjugates of the general formula (la) according to any of Claims 1 to 3, in
which

n is a number from 1 to 10,

AK s AK,

G 1s carbonyl,

L 1s a bond,
B is a bond,
L is linear (C3-Cg)-alkanediyl or is a group of the formula

##3\/\P O/\45##4
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where
p is a number 2 or 3,

is a group of the formula

R is hydrogen,
R* is benzyl or 1 H-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

#“: a

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

optionally substituted heterocycle of the formula
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I
#6

R’ is hydrogen,

R 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

#\‘ o

T'  is a group of the formula -C(=0)-OR’ or -C(=0)-NR5R’
in which
R? is hydrogen,
R’ is hydrogen or benzyl, and
R*®  ismethyl,

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 3, in

which




AK
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is a number from 1 to 10,
is AK.[

is a group of the formula

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

N Ao

where
m is a number 2 or 3,
where (C;-Cs)-alkanediyl may be substituted by 1 or 2 methyl substituents,

is a bond or a group of the formula

9] 0]
)‘I\ L2 JJ\ *
N [?]/ \ITI L4/
R'® R
where

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

Lt is a bond or a group of the formula
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R
HNT
***JYO\I.I/****
R® 0O
in which

R®  is methyl,

R*®  is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,
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

piperazinyl ring,

is linear {C;s-Cs)-alkanediyl or is a group of the formula

#3\/\} o /\45#_#4

where
P is a number 2 or 3,

is a group of the formula
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where

R' is hydrogen,

R?*  isbenzyl 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

#“: o

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

optionally substituted heterocycle of the formula

@

N

|
#6

R’ is hydrogen,

rR* 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

(15,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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:H:-q
ey
l: “
By

T'  isa group of the formula -C(=0)-OR” or -C(=0)-NR*R’,
in which
R® is hydrogen,
R’ is hydrogen or benzyl, and
R*®  is methyl,

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

Binder-drug conjugates of the general formula (Ia)

— CH,
H,C R” OHSC CH,
H
H N
1 2 N\)'k N ~D
AK——G—L—B—L—IIJ ; | L.
H, O E CH, O__ O ~
CH, Hsc/\CHS TR CH,
L —n

(a),

in which

n is a number from 1 to 50,

AK  is AK; or AK;
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where

AK; is a monocolonal antibody or an antigen binding fragment thereof which binds
to FGFR2 and is bonded via a sulphur atom of the antibody or antigen

binding fragment to the group G,

AK; is a monocolonal antibody or an antigen binding fragment thereof which binds
to FGFR2 and is bonded via a nitrogen atom of the antibody or antigen

binding fragment to the group G,

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

O
#1
N—#
O
where
#! marks the linkage site with the sulphur atom of the monoclonal
antibody or antigen binding fragment thereof,
# marks the linkage site with the group L',
or

when AK = AK,, is carbonyl,
is a bond
is a bond

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




-423 .-

AN W

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,

R*®  ismethyl, and

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

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

Compounds of formula (Ia) as defined in claim 6, wherein the compound has the

following formula
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where n is a number from 1 to 10, and also their salts, solvates and solvates of the saits

8. Compound of formula (Ia) as defined in claim 6, wherein the compound has the following

%OW\*

where n is a number from 1 to 10, and AK,4 is the antibody M048-D01-hIgG1, which

AK

llu

%\YW\TJ;‘/
O CH, ©
H.C

comprises a heavy chain comprising the amino acid sequence of SEQ ID NO: 8 and a

light chain comprising the amino acid sequence of SEQ ID NO: 7,, and also their salts
solvates and solvates of the salts.

9. Compound of formula (Ia) as defined in claim 6, wherein the compound has the following

formula
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CH,
H.C CH, OHSC CH,
H
AKzB\\’_(\/\/\NL_‘/N\_)J\ N
I : | 0 0
0 CH, O 2 CH, O._ C ~CH
3 H3C/\ CH, 3 \CHS 3

where n is a number from 1 to 10, and AK,p is M048-D01-hlgG1-b, which comprises a
heavy chain comprising the amino acid sequence of SEQ ID NO: 10 and a light chain
comprising the amino acid sequence of SEQ ID NO: 9, and also their salts, solvates and

solvates of the salts.

10.  Process for preparing the compounds of the invention according to any of Claims ! to 9,
of the general formula (Ia), characterized in that a solution of the monoclonal antibody or

antigen binding fragment thercof in a buffer

[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)

N—L-B—2 HJ
c

H
O H,C H;

%

(1D,

in which D, L', B, L? and R* each have the definitions indicated in Claims 1 to 9,

to give a compound of the formula (I-A)
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o
AK,J
NLBLN

o

(I-A),

in which n, AK;, D, L', B, L? and R*® cach have the definitions indicated in

Claims 1 to 9,

1s reacted with a compound of the formula (III)

CH,
35
0 HC_ R OHaC CH,
~
N’ L—LEN AN N D
I : I O, O
CH E CH, O._.0© “CH
0 > He T cH, CH, :
(11D,

in which D, L), B, 1% and R*® each have the definitions indicated in Claims 1 to 9,

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

CH,
35 H.C
H,C_ _R s CH
Q 3 0 3 H
_ H N
AK; ) 5 N\)L N ~D
R : o._ 0O
CH, O _A_ CH; O O “CH
P He eH, CH, ?
I e (1
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12.
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(I-B),

in which n, AK;, D, L', B, L? and R* each have the definitions indicated in

Claims [ to 9.

Compounds prepared by the process in Claim 10, where AK; and AK; is an antibody

which comprises:

the six CDR sequences of the antibody MO048-D01-hlgG! or M048-DO01-hlgGl-b,
represented by SEQ ID NOs: 15-20,

the variable light and variable heavy chain of the antibody M048-D01-hlgG1, represented
by SEQ ID NOs: 11 and 12,

the variable light and variable heavy chain of the antibody MO048-D01-higGl-b,
represented by SEQ ID NOs: 13 and 14,

the light and heavy chain of the antibody M048-D01-hlgGl, represented by SEQ ID NOs:
7 and 8, or

the light and heavy chain of the antibody M048-D01-higG1-b, represented by SEQ ID
NOs: 9 and 10,

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

Binder-drug conjugate according to any of Claims 1-9, where the monoclonal antibody or

antigen binding fragment thereof binds specifically to FGFR2.
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14,

15,

16.
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Binder-drug conjugate according to any of Claims 1-9 or 12, where the monoclonal
antibody or antigen binding fragment thereof binds to the extracellular N-terminal epitope

('RPSFSLVEDTTLEPE") of FGFR2.

Binder-drug conjugate according to any of Claims 1-9, 12, or 13, where the monoclonal
antibody or antigen binding fragment thereof, after binding to FGFR2 on the target cell, is

internalized by the binding of the target cell.

Binder-drug conjugate according to any of Claims 1-9 or 12-14, where the monoclonal
antibody or antigen binding fragment thereof competes in binding to the cancer target
molecule FGFR2 with the GAL-FR21, GAL-FR22, M048-D01-hlgG1, or M048-D01-
hlgGl-b antibody, wherein the M048-D01-hlgGl and M048-D01-hIgG1-b antibodies
comprises six CDR sequences represented by SEQ ID NOs: 15-20.

Binder-drug conjugate according to any of Claims 1-9 or 12-15, where the monoclonal

antibody or antigen binding fragment thereof comprises

the amino acid sequence of the CDR sequences of the variable light and heavy chain of
the antibody M048-D01-hlgG1 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-
D01-hlgGl, represented in SEQ ID NO:12 (V1) and SEQ [D NO:11 (Vh),

the amino acid sequence of the variable light and heavy chains of the antibody M048-
DO1-hIgG1-b, represented in SEQ ID NO:14 (V1) and SEQ ID NO:13 (Vh),




17.

18.

19.

20.

21.
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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 1D 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 according to any of Claims 1-9 or 12-16 for use in the treatment

and/or prophylaxis of illnesses.

Binder-drug conjugate according to any of Claims 1-9 or 12-16 for use in the treatment

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

The use of a binder-drug conjugate according to any of Claims 1-9 or 12-16 in the
manufacture of a medicament for the treatment and/or prophylaxis of hyperproliferative

and/or angiogenic diseases.

Medicament comprising a binder-drug conjugate according to any of Claims 1-9 or 12-16,

in combination with an inert, non-toxic, pharmaceutically suitable excipient.

Medicament comprising a binder-drug conjugate according to any of Claims 1-9 or 12-16,
in combination with one or more anti-hyperproliferative, cytostatic or cytotoxic

substances.
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22. Medicament according to Claim 20 or 21 for use in the treatment and/or prophylaxis of

hyperproliferative and/or angiogenic diseases.




