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Claims 

1. 	Binder -drug conjugates of the general formula (Ia) 
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0 	0 
'' CH3 

D 

0, 
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— _n 

(Ia), 

5 in which 

n 	is a numbe from 1 to 50, 

AK 	is a binder whi 	binds to FGFR2, 

the group §-G-L`-B-§§ is a 1 	ker, 

where 

10 § 	marks the linkage site 	ith the group AK and 

§§ 	marks the linkage site with 	e nitrogen atom, 

L2 	is linear (C2-C10)-alkanediyl or is a groin of the formula 

##3 	 404 

0 	P 

where 

15 p 	is a number from 2 to 6, 

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

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

where (C2-C10)-alkanediyl may be substituted by 1 to 4 substituent• 	selected 

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

20 benzyl, 
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15 

20 

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-C6)-cycloalkyl ring or a phenyl ring, 

is a group of the formula 

A 

or 

#,...,.,,,,,R
5 

R3 	R4  
0 	, 	 R

26/....\,T2 

where 

#3 	marks thl linkage site with the nitrogen atom, 

R' 	is hydrogen o 	ethyl, 

R2 	is isopropyl, isobu 	I, sec-butyl, tent-butyl, phenyl, benzyl, 1-hydroxyethyl, 

4-hydroxybenzyl, 4-h droxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1- 

phenylethyl, 	diphenylm hyl, 	1H-imidazol-4-ylmethyl 	or 	1H-indol-3- 

ylmethyl, 

Or 

R' and R2 	together with the carbon ato • to which they are bonded form a 

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

4 
\4#

5 

in 

411)  

which 

#4 	marks the linkage site with the adjacent nitrogen atom, 

#5 	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, 

optionally substituted heterocycle of the formula 

R6  , (10 
....., 	„.0 or 

N
.-0 1 .., 	„0 

N 	 N  
1 	 1 	 I 

# 	, 	#6 
	

#6 
	

#6  

in which 

#6 	marks the linkage site with the carbonyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 

R3  is hydro...en or methyl, 

R4  is isopropyl, ' obutyl, sec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 

4-hydroxybenz 	4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1- 

or 

phenylethyl, 	dip -nylmethyl, 	1H-irnidazol-4-ylmethyl 	or 	1H-indol-3- 

ylmethyl, 

R3  and R4 	together with the cart). 	atom to which they are bonded form a 

(1S,2R)-2-phenylcyclop 0. cne-1,1-diy1 group of the formula 

4,7 	2  
it 4X71- 

- 

in 

4111  

which 

#7 	marks the linkage site with the adjacent nitroge 	. tom, 

#8 	marks the linkage site with the group T1, 
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T' is a group of the formula -C(=0)-0R7, -C(=0)-NR5R9, -C(=0)-NH-NH-R1°  

or -CH2-0-R", 

in which 

R7  is 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	tert-butyl, 	benzyl 	or 

adamantylmethyl, 

R5  is hydrogen or methyl, 

R9  

or 

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

' 8  and R9  together with the nitrogen atom to which they are bonded form a 

4- • 7-membered heterocycle, 

R'°  's benzoyl, 

R1 ' is b.. zyl, which may be substituted in the phenyl group by 

methox carbonyl or carboxyl, 

R5  is hydrogen, methyl a group of the formula 

0 0 
41,...„

.„./...S 

gel 
, 

,9 	 9 	 R
13 

4......""*".... R
12 	#9.---- 

'Or fr....N.........\ 
R

12 

, 	 N—N 

in which 

#9  

R12 

marks the linkage site with —CHC(R26)-T2, 

is phenyl which may be substituted by methoxyc.- bonyl, carboxyl 

or a group of the formula —S(0)20H, 

le3  is phenyl 	which may be substituted by methoxycai , snyl or 

carboxyl, 

R26 is hydrogen or hydroxy, 
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2. 

5 

10 

15 

T2 	is phenyl, benzyl, 1H-indol-3-yl or 1H-indo1-3-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 

A 

is a number from 1 to 50, 

is AK]  or AK, 

ere 

AK, 	is a binder which binds to FGFR2 and is bonded via a sulphur atom 

' der to the group G, 

AK2 	is a b 	der which binds to FGFR2 and is bonded via a nitrogen atom 

binder to he group G, 

of 

of 

the 

the 

G when AK = AK1, is a 	oup of the formula 

HO 

N--- 	 H 	2  
H N—#

2 
N—# 

----I( 
O 	, 	

OH 	
, 	 0 

or 

O 

where 

marks the linkage site with the sulphur atom of the bin. , 

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

or 

when AK = AK), is carbonyl, 

is a bond, linear (C1-C10)-alkanediyl, a group of the formula 
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##1 
- 

##
2 	 1 	1A 	1 	1B 2 

where 

0 	_M or 	##-L-B-L-## 

m 	is a number from 2 to 6, 

#11 1 	marks the linkage site with the group G, 

5 ##2 	marks the linkage site with the group B, 

IA is linear (C2-C10)-alkanediyl, 

is a group of the formula 

O 	 0 	 0 

# 5 ., 	,,L„, 	„„--,..,, 	6....##
6 

\ 
N

„„##
6 

##
5 	N 	N 	L 

	

1 	
R 

30 	 I 31 	I 32 

	

R29 R 	 R 

„,,.6 
• , 	..„--h"Ft Of 

##
5 	

-s. 

in which 

10 ## 

## 

L5  

L6  

5 	marks the linkage site 	h the group L1A , 

6 	marks the linkage site with tl 	group L'8, 

is a bond or (C2-C4)-alkanediyl, 

is a bond or a group of the formula 

HN
„R33 	 HN 

O 
##8 	or 

##
7 

” R 
• 

15 in which 

0' 	marks the linkage site with the carbonyl group, 
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5 

tit 8 	marks the linkage site with L IB, 

R33 	is hydrogen, (C i -C4)-alkylcarbonyl, tert-butyloxycarbonyl 

or benzyloxycarbonyl, 

R34 	is hydrogen or methyl, 

R29 	is hydrogen or (C1-C4)-alkyl, 

R3° 	is hydrogen or (C1-C4)-alkyl, 

or 

10 

R29  and R3° 	together with the atoms to which they are bonded form a 5-

or 6-membered heterocycle, 

R3 	is hydrogen or (C1-C4)-alkyl, 

R32 	i 	ydrogen or (C1-C4)-alkyl, 

or 

15 

R31  and R32 	to 	ther with the atoms to which they are bonded form a 5- 

or 6- 	• mbered heterocycle, 

LIB 	is linear (C2-C10)-alkanedi 

and 

where (C1 -C10)-alkanediyl may be substit 	d by 1 to 4 substituents selected 

independently of one another from the group .Insisting of methyl, hydroxy and 

benzyl, 

20 and 

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

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

bridged to form a (C3-C6)-cycloalkyl ring or a phenyl ring, 

B is a bond or a group of the formula 
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36 

HN- 

N,„** or 

R
24 

5 

where 

* 

** 

P 

L3  

0 

marks the lin .ge site with L', 

marks the linkage 	te with L2, 

is 0 or NH, 

is a bond or (C2-C4)-alkanei 

R
27 
 R37 	0 

L4  is a bond or a group of the formu . 

, 82 

HN
---ri HN 

0 
**** 	or **** 

R
25 

0 
0 

 

10 in which 

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

**** 	marks the linkage site with L2, 

R25 	is hydrogen or methyl, 
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Q' 

R28 	is 	hydrogen, 	(C1 -C4)-alkylcarbonyl, 	tert-butyloxycarbonyl 

benzyloxycarbonyl, 

is a 4- to 7-membered heterocycle, 

or 

5 

Q2 

R14 

1215  

or 

is a 3- to 7-membered carbocycle or 

is hydrogen or (C1 -C4)-alkyl, 

is hydrogen or (C1 -C4)-alkyl, 

a 4- to 7-membered heterocycle, 

10 

R1, end 

le 

IC 

or 

R15 	together with the atoms to 

membered heterocycle, 

is h drogen or (C1 -C4)-alkyl, 

is hydros n or (C1-C4)-alkyl, 

which they are bonded form a 5- or 6- 

15 

R16  and 

le 

R19 

R2°  

or 

R'7 	together 	h the atoms to 

membered heterocycle, 

is hydrogen or (C1 -C4)-al 	1,  

is hydrogen or the side gro k . 

homologues or isomers, 

is hydrogen or (C1-C4)-alkyl, 

which they are 

of a natural cc 

bonded form a 5- or 

-amino acid or of 

6- 

its 

20 R19  and 

R21 

R22 

R2° 	together with the atoms 

pyrrolidinyl ring, 

is hydrogen or (C1-C4)-alkyl, 

is hydrogen or (C1 -C4)-alkyl, 

to 	which 	t are bonded form a 

or 
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R2' and R22 	together with the atoms to which they are bonded form a 3- to 7-

membered carbocycle, 

R23 	is (C1-C4)-alkyl, 

R24 is hydrogen or (C1 -C4)-alkyl, 

5 R27 	is hydrogen or (C1 -C4)-alkyl, 

R36 	is 	hydrogen, 	(C1-C4)-alkylcarbonyl, 	tert-butyloxycarbonyl 	or 	benzyl- 

oxycarbonyl, 

is hydrogen or methyl, 

or 

10 

L2  

R36  and R3 	together with the atoms to which they are bonded form a 

iyrrolidine ring, 

is linear (C2-C10)-al 	nediyl or is a group of the formula 

##3  
0 	- P 

where 

15 p 	is a number from 2 to 6, 

marks the linkage site with the g o , B, 

##4 	marks the linkage site with the nitrogen . om, 

where (C2-C10)-alkanediy1 may be substituted by 1 to 4 substituents selected 

independently of one another from the group consist] , _ of methyl, hydroxy and 

20 

25 D 

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 	, may be 

bridged to form a (C3-C6)-cycloalkyl ring or a phenyl ring, 

is a group of the formula 
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A 

or 

#........../...,R
5 

R
26/-..\.

T
2 

R
2 

in which 

#3 	marks the linkage site with the nitrogen atom, 

. 	is hydrogen or methyl, 

R2 	is isopropyl, isobutyl, sec-butyl, tent-butyl, phenyl, benzyl, 1-hydroxyethyl, 

A 	ydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1- 

phei 	lethyl, 	diphenylmethyl, 	1H-imidazol-4-ylmethyl 	or 	1H-indo1-3- 

ylmeth 	, 

or 

R` and R2 	together 	ith the carbon atom to which they are bonded form a 

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

.•• 	#
5 

in 

4111  

which 

#4 	marks the linkage site with the a. . ent nitrogen atom, 

#5 	marks the linkage site with the carbon 	group, 

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

optionally substituted heterocycle of the formula 
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R6  
41111  ..„„/"..„... 

-...„.. .,,,\O 	,..0 a 	or 0 
...Z., 

N 	N 	 N 	 N 

#6 	, 	# 
6 	

# 
6 	 46 

in which 

#6 	marks the linkage site with the carbonyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 

R3 	is hydrogen or methyl, 

R4 	is opropyl, isobutyl, sec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 

4-hy 	oxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1- 

phenyle 	1, 	diphenylmethyl, 	1H-imidazol-4-ylmethyl 	or 	1H-indol-3- 

ylmethyl, 

or 

R3  and R4  together with the carbon atom to which they are bonded form a 

(1S,2R)-2-pheny 	yclopropane-1,1-diy1 group of the formula 

4,7 	4,8 
n X".  

= 

in 

III  

which 

#7 	marks the linkage site with the adjace 	nitrogen atom, 

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

T' 	is a group of the formula -C(=0)-01e, -C(=O)-NR8R9, -C(=O)- 	-NH-R1°  

or -CH2-0-R11, 

in which 
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R7 	is 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	tert-butyl, 	benzyl 	or 

adamantylmethyl, 

R8 	is hydrogen or methyl, 

R9 	is hydrogen, methyl, ethyl, n-propyl or benzyl, 

5 or 

R8  and R9 	together with the nitrogen atom to which they are bonded 

form a 4- to 7-membered heterocycle, 

R io is benzoyl, 

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

10 methoxycarbonyl or carboxyl, 

R5 	is hyd 	en, methyl or a group of the formula 

0 0  
9 # N.,,,.......... S 

9 # 	 \ or, , 
R12 	 R12 or  

N—N 

in which 

#9 	marks the linkage site with —C 	(R26)-T2, 

15 R12 is phenyl which may be substituted c 	methoxycarbonyl, carboxyl 

or a group of the formula —S(0)20H, 

R13 	is phenyl which may be substituted by methoxycarbonyl or 

carboxyl, 

R26 	is hydrogen or hydroxy, 

20 

R35  

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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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 AK2  

where 

5 AK1 	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, 

K2 	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, 

G when • 	= AKI, is a group of the formula 

10 

in which 

marks the linkage site w 	, the cysteine residue of the 

#2 	marks the linkage site with fir 7roup LI, 

Or 

binder, 

15 when AK = AK2, is carbonyl, 

LI  is a bond, linear (C7-C6)-alkanediyl, a group of the fo 	ula 

1 
## ## 

	
1A 1B 

—##
2 
 

where 

0 M 	or 	01 	L—B 

20 

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, 
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L'A  is linear (C2-C6)-alkanediyl, 

is a group of the formula 

0 	 O 	0 
5 

## 	 ##
6 	

L
s 	 ##

6 

N--- 	##
5 	N 	

'.. ...
N 	

...... 	-„ 
N 	L

6 

R29 
	

R3° 
	

I qi 	I 32 
R-. 	R , 

or 	5--s-,.. 	..-- ##
6 

## 	S 

in which 

5 ## S 	marks the linkage site with the group L'A, 

## 6 	arks the linkage site with the group LIB, 

L5 	is a . ,n , 

L6 	is a bond . a group of the formula 

HN
,-R33 HN 

#8 	or 	 ##
8 

7..--",............„,0 
## O 

R34  

10 in which 

15 

##' 	marks the linkage site with 	e carbonyl group, 

## 8 	marks the linkage site with LIB, 

R33 	is hydrogen, methylcarbonyl or tert-b tyloxycarbonyl, 

R34 	is hydrogen or methyl, 

R29 	is hydrogen, 

R" 	is hydrogen, 

R3' 	is hydrogen or methyl, 
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R32 	is hydrogen or methyl, 

CB 	is linear (C2-C6)-alkanediyl, 

and 

where (C2-C6)-alkanediyl may be substituted by 1 or 2 methyl 

is a bond or a group of the formula 

substituents, 

0 	 0 	0 0 
** 	 ** ---",..N.--- 	.,--L3-.N.-1-..

L
4"." 

* 	N  
I 	 I  14 	R 	 R16 	R17 " 	15 

0 

R2' 	 O 	0 

N** 
N

,--- 	N 

R
22 H 	 R23 R19 0 	2 	

H 
R24 0 

36 
0 

HN
.,-  

or ,,L,
N/

* 
*,....„--..„,.../„.: ,,,.. 

27 	 1  R 	 R37 	
• 

where 

* 	marks the linkage site with L1, 

** 	marks the linkage site with L2, 

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

L4 	is a bond or a group of the formula 

HNR28 
H ,, 

HNC 
or 	*** 

O 
R25  

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

**** 	marks the linkage site with L2, 

R" 	is hydrogen or methyl, 

R" 	is hydrogen, methylcarbonyl or tert-butyloxycarbonyl, 

5 

10 

Q1  

R14 

.15 

R16 

R17  

or 

is a 4- to 7-membered heterocycle, 

is hydrogen, 

is hydrogen, 

is hydrogen or methyl, 

is 	drogen or methyl, 

R16  and 

R18  

R17 	toge 'er with the 	atoms 

piperaz , 	1 ring, 

is hydrogen, 

to which they are bonded form a 

15 

R19  

R20 

Or 

is hydrogen, methyl, prop n-2-yl, 2-methylpropan-l-y1 or 

1-yl, 

is hydrogen or methyl, 

1-methylpropan- 

20 

R19  and 

R21  

R22  

Or 

R2° 	together with the atoms 

pyrrolidinyl ring, 

is hydrogen or methyl, 

is hydrogen or methyl, 

to whi -1 	they 	are bonded form a 

25 

R21  and 

R23  

R22 	together with the atoms 

cyclopropyl ring, 

is methyl, 

to which they are bonded orm a 
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R24 is hydrogen or methyl, 

R27 	is hydrogen, 

R36 	is hydrogen, methylcarbonyl or tert-butyloxycarbonyl, 

5 

R37 	is hydrogen or methyl, 

or 

L2  

R" and R37 	together with the atoms to which they are bonded 

pyrrolidine ring, 

is li 	a (C2-05)-alkanediy1 or is a group of the formula 

m  e 

form a 

1 
P 

10 where 

P 	is a number frk 	2 to 6, 

## 3 	marks the linkage s e with the group B, 

##4 	marks the linkage site w 	i the nitrogen atom, 

15 D 

where (C2-C10)-alkanediy1 may be su 	ituted by 1 or 2 methyl substituents, 

is a group of the formula 

A 
,.0 

N 	 or 
%.,... 	R3 	R4 R2 

0 	' 

where 

#3 	marks the linkage site with the nitrogen atom, 

R' 	is hydrogen, 
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R2 	is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3- 

ylmethyl, 

or 

RI  and R2  together with the carbon atom to which they are bonded form a 

5 (1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

4 	5 

in 

0 

which 

marks the linkage site with the adjacent nitrogen atom, 

marks the linkage site with the carbonyl group, 

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

optionally s istituted heterocycle of the formula 

R6  
ell  

\ 
„---N.,,,,  

0 „0 '-,„.. „.0 0 	or I 
N 	N 	N 

	

6 	6 	 6 

	

# 	, 	# 	, 	# 

in which 

#6 

marks the linkage site with the ca 'onyl group, 

15 R6 	is hydrogen, hydroxy or benzyloxy, 

R3 	is hydrogen, 

R4 	is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1 -indol-3- 

ylmethyl, 

or 
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R3  and R4 	together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

7 
# 	„ \ #

8 

/ \ 

in 

411  

which 

5 #7 	marks the linkage site with the adjacent nitrogen atom, 

#8 
	

marks the linkage site with the group T1, 

is a g • up of the formula -C(=0)-0127, -C(=O)-NR8R9, -C(=0)-NH-NH-R1°  

or -CH, I - 	11, 

in which 

10 le 	is 	hydro. -n, 	methyl, 	ethyl, 	n-propyl, 	tert-butyl, 	benzyl 	or 

adamantylme y 

R8 	is hydrogen or me ,y l, 

R9 	is hydrogen, methyl, et 	1, n-propyl or benzyl, 

or 

15 R8  and R9 	together with the nitrog- I atom to which they are bonded 

form a 4- to 7-membered he - -ocycle, 

Rio 	is benzoyl, 

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

methoxycarbonyl or carboxyl, 

20 R5  is hydrogen, methyl or a group of the formula 
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PCT/EP2012/075277 

SI 9 	
0 0 

# ̀ ,...„.„./..S 41 
#N,..,...„. 	 #9N..........„../"....

R
12 	or 	

0 

, 	 N—N 

in which 

#9 	marks the linkage site with —CHC(R26)-T2, 

R12 	is phenyl which may be substituted by methoxycarbonyl, carboxyl 

or a group of the formula —S(0),OH, 

is phenyl which may be substituted by methoxycarbonyl or 

carboxyl, 

R26 is hydroge 	or hydroxy, 

T2  is phenyl, benz 	1H-indol-3-yl or 1H-indol-3-ylmethyl, 

R35  is methyl or hydroxy, 

and also their salts, solvates and solvates 	the salts. 

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

which 

n 	is a number from 1 to 10, 

AK 	is AK I  or AK, 

where 

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

cysteine residue of the binder to the group G, 

AK2  is a binder which binds FGFR2 and is bonded via the NH si - group of a 

lysine residue of the binder to the group G, 

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



WO 2013/087716 	 - 417 - 	 PCT/EP2012/075277 

N—#2  

----- 
0 

in which 

5 

#1 	marks the linkage site with the cysteine residue of the 

marks the linkage site with the group L I , 

or  

binder, 

when A 	= AK,, is carbonyl, 

is a bond, li 	- 

i 
## ,, 	.."..,.. 

ar (C2-C6)-alkanediyl, a group of the formula 

##
2 

where 

0 m 

10 m 	is a number 2 or 3, 

## I 	marks the linkage site with 	group G, 

##2 	marks the linkage site with the g . p B, 

where (C2-C6)-alkanediy1 may be substituted b 	1 or 2 methyl substituents, 

B is a bond or a group of the formula 

0 

L
3 

I 	I R16 	R17 

0 O  

---. N 	
or 	N 

R21 	R22 	H 	
H 	

R23 	24 
0 

15 
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5 

where 

* 	marks the linkage site with L1 , 

** 	marks the linkage site with L2, 

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

L4 	is a bond or a group of the formula 

,28 

HC 
..-- rl 	 HN 

or 
° 	 * 

R25  

in • hich 

10 

15 

Ql 

R16 

R'7  

or 

*** 	, arks the linkage site with the carbonyl group, 

**** 	ma 	the linkage site with L2, 

R25 	is methyl, 

R" 	is hydrogen, 	thylcarbonyl or tert-butyloxycarbonyl, 

is piperidine-1,4-diyl, 

is hydrogen or methyl, 

is hydrogen or methyl, 

12.' 6  

R21 

R22 

and R17 	together with the atoms 	to which 	ey are bonded 

piperazinyl ring, 

is hydrogen or methyl, 

is hydrogen or methyl, 

form a 

20 or 

R21  and R22 	together with the atoms to which they are bonded 

cyclopropyl ring, 

fo 
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R23 	is methyl, 

R24 	is hydrogen, 

L2  is linear (C2-C6)-alkanediy1 or is a group of the formula 

##3 	 ##
4 

0 	. p 

5 where 

I 	is a number from 2 to 6, 

marks the linkage site with the group B, 

D 

04 	arks the linkage site with the nitrogen atom, 

is a group of 	e formula 

A 

or 

O 	, 

1101  
10 

where 

#3 	marks the linkage site with the nitro' -n atom, 

Ri 	is hydrogen, 

15 

R2 	is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 	phenylethyl 

ylmethyl, 

or 

or 1H-indol-3- 

R1  and R2 	together with the carbon atom to which they are I onded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the f• 	ula 
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5 

10 

15 

0 #5 

in 

0 

which 

#4 	marks the linkage site with the adjacent nitrogen atom, 

#5 	marks the linkage site with the carbonyl group, 

the r 1 g A with the N-O moiety present therein is a mono- or bicyclic, 

optionally substituted heterocycle of the formula 

„,,,----..„, 	40 

0 -,., ...-0 0 	or 
/0 

N 	 N 	 N 	 N 
6 	6 	6 	6 

# 	 # 	, 	# 	 # 

in which 

#6 	marks the lin 	ge site with the carbonyl group, 

R6 	is hydrogen, hydra sy or benzyloxy, 

R3 	is hydrogen, 

R4 	is benzyl, 1-hydroxybenzyl, 1-phenylethyl o 1H-indol-3-ylmethyl, 

or 

R3  and R4  together with the carbon atom to which the 	are bonded form a 

(1S,2R)-2-phenylcyclopropane-l,1-diyl group of ge formula 
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#
7 	o,48 

in 

Ill  

which 

marks the linkage site with the adjacent nitrogen atom, 

5 is 

in 

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

a group of the formula -C(=O)-0R7, -C(=O)-NR8R9, or -CH2-O-R", 

hich 

R7  s 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	tent-butyl, 	benzyl 	or 

a 	antylmethyl, 

R8  is hydr. :en or methyl, 

10 R9  is hydrogen, 	ethyl, ethyl, n-propyl or benzyl, 

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

methoxycarbonyl o 	arboxyl, 

R5  is hydrogen, methyl or a group o 	he formula 

, 	

\ 

rR13 
156 \,,,;;;',..

R
12 	ff ."...,..„--"",..

R
12 

N — N 

15 in which 

#9  marks the linkage site with —CHCH2phenyl, 

R'2 	is phenyl which may be substituted by methoxyc 	bonyl, carboxyl 

or a group of the formula —S(0)20H, 

12'3 	is phenyl which may be substituted by methoxyca 	onyl or 

20 carboxyl, 

R35  is methyl or hydroxy, 
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and also their salts, solvates and solvates of the salts. 

5 

5. Binder

which 

n 

AK 

-drug conjugates of the general formula (Ia) according to any 

is a number from 1 to 10, 

is AK2  

where 

of Claims 1 to 4, in 

10 

G 

L' 

B 

I-2  

AK2 	is a binder which binds FGFR2 and is bonded via the 

lysine residue of the binder to the group G, 

is carb nyl, 

is a bond, 

is a bond. 

is linear (C3-C6)-alka -diyl or is a group of the formula 

NH side group of a 

3 	- 

0 	- P 

where 

15 p 	is a number 2 or 3, 

## 3 	marks the linkage site with the group : 

D 

##4 	marks the linkage site with the nitrogen at' 

is a group of the formula 

A 

N 	or 

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

is hydrogen, 

122  

or 

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

5 R' and R2  together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

0‘ff  

' 

0 

which 

#4 	marks the linkage site with the adjacent nitrogen atom, 

10 #5 	ma ss the linkage site with the carbonyl group, 

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

optionally substitut, a heterocycle of the formula 

,......--,..„. 

-....,, .,,0 
N 

#6 
 

in which 

15 #6 	marks the linkage site with the ca b. yl group, 

R3  is hydrogen, 

R4  

or 

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

R3  and R4  together with the carbon atom to which they are bonded for 

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

SI  

which 

#7 	marks the linkage site with the adjacent nitrogen atom, 

5 

#8 	marks the linkage site with the group T1, 

is a group of the formula -C(=0)-0R7  or -C(=O)-NR8R9  

i 	which 

R7 	is 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	tent-butyl, 	benzyl 	or 

ao .mantylmethyl, 

R8 	is hyd , :en, 

10 R9 	is hydrogen or benzyl, 

R" is methyl, 

and also their salts, solvates and solvates of t' • salts. 

6. 	Binder-drug conjugates of the general formula (I. 	according to any of Claims 1 to 5, in 

which 

15 	n 	is a number from 1 to 10, 

AK 	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, 

20 	G is a group of the formula 
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O 

N —#2  

......---\ 
0 

where 

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

marks the linkage site with the group L', 

5 	L' is . bond, linear 

otti 

(C3-05)-alkanediy1 or a group of the formula 

##
2 

where 

0 	_m 

m 	is a number 	or 3, 

flit' 	marks the linkage 1 e with the group G, 

10 ##2 	marks the linkage site 	ith the group B, 

where (C3-05)-alkanediy1 may be su stituted by 1 or 2 methyl substituents, 

B is a bond or a group of the formula 

0 	 0 

„,...-^.., 
* 

3 	 ** N„L., 
N 	L

4 '' 

I 	I R16 	R17 

where 

15 * 	marks the linkage site with L1 , 

** 	marks the linkage site with L2, 

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

L4 	is a bond or a group of the formula 
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HN
,,R

28 

**** 
*** IC:  

R25 	0 

in which 

5 

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

**** 	marks the linkage site with L2, 

R25 is methyl, 

R28 	is hydrogen, methylcarbonyl or tert-butyloxycarbonyl, 

R16 	is 	drogen or methyl, 

R17 	is hydrogen or methyl, 

or 

10 

L2  

R16  and R17 	together 	ith the atoms to 	which they are bonded 

piperazinyl 	•, 

is linear (C3-C5)-alkanediyl or is . group of the formula 

form a 

##3 	 ##
4 

_ 0 	P 

where 

15 p 	is a number 2 or 3, 

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

D 

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

is a group of the formula 
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5 

10 

15 

A 
„.0 

N or 
,.., 	 R3 	R 

 

where 

#3 	marks the linkage site with the nitrogen atom, 

is hydrogen, 

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

or 

R1  and R2 	together with the carbon atom to which they are bonded form a 

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

% ‘ 

0 

in which 

#4 	marks the linkage site 	ith the adjacent nitrogen atom, 

its 	marks the linkage site with . e carbonyl group, 

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

optionally substituted heterocycle of the fo 	u a 

-.„, 	,-0 
N 

#6  

in which 



WO 2013/087716 	 - 428 - 	 PCT/EP2012/075277 

#6 	marks the linkage site with the carbonyl group, 

R3 	is hydrogen, 

R4 	is benzyl, 4-hydroxybenzyl or 1H-indol-3-ylmethyl, 

or 

R3  and R4 	together with the carbon atom to which they are bonded form a 

(IS,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

117  

in 

4111  

hich 

#7 	arks the linkage site with the adjacent nitrogen atom, 

#8 	ma 	the linkage site with the group T', 

is a group of the formula C(=0)-012.7  or -C(=O)-NR8R9, 

in which 

R7 	is 	hydrogen, 	methyl, 	e 	yl, 	n-propyl, 	tert-butyl, 	benzyl 	or 

adamantylmethyl, 

R8 	is hydrogen, 

R9 	is hydrogen or benzyl, 

R35 	is methyl, 

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

7. 	Binder-drug conjugates of the general formula (1a) 
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— CH, 

R" 	H3C\_,,,,J CH3 

___ 

0 H 
H 

Ni 
AK 1 	2 	 N....,..

?
„,-..„ 

G—L— B—L—N 
D 

.1, 	I 
CH3 	0 	 CH3 	0 

..,,,,,,.... 	 CH3  H3C 	CH3 

0, 	0 
CH3 

_ _n 

(Ia), 

5 

in 

n 

AK 

• lich 

a number from 1 to 50, 

is a b I der which binds to FGFR2, 

the group §-G-L - 	§§ is a linker, 

where 

§ 	marks the 1i 	age site with the group AK and 

§§ 	marks the linkage ite with the nitrogen atom, 

10 L2 	 is linear (C2- 	,) alkanediyl or is a group of the formula 

##
3 

0 	P 

where 

P 	is a number from 2 to 6, 

## 3 	marks the linkage site with the group 

15 04 	marks the linkage site with the nitrogen ato , 

where (C2-C10)-alkanediy1 may be substituted by 1 to 4 s ,stituents selected 

independently of one another from the group consisting of 

benzyl, 

and 

meth 	hydroxyl 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-C6)-cycloalkyl ring or a phenyl ring, 

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

........--.„... 

\ N,0  

5 

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

8.  Compounds of the fo 'wing formula 

CH3 ..."'...) 
H3C 	CH3 	3 CH3 

.,
N
, 0 

AK 

%.', 
H 
N 

N 
 N 

H 

N 
I 

0 	 CH3 	0 	CH3 	0 
H3C 	CH3 	CH3 

 

_ 

0, 
OUCH 

n 

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

10 salts, solvates and solvates of the salts. 

9.  Compounds of the following formula 

CH3  

H3C 	CH3 	FI,C44..) 0 
CH, 

H N 
AK N mr„N 

N 

0 	 CH3 	0 	,„-,,, 	CH3 	0, 	0 
H3C 	CH3 	CH3 

— 

0, 
CH 

 0 
, 10 

n 
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where AK is an antibody or an antibody fragment which binds FG1-R2, 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 

„....-----..„ 
CH3  

•., 	0 
H3C 	CH3  	

0
1-1,C4,..) 	

CH3 
N
, 

H 
H N„,,,,,,.... AK2A  116.  N„,,,,,,,,,-..---N 

O 	 CH3 	0 	=,_ 	CH3 	0,
CH3

0 	OUCH 0 
H3C 	CH3  

N 

 

N H 

5 where AK2A is 	048-D01-hIgG1 and n is a number from 1 to 10, 

solvates and solvat- 	of the salts. 

and also their salts, 

11.  Compound of the follow 	g formula 

.......----.. 
CH3  

H3C 	C 3 	 CH 3 	 3 
k' 

-„
N

,... 0 

H 
HN..„,,.,..--,.. AK„ -..„,..-", 	 N 

N
I 	 0, 	0 

• 

10 

CH3 	0 	,,,,..„, 	CH3 	0,
CH,

0 	CH, 
H3C 	CH3  

where AK2B is M048-D01-hIgGl-b and n is a numbe from 1 to 10, 

solvates and solvates of the salts. 

	n 

and also their salts, 

12. Compounds of the formula (XXXa) 

R35

CH3  
H C H3 

Cys 	 0 H 
H 

1 	2 	 N.„....„,...--„, N—L—  B—L—N 	: . 	I 
CH, 0 	r̀  	CH3 	, 	0 

N., 
D 

0 
CH3  

- 	H3C 	CH3 	CH3 

(XXXa), 
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in which 

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

carbon atom of the succinimide, 

Li  

oti 

is a bond, linear (CI-C10)-alkanediyl, a group of the formula 

##
2 	

1 	1A 	1 	1B 	2 
0 	_M or 	##— L— B— L—## 

5 

wher 

m 

## I  

##2  

is 	number from 2 to 6, 

marks t - linkage site with the group G, 

marks the ii 	age site with the group B, 

10 Lip  is linear (C2-Ci0) 	kanediyl, 

B' is a group of the form 

0 	 O 	 0 

, 5 
## 	,I.N.--##

6 
...../ L.,.., 	...,./.. ',...., 	6./ ##

6 

''''

5 

 N 	 N 	N 	L 
I 	1 	

or 

R29 
	R3° 
	

R31 	1 32 
R 

in which 

## 5 	marks the linkage site with the group , IA 

15 ## 6 	marks the linkage site with the group L113 , 

L5 	is a bond or (G-C4)-alkanediyl, 

L6 	is a bond, 

R29 	is hydrogen or (C,-C4)-alkyl, 

20 

R3° 	is hydrogen or (C,-C4)-alkyl, 

or 
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5 

R29  and R3° 	together with the atoms to which they are bonded form a 5- or 6-

membered heterocycle, 

R3' 	is hydrogen or (C1 -C4)-alkyl, 

R32 	is hydrogen or (C1 -C4)-alkyl, 

or 

R3' and R32 	together with the atoms to which they are bonded form a 5- or 6-

membered heterocycle, 

L i 	is linear (C2-C10)-alkanediyl, 

and 

10 where (C1 -C10)-alka - diyl may be substituted by 1 to 4 substituents selected independently 

of one another from h- • coup consisting of methyl, hydroxy and benzyl, 

and 

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

with inclusion of any carbon atoms ituated between them, may be bridged to form a (C3- 

15 C6)-cycloalkyl ring or a phenyl ring, 

B 	is a bond or a group of the formula 

0 	 0 	0 

* 	
, 3 	k 	.* 

,. 
-N.

N
.--^-,-N, 	 ...../ L.N., 	 4'. 

. 	N 	N 
I 	I 	 I 	( 17 R 	15 	 16 	17 R 	R 	 R 	R  

0 	 0 
... 

or 	,.....--",.. N.--- 

IO 	
427 

where 

20 

* 	marks the linkage site with L', 

** 	marks the linkage site with L2, 
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P 	is 0 or NH, 

L3 	is a bond or 

L4 	is a bond, 

(C2-C4)-alkanediyl, 

Q1 	is a 4- to 7-membered heterocycle, 

5 Q2 	is a 3- to 7-membered carbocycle or a 4- to 

R14 	is hydrogen or (C1-C4)-alkyl, 

.15 	is hydrogen or (C1-C4)-alkyl, 

or 

7-membered heterocycle, 

R14  and R 	together with the atoms to which they are bonded form a 5- or 6- 

10 membered heterocycle, 

R16 is hydroge 	or (C1-C4)-alkyl, 

R1' 	is hydrogen or 	-C4)-alkyl, 

or 

R16  and R17 	together with the 	toms to which they are bonded form a 5- or 6- 

15 membered heterocyc , 

R18 	is hydrogen or (C1 -C4)-alkyl, 

20 

12' 9 	is hydrogen or the side group of 	natural a-amino acid or of 

homologues or isomers, 

R20 	is hydrogen or (C1 -C4)-alkyl, 

or 

its 

1219  and R2° 	together with the atoms to which they a - 	bonded form a 

pyrrolidinyl ring, 

is hydrogen or (C1 -C4)-alkyl, 

R22 is hydrogen or (C1-C4)-alkyl, 

25 or 
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R2' and R22 	together with the atoms to which they are bonded form a 3- to 7-

membered carbocycle, 

R23 	is (C1 -C4)-alkyl, 

R24 is hydrogen or (C1-C4)-alkyl, 

5 

L 

R27 	is hydrogen or (C1 -C4)-alkyl, 

is linear (C2-C10)-alkanediy1 or is a group of the formula 

#3 	
404 

0 	P 

where 

10 

15 

P 	is a 	mber from 2 to 6, 

## 3 	marks th-  i kage site with the group B, 

##4 	marks the link cze site with the nitrogen atom, 

where (C2-C10)-alkanediy 	may be substituted by 1 to 4 substituents selected 

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

benzyl, 

and 

D 

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

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

bridged to form a (C3-C6)-cycloalkyl ring or a p 	nyl ring, 

is a group of the formula 

A 	 3 
....0 	 #...„........,..R' 

N 	 or 
...... 	 R3 	R4 

R
26/......\ T2 

0 

20 

where 

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

R2 	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-indo1-3- 

5 ylmethyl, 

or 

R1  and R2  together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

0 
10 

in which 

#4 	marks linkage site with the adjacent nitrogen atom, 

#5 	marks the li 	age site with the carbonyl group, 

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

15 optionally substituted he ero. cle of the formula 

R6  
(11101/4, 

O `,..... ,...0 0 
	

or 0 

N N N 	 N 

#6 
	

, 

in which 

# 
6 

, # 
6 	

# 6 

#6 	marks the linkage site with the carbonyl group, 

20 R6 	is hydrogen, hydroxy or benzyloxy, 
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R3  is hydrogen or methyl, 

R4  is isopropyl, isobutyl, sec-butyl, tent-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- 

5 

Or 

ylmethyl, 

R3  and R4 	together with the carbon atom to which they are bonded form a 

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

4,7 	448 

-.: 

0 

10 in wh h 

#7 	ma 	s the linkage site with the adjacent nitrogen atom, 

Ti  

#8 	marks 	linkage site with the group Ti , 

is a group of the formula -C 	0)-0R7, -C(=O)-NR8R9, -C(=0)-NH-NH-R10  

or -CH2-O-R11, 

15 in which 

R7 	is 	hydrogen, 	methyl, 	ethyl, 	1 	a ropyl, 	tent-butyl, 	benzyl 	or 

adamantylmethyl, 

R8 	is hydrogen or methyl, 

20 

R9 	is hydrogen, methyl, ethyl, n-propyl or benzyl, 

or 

R8  and R9 	together with the nitrogen atom to which they 	- bonded 

form a 4- to 7-membered heterocycle, 

R1° 	is benzoyl, 
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R' 	is benzyl, which may be substituted in the phenyl group by 

methoxycarbonyl or carboxyl, 

R5 	is hydrogen, methyl or a group of the formula 

14111 
9 

#,.... 	

0

..........„..s0  
41  , 

, 	

\ 

rRi3 # 	
0 

...........„........ 	R12 	or R
12 	-,-,  

N—N 

5 in which 

marks the linkage site with —CHC(R26)-T2, 

R12 phenyl which may be substituted by methoxycarbonyl, carboxyl 

or . • roue of the formula —S(0)2OH, 

R13 	is phen 1 which may be substituted by methoxycarbonyl or 

10 carboxyl, 

R26 	is hydrogen or hydroxy, 

T2 	is phenyl, benzyl, 1H-indol- 	1 or 1H-indol-3-ylmethyl, 

R35 	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, i which 

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

carbon atom of the succinimide, 

is a bond, 

toti 

linear (C2-C6)-alkanediyl, a group of the formula 

#42 	
1 	1A 	1 	1B 	2 

0 M 	or 	##— L— B— L—## 

20 where 
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m 

/tit 1  

##2 

L iA 

is a number 2 or 3, 

marks the linkage site with the group G, 

marks the linkage site with the group B, 

is linear (C2,C6)-alkanediyl, 

5 II 1  is a group of the formula 

0 	 0 	 0 
5 	 6 ## N.

N
.--"N

N
.,"" 	

5 	N 	
L5 ,...• 	..,, 

or 	## 	 N 
29 	I  R30 	

R 
I 	

R 
. 

	
31 	I  32 

in which 

##6 

L
6' 

10 

15 

L1B  

and 

## 5 	marks 	e linkage site with the group L1A, 

## 6 	marks the 	ikage site with the group L19, 

L5 	is a bond, 

L6 	is a bond, 

R29 	is hydrogen, 

R3° 	is hydrogen, 

R31 	is hydrogen or methyl, 

R32 	is hydrogen or methyl, 

is linear (C2-C6)-alkanediyl, 

where 

B 

(C2-C6)-alkanediyl may be substituted by 1 or 2 methyl 

is a bond or a group of the formula 

substitu( 
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0 	 0 	 0 

L3 	
** 

* 	N 	N 

R 	

L
4-- 

I 14 	R15 	 R16 	R17 

0 

0 
or 	 N 

H 	R23 	R24 
0 

 

here 

* 	marks the linkage site with LI, 

** 	arks the linkage site with L2, 

L3 	is a be ,d or ethane-1,2-diyl, 

L4 	is a bond, 

R14 	is hydrogen, 

RI' 	is hydrogen, 

Rib  is hydrogen or methyl, 

R17 	is hydrogen or methyl, 

or 

L2  

R16  and R17 	together with the atoms to which hey are 

ring, 

R23 	is methyl, 

R24 	is hydrogen or methyl, 

is linear (C2-C6)-alkanediyl or is a group of the formula 

bonded form piperazinyl 

„3 
Itit '..,.. .,,,..„..--##

4 

0 	P 

where 
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P 	is a number 2 or 3, 

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

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

D is a group of the formula 

( A ) 
0 

N 	 or 
R3 	R4 

 

..., 

where 

#3 	marks 	e linkage site with the nitrogen atom, 

11101  

is hydrogen,  

10 

R2 	is 1-hydroxyeth 	benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3- 

ylmethyl, 

or 

R' and R2 	together with the ca ,on atom to which they are bonded form a 

(1S,2R)-2-phenylcyclop ,, eane-1,1-diy1 group 

, o%4 5  

of the formula 

0 

15 in which 

#a 	marks the linkage site with the adjacent nitro _ - n atom, 

#5 	marks the linkage site with the carbonyl group, 

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

optionally substituted heterocycle of the formula 
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5 

10 

15 

20 

R6  

O •-..,.
0  or 

N 	
N,..0 	

NCO 	 N 

# 
o 	

#6 
	 46 	

446 

in which 

#6 	marks the linkage site with the carbonyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 

R3 	hydrogen, 

R4 	is 1- 	droxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3- 

ylmeth 

or 

R3  and R4  together 	ith the carbon atom to which they are bonded form a 

(1S,2R)-2-p 	nylcyclopropane-1,1-diy1 group of the formula 

4,7 	2 
114  It  \K" 

in 

4111111  

which 

#7 	marks the linkage site with the as =cent nitrogen atom, 

le 	marks the linkage site with the group 

is a group of the formula -C(=0)-0R7, -C(=0)-NR8R9, -C(—•)-NH-NH-R10  

or -CH,-0-R11, 

in which 

R7  is 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	tert-butyl, 	benzyl 	.r  

adamantylmethyl, 
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R8 	is hydrogen or methyl, 

R9 	is hydrogen, methyl, ethyl, n-propyl or benzyl, 

or 

R8  and R9  together with the nitrogen atom to which they are bonded form a 

5 4- to 7-membered heterocycle, 

R'° 	is benzoyl, 

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

methoxycarbonyl or carboxyl, 

R5 	•s hydrogen, methyl or a group of the formula 

.u.9 
R12 	fr 	R12 	or 	# 	

\ 0 rR13 
10 N—N ' 

in which 

15 

#9 	marks the 	kage site to —CHCH2phenyl, 

R12  is phenyl which 	ay be substituted by methoxycarbonyl, carboxyl 

or a group of the fs 	ula —S(0),01-1, 

R13 	is phenyl which may be substituted by methoxycarbonyl or 

carboxyl, 

R35  is methyl or hydroxy, 

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

14. 	Compounds of the formula (XXXa) according to either of Claims 	2 or 13, in which 

20 	Cys 

L' 

is a cysteine residue which is bonded via the sulphur atom o 	he side chain via a 

carbon atom of the succinimide, 

is a bond or linear (C2,C6)-alkanediyl, 

B is a bond or a group of the formula 
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0 0 
3 	** 

where 

R16 	R17 

* marks the linkage site with L1,  

** marks the linkage site with L2,  

L3  

L4  

R' 6  

R" 

is a bond, 

is a bond, 

hydrogen or methyl, 

is hyk ogen or methyl, 

L2  is linear (C2-C6)-a 	anediyl or is a group of the formula 

## 1, ##4 

where 

P 

## 3  

0 	P 

is a number 2 or 3, 

marks the linkage site with the gr* p B, 

##4  marks the linkage site with the nitroge 	atom, 

D is a group of the formula 

( A) 
,...0 

N 	or 

where 

O 

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

R2  

or 

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

R' and R2  together with the carbon atom to which they are bonded form a 

5 (1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula 

in 

14111  

which 

marks the linkage site with the adjacent nitrogen atom, 

#5 	marks the linkage site with the carbonyl group, 

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

optionally sub,  1 uted heterocycle of the formula 

,..,..----...,.. 

-., ,..0 
N 
It6 

in which 

#6 	marks the linkage site with the 	rbonyl group, 

15 le is hydrogen, 

R4  

or 

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

R3  and R4  together with the carbon atom to which they are bondes form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 
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447 	4,8 
it  44tic 

in 

41  

which 

#7 	marks the linkage site with the adjacent nitrogen atom, 

5 

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

is a group of the formula -C(=0)-0R7  or -C(=O)-NR8R9, 

i 	which 

R7 	is hydrogen, 

R8 	is h drogen, 

10 	R35  is 

R9 	is hydro -n,  

methyl, 

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

15. 	Compounds of the formula (XXXI) 

HO NH, 

)/. C CH, 
0 

\ H,C 	R35 	H,C 	 CH, 
0 	 H k  \ 

N 	
NOD 

H 	
N , 	 D 

I_B-LN 	- 
I 	 I 	 0 0,

CH, CH, 	0 	.,,,,7„,, 	CH3 	• 
H,C 	CH, 	CH 

(XXXI), 

15 	in which 

LI  is a bond, linear (C1-C10)-alkanediyl, a group of the formula 
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## 

where 

0 
## 
	 1B 

M 	or 	a 	L—B—L##1A 1 	2 
 

m 	is a number from 2 to 6, 

tilt ' 	marks the linkage site with the group G, 

5 ##2 	marks the linkage site with the group B, 

in 	is linear (G-C10)-alkanediyl, 

is a group of the formula 

0 	 O 0 

## 	 L5  `... 	...''''\.N..."*"
6 	

N.- 	--.. 
I 30 	

or 	 N 
2 	 I 31 	I  

R 	 R 	R 

)- 

32 

##
6 

L
6"' 

in which 

10 ## ' 	marks the li 	age site with the group LIA, 

## 6 	marks the linkag site with the group LIB, 

L5 	is a bond or (C2-C4)-a 	anediyl, 

L6 	is a bond, 

R29 	is hydrogen or (C1-C4)-alkyl, 

15 R3° 	is hydrogen or (C,-C4)-alkyl, 

or 

R29  and R3° 	together with the atoms to which they 

or 6-membered heterocycle, 

. e bonded form a 5- 

R" 	is hydrogen or (C1-C4)-alkyl, 

20 R32 	is hydrogen or (C,-C4)-alkyl, 

or 
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R31  and R32 	together with the atoms to which they are bonded form a 5- 

or 6-membered heterocycle, 

LIB 	is linear (C2-C10)-alkanediyl, 

and 

5 where (C1 -C10)-alkanediyl may be substituted by 1 to 4 substituents selected 

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

benzyl, 

nd 

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

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

bridged to 	.rm a (C3-C6)-cycloalkyl ring or a phenyl ring, 

B is a bond or a g 'up of the formula 

O 	 R2o 

1 
o  

6
2 

Rig 	0 	, 

O 
0 

-- 
N
.

N
.--' 

R21 	R22 	H 	or 	. 

R27  

15 where 

* marks the linkage site with Li , 

** marks the linkage site with L2, 

P 	is 0 or NH, 

is a 4- to 7-membered heterocycle, 

20 Q2 	is a 3- to 7-membered carbocycle or a 4- to 7-membered heterocycle, 
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5 

R18 	is hydrogen or (C1 -C4)-alkyl, 

R19 	is hydrogen or the side group of a natural ix-amino acid or of its 

homologues or isomers, 

R2o 	is hydrogen or (C1-C4)-alkyl, 

or 

R19  and R2° 	together with the atoms to which they are bonded form a 

pyrrolidinyl ring, 

R'1 	is hydrogen or (C1-C4)-alkyl, 

R22 
's hydrogen or (C1-C4)-alkyl, 

10 or 

L2  

R2' and R22 	:!ether with the atoms to which they are bonded form a 3- to 7- 

me 	bered carbocycle, 

R27 	is hydrogen or 	-C4)-alkyl, 

is linear (C2-C10)-alkanediyl o 	is a group of the formula 

##3 	 ##
4 

0 	P 
15 

20 

where 

p 	is a number from 2 to 6, 

fit 3 	marks the linkage site with the group B, 

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

where (C2-C10)-alkanediyl may be substituted by 1 to 4 	bstituents selected 

independently of one another from the group consisting of me i y , 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 (C3-C6)-cycloalkyl ring or a phenyl ring, 

D 	is a group of the formula 

A 
#......

,..,
,..R

5 

Or 

R26 ...,".....',...
T

2 

5 	
R2 

in wh , 

#3 	ma 	s the linkage site with the nitrogen atom, 

is hydro ;- n or methyl, 

R2 	is isopropyl, 	obutyl, sec -butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 

10 	 4-hydroxybenzy 	4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1- 

phenylethyl, 	diph:4ylmethyl, 	1H-imidazol-4-ylmethyl or 	1H-indol-3- 

ylmethyl, 

or 

121  and R2 	together with the carbo atom to which they are bonded form a 

15 	 (1S,2R)-2-phenylcycloprop.ie-1,1-diy1 group of the formula 

05 

in 

14111  

which 

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

#5 	marks the linkage site with the carbonyl group, 



5 

10 

15 

20 
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the ring A 	with the N-0 moiety present therein is a mono- or bicyclic, 

optionally substituted heterocycle of the formula 

Re  

•,%. O -N.%  
N 	 N

,-0 	
N 

0 
	

or 0 

N 
6 	6 	6 	6 # 	, 	# 	, 	# 	 # 

in which 

#6 	marks the linkage site with the carbonyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 

R3  is hy‘ ogen or methyl, 

R4  is isoprop 	isobutyl, sec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 

4-hydroxybe 	yl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1- 

or 

phenylethyl, 	• . henylmethyl, 	1H-imidazol-4-ylmethyl 	or 	1H-indol-3- 

ylmethyl, 

R3  and R4 	together with the c 	.on atom to which they are bonded form a 

(1S,2R)-2-phenylcyclop ‘pane-1,1-diy1 group of the formula 

/ \ 
- 

in 

4111  

which 

#7 	marks the linkage site with the adjacent nitrolcn atom, 

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

is a group of the formula -C(=0)-0R7, -C(=0)-NR8R9, -C(=O)-NH-N 	° 

or -CH2-0-R", 



WO 2013/087716 - 452 - 	 PCT/EP2012/075277 

5 

10 

15 

20 

in which 

R7  is 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	tert-butyl, 	benzyl 	or 

adamantylmethyl, 

R8  is hydrogen or methyl, 

R9  

Or 

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

R8  and R9 	together with the nitrogen atom to which they are bonded 

form a 4- to 7-membered heterocycle, 

R.1°  is benzoyl, 

R1  is benzyl, which may be substituted in the phenyl group by 

methoxycarbonyl or carboxyl, 

R5  is hydrogen, methyl or a group of the formula 

0 

	

it .....„,......
0 	0 

9 	\ 	/ 
S 

9 
# 	

N,--R13 
N.,,,,,,,7-...... 	 12 	or 

R
12 	 \ 	// 

N 	N 

#9  marks the linkage site with —C 	R26)-T2, 

R12 is phenyl which may be substituted • 	methoxycarbonyl, carboxyl 

or a group of the formula —S(0)1OH, 

R13  is phenyl which may be substituted b 	methoxycarbonyl or 

carboxyl, 

R26 is hydrogen or hydroxy, 

T2  is phenyl, benzyl, 1H-indo1-3-y1 or 1H-indol-3-ylmethyl, 

R35 	is methyl or hydroxy, 

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

Ll  is a bond, linear (C2-C6)-alkanediyl or a group of the formula 

#41 
##

2 

where 

0 M 

5 111 is a number 2 or 3, 

, arks the linkage site with the group G, 

tie mar 	the linkage site with the group B, 

where (C2-C6)-alk 	edit'] may be substituted by 1 or 2 methyl substituents, 

B is a bond or a . oup of the formula 

Fi 	 rizo 

i 
N 

R19  

. 	 . 

N
.•-• 	or 	 N

.,  

R21 	R22 	I-I 	 .27 
10 

where 

* 	marks the linkage site with L I, 

** 	marks the linkage site with L2, 

R" 	is hydrogen, 

15 R19 	is methyl, propan-2-yl, 2-methylpropan-l-y1 or 1-methylprop 1-yl, 

RD) 	is hydrogen or (C1-C4)-alkyl, 

or 
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R19  and R2° 	together with the atoms to which they are bonded form a 

pyrrolidinyl ring, 

is hydrogen or methyl, 

R22 	is hydrogen or methyl, 

5 	 or 

R2' and R22 	together with the atoms to which they are bonded form a 

cyclopropyl ring, 

is hydrogen or methyl, 

L2 	is line. 	(C2-C6)-alkanediyl or is a group of the formula 

##3 004 

10 
P 

where 

P 	is a number 2 or  

## 3 	marks the linkage site 	ith the group B, 

##4 	marks the linkage site with 	e nitrogen atom, 

15 	 where (C2-C10)-alkanediyl may be substi 	ted by 1 or 2 methyl substituents, 

and 

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

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

a phenyl ring, 

20 	D 	is a group of the formula 

P: ) 

N 	 or 

O , 

1401 
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in which 

#3  marks the linkage site with the nitrogen atom, 

R' is hydrogen, 

R2  is 1-hydroxyethyl. benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3- 

5 

or 

ylmethyl, 

le and R2  together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

$111  

10 in which 

#4 	marks 	e linkage site with the adjacent nitrogen atom, 

tr 	marks the 11 kage site with the carbonyl group, 

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

optionally substituted heter 	ycle of the formula 

R6  
*ak ,,,..-",,,, 

0 

NC
O 

6  
N 

6  

,,,,, 	,-0 I 
NC

O 	or 	
N 

6 	6 
15 # 	 # 	 # 	 # 

' 

in which 

#6 	marks the linkage site with the carbonyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 

R3  is hydrogen, 
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R4  

or 

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

ylmethyl, 

R3  and R4 	together with the carbon atoms to which they are bonded form a 

5 (1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

7 
#\#

8 

1\  
..: 

in 

0 

which 

, 	marks the linkage site with the adjacent nitrogen atom, 

10 1' 

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

is a group of the 	mula -C(=0)-0R7, -C(=0)-NR812.9, -C(=0)-NH-NH-R10  

or -CH2-0-R '1 , 

in which 

R7 	is 	hydrogen, 	methy 	ethyl, 	n-propyl, 	tert-butyl, 	benzyl 	or 

adamantylmethyl, 

15 R8 	is hydrogen or methyl, 

R9 	is hydrogen, methyl, ethyl, n-propy 'r benzyl, 

or 

R8  and R9 	together with the nitrogen atom to w 	ch they are bonded 

form a 4- to 7-membered heterocycle, 

20 RD) 	is benzoyl, 

R" 	is benzyl, which may be substituted in the phenyl g .up by 

methoxycarbonyl or carboxyl, 

R5  is hydrogen, methyl or a group of the formula 
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4,9  #,.......
„.
„..7.., 

R
12

\ 	rR13 
ff ..\............/\,. R12  	or 

, 

	

NN —N 

in which 

#9 	marks the linkage site with —CHCH2phenyl, 

R12 	is phenyl which may be substituted by methoxycarbonyl, carboxyl 

5 or a group of the formula —S(0),OH, 

R" 	is phenyl which may be substituted by methoxycarbonyl or 

carboxyl, 

R35  is meth 	or hydroxy, 

and also their salts, 	.1vates and solvates of the salts. 

10 	17. 	Compounds of the formu 	(XXXI) according to either of Claims 15 or 16, in which 

LI  is a bond, 

B is a bond, 

L2  is linear (C2-C6)-alkanediyl or is = group of the formula 

## "....,,...„/".... ##
4 

_ 0 	P 

15 	where 

P is a number 2 or 3, 

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

##4  

D 

marks the linkage site with the nitrogen atom, 

is a group of the formula 
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5 

10 

15 

A 

NC
O 

Or 
•••,... 	 R3 	R 

 

where 

marks the linkage site with the nitrogen atom, 

is hydrogen, 

R2 	is benzyl or 1H-indo1-3-ylmethyl, 

or 

R' and R2 	ogether with the carbon atom to which they are bonded form a 

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

5 \ 

141111  

in which 

#4 	marks the linkage site 	'th the adjacent nitrogen atom, 

#5 	marks the linkage site with t - carbonyl group, 

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

optionally substituted heterocycle of the for 	la  

-,,,, ,„0 
N 

#6  

in which 
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5 

10 

15 

20 

#6 	marks the linkage site with the carbonyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 

R3  is hydrogen, 

R4  

or 

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

R3  and R4  together with the carbon atom to which they are bonded form a 

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

#7
,44447\ 4. 

 

_ 

in 

0 

whit,  

#7 	mar 	the linkage site with the adjacent nitrogen atom, 

#8 	marks h 	inkage site with the group T I , 

TI  is a group of the formula -C(=1)-OR' or -C(=O)-NR8R9, 

in which 

R7 	is hydrogen, 

R8 	is hydrogen, 

R9 	is hydrogen, 

R35 	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 Clai 	1 to 11, 

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



5 

10 

15 

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) 

CH3  

R35 	0 H3C‘) 	 CH3 0 H 
H 

A 	 N.„...",..--„ 	 NOD 
N—C—B-0—N 

1 	, 	I 	 0, 	0 
CH3 	- 	CH

3 	
-,C 
	

CH3 ,.....-....„ 
H3

0 

H3C 	CH3  

(II), 

in whit 	D, L', B, L2  and R35  each have the definitions indicated in Claims 1 to 11, 

to give a co 	sound of the formula (I-A) 

— 	 CH, 	 — 

AK, 
O 	 3 	

35 	

O
H,C‘) 	 CH, 
 

N„,___----., NOD N 
N—L—B L- 

1 
----\< 	 C 	0 	CH 	0,

CH,
0 	OUCH 0 

	

3 	

3  

0 	 H3C"'''CIA, 

(I-A), 

in which n, AKI , D, LI , B, L2  and R35 	ach have the definitions indicated in 

or 

Claims 1 to 11, 

[B]  is reacted with a compound of the formula (11) 

CH3  
3 	H3C\) 	 CH3 0 	H3C 

O 	 H 
0 	 N„ 

/ 	 N.„,...e.„,---„,ti
y-N 	NI 	D 

L
,
'—B—LN

I 	*; 	IO 	0 
CH3 	0 	CH3 	0, 	0 „,,:,,, 

H3C 	CH3 	CH3 
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in which D, L', B, L2  and R35  each have the definitions indicated in Claims 1 to 11, 

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

CH, 

R" 	H C 	
CHs  0 	 0 	 H 

/. 	 N, AK2  
1 	2 	N.„,..„„,—.., 	 D 

L—B—L—N 
I 	

, 	
0, 

CH3 	0 	E 	CH 	0 	0 	OUCH 
 0 

„,"....... 	3 	'... CH3 H3C 	CH3 _ 	 _..... 

(I-B), 

5 in whic 	n, AK2, D, L', B, L2  and R35  each have the definitions indicated in 

Claims 1 t. 	1.  

19.  Compounds prepared b 	the process in Claim 18, where AK1  and AK2  is an antibody 

which comprises the six C R sequences of the antibody M048-D01-hIgG1 or M048-D01- 

hIgGl-b, the variable light an 	variable heavy chain of the antibody M048-D01-hIgG1 or 

10 M048-D01-hIgGl-b or the light . d heavy chain of the antibody M048-D01-hIgG1 or 

M048-D01-hIgG1-b, 

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

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

specifically to FGFR2. 

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

the extracellular domain of FGFR2. 

22.  Binder-drug conjugate according to any of the preceding clai 	s where FGFR2 is FGFR2 

alpha and/or FGFR2 beta. 

23.  Binder-drug conjugate according to any of the preceding claims, whe 	the binder binds to 

20 the extracellular N-terminal epitope ('RPSFSLVEDTTLEPE15) of FGFR 

24.  Binder-drug conjugate according to any of the preceding claims, where the b .der as well 

as human FGFR2 also binds to murine FGFR2. 

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

binding to FGFR2 on the target cell, is internalized by the binding of the target cell. 
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26.  Binder-drug conjugate according to any of the preceding claims, where the binder is a 

binding protein. 

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

antibody or an antigen-binding antibody fragment thereof. 

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

monoclonal antibody or an antigen-binding antibody fragment thereof. 

29.  B.  .er-drug conjugate according to any of the preceding claims, where the binder is a 

huma 	humanized or chimeric antibody or an antigen-binding antibody fragment thereof. 

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

10 IgG antibody 	an antigen-binding antibody fragment thereof. 

31.  Binder-drug conjul.te according to any of the preceding claims, where the binder is an 

IgG1 antibody or an a 	igen-binding antibody fragment thereof. 

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

competes in binding to the ca 	er target molecule FGFR2 with the GAL-FR21, GAL-FR22 

15 or M048-D01-hIgGl antibody. 

33.  Binder-drug conjugate according to a 	of the preceding claims, where the binder 

comprises the amino acid sequence of th• CDR sequences of the variable light and heavy 

chain of the antibody M048-D01-hIgG1 rep - sented in SEQ ID NO:15 (H-CDR1), SEQ ID 

NO:16 (H-CDR2), SEQ ID NO:17 (H-CDR3), 	Q ID NO:18 (L-CDR1), SEQ ID NO:19 

20 

25 

(L-CDR2) and SEQ ID NO:20 (L-CDR3), 

the amino acid sequence of the variable light and heav 	haMs of the antibody M048-D01- 

hIgGI, represented in SEQ ID NO:12 (V1) and SEQ ID N k • 11 (Vh), 

the amino acid sequence of the variable light and heavy chains . the antibody M048-D01-

hIgGl-b, represented in SEQ ID NO:14 (V1) and SEQ ID NO:13 ( h), 

the amino acid sequence of the light and heavy chain of the antibody 	48-D01-hIgGl-b 

represented in SEQ ID NO: 9 (light chain) and SEQ ID NO:10 (heavy chat ,), 

the amino acid sequence of the light and heavy chain of the antibody M048-DO 	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-F' ' 

30 or GAL-FR22. 
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34.  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 

M048-D01-hIgGl-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-hIgGl-b 

5 represented in SEQ ID NO: 9 (light chain) and SEQ ID NO:10 (heavy chain). 

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

a • or prophylaxis of illnesses. 

36.  Binde • -ug conjugate or a compound according to any of Claims 1 to 34 for use in a 

method 	r the treatment and/or prophylaxis of hyperproliferative and/or angiogenic 

10 diseases. 

37.  Binder-drug conj ;ate according to any of Claims 1 to 34 for producing a medicament for 

the treatment and/or ,rophylaxis of hyperproliferative and/or angiogenic diseases. 

38.  Medicament comprising i binder-drug conjugate or a compound according to any of 

Claims 1 	to 34, in combi 	tion with an inert, non-toxic, pharmaceutically suitable 

15 excipient. 

39.  Medicament comprising a binder -4 ug conjugate or a compound according to any of 

Claims 1 to 34, in combination with ,'ne or more anti-hyperproliferative, cytostatic or 

cytotoxic substances. 

40.  Medicament according to Claim 38 or 39 	r the treatment and/or prophylaxis of 

20 hyperproliferative and/or angiogenic diseases. 

41.  Method for the treatment and/or prophylaxis of hy 	proliferative and/or angiogenic 

diseases in humans and animals, using an effective amo nt of at least one binder-drug 

conjugate or a compound according to any of Claims 1 to 	4, or of a medicament as 

defined in either of Claims 39 and 40. 
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Claims 

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

— — 

R" 	H C CH3 
H 
N 

G 	Li  
N''D 

B 	L2  N AK 

C 	0 	0 H3 	0 	 CH3 
 

..,,,,`,..„
s'CH3 H3C 	CH3 

0 
'''CH3 

— _n 

(Ia), 

in which 

n 	is 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 

§§ 	marks the linkage site with the nitrogen atom, 

L2 	is linear (C2-Cio)-alkanediyl or is a group of the formula 

ti'fiL  ff#1- 

where 

p 	is a number from 2 to 6, 

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

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

where (C2-C10)-alkanediy1 may be substituted by 1 to 4 substituents selected 

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-relation to one 

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

bridged to form a (C3-C6)-cycloalkyl ring or a phenyl ring, 

D is a group of the folinula 

A 
#3 R5  

or 
...... R3 	R4  . 	 ...,"*.-'%%.. 

R
26 	

T
2 

where 

0 	' 

#3  marks the linkage site with the nitrogen atom, 

R1  is hydrogen or methyl, 

R2  is isopropyl, isobutyl, sec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 

4-hydroxyb enzyl , 4-hydroxy- 3 -nitrobenzyl, 4-hydroxy-3 -aminobenzyl, 1 - 

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

or 

ylmethyl, 

RI  and R2 	together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

X 

in 

= 

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

#5 	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, 

optionally substituted heterocycle of the formula 

R
6 

el 

O 

..../ "........ 

-....., 	0 „, or 0 

N 	N 	 N 	 N 

	

6 	6 	6 	6 

	

# 	# 	, 	# 	 # 

in which 

#6 	marks the linkage site with the carbonyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 

R3  is hydrogen or methyl, 

R4  is isopropyl, isobutyl, sec-butyl, tent-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- 

or 

ylmethyl, 

R3  and R4 	together with the carbon atom to which they are bonded form a 

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

,,,7 	,8 
fl- 

in 

X 

which 

#7 	marks the linkage site with the adjacent nitrogen atom, 

#8 	marks the linkage site with the group TI, 



- 399 - 

. T1  is a group of the formula -C(=O)-0R7, -C(.---0)-NR8R9, -C(=0)-NH-NH- 
'' tsRI o  or -CH2-0-R11, 
..--, 

which 

R7 	is 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	tert-butyl, 	benzyl 	or e -s 

\-2 
adamantylmethyl, 

R8 	is hydrogen or methyl, 

R9 	is hydrogen, methyl, ethyl, n-propyl or benzyl, 

or 

R8  and R9  together with the nitrogen atom to which they are bonded form a 

4- to 7-membered heterocycle, 
RI° 	is benzoyl, 

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

methoxycarbonyl or carboxyl, 

R5  is hydrogen, methyl or 

ISI 

a group of the formula 

0 \ „ 0 

#9 .....,,,...../.. s lel 

'4' 	••••,,,,,,!: 	R1 2 	''',.....,...'''''',. R12 	or 	#9 # 	 #9 
\ 	/ 
N—N 

in which 

#9 	marks the linkage site with -CHC(R26)-T2, 
R12 	is phenyl which may be substituted by methoxycarbonyl, carboxyl 

or a group of the formula -S(0)20H, 

R13 	is phenyl which may be substituted by methoxycarbonyl or 

carboxyl, 
R26 is hydrogen or hydroxy, 
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T2 	is phenyl, benzyl, 1H-indol-3-yl or 1H-indol-3-ylmethyl, 

R35 	is methyl or hydroxy, 

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

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

n is a number from 1 to 50, 

AK is AKI  or AK2  

where 

AKI 	is a binder which binds to FGFR2 and is bonded via a sulphur atom 

binder to the group G, 

AK2 	is a binder which binds to FGFR2 and is bonded via a nitrogen atom 

binder to the group G, 

of 

of 

the 

the 

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

0 	 0 	 HO 
1 #2 #....,,,,/,....-..„ 

N".... 	
0 

N—#2 Fd_#2 H #1 

0 	' 	OH 
, 	 0 

442 
1 ../..-.. 	,......" I*  

or 	# 

0 

where 

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

#2 	marks the linkage site with the group L1, 

or 

when AK = AK2, is carbonyl, 

L1  is a bond, linear (CI -C10)-alkanediyl, a group of the formula 
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441 - .442 
1 

#-#—L1A B
1 	L1B ##2 

 

where 

0 ......---....."-----: "-Tr 
or 

m 	is a number from 2 to 6, 

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

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

L IA 
is linear (C2-Cio)-alkanediyl, 

B1 	is a group of the formula 

0 	 0 0 
5 

## 
 

... 	
-.... 14

6 5 
...,L,,,, 	..,..-...„ 	6....##

6 

N 	N 	 ##
5 	N N 	L 

I 	1 
R29 	R 	 R 

30 	 I 

or 	,S„##6  

31 	I 32 
R 

44
5 	S 

in which 

## 5 	marks the linkage site with the group L1A, 

## 6 	marks the linkage site with the group LiB, 

L5  is a bond or (C2-C4)-alkanediyl, 

L6  is a bond or a group of the formula 

33 
„..R HN 

HN O  
0 or 7 	 / 	##8  

##7 / 
0 

R34  

in which 

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



- 402 - 

B 

## 8 	marks the linkage site with L113, 

R33 	is hydrogen, (C1-C4)-alkylcarbonyl, tert-butyloxycarbonyl or 

benzyloxycarbonyl, 

R34 	is hydrogen or methyl, 

R29 	is hydrogen or (C1 -C4)-alkyl, 

R3° 	is hydrogen or (Ci-C4)-alkyl, 

or 

R29  and R3° 	together with the atoms to which they are bonded foam a 5- 

or 6-membered heterocycle, 

R31 	is hydrogen or (C1-C4)-alkyl, 

R32 	is hydrogen or (CI-CO-alkyl, 

or 

R31  and R32 	together with the atoms to which they are bonded form a 5- 

or 6-membered heterocycle, 
L1B 	is linear (C2-C10)-alkanediyl, 

and 

where (C1-C10)-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-C6)-cycloalkyl ring or a phenyl ring, 

is a bond or a group of the foimula 
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0 	 0 O 0 
** 	 , 3 ** 

%..... 	 ...„..."....... 	...„..L....., 
N 	N '.... 	* 	N 	N 	L4'. 
I 	I 	 I 	1 17 15 	 16 	17 R 	R 	

R 	R 
, 0 

Fe 
0 

I 
** *-,..Q2- P 	 N 

N''...-  

0 	 R19  o 	R21 
' 	 , R22 H 

0 	 0 	
HN, 

R36 

,......** 	or 
N * 	N 	 0 * .....„..--...,,,,. 
H 	23 	

I 27 R 	0 	 R 	 R37 
, 

where 

* 	marks the linkage site with LI, 

** 	marks the linkage site with L2, 

P 	is 0 or NH, 

L3 	is a bond or (C2-C4)-alkanediyl, 

L4 	is a bond or a group of the formula 

H N
.,,R2

8 
H N 

O 
O 	**** 	or 	*** ****  

R25 	0 

in which 

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

**** 	marks the linkage site with L2, 

R25 	is hydrogen or methyl, 
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R28 is 	hydrogen, 	(Ci-C4)-alkylcarbonyl, 	tert-butyloxycarbonyl or 

Q1  

benzyloxycarbonyl, 

is a 4- to 7-membered heterocycle, 
Q2 

R14 

R15  

or 

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

is hydrogen or (Ci-C4)-alkyl, 

is hydrogen or (C1 -C4)-alkyl, 

R14  and R15 	together with the atoms to 

membered heterocycle, 

which they are bonded form a 5- or 6- 

R16 

R17  

or 

is hydrogen or (CI-C4)-alkyl, 

is hydrogen or (Ci-C4)-alkyl, 

R16 and R17 	together with the atoms to 

membered heterocycle, 

which they are bonded form a 5- or 6- 

R'8 is hydrogen or (Ci-C4)-alkyl, 

R19  is hydrogen or the side group 

homologues or isomers, 

of a natural II -amino acid or of its 

R20 

or 

is hydrogen or (Ci-C4)-alkyl, 

R19  and R2° 	together with the atoms 

pynolidinyl ring, 

to which they are bonded form a 

R21 is hydrogen or (Ci-C4)-alkyl, 
R22 is hydrogen or (Ci-C4)-alkyl, 

or 
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R21  and R22 	together with the atoms to which they are bonded form a 3- to 7- 

membered carbocycle, 

R23 	is (Ci-C4)-alkyl, 
R24 	is hydrogen or (C1 -C4)-alkyl, 

R27 	is hydrogen or (C1 -C4)-alkyl, 

R36 	is 	hydrogen, 	(C1-C4)-alkylcarbonyl, 	tert-butyloxycarbonyl 	or 	benzyl- 

oxycarbonyl, 

R37 	is hydrogen or methyl, 

or 

R36  and R37 	together with the atoms to which they are bonded form a 

pyrrolidine ring, 

L2  

,3 

where 

is linear (C2-C10)-alkanediyl or 

a 

is a group of the formula 

p 	is a number from 2 to 6, 

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

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

where (C2-C10)-alkanediyl may be substituted by 1 to 4 substituents selected 

independently 

benzyl, 

and 

of one another from the group consisting of methyl, hydroxy 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-C6)-cycloalkyl ring or a phenyl ring, 

D is a group of the formula 
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A 

/O #3 

	
T

~ #3 
N 	 or 

R5 

4 
..., 

0 
	 R26 

in which 

T2 

#3 	marks the linkage site with the nitrogen atom, 

RI 	is hydrogen or methyl, 

R2 	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-indo1-3- 

ylmethyl, 

Or 

R' and R2 	together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

in 

II 

which 

#4 	marks the linkage site with the adjacent nitrogen atom, 

#5 	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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R
6 

,.,... 	„...0 
N 

n 	or 

N
.--%-' 

0 

N 
,O 

N 
6 	6 	6 	6 

# 	, 	# 	, 	# 	 # 

in which 

#6 	marks the linkage site with the carbonyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 

R3 	is hydrogen or methyl, 

R4 	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-indo1-3- 

ylmethyl, 

or 

R3  and R4  together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

444.4.,,,,‘N# 
 

in 

A 
= 

which 

#7 	marks the linkage site with the adjacent nitrogen atom, 

#8 	marks the linkage site with the group 14, 

is a group of the formula -C(=0)-0R7, -C(=O)-NR8R9, -C(=0)-NH-NH- 

R10  or -CH2-0-R11, 

in which 
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R7 	is 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	text-butyl, 	benzyl 	or 

adamantylmethyl, 

R8 	is hydrogen or methyl, 

R9 	is hydrogen, methyl, ethyl, n-propyl or benzyl, 

or 

R8  and R9 	together with the nitrogen atom to which they are bonded 

form a 4- to 7-membered heterocycle, 

RI° 	is benzoyl, 

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

methoxycarbonyl or carboxyl, 

R5  is hydrogen, methyl or 

41111 
a group of the formula 

tt...,...
0

\ 
	0 

9 	\ // 
S II 

44,9 	 449 	 R
13 

..."..../'
R1

2 Tr' N",......://,' 	 11- \....---"\ 12 	or 
N—N 

in which 

#9 	marks the linkage site with —CHC(R26)-T2, 
R12 	is phenyl 

or a group 

which may be substituted by 

of the formula —S(0)20H, 

methoxycarbonyl, carboxyl 

R13 	is phenyl which may be substituted by methoxycarbonyl or 

carboxyl, 
R26 is hydrogen or hydroxy, 

T2  is phenyl, benzyl, 1H-indol-3-yl or 1H-indol-3-ylmethyl, 

R35 	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 	is a number from 1 to 20, 

AK 	is AKi or AK2  

where 

AK1 	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, 

AK2 	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, 

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

N—#2  

----\ 
0 

in which 

#1 	marks the linkage site with the cysteine residue of the binder, 
#2 	marks the linkage site with the group L1, 

or 

when AK = AK2, is carbonyl, 

L' 	is a bond, linear 

tt#1 

(C2-C6)-alkanediyl, a 

44 

0 	

2 

	Or 

group 

HY
1  

of the formula 

1 	1B 	2 
 —LB—L-44#lA 

where 

m 	is a number from 2 to 6, 

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

#42 	marks the linkage site with the group B, 
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LIA 	is linear (C2-C6)-alkanediyl, 

B1 	is a group of the foiiiiula 

0 	 0 	0 
5 ##  

N 	
6 	 5 

	

..-----...
N

.---ffil- 	__.—, 	,„--....... 	6 ,ittt6 
5 	N 	N 	L 

I 	I 
R29 	R39 	 R 

I 	
R 31 	I 32 

6  or 	5 ,S„
S

114 
114  

in which 

## 5 	marks the linkage site with the group LiA, 

## 6 	marks the linkage site with the group LIB, 

L5 	is a bond, 

L6 	is a bond or a group of the fo 	mula 

......R 	 HN 
33 

HN O  
0##8 	Or 

##
7 

R34 	0 

in which 

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

## 8 	marks the linkage site with LIB, 

R33 	is hydrogen, methylcarbonyl or tert-butyloxycarbonyl, 

R34 	is hydrogen or methyl, 

R29 	is hydrogen, 

R30 	is hydrogen, 

R31 	is hydrogen or methyl, 
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R32 	is hydrogen or methyl, 

LIB 	is linear (C2-C6)-alkanediyl, 

and 

where (C2-C6)-alkanediyl may be substituted by 1 or 2 methyl substituents, 

is a bond or a group of the formula 

0 0 	0 0 
** 

•-•..
N

..----",..
N

..--- 
* 

, 	3 
„,...L.„ 	,...,\... 

N 	N 
** 

4., 
L * Q1- 0  

1 	1 	 I 	1 R14 	R15 	 R16 	R17 
, , 

0 
, 

R20 
0 

1 

N 
R19 	 H 0 	, 	R21 	R22 H R23 R24 

0 
, 

0 	 , R36 
H N 

** 	or 

427 
R37 	I0  

where 

* 	marks the linkage site with L', 

** 	marks the linkage site with L2, 

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

L4 	is a bond or a group of the formula 

H N
..„..R28 

H N 
O 

Or *** **** 

R25  

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

**** 	marks the linkage site with 

R25 	is hydrogen or methyl, 

L2, 

Q1  
R14 

R15  

R28 	is hydrogen, methylcarbonyl or 

is a 4- to 7-membered heterocycle, 

is hydrogen, 

is hydrogen, 

tert-butyloxycarbonyl, 

R16 

R17  

or 

is hydrogen or methyl, 

is hydrogen or methyl, 

R16  and R17 	together with the atoms 

piperazinyl ring, 

to which they are bonded form a 

R18 is hydrogen, 

R19  

R2°

or 

is hydrogen, methyl, propan-2-yl, 

1 -yl, 

is hydrogen or methyl, 

2-methylpropan-1 -y1 or 1-methylpropan- 

R19  and R2° 	together with the atoms 

pyrrolidinyl ring, 

to which they are bonded form a 

R21 

R22 

or 

is hydrogen or methyl, 

is hydrogen or methyl, 

R21  and R22 	together with the atoms 

cyclopropyl ring, 

R23 	is methyl, 

to which they are bonded form a 
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R24 	is hydrogen or methyl, 

R27 	is hydrogen, 

R36 	is hydrogen, methylcarbonyl or tert-butyloxycarbonyl, 

R37 	is hydrogen or methyl, 

or 

R36  and R37 	together with the atoms to which they are bonded form a 

pyrrolidine ring, 

L2  

43 

is linear (C2-C6)-alkanediyl 

- 

or is a 

tiel 

group of the foiiiiula 

where 

0 	- P 

p 	is a number from 2 to 6, 

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

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

where (C2-C10)-alkanediy1 may be substituted by 1 or 2 methyl substituents, 

D is a group of the foiinula 

A) 3 
.... 0 

N 
# ̀......,...../... 

or 

R5  

\
0 
	R3 	R 

where 

Res/\T2 
 

#3 	marks the linkage site with the nitrogen atom, 

R' 	is hydrogen, 
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R2  is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3- 

or 

ylmethyl, 

R1  and R2 	together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

#
4 	

\#
5 

o \ 

in which 

#4 	marks the linkage site with the adjacent nitrogen atom, 

#5 	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 

R
6 

0 

N 
,O %.,..... 	,.„0 

N N
.- 0 	or 0 

I 
N  

6 	6 	 6 	 6 
# 	, 	# 	, 	# 	 # 

in which 

#6 	marks the linkage site with the carbonyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 

R3  is hydrogen, 

R4  is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3- 

ylmethyl, 

or 
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R3  and R4 	together with the carbon atom to which they are bonded foiin a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

#7 „#8  

/ \ 

= 

in 

0 

which 

#7 	marks the linkage site with the adjacent nitrogen atom, 

#8 	marks the linkage site with the group T1, 

1"1  is a group of the formula -C(=O)-0R7, -C(=O)-NR8R9, -C(=0)-NH-NH- 

R1°  or -CH2-0-R11, 

in which 

R7 	is 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	tent-butyl, 	benzyl 	or 

adamantylmethyl, 

R8 	is hydrogen or methyl, 

R9 	is hydrogen, methyl, ethyl, n-propyl or benzyl, 

or 

R8  and R9 	together with the nitrogen atom to which they are bonded 

faun a 4- to 7-membered heterocycle, 
Rlo 	is benzoyl, 

R11 	is benzyl, which may be substituted in the phenyl group by 

methoxycarbonyl or carboxyl, 

R5  is hydrogen, methyl or a group of the fonnula 
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0 4...,N,......./

0 	0 
9 

S 
4111  , 

4,9 	 4, 	
\ 

	).,-- R13  

•N''.. -̀'.../........"R12 	or  it ***\,.,,,"/7.\ 
R

12 	n- 
N—N 

in which 

#9 	marks the linkage site with —CHC(R26)-T2, 

R.12 	is phenyl which may be substituted by methoxycarbonyl, carboxyl 

or a group of the formula —S(0)20H, 

R13 	is phenyl which may 

carboxyl, 

be substituted by methoxycarbonyl or 

R26 is hydrogen or hydroxy, 

T2  is phenyl, benzyl, 1H-indol-3-yl or 1H-indol-3-ylmethyl, 

R35  is methyl or hydroxy, 

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

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

which 

n is a number from 1 to 10, 

AK is AK1  or AK2  

where 

AK1  is a binder which binds FGFR2 

cysteine residue of the binder to 

and is bonded via the sulphur atom of a 

the group G, 

AK2  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 when AK = AKi, is a group of the formula 
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O 

\
N-#2  

0 

in which 

#1  marks the linkage site with the cysteine residue of the binder, 
#2 marks the linkage site with the group L1, 

or 

when AK = AK2, is carbonyl, 

L1 	is a bond, linear 

##1 - 

0
...../".....„,„.....„.. 
 _ 

(C2-C6)-alkanediyl, a group 

ftti•  
44442 

m 

of the formula 

where 

m 	is a number 2 or 3, 

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

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

where (C2-C6)-alkanediyl may be substituted by 1 or 2 methyl substituents, 

B 	is a bond or a group of the formula 

0 0 0 

* .--""*".N
.---1--,..

N 
3 ** 

4." „0„,...., 	1,0 
* 	Q 

R16 	R17 
0 

0 

, 

0 

** 
Ni 	or N 

0 

2 	22 	H R 
H 	

R 	1-c 23 	,-,24 
ol 
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where 

* 	marks the linkage site with LI, 

** 	marks the linkage site with L2, 

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

L4 	is a bond or a group of the formula 

H N...- R
28 

H N 
O 

*.... 	or 	... 

Q1 
 

R i6 

R17  

or 

R25 	0 

in which 

*** 	marks the linkage site with the 

* * * * 	marks the linkage site with L2, 

R25 	is methyl, 
R28 	is hydrogen, methylcarbonyl or 

is piperidine-1,4-diyl, 

is hydrogen or methyl, 

is hydrogen or methyl, 

carbonyl group, 

tert-butyloxycarbonyl, 

R21 

R22 

or 

and R17 	together with the atoms to 

piperazinyl ring, 

is hydrogen or methyl, 

is hydrogen or methyl, 

which they are bonded form a 

R21  and R22 	together with the atoms to 

cyclopropyl ring, 

which they are bonded form a 
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R" 	is methyl, 
R24 	is hydrogen, 

L2  is linear (C2-C6)-alkanediyl or is a group of the formula 

443
'C)_ 

- 4 ti# 
p 

where 

P 	is a number from 2 to 6, 

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

#-#4 	marks the linkage site with the nitrogen atom, 

D is a group of the formula 

A 

or 

Oil  

where 

#3 	marks the linkage site with the nitrogen atom, 

RI 	is hydrogen, 

R2 	is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3- 

ylmethyl, 

or 

RI  and R2 	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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1°.
,4 	v‘u5 

s FF  

in 

0 

which 

#4 	marks the linkage site with the adjacent nitrogen atom, 

#5 	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 

R6  „„......„ 	Os 
'•••. 

 

N
.,

1

° ,„ 	,„,0 
N 

0 	or 
N 

0 
I 

N 
6 	6 	6  6 

# 	, 	# 	, 	 # 

in which 

# 

#6 	marks the linkage site with the carbonyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 

R3 	is hydrogen, 

R4 	is 

or 

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

R3  and R4  together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 
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#7.... 04
8 

in 

7 \ 

which 

#7 	marks the linkage site with the adjacent nitrogen atom, 

#8 	marks the linkage site with the group T1, 

T1  is 

in 

a group of the formula -C(=O)-0R7, -C(=0)-NR8R9, or -CH2-0-R11, 

which 

R7  is 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	text-butyl, 	benzyl or 

adamantylmethyl, 

R8 	is hydrogen or methyl, 

R9 	is hydrogen, methyl, ethyl, n-propyl or benzyl, 
R" i 	is benzyl, which may be substituted in the phenyl group by 

methoxycarbonyl or carboxyl, 

R5  is hydrogen, methyl or a group of the formula 

# # 	
#  

..\,.....-7.'  '..***.. R12 	**••••.„...,.."'.."••••. R12 	or 	\ 	ii 

in 

N—N 

which 

#9  marks the linkage site with —CHCH2phenyl, 
Ri2 	is phenyl which may be substituted by methoxycarbonyl, carboxyl 

or a group of the formula —S(0)20H, 

R13 	is phenyl which may be substituted by methoxycarbonyl or 

carboxyl, 

R35 	is methyl or hydroxy, 
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and also their salts, solvates and solvates of the salts. 

5. Binder

which 

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

n 

AK 

is a number from 1 to 10, 

is AK2  

where 

AK2 	is a binder which binds FGFR2 and is bonded via the NH side group of a 

G 

L' 

B 

lysine residue of the binder to the group G, 

is carbonyl, 

is a bond, 

is a bond, 

L2  

#1:t3  

is linear (C3-C6)-alkanediyl or is a group of the formula 

id  

where 

0 P 

p 	is a number 2 or 3, 

A* 3 	marks the linkage site with the group B, 

itit' 	marks the linkage site with the nitrogen atom, 

D is a group of the formula 

A 

Or 
N.,, 	 R3 	R4 

 

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

R1  is hydrogen, 

R2  

or 

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

RI  and R2  together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

44 	,#) 

in 

1.11  

which 

#4 	marks the linkage site with the adjacent nitrogen atom, 

#5 	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,0  

6 # 

in which 

#6 	marks the linkage site with the carbonyl group, 

R3  is hydrogen, 

R4  

or 

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

R3  and R4  together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 
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447 xtt. 
4,8 

tr• 

in 

= 

which 

#7 	marks the linkage site with the adjacent nitrogen atom, 

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

T' is 

in 

a group of the formula -C(=0)-0R7  or -C(=0)-NR8R9  

which 

R7  is 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	tent-butyl, 	benzyl 	or 

adamantylmethyl, 

R8  is hydrogen, 

R9  is hydrogen or benzyl, 

R35 	is methyl, 

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

6. 	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 	is AKI  

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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O 

N—#2  

.----.. 
0 

where 

#1  marks the linkage site with the cysteine residue of the binder, 
#2 marks the linkage site with the group L1 , 

L1 	is a bond, linear (C3-05)-alkanediy1 or a group of the formula 

where 

m 	is a number 2 or 3, 

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

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

where (C3-05)-alkanediyl may be substituted by 1 or 2 methyl substituents, 

B 	is a bond or a group of the formula 

0 0 
** 

* 

........"\., 
1 3

...„. .„...L 
N 	N 	L4-... 

R" 	R17  

where 

* marks the linkage site with L1 , 

** marks the linkage site with L2, 

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

L4  is a bond or a group of the formula 



- 426 - 

......R28 

HN 

***---\/0"--.../
**** 

R25  0 

in which 

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

**** 	marks the linkage site with L2, 

R25 	is methyl, 

R28 	is hydrogen, methylcarbonyl or tert-butyloxycarbonyl, 
R16 	is hydrogen or methyl, 

R17 	is hydrogen or methyl, 

or 

R16 and Ri7 	together with the atoms to which they are bonded form a 

piperazinyl ring, 

L2 	is linear (C3-C5)-alkanediyl or is a group of the foi 	iula 

11
3 

:..'".../..'-'0"----.....'----.:p 

- 444  

where 

p 	is a number 2 or 3, 

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

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

D 	is a group of the formula 
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A 

Or 

..-% R3 	R  
0 

where 

#3 	marks the linkage site with the nitrogen atom, 

RI 	is hydrogen, 

R2 	is benzyl or 1H-indol-3-ylmethyl, 

or 

R1  and R2 	together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

,444 	. 415 

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

#5 	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
,0 

#
6 

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

R3 	is hydrogen, 

R4 	is benzyl, 4-hydroxybenzyl or 1H-indo1-3-ylmethyl, 

or 

R3  and R4 	together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

#74x#8 

in 

:-. 

which 

#7 	marks the linkage site with the adjacent nitrogen atom, 

#8 	marks the linkage site with the group T1, 

T1 	is a group of the formula -C(=O)-0R7  or -C(=O)-NR8R9, 

in which 

R7 	is 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	test-butyl, 	benzyl or 

adamantylmethyl, 

R8 	is hydrogen, 

R9 	is hydrogen or benzyl, 

R35 	is methyl, 

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

7. 	Binder-drug conjugates of the general formula (Ia) 
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— 	 CH3 	 - 

H3C 	R" 	H3C\.) 	 CH3 
0 H 

N 

G 	Li 	B 	L2 N„,,........-..,... N 
'''D 

AK 
I H

3 	0 	= 	C 
I 

OUCH CH3 	0 .....?",...„ 	 C H3C 	CH3  

— 	 —n 

(Ia), 

in which 

n 	is 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 

§§ 	marks the linkage site with the nitrogen atom, 

L2 	is linear (C2-C10)-alkanediy1 or is a group of the formula 

where 

0 P 

p 	is a number from 2 to 6, 

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

#44 	marks the linkage site with the nitrogen atom, 

where (C2-C10)-alkanediyl may be substituted by 1 to 4 substituents selected 

independently 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 to one 

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

bridged to form a (C3-C6)-cycloalkyl ring or a phenyl ring, 

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

„,...,-,,,, 

\ ,... ,...0 
N 

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

8.  Compounds of the following foimula 

H3C 	CH, 	H3C 

..„---..., 

--„,. 
N
,0 

CH 
0 3 H 

AK H N„.,..7-.„. ,,,
„,,,,, N  N,,,,,.k.„.

0 
 

N
I 

OUCH 0 
	
. O 	 CH, 	O 	........„ 	CH3 	0, CI-1,

0 
H3C 	CH, 3 

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. 

9.  Compounds of the following formula 

— _ 

CH3  
..----, 

H3C 	CH3 H3C 4...„) 
CH3 	

,C) 
N 

0 H 
AK N.„,,,„.--.„ 	 N N,,,,...,.•k, 

rIr....*N'r-r 
N

I i 

 0. 
0, 	0 

0 	 CH, 	0 	;,-:„,- 	CH, 	0, 	0 OUCH  H3C 	CH, 	CH, 

n 



- 431 - 

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 

......--,, 
CH3  

CH3 H3C 	 CH, 	
A) 

N 
0 	 H 

N',„ 
AK,A  

N 
N„.,.....,„--.„.N

.,e-y-N 	 0. 
I 	- 	I 	 0, 	0 

0 	 CH3 	0 	2-„- 	CH3 	0,
CH3

0 	CH, 
H3C 	CH3  

N 
H — n 

where AK2A  is M048-D01-hIgGl and n is a number from 1 to 10, and also their salts, 

solvates and solvates of the salts. 

Compound of the following foi 	Dula 

---^-.. 
CH3  

H3C 	CH3 	H,C.,_,,,J 	 CH, 	
..„ „,0 

N 
0 	 H 

AK„ N.„,„,„-,  N,,,,,,,.—„„
Nre

-.,.,----.„N 	 Of/ 

I 	 1 	 0 
0 	 CH3 	0 	CH3 	0, 	0 	'CH3  ..„„i.„,  

H3C 	CH3 	CH,  
N 
H 

— n 

where AK2B  is M048-D01-hIgGl-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, 

R" 	H,C\) 	 CH, 
Cys 	 0 	 H 

H 	 N, 
N„,,..„...--..„ 	 D 

N—Li—B-12--N 
	

: : 	I 	 0, 
CH, 	0 	7. 	CH, 	0, 	0 	CH 0, 

O 	 H3C 	CH, 	CH, 

(ma), 
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in which 

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

carbon atom of the succinimide, 

LI  is a bond, linear (CI-C10)-alkanediyl, a group of the formula 

441 - 1 	1A 	1 	1B 2 

where 

0 	_M Or Or 	##LBL## 

m is a number from 2 to 6, 

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

marks the linkage site with the group B, 
L iA is linear (C2-Cio)-alkanediyl, 

B1  is a group of the formula 

O 	 0 	0 
5 

## 
 

N 
Res 

N
.-4#

6 

I 30 	
or 	##

5 

R 

1  5 
..... L- N..... 	...,'N.,... 

N 
1 32 	

L 
I 31 	

N 

R 	R 

44+6 
6 ...-7111 

in which 

## 5 	marks the linkage site with the group LI A, 

## 6 	marks the linkage site with the group LI13, 

L5 	is a bond or (C2-C4)-alkanediyl, 

L6 	is a bond, 

R29 	is hydrogen or (Ci-C4)-alkyl, 

R3° 	is hydrogen or (Ci-C4)-alkyl, 

or 
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R29  and R3° 	together with the atoms to which they are bonded form a 5- or 6-

membered heterocycle, 

R31 	is hydrogen or (C1 -C4)-alkyl, 

R32 	is hydrogen or (CI-G)-alkyl, 

or 

R31  and R32 	together with the atoms to which they are bonded form a 5- or 6-

membered heterocycle, 
LIB 	is linear (C2-C1o)-alkanediyl, 

and 

where (C I -C10)-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- 

C6)-cycloalkyl ring or a phenyl ring, 

B 	is a bond or a group of the fonnula 

0 	 0 	0 
** 	 , 3 	 ** 

*--..
N

....--* \ .
N

•••-• 	„.....-....... 	...„ L........ 
* 	N 	N 	L4-' 

R
I 14 	R15 	

R R16 	I 17 

, 

0 	 0 

• 0 	** 	 ** 
%N..../..... 	or 	,../"...N.--- 

0 	 427 
 

where 

* 	marks the linkage site with L', 

** 	marks the linkage site with L2, 
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P 

L3  

L4  

Q1 

is 0 or NH, 

is a bond or (C2-C4)-alkanediyl, 

is a bond, 

is a 4- to 7-membered heterocycle, 

Q2 

R14 

R'5 

or 

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

is hydrogen or (CI-GO-alkyl, 

is hydrogen or (CI-GO-alkyl, 

R14  and R15 	together with the atoms to 

membered heterocycle, 

R16 	is hydrogen or (C I-GO-alkyl, 

R17 	is hydrogen or (CI-C4)-alkyl, 

or 

which they are bonded form a 5- or 6- 

R16 and R1 -7 	together with the atoms to 

membered heterocycle, 

R'8 	is hydrogen or (CI-GO-alkyl, 

R19 	is hydrogen or the side group 

homologues or isomers, 

R2o 	is hydrogen or (CI-G)-alkyl, 

or 

which they are bonded form a 5- 

of a natural C-amino acid or 

or 

of 

6- 

its 

R19  and R2° 	together with the atoms 

pyrrolidinyl ring, 

R21 	is hydrogen or (CI -G)-alkyl, 

R22 	is hydrogen or (CI -C4)-alkyl, 

to which they are bonded form a 

or 
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R2' and R22 	together with the atoms to which they are bonded form a 3- to 7- 

membered carbocycle, 

R23 	is (CI-C4)-alkyl, 

R24 	is hydrogen or (CI -CO-alkyl, 

R27 	is hydrogen or (CI-C4)-alkyl, 

L2  

a 

is linear (C2-Cm)-alkanediyl 

- 	 

or is a group of the formula 

144 

where 

0 	- P 

P 	is a number from 2 to 6, 

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

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

where (C2-C10)-alkanediyl may be substituted by 1 to 4 substituents selected 

independently 

benzyl, 

and 

of one another from the group consisting of methyl, hydroxy 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 foiin a (C3-C6)-cycloalkyl ring or a phenyl ring, 

D is a group of the formula 

A 
..,0 

N 	 or 

#,....„,,,,R
5 

\ 0 	R3  
T

2 
0 

where 

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

R2 	is isopropyl, isobutyl, sec-butyl, tent-butyl, phenyl, benzyl, 1-hydroxyethyl, 

4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1- 

phenylethyl, 	diphenylmethyl, 	1H-imidazol-4-ylmethyl 	or 	1H-indo1-3- 

ylmethyl, 

or 

RI  and R2 	together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

in 

o05  

which 

#4 	marks the linkage site with the adjacent nitrogen atom, 

#5 	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 

R
6 

Oil  "... ..... ...„....." 

NC
O -....,.. 

N
,..0 

NC
O 	or 0 

I 

6 	6 	6 	6 
# 	, 	# 	, 	# 	 # 

in which 

#6 	marks the linkage site with the carbonyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 
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R3  is hydrogen or methyl, 

R4  is isopropyl, isobutyl, sec-butyl, tent-butyl, phenyl, benzyl, 1-hydroxyethyl, 

4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1- 

phenylethyl, 	diphenylmethyl, 	1H-imidazol-4-ylmethyl 	or 	1H-indo1-3- 

or 

ylmethyl, 

R3  and R4 	together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

4,7 	4,8 

in 

"NraX"' 

which 

#7 	marks the linkage site with the adjacent nitrogen atom, 

#8 	marks the linkage site with the group Ti, 

is a group of the folinula -C(=O)-0R7, -C(----0)-NR8R9, -C(=0)-NH-NH- 

RI°  or -CH2-0-R11, 

in which 

R7 	is 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	tent-butyl, 	benzyl 	or 

adamantylmethyl, 

R8 	is hydrogen or methyl, 

R9 	is hydrogen, methyl, ethyl, n-propyl or benzyl, 

or 

R8  and R9 	together with the nitrogen atom to which they are bonded 

form a 4- to 7-membered heterocycle, 

R10 	is benzoyl, 
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R" 1 	is benzyl, which may be substituted in the phenyl group by 

methoxycarbonyl or carboxyl, 

R5  is hydrogen, methyl or a group of the formula 

41111 # .....„.„

0 	0 
9 S 

41111  , 

	

9 	 9 

	

4 	
\ 

	)_---R13  
........'-'..."........."R12 	or  -•-•%\ R12 	# 

N—N 

in which 

#9 	marks the linkage site with —CHC(R26)-T2, 

R12 	is phenyl which may be substituted by methoxycarbonyl, carboxyl 

or a group of the formula —S(0)20H, 

R13 	is phenyl which may be substituted by methoxycarbonyl or 

carboxyl, 

R26 is hydrogen or hydroxy, 

T2  is phenyl, benzyl, 1H-indo1-3 -y1 or 1H-indol-3-ylmethyl, 

R35 	is methyl or hydroxy, 

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

13. 	Compounds of the fat 	iula (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 (C2-C6)-alkanediyl, a group of the formula 

„„i 
PFPF "...............,/"..,... 

0 
......"............„...14* 

.u.,i2 
Or m 

1 	1 A 	1 	1 B 2 
## 	L— B 	L 	## 

where 
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m 

1  

##2  

L1A  

B 

is a number 2 or 3, 

marks the linkage site with the group G, 

marks the linkage site with the group B, 

is linear (C2-C6)-alkanediyl, 

is a group of the formula 

0 	 0 
5 

## 
	

44
6 	

L
5 

".... 	
..... - 	.., 

N 	N 	or 	tiff
5 	N 	N 

R31 	I 32 
R129 	

R30 	
R 

in which 

LIB 

and 

where 

B 

1±# 5 	marks the linkage site with the group L1A, 

/44 6 	marks the linkage site with the group LIB, 

L5 	is a bond, 

L6 	is a bond, 

R29 	is hydrogen, 

R3° 	is hydrogen, 

R31 	is hydrogen or methyl, 

R32 	is hydrogen or methyl, 

is linear (C2-C6)-alkanediyl, 

(C2-C6)-alkanediyl may be substituted by 1 or 2 methyl 

is a bond or a group of the formula 

substituents, 
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0 	 0 	0 

* 	 ** 	 1  3 	 ** 
,... 	

N
.,- 	„/"..

N
,--i---.

N
.--"...L4"" N 	 * 

I 	I 	 I 	I R14 	Ri5 	
R16 	R17 

0 

0 
Or 	 N 

H 	R23 	R24 

where 

0 
 

* 	marks the linkage site with L1, 

** 	marks the linkage site with L2, 

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

L4 	is a bond, 

R14 	is hydrogen, 

R15 	is hydrogen, 

R16 	is hydrogen or methyl, 

R17 	is hydrogen or methyl, 

or 

R16  and R17 	together with the atoms to 

ring, 

which they are bonded form piperazinyl 

R23 	is methyl, 

R24 	is hydrogen or methyl, 

is linear (C2-C6)-alkanediyl or is a group of the formula 

where 
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p 	is a number 2 or 3, 

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

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

D 	is a group of the formula 

A 

or 
R
3 	R4 

..,... 
0 	' 

el  

where 

#3 	marks the linkage site with the nitrogen atom, 

R' 	is hydrogen, 

R2 	is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3- 

ylmethyl, 

or 

R' and R2 	together with the carbon atom to which they are bonded foim i a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the foimula 

41 ,s 

in 

0 

which 

#4 	marks the linkage site with the adjacent nitrogen atom, 

#5 	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 



- 442 - 

R6  

N
.•()  ...... 	.,.0 

N N
.--C) 	or 0 

N 
6 	6 	- 

e 	6 # 	, 	# 	 # 

in which 

#6 	marks the linkage site with the carbonyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 

R3 	is hydrogen, 

R4 	is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3- 

ylmethyl, 

or 

R3  and R4  together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the fommla 

_47 	4,8 
1'7' 41/IX"- 

in which 

#7 	marks the linkage site with the adjacent nitrogen atom, 

#8 	marks the linkage site with the group T1, 

T1 	is a group of the formula -C(=0)-0R7, -C(=O)-NR8R9, -C(=0)-NH-NH- 

R10  or -CH2-0-R11, 

in which 

R7  is 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	tert-butyl, 	benzyl 	or 

adamantylmethyl, 
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R8 	is hydrogen or methyl, 

R9 	is hydrogen, methyl, ethyl, n-propyl or benzyl, 

or 

R8 and  R9 together with the nitrogen atom to which they are bonded form a 

R5  

4- to 7-membered heterocycle, 

RD) 	is benzoyl, 

R11 	is benzyl which may be substituted in the phenyl group by 

methoxycarbonyl or carboxyl, 

is hydrogen, methyl or a group of the formula 

3  # 
# 	

4,9 
.."-..,../***•-.

R
12 	1+  '''••••••••••••. R1 2 	or 	 \ 

	rR
1 

N— N 

in which 

R35  is 

#9 	marks the linkage site to —CHCH2phenyl, 

R12 	is phenyl which may be substituted by methoxycarbonyl, carboxyl 

or a group of the formula —S(0)20H, 

R13 	is phenyl which may be substituted by methoxycarbonyl or 

carboxyl, 

methyl or hydroxy, 

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

14. 	Compounds of the formula (X)0(a) 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 

L1  

carbon atom of the succinimide, 

is a bond or linear (C2-C6)-alkanediyl, 

B is a bond or a group of the foimula 
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0 	0 
3 	** 

' - -..N---".. 	-". ,.•-•"*"..N
--- 	L4 

* 
I 	I R16 	R17 

where 

* 	marks the linkage site with L1, 

** 	marks the linkage site with 

L3 	is a bond, 

L4 	is a bond, 

L2, 

R16 	is hydrogen or methyl, 

R'7 	is hydrogen or methyl, 

L2  is linear (C2-C6)-alkanediyl or is a 

a 

group of the 	 fatinula 

where 

0 

p 	is a number 2 or 3, 

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

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

D is a group of the formula 

A 

or 
R3 

 Ra 

 
\ 

where 

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

R2  

or 

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

R' and R2  together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

# 	o\45  

in 

14111)  

which 

#4 	marks the linkage site with the adjacent nitrogen atom, 

#5 	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,0  

6  
# 

in which 

#6 	marks the linkage site with the carbonyl group, 

R3  is hydrogen, 

R4  is benzyl, 4-hydroxybenzyl or 1H-indol-3-ylmethyl, 

Or 

R3  and R4  together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 
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7 
#4.„...e#

8 

in 

/ \ 

which 

#7 	marks the linkage site with the adjacent nitrogen atom, 

#8 	marks the linkage site with the group T1, 

is a group of the formula 

in which 

-C(=O)-0R7  or -C(=O)-NR8R9, 

R7 	is hydrogen, 

R8 	is hydrogen, 

R9 	is hydrogen, 

R35 	is methyl, 

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

15. 	Compounds of the formula (XXXI) 

HO NH2 

( CH3  0 
\ 0 R " 	H,C,1/4) 	 , CH 

0 	 H 
 N \ N 

H 	
L 

N N.,,,,5„,,,...„hree
-y-..,,,s___,

i—B-01 
0 

CH3 0 	1...„ 	CH
3 	

0„
CH3

0 	C .„..." 
H,C 	CH, 

(ml), 

in which 

L1 	is a bond, linear (C1-C10)-alkanediyl, a group of the fo 	inula 
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441 

0 
##

2 	 1 	1 A 	1 	1B 2 
m 	or 	##LBL## 

where 

m 	is a number from 2 to 6, 

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

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

L1A is linear (C2-C10)-alkanediyl, 

B1 	is a group of the formula 

0 	 0 	0 
5 	 5 ## 

N".'
##

6 	
5 

N 	
."-....\, 

N
.-L.4,4. N 	L6 

or 	4-4 
NI

6 
"" 

I 	I 	 I 	I 
R29 	R" 	 R31 	R32  

in which 

#-# 5 	marks the linkage site with the group L' A, 

## 6 	marks the linkage site with the group C B, 

L5 	is a bond or (G2-C4)-alkanediyl, 

L6 	is a bond, 

R29 	is hydrogen or (Ci-C4)-alkyl, 

R3° 	is hydrogen or (Ci-C4)-alkyl, 

or 

R29  and R3° 	together with the atoms to which they are bonded form a 5- 

or 6-membered heterocycle, 

R31 	is hydrogen or (C1 -C4)-alkyl, 

R32 	is hydrogen or (Ci-C4)-alkyl, 

or 
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R31  

L'8 	is 

and 

and R32 	together with the atoms to which they are bonded form a 5- 

or 6-membered heterocycle, 

linear (C2-Cio)-alkanediyl, 

where (C1-C10)-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-C6)-cycloalkyl ring or a phenyl ring, 

is a bond or a group of the formula 

0 	 R20 
I - 	**--. Q2'P 	 N 

18 	19 
O 	 0 	 , 

' 

0 
. 	 0 

	

N 	 . 
2 	 N --- 

	

R
R

22 H 	or 	* 

R27  

where 

* 	marks the linkage site with Li , 

** 	marks the linkage site with L2, 

P 	is 0 or NH, 

Q1 	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'8 is hydrogen or (C i-CO-alkyl, 

R19  is hydrogen or the side group of a natural ❑-amino acid or of its 

homologues or isomers, 

R2°  

Or 

is hydrogen or (Ci-C4)-alkyl, 

R19  and R2° 	together with the atoms to which they are bonded form a 

pyrrolidinyl ring, 

R21 is hydrogen or (CI-C4)-alkyl, 

R22 

or 

is hydrogen or (C1-C4)-alkyl, 

R21  and R22 	together with the atoms to which they are bonded form a 3- to 7- 

membered carbocycle, 

R27  is hydrogen or (C I-CO-alkyl, 

L2  

ftit3  

is linear (C2-C10)-alkanediy1 or is a group of the formula 

144 

where 

0 P 

p is a number from 2 to 6, 

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

#114  marks the linkage site with the nitrogen atom, 

where (C2-Cm)-alkanediy1 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 foiiii a (C3-C6)-cycloalkyl ring or a phenyl ring, 

is a group of the formula 

A 
„..0 

N or 

#N..,...,../.,,R
5 

-,,,,, 	R3 	R 
R26/.....\ T2 

0 

in which 

#3 	marks the linkage site with the nitrogen atom, 

RI 	is hydrogen or methyl, 

R2 	is isopropyl, isobutyl, sec-butyl, tent-butyl, phenyl, benzyl, 1-hydroxyethyl, 

4-hydroxyb enzyl, 4-hydroxy- 3 -nitrobenzyl, 4-hydroxy- 3 -aminobenzyl, 1 - 

phenylethyl, 	diphenylmethyl, 	1H-imidazol-4-ylmethyl or 1H-indo1-3- 

ylmethyl, 

or 

R' and R2 	together with the carbon atom to which they are bonded form a 

in 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

which 

#4 	marks the linkage site with the adjacent nitrogen atom, 

#5 	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, 

optionally substituted heterocycle of the formula 

R6  
el ..,„----..,, 

-,, ,0 
N ...-0 	or 

N 
0 
N 

. ,,0 
N 

	

6 	6  
#6 	, 	# 	 # 	 #6  

in which 

#6 	marks the linkage site with the carbonyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 

R3  is hydrogen or methyl, 

R4  is isopropyl, isobutyl, sec-butyl, tent-butyl, phenyl, benzyl, 1-hydroxyethyl, 

4-hydroxybenzyl, 4-hydroxy-3 -nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1- 

phenylethyl, 	diphenylmethyl, 	1H-imidazol-4-ylmethyl 	or 	1H-indo1-3- 

or 

ylmethyl, 

R3  and R4 	together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

5(8  

in 

10 

which 

#7 	marks the linkage site with the adjacent nitrogen atom, 

#8 	marks the linkage site with the group Ti, 

is a group of the formula -C(=0)-0R7, -C(=0)-NR8R9, -C(=0)-NH-NH-R1°  

or -CH2-0-R11, 
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in which 

R7 	is 	hydrogen, 	methyl, 	ethyl, 	n-propyl, 	tert-butyl, 	benzyl 	or 

adamantylmethyl, 

R8  is hydrogen or methyl, 

R9  

or 

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

R8  and R9 	together with the nitrogen atom to which they are bonded 

form a 4- to 7-membered heterocycle, 

RH) is benzoyl, 

R11  is benzyl, which may be substituted in the phenyl group by 

methoxycarbonyl or carboxyl, 

R5  is hydrogen, methyl or a group of the formula 

41111 4,..„...../.

0 	0 
9 	\\ 

S 
011111  , 

9 
#\ R12./\ 

9 
 # \ R12 or 	\ 

	)_.--R" 

, 	 N—N 

#9  marks the linkage site with —CHC(R26)-T2, 

R12 is phenyl which may be substituted by methoxycarbonyl, carboxyl 

or a group of the formula —S(0)20H, 

R13  is phenyl which may be substituted by methoxycarbonyl or 

carboxyl, 

R26 is hydrogen or hydroxy, 

T2  is phenyl, benzyl, 1H-indo1-3-y1 or 1H-indol-3-ylmethyl, 

R35 	is methyl or hydroxy, 

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

LI  

where 

is a bond, linear (C2-C6)-alkanediyl or a group of the formula 

m is a number 2 or 3, 

il# 1  marks the linkage site with the group G, 

#412  marks the linkage site with the group B, 

where (C2-C6)-alkanediyl may be substituted by 1 or 2 methyl substituents, 

B is a bond or a group of the formula 

H 	 R2° 
N,** 1 

., 

0 

0 	R18' 	̀R19 

, 	 , 

0 

** 	 ** 

	

N 	
or 	*„...--...... 	,,, 

	

`
H 	

N 
R21 \R22 	 127  

where 

* 	marks the linkage site with LI, 

** 	marks the linkage site with L2, 

R18 	is hydrogen, 

R19 	is methyl, propan-2-yl, 2-methylpropan-l-y1 or 

R2°  is hydrogen or (CI -C4)-alkyl, 

1-methylpropan-l-yl, 

or 
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and R2° 	together with the atoms to which they are bonded fon 	i a 

pyrrolidinyl ring, 

R21 is hydrogen or methyl, 

R22 

or 

is hydrogen or methyl, 

R21  and R22 	together with the atoms to which they are bonded form a 

cyclopropyl ring, 

R27  is hydrogen or methyl, 

L2  is linear (C2-C6)-alkanediyl or is a group of the formula 

441.3 
#4,14  

where 

0 P 

p is a number 2 or 3, 

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

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

where 

and 

(C2-C10)-alkanediyl may be substituted by 1 or 2 methyl substituents, 

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, 

D is a group of the formula 

A 3 #N.„,„R
5 

or 
3  •...„ 4 	 .N......, 

0 
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in which 

#3 	marks the linkage site with the nitrogen atom, 

Rl 	is hydrogen, 

R2 	is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3- 

ylmethyl, 

or 

R' and R2 	together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

in 

44 	
,4

5 
so 

which 

#4 	marks the linkage site with the adjacent nitrogen atom, 

#5 	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 

R6  
la 

\ 0 O 
N 

"...... 	„,0 
N 

Or 

N
./0  

N 
6 	 6 	 6 # 	, 	# 	, 	# 	

#6 

in which 

#6 	marks the linkage site with the carbonyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 

R3 	is hydrogen, 
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R4  is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3- 

ylmethyl, 

or 

R3  and R4 	together with the carbon atoms to which they are bonded fon 	1 a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

7 #,#8 

7\ 

in 

= 

which 

#7 	marks the linkage site with the adjacent nitrogen atom, 

#8 	marks the linkage site with the group T1, 

T1  is a group of the formula -C(=0)-0R7, -C(=0)-NR8R9, -C(=0)-NH-NH- 

R1°  or -CH2-0-R11, 

in which 

R7 	is 	hydrogen, 	methyl, ethyl, 	n-propyl, 	tent-butyl, 	benzyl 	or 

adamantylmethyl, 

R8 	is hydrogen or methyl, 

R9 	is hydrogen, methyl, ethyl, 

or 

n-propyl or benzyl, 

R8  and R9 	together with the nitrogen atom to which they are bonded 

form a 4- to 7-membered heterocycle, 

RI° 	is benzoyl, 

R11 	is benzyl, which may be substituted in the phenyl group by 

methoxycarbonyl or carboxyl, 

R5  is hydrogen, methyl or a group of the formula 
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44.9 	 ,49 	

\ 
	r  R13  

1.1- \,....--7\R12 	/1-....\,...../....  ''''..
R

12 	or 
N — N 

in which 

#9 	marks the linkage site with —CHCH2phenyl, 

R12 	is phenyl which may be substituted by methoxycarbonyl, carboxyl 

or a group of the foiiiiula —S(0)20H, 

R13 	is phenyl which may be substituted by methoxycarbonyl or 

carboxyl, 

R35  is methyl or hydroxy, 

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

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

L' is a bond, 

B is a bond, 

L2  is linear (C2-C6)-alkanediyl or is a group of the formula 

where 

p 	is a number 2 or 3, 

4# 3  marks the linkage site with the group B, 

#314  marks the linkage site with the nitrogen atom, 

D is a group of the formula 
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A 

Or 

O 

R1 	R2  

where 

#3 	marks the linkage site with the nitrogen atom, 

RI 	is hydrogen, 

R2 	is benzyl or 1H-indol-3-ylmethyl, 

Or 

RI  and R2 	together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

44 	
,4

5 
,so 

in which 

#4 	marks the linkage site with the adjacent nitrogen atom, 

#5 	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 
 ,0 

Ile 

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

R6 	is hydrogen, hydroxy or benzyloxy, 

R3  is hydrogen, 

R4  

or 

is benzyl, 4-hydroxybenzyl or 1H-indo1-3-ylmethyl, 

R3  and R4  together with the carbon atom to which they are bonded form a 

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the formula 

in 

/ \ 

which 

#7 	marks the linkage site with the adjacent nitrogen atom, 

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

TI  is a group of the formula -C(=O)-0R7  or -C(=0)-NR8R9, 

in which 

R7  is hydrogen, 

R8  is hydrogen, 

R9  is hydrogen, 

R35 	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 	 fonnula (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  

R35 	H3C\) 
0 	 0 

CH3 
H 

----j NOD 1 N—L— B—LN 

.---i 	
I 	 0 	0 

CH3 	0 	- 	CH3 	0, 	O 	
,  

CH3  
0 	 H3C 	CH3 	CH3  

(II), 

in which D, LI , B, L2  and R35  each have the definitions indicated in Claims 1 to 11, 

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

— 	 — 
)

CH3  

R35 	H3C‘ 
0 

CH, 
AK, 

N„..,,,,,,,..„ 
 N., 

D 
N—LI—B—LN 

 = 	1 
CH3 	0 	- 	CH3 	0, 	0 	

0, 	0 
CH3  

0 	 H3C 	CH, 	CH3  
— 	 _ n 

(I-A), 

in which n, AKI , D, L', B, L2  and R35  each have the definitions indicated in 

or 

Claims 1 to 11, 

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

CH3  

O 	H3C 	R35 	H3C \,,,,i 	 CH3 
0 O H 

H 
N, 

N„
,e
,„--., 	 D 

1.1—B—LN 
	::: 	IO 	0 

O 	 CH3 	0 	CH3 	0 	C ,..„.F..,„, 	c 
 

H3C 	CH3  
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in which D, L', B, L2  and R35  each have the definitions indicated in Claims 1 to 11, 

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

CH3  

R35 	H3C.\) 	 CH3 0 	 0 H 
H 

'l NOD 
AK2 N.„,,,,..--,., 1 B—L-2  N 	, 

I 	E 	I 	 0, 
CH3 	0 	)„.... 	CH3 	, 	0 	CH 0 

H3C 	CH3 	
CH3 	

3 
— — a 

(I-B), 

in which n, AK2, D, LI , B, L2  and R35  each have the definitions indicated in 

Claims 1 to 11. 

19. Compounds prepared by the process in Claim 18, where AK1  and AK2  is an antibody 

which comprises the six CDR sequences of the antibody M048-D01-hIgG1 or M048- 

D01-hIgGl-b, the variable light and variable heavy chain of the antibody M048-D01- 

hIgG1 or M048-D01-hIgGl-b or the light and heavy chain of the antibody M048-D01- 

hIgG1 or M048-D01-hIgGl-b, 	and also their salts, solvates and solvates of the salts. 

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

specifically to FGFR2. 

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

to the extracellular N-terniinal epitope (1RPSFSLVEDTTLEPE15) of FGFR2. 

22. 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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23.  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. 

24.  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. 

25.  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- 

D01-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- 

D01-hIgGl-b, represented in SEQ ID NO:14 (V1) and SEQ ID NO:l3 (Vh), 

the amino acid sequence of the light and heavy chain of the antibody M048-D01-hIgGl-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. 

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

and/or prophylaxis of illnesses. 
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27.  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. 

28.  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. 

29.  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. 

30.  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. 

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

hyperproliferative and/or angiogenic diseases. 

32.  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. 


