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ims: 

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

CH3 	 - 

R35 	H3C 	 CH3  
0 H 

N.,. 

AK 1 	2 	 D 
-B-L-N 

I 	 I 	 0,.
C 

CH3 	0 	.-; 	CH 	0 	0 	CH3
0  

3 	''... H ..„ 
H 3C 	C H 3 	 3 

_n 

(Ia), 

in which 

n 	is a number from 1 to 50, 

AK 	is AKI  or AK2  

where 

AKi 	is a monoclonal antibody or antigen . i ding fragment thereof which binds 

to FGFR2 and is bonded via a sulphu 	•torn of the antibody or antigen 

binding fragment to the group G, 

AK2 	is a monoclonal antibody or antigen binding fra 	ent thereof which binds 

to FGFR2 and is bonded via a nitrogen atom of 	antibody or antigen 

binding fragment to the group G, 

G 	when AK = AK', is a group of the formula 
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0 HO 
11-\,..,..."..."%.,

N..-- 
#

2 
0 

H 2 
N—#2 H #1 N—# 

0 	, 	
OH 

442 

, 0 

1„..--- \../ /t.  

0 

where 

#1  marks the li 	.ge site with the sulphur atom of the monoclonal antibody or 

antigen binding fragm- 	thereof, 

#2 marks the linkage s 	with the group L1, 

or 

when AK = AK?, is carbonyl, 

L1 	is a bond, linear (C I -C10)-alkanediyl, a gr. 	, of the formula 

4,..,ii 
tH+N..........„7"..... 

_O 	_m 

- 	 
MI

2 
or A  I/111  1B 	2 

B1 	L-1111 	 

where 

m 	is a number from 2 to 6, 

41 	marks the linkage site with the group G, 

#42 	marks the linkage site with the group B, 

LiA 	is linear (C2-C10)-alkanediyl, 
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is a group of the foil 	iula 

0 	 0 	0 
5 	 i  5 ##, 	 6....##6 

./„...,...... 	...„44
6 	

5,....".„, 	......L,,, 
N 	N 	## 	N 	N 	L 

I 	I 	 I 32 
R

29 	R30 	 R31
R  

6  or 5,S„
S

44  
11#  

in whi. 

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

## 6 	marks th. 'nkage site with the group L1B, 

L5 	is a bond or 	C4)-alkanediyl, 

L6 	is a bond or a gro 	f the formula 

,R33 
HN" 	 HN 

O 
##8 	0  

7/,............„.„0 	 ##
8 

## 

R
34 	0 	 0  

in which 

## 7 	marks the linkage site with the ca , 	yl group, 

## 8 	marks the linkage site with LIB, 

R33 	is hydrogen, (C1-C4)-alkylcarbonyl, tert-but 	xycarbonyl 

benzyloxycarbonyl, 

or 

R34 	is hydrogen or methyl, 
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R29 	is hydrogen or (C1-C4)-alkyl, 

R3° 	is hydrogen or (C1 -C4)-alkyl, 

Or 

R29  and R3° 	together with the atoms to which they 

or 6-membered heterocycle, 

is hydrogen or (C1 -C4)-alkyl, 

R32.s hydrogen or (C1-C4)-alkyl, 

or 

are bonded form a 5- 

R31  and R32 	' ether with the atoms to which they 

or 	s embered heterocycle, 

are bonded form a 5- 

LIB 	is linear (C2-Cio)-alka 	"yl, 

and 

where (C1-C10)-alkanediyl may be su, 	ituted by 1 to 4 substituents selected 

independently of one another from the g , 	. consisting of methyl, hydroxy and 

benzyl, 

and 

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

another, with inclusion of any carbon atoms situated ►  ween 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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0 	 0 	0 0 

*,„, 
N 

** 	 1  3 	 ** 

N.--- 	N
.- L--N.

N
.7"\

L4-' * 	 * Qi-° 
** 

R114 1  R15 	 R16 	17 
R 0 

Rai 

, 

0 
I 

N 	** 

N
.,  

** 

O 	 R19  o 	R
2 , 	 , R

22 H 
, 

0 0 ,R36 

HN 
** 	or 

N 	 *./-",..N.--  ** 

where 

* 

** 

P 

L3  

L4  

H 	 1 27 R
23 	R24  

R 
, 

marks the linkage site wi 	LI  

marks the linkage site with L 

is 0 or NH, 

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

is a bond or a group of the formula 

3 0 

,R28 
HN" 	 HN 

* 	or 
*** * 

R25  

in which 

*** 	marks the linkage site with the carbonyl group, 
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**** 	marks the linkage site with L2, 

R23 	is hydrogen or methyl, 

R28 is 	hydrogen, 	(C t-C4)-alkylcarbonyl, 	tert-butyloxycarbonyl or 

benzyloxycarbonyl, 

is a 4- to 7-membered heterocycle, 

Q2 

R14 

R15  

or 

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

is hys 	• • en or (CI-C)-alkyl, 

is hydroge 	(C1-C4)-alkyl, 

R14  and R15 	together wit 	he atoms to 

membered hete 	ycle, 

R16 	is hydrogen or (Ci-C4)-alky 

R17 	is hydrogen or (C1-C4)-alkyl, 

or 

which they are bonded 	 foi i a 5- or 6- 

R16  and R17 	together with the atoms to 

membered heterocycle, 

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

R19 	is hydrogen or the side group 

homologues or isomers, 

which 	ey are bonded 

of a natural 	0- 	'o 

form 

acid 

a 5- 

or 

or 

of 

6- 

its 

R2°  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, 

R21 	is hydrogen or (CI-C4)-alkyl, 

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

or 

R21  and 	22 	together with the atoms to which they are bonded form a 3- to 7- 

membered carbocycle, 

R23 	is (C1-C 	lkyl, 

R24 	is hydrogen o 	CI-C4)-alkyl, 

R27 	is hydrogen or (C1 	4)-alkyl, 

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

oxycarbonyl, 

R37 	is hydrogen or methyl, 

or 

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

pyrrolidine ring, 

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

where 

- 	 4 

p 	is a number from 2 to 6, 
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## 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 I to 4 substituents selected 

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

zyl, 

and 

where tw. 	. bon atoms of the alkanediyl chain in 1,2-, 1,3- or 1,4-relation to one 

another, wit 	'nclusion of any carbon atoms situated between them, may be 

D 

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

is a group of the fo 

A 
#3 R5  N,0 

	 or 
N., 	R3 	R 

R
26../".\ 

T
2 

0 

in which 

#3 	marks the linkage site with the nitrogen a 

R' 	is hydrogen or methyl, 

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

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

phenylethyl, 	diphenylmethyl, 	1H-imidazol-4-ylmethylr 	1H-indol-3- 

ylmethyl, 

Or 
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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 	. 4  5 

in 

= 

which 

• marks the linkage site with the adjacent nitrogen atom, 

#5 	arks the linkage site with the carbonyl group, 

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

optionally su 	Muted heterocycle of the formula 

R6  

,O ,,.., .„.0 0 	or 0 
i 

N 	N 	 N 	 N 
6 	6 	 6 # 	, 	# 	, 	 # 

in which 

#6 	marks the linkage site with the ca 	nyl group, 

R6 	is hydrogen, hydroxy or benzyloxy, 

R3  is hydrogen or methyl, 

R4  is isopropyl, isobutyl, sec-butyl, text-butyl, phenyl, benzyl, 1-h 	oxyethyl, 

4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminob 	yl, 1- 
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phenylethyl, 	diphenylmethyl, 	1H-imidazol-4-ylmethyl 	or 	1H-indol-3- 

ylmethyl, 

or 

' 3and R4 	together with the carbon atom to which they are bonded form a 

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

,8 

#

7 

447cpt 

= 

in which 

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

#8 	marks the 	age site with the group T1, 

T'  is a group of the formula -C 	-0R7, -C(=O)-NR8R9, -C(=0)-NH-NH- 

R10  or -CH2-O-R11
, 

in which 

R7 	is 	hydrogen, 	methyl, 	ethyl, 	-. 1 . y , 	tort-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 a 	onded 

foini a 4- to 7-membered heterocycle, 
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Rio is benzoyl, 

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

methoxycarbonyl or carboxyl, 

is hydrogen, methyl 

O 

1 2 

or 

14111 

1+419 

a group of the formula 

49 ,.....„,
0 

S

0 

1 
2 	or 

R  

4111)  

rR13 
in which 

N—N 

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

R12 	is phenyl which m. be substituted by methoxycarbonyl, carboxyl 

or a group of the form —S(0)20H, 

R13 	is phenyl which may 	• 	substituted by methoxycarbonyl or 

carboxyl, 

R26 is hydrogen or hydroxy, 

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

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 whic 
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n is a number from 1 to 20, 

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

N—#2  

O 

or 

when AK = A\ 	is carbonyl, 

L1  is a bond, linear 

tttti 

0 	_ 

(C2 	6)-alkanediyl, a group of the formula 

1 	lA 	1 	1,3 	2 
m 	or 	##— LBL## 

where (C2-C6)-alkanediyl is optio 	,lly substituted by 1 or 2 methyl substituents 

L IA is linear (C2-C6)-alkanediyl, optionall\ 	ubstituted by 1 or 2 methyl substituents, 

L5 	is a bond, 

R33 	is hydrogen, methylcarbonyl or tert-bu 	ycarbonyl, 

R34 	is hydrogen or methyl, 

R29 	is hydrogen, 

R3° 	is hydrogen, 

R31 	is hydrogen or methyl, 

R32 	is hydrogen or methyl, 
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L IB 	is linear (C2-C6)-alkanediyl, optionally substituted by 1 	or 2 methyl 

substituents, 

: is a bond or a group of the foiiiiula 

0 	 0 	0 0 

.....„,......,.. 	,..,,L....,... 	......"....... 4.••• 	*,,,,,..\
Q

1-° 

, 	15 	 I 1 6 	R17 R 	 R 0 

R2o 
0 

N** 
N *--- 

R
1 9 	 ,21 	H 

R
22 0 H 	

R
23 	R

24 
0 

0 
H N

,-  

, 

* 0 	** N ",„•** 	or 
*...........--...„..„.„, 

R27  
R

37 

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

R28 is hydrogen, methylcarbonyl or tert-b loxycarbonyl, 

RI4 is hydrogen, 

R15 	is hydrogen, 

R16 	is hydrogen or methyl, 

R.17 	is hydrogen or methyl, 

or 

R16  and R17 	together with the atoms to 

piperazinyl ring, 

which they are bonde owl  	a 
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R18 	is hydrogen, 

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

1-yl, 

p 20 	• is hydrogen or methyl, 

or 

20 R19  an. 	together with the atoms to which they are bonded form a 

pyrrolidinyl ring, 

R2' 	is hydro 	or methyl, 

R22 	is hydrogen • 	• ethyl, 

or 

-21 K 	and R22 	together with 	e atoms to which they are bonded form a 

cyclopropyl ring, 

R23 	is methyl, 

R24 	is hydrogen or methyl, 

R27 	is hydrogen, 

R36 	is hydrogen, methylcarbonyl or tert-butyloxy 	bonyl, 

L2  

a 

is linear (C2-C6)-alkanediyl 

- 

or is a group of the formula 

a 

0 P 

where (C2-C6)-alkanediyl is optionally substituted by 1 or 2 methyl su 	ituents, 

R1 	is hydrogen, 
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R2  

or 

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

ylmethyl, 

or 1H-indol-3- 

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

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

M
,4 	

,H  c%  :\
,5 

\ :7  

R3  is hydrogen, 

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

or 

ylmethyl, 

R3  and R4 	together with the carbon 	iim to which they are bonded 	 Rhin a 

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

#7 	„#8  

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

is a number from 1 to 10, 

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

O 

#1  

____ 

O 

or 

when AK = AK2, is carbonyl, 

L' is a bond, linear (C2-C6)-alkanedi 	• group of the formula 

441 _ 
...".. 	

- 
/ 11-11.  

4,4,,2 

where 

-''.--.- 0-  
- 

M 

m 	is a number 2 or 3, 

where (C2-C6)-alkanediyl is optionally substituted by 1 o methyl substituents, 

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

L
3 

........"..„ 	..„. 	••., 	4
/* 

* 	N 	N 	L 
R16 	17 

R 
, 

0 , 

. 

0 

N'•-•* 
	or 	N 

H 	 H 

0 

R23 	r-,24 R21 

L3  

R25  

is a bo 	or ethane-1,2-diyl, 

is methyl, 

N  0 

R28 

Q1 

R16 

R17  

or 

is hydrogen, me 	lcarbonyl 

is pip eridine- 1 ,4-diy , 

is hydrogen or methyl, 

is hydrogen or methyl, 

or tert-butyloxycarbonyl, 

R16  

R21  

R22 

or 

and R17 	together with the atoms 

piperazinyl ring, 

is hydrogen or methyl, 

is hydrogen or methyl, 

to 	h they are bonded form a 

R21  and R22 	together with the 

cyclopropyl ring, 

atoms to which they are bone.. foirn 	a 
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R" is methyl, 

R24 is hydrogen, 

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

3 4 

0 P 

D is a grow 	f the foimula 

A 

or 
3 	R4 .,... 

where 

0 	, 

el  

#3  marks the linkage site with t 	trogen atom, 

RI  is hydrogen, 

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

or 

ylmethyl, 

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

(1S,2R)-2-phenylcyclopropane-l,l-diyl group • e formula 



- 414 - 

45 
0,:vtt 

R is hydrogen, 

R4  

or 

.enzyl, 1-hydroxybenzyl, 1-phenylethyl or 1H-indol-3 -ylmethyl, 

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

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

.......v,o, 
 

7\  
= 

T1  is a group of the formula -C(=0)-0 	-C(=O)-NR8R9, or -CH2-O-R", 

in which 

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

adarnantylmethyl, 

R8 	is hydrogen or methyl, 

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

R11 	is benzyl, which may be substituted in the phen 	!soup by 

methoxycarbonyl or carboxyl, 
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R5 	is hydrogen, methyl or a group of the formula 

9 	 9 
# 

	)...—R13 
\../\ 

R12 	#\,,..-",,R12 or 
, 	 N—N 

in which 

marks the linkage site with —CHCH2phenyl, 

R 	is phenyl which may be substituted by methoxycarbonyl, carboxyl 

it a group of the formula —S(0)20H, and 

R13 	is 	i enyl which may be substituted by methoxycarbonyl or 

carbo 

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

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

n 	is a number from 1 to 10, 

AK 	is AK2  

G 	is carbonyl, 

L' 	is a bond, 

B 	is a bond, 

L2 	is linear (C3-C6)-alkanediyl or is a group of the formula 

a - 	- 
itft

4 

0 	- P 

4.  

which 
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P is a number 2 or 3, 

D 	is a group of the formula 

A 
0 

or 

R1  

where 

R2  

R1  is hydrogen, 

R2  

or 

is benzyl or 1H-indo 	-ylmethyl, 

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

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

It'X tf.  

the ring A with the N-O moiety present therein is a 	►no- or bicyclic, 

optionally substituted heterocycle of the formula 



- 417 - 

..„/-....... 

\ N,0  

)t6 

is hydrogen, 

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

Or 

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

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

. 

...-•!--;1/4',1  

.,\..,..../„.... 

Ti  is a group of the formula -C(=O IR' or -C(=O)-NR8R9  

in which 

R8 	is hydrogen, 

R9 	is hydrogen or benzyl, and 

R35 	is methyl, 

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

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

which 
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n is a number from 1 to 10, 

K is AK'  

G is a group of the formula 

O 
#1  

_#2 

O 

L1  is a bond, linear (C3- 	-alkanediyl or a group of the formula 

##1 . 

where 

0 

m 	is a number 2 or 3, 

where (C3-05)-alkanediy1 may be substitut- 	I y 1 or 2 methyl substituents, 

B is a bond or a group of the formula 

0 

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

0 
i  3 	 ** L--.N../ %•-•-.., L

4 "*. 

I 	I R16 	R17 

where 

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

L4 	is a bond or a group of the formula 
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,.,R
28 

HN 

0,........7...
..... 

R25  0 

in which 

is methyl, 

R 	is hydrogen, methylcarbonyl or tert-butyloxycarbonyl, 

R16 	is hydi. 	-nor methyl, 

R17 	is hydrogen 	methyl, 

or 

R16  and e 	together wit' 	he atoms to which they are bonded form a 

piperazinyl ring, 

L2 	is linear (C3-C5)-alkanediyl or is a g 	p of the formula 

#43 44 
0 	- P 

where 

P is a number 2 or 3, 

D 	is a group of the formula 

A 

or 
-...... 

0 
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where 

R' is hydrogen, 

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

RI  a 	' 2  together with the carbon atom to which they are bonded form a 

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

TFIX 

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

optionally substitu 	, heterocycle of the formula 

....,./".....„ 

\ N,0  

I o 
# 

R3  is hydrogen, 

R4  

or 

is benzyl, 4-hydroxybenzyl or 1H-indo1-3-ylmeth 

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

(1S,2R)-2-phenylcyclopropane-1,1-diy1 group of the fo 	ula 
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7 „ 	4,8 
iff kkkic 

1110)  

TI 	is a group of the foimula -C(=0)-0R7  or -C(=0)-NR8R9, 

hich 

R8 	hydrogen, 

	

R9 	is 	,rogen or benzyl, and 

R35 	is methyl, 

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

6. 	Binder-drug conjugates of the general formu 	Ia)  

H3
_ _ 

H3C 	R
35 	H C 	 CH3  

H 
N 

G 	Li 	B 	L2  
''D 

N 
I 

AK 

C 	 0 	OUCH H3 	0 	- 	CH3 ,...,-.., 	", 	 3
0 

C 
 H 3C 	CH3 

n 

(la), 

in which 

n 	is a number from 1 to 50, 

AK 	is AK'  or AK2 
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where 

AKI 	is a monocolonal antibody or an antigen binding fragment 

to FGFR2 and is bonded via a sulphur atom of the 

binding fragment to the group G, 

A 	is a monocolonal antibody or an antigen binding fragment 

o FGFR2 and is bonded via a nitrogen atom of the 

thereof which binds 

antibody or antigen 

thereof which binds 

antibody or antigen 

I ' ding fragment to the group G, 

G 	when AK = 	1, is a group of the formula 

' N—# 

where 

marks the linkage site 	'th the sulphur atom 

antibody or antigen bindin 	agment thereof, 

#2 	marks the linkage site with the t 'up LI , 

of the monoclonal 

or 

when AK = AK2, is carbonyl, 

L' 	is a bond 

B 	is a bond 

L2 	is linear (C2-C6)-alkanediyl or is a group of the formula 
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443 - 
hitt-

4 

where 

0 	- P 

is a number from 2 to 6, 

marks the linkage site with the group B, 

ihtt4 	ks the linkage site with the nitrogen atom, 

R35 	is methyl, an.  

D 	is a group of the.flowing formula, where * is the linkage 

atom 

site to the nitrogen 

...-^•-. 

.., 
N
,0 

\ 

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

7. 	Compounds of foi 	mla (la) as defined in claim 6, where 	the 

following formula 

compound has the 
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",...---,„„ 
CH3  

....„ 	,0 H3C 	CH3 	H3C 4,....) 	
CHN 

3 
0 H 

AK N.,,,,..., 
N
i
l 

N„...„.„;.‹., 

0 .2 	I
. O 	 CH 	0 	- 	CH 	0OUCH 3 

3 	H3CCH3 	3 	C
H3  

N H 

where n is a nu 	-r from 1 to 10, and also their salts, solvates and solvates of the salts. 

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

formula 

,......--..., 
cH3  

H3C 	CH3 	H3C 	 CH 	
-..., ,0 

N , 
0 	 H H 	 N AK„ ---.„---"- 

I 	 I 	
O. 

 
O 	 CH, 	0 	:,,,,,;.„• 	CH, 	• 	C 

H3C 	CH3  
N 
H — n 

where n is a number from 1 to 10, and AK2A  is the a 	' ody M048-D01-hIgG 1 , which 

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

light chain comprising the amino acid sequence of SEQ ID 	• : 7„ and also their salts, 

solvates and solvates of the salts. 

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

formula 
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.„,„--..,,, 
CH3  

-....,, ,,.0 
CH3 H3C*,....„,,J 	 CH, 	N 

0 H 

AK2B  
H 
N.,.....e

„,.....,.. N.,„
,v

,,,,,,
c) 

 

O 

N
I I 	

4 
0 	

1k. CH3 	0 	2..,... 	CHs 	0 	C 
H3C 	CH3 	C 

n 

where n is a nu -r from 1 to 10, and AK2B  is M048-D01-hIgGl-b, which comprises a 

heavy chain compn 	,g the amino acid sequence of SEQ ID NO: 10 and a light chain 

comprising the amino 	'd sequence of SEQ ID NO: 9, and also their salts, solvates and 

solvates of the salts. 

10. 	Process for preparing the compount 	of the invention according to any of Claims 1 to 9, 

of the general formula (la), charactenz. 	in that a solution of the monoclonal antibody or 

antigen binding fragment thereof in a buf , 

[A] 	is admixed with a suitable reducing a 	t selected from the group consisting of 

dithiothreitol or tris(2-carboxyethyl)phosp 	e hydrochloride, and is subsequently 

reacted with a compound of the formula (II) 

t. 

R35 	
C 	 CH3 

OH H 

__....71 N—Li 
	B____ LI_N 	-,.....)"- 

I  
Nip 

\\ OUCH CH3 	0 	 CH3 	C ° ,,,l'....... 
0 H3C 	CH3 

(II), 

in which D, LI , B, L2  and R35  each have the definitions indicated in Clai 	1 to 9, 

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

AK, 
O 	H3C 	R35 	H C 

0 
H 
N„..___.---.„ 

N—L1—B-0-N 

CH, 
H 
N., 

D 

CH3 	0 	CH3 	0,
cH 

 0 	
0,

CH,
0  

,,,,;„... 
0 	 H3C 	CH3  

— 	 _ n 

(I-A), 

in which 	AKI, D, Ll, B, L2  and R35  each have the definitions indicated in 

or 

Claims 1 to 

[B] is reacted with a comp 	nd of the formula (TM 

CH3  

O 
	H3C 	35 	H3C\,) 	 CH3 

0 
N,, 

D 
LI—B-122N 

I 	 I 	 0 
CH3 	0 	CH 	0OUCH 

3 	
3  

H3C 	 CH3  

(III), 

in which D, LI , B, L2  and R35  each have the de 1 	ions indicated in Claims 1 to 9, 

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

CH3  

R35 H3CA1/4) 
0 0 

H3 
H 
N AK2 

1 	 •••.e/-""... OD 
LB-12  —N 

I 	 I 
CH3 	0 	; 	CH3 	0 ,,,;,..., 

H3C 	CH3 	C 
— 
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(I-B), 

in which n, AK2, D, LI, B, L2  and R35  each have the definitions indicated in 

Claims 1 to 9. 

Compoun• 	•+repared by the process in Claim 10, where AKI  and AK2  is an antibody 

which compri 

the six CDR seq, 	ces of the antibody M048-D01-hIgG1 or M048-D01-hIgGl-b, 

represented by SEQ I 	Os: 15-20, 

the variable light and vana 	heavy chain of the antibody M048-D01-hIgGl, represented 

by SEQ ID NOs: 11 and 12, 

the variable light and variable 	-avy chain of the antibody M048-D01-hIgGl-b, 

represented by SEQ ID NOs: 13 and 

the light and heavy chain of the antibody 	' 48-D01-hIgGl, represented-by SEQ 	NOs  

7 and 8, or 

the light and heavy chain of the antibody M048 	01-hIgGl-b, represented by SEQ ID 

NOs: 9 and 10, 

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

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

antigen binding fragment thereof binds specifically to FGFR2. 
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Binder-drug conjugate according to any of Claims 1-9 or 12, where the monoclonal 

antibody or antigen binding fragment thereof binds to the extracellular N-tenninal epitope 

" SFSLVEDTTLEPE15) of FGFR2. 

14.  Binder-d 	.. conjugate according to any of Claims 1-9, 12, or 13, where the monoclonal 

antibody or . 	igen binding fragment thereof, after binding to FGFR2 on the target cell, is 

internalized by 	binding of the target cell. 

15.  Binder-drug conjugate a. ording to any of Claims 1-9 or 12-14, where the monoclonal 

antibody or antigen bindinl 	ragment thereof competes in binding to the cancer target 

molecule FGFR2 with the G 	-FR21, GAL-FR22, M048-D01-hIgGl, or M048-D01- 

hIgGl-b antibody, wherein the 	148-D01-hIgG1 and M048-D01-hIgGl-b antibodies 

comprises six CDR sequences repress 	ed by SEQ ID NOs: 15-20. 

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

antibody or antigen binding fragment thereof corn 	ses 

the amino acid sequence of the CDR sequences of the 	'able light and heavy chain of 

the antibody M048-D01-hIgGl represented in SEQ ID N 	5 (H-CDR1), SEQ ID NO:16 

(H-CDR2), SEQ ID NO:17 (H-CDR3), SEQ ID NO:18 (L- 	1), 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 th- 	tibody M048- 

D01-hIgGl, represented in SEQ ID NO:12 (VI) and SEQ ID NO:11 ( 

the amino acid sequence of the variable light and heavy chains of the antibo. 	048- 

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

t' 	.mino acid sequence of the light and heavy chain of the antibody M048-D01-hIgG1 

rept.: -nted in SEQ ID NO: 7 (light chain) and SEQ ID NO:8 (heavy chain), or 

the amino 	cid sequence of the variable light and heavy chains of the antibody GAL-FR21 

or GAL-F' 

17.  Binder-drug conjugat, ' cording to any of Claims 1-9 or 12-16 for use in the treatment 

and/or prophylaxis of ill 	es. 

18.  Binder-drug conjugate according 	.ny of Claims 1-9 or 12-16 for use in the treatment 

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

19.  The use of a binder-drug conjugate accordi , to any of Claims 1-9 or 12-16 in the 

manufacture of a medicament for the treatment a 	or prophylaxis of hyperproliferative 

and/or angiogenic diseases. 

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

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

21.  Medicament comprising a binder-drug conjugate according to any of Claim' 	-9 or 12-16, 

in 	combination with 	one 	or more 	anti-hyperproliferative, 	cytostatic 	o 	ytotoxic 

substances. 
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22. 

h 

edicament according to Claim 20 

rproliferative and/or angiogenic 

or 21 for 

diseases. 

use in the treatment and/or prophylaxis of 
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Claims:  

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

— 	 CH3 	
____ 

R35 	H 3  C
4\ 
	 C H3 ,...) 

0 H 

Nip 
G 	Li 	B 	L2  N AK 

1 	 1 	 0, 	0 
CH3 	0 	C H3 	,,, 0 	C H3 -•••'%"...CH H 3C 	3 	

C H3 

_ 	 —n 

(Ia), 

in which 

n 	is a number from 1 to 50, 

AK 	is AKI  or AK2  

where 

AK' 	is a monoclonal antibody or antigen binding fragment thereof which binds 

to FGFR2 and is bonded via a sulphur atom of the antibody or antigen 

binding fragment to the group G, 

AK2 	is a monoclonal antibody or antigen binding fragment thereof which binds 

to FGFR2 and is bonded via a nitrogen atom of the antibody or antigen 

binding fragment to the group G, 

G 	when AK = AK', is a group of the formula 
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O 	 0 HO 
,i 	

#
2 

1*.....N.'"'"'''..."N"---  H 
N —#2  H #1  N—#

2 
 

0 	' 

/"% 
or 

OH 

#2 

, 0 

0 

where 

#1  marks the linkage site with the sulphur atom of the monoclonal antibody or 

antigen binding fragment thereof, 

#2  marks the linkage site with the group Li, 

or 

when AK = AK2, is carbonyl, 

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

441 2 #4  
1 

## 	L
1A 2 

 B
1 	

L
16 

0  Or —## 

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, 

LIA 	is linear (C2-C10)-alkanediyl, 
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131 	is a group of the formula 

0 	 0 	0 

"u
N..--,..N.--11-71' 

5 	 4#446 	 L5 
6"
-6 

".... 	N 	L ##5 	N 	....-- 
Res 	430 	 I 	I 

R31 	R32  

or 	.S 	##6  
I/11

5 	S 

in which 

## 

## 

L5  

L6  

5 	marks the linkage site with the group LIA, 

6 	marks the linkage site with the group L1I3, 

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

is a bond or a group of the formula 

R33 	
HN, 

H NI O  
or 

## 	 ##
7 ##8  

O 
R34 	0 

in which 

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

## 8 	marks the linkage site with LIB, 

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

benzyloxycarbonyl, 

R34 	is hydrogen or methyl, 

or 
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R29 	is hydrogen or (CI -CO-alkyl, 

R3° 	is hydrogen or (Ci-C4)-alkyl, 

or 

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

or 6-membered heterocycle, 

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

R32 	is hydrogen or (C i-C4)-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-C10)-alkanediyl, 

and 

where (Ci-Cio)-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-Co)-cycloalkyl ring or a phenyl ring, 

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

„
N N-

** 
 *-^ N,—, N L4- ".Q1-0

** 

R14 	R15 	R16 R17 
, 	 , 

0 

R20 

I 
0 

*-...„ NI 
N

..-
** 

O 
	 FR19  0 	R21 22 	H 

, 

0 0 	
HN

,R36 

0 	 ** 	or 
N 	 *,..--". N.,' ..............,....,..0 

where 

* 

** 

P 

L3  

L4  

H 	 I 27 R23 	R24 0 	 R 	 R37 

marks the linkage site with L', 

marks the linkage site with L2, 

is 0 or NH, 

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

is a bond or a group of the formula 

R28 , 	 HN FIN- O 
**** 	or 	*** ***--- \.,,,,' ° \---"' 

**** 

R25 	0 

in which 

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

R25 	is hydrogen or methyl, 

L2, 

Q i 

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

benzyloxycarbonyl, 

is a 4- to 7-membered heterocycle, 

or 

Q2 

R14 

R15  

or 

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

is hydrogen or (C1-C4)-alkyl, 

is hydrogen or (C1-C4)-alkyl, 

R14  and R.15 	together with the atoms to 

membered heterocycle, 

R16 	is hydrogen or (CI-C4)-alkyl, 

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

or 

which they are bonded form a 5- or 6- 

R16  and RI7 	together with the atoms to 

membered heterocycle, 

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

R19 	is hydrogen or the side group 

homologues or isomers, 

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

which they are 

of a natural 	L-  

bonded 

-amino 

form 

acid 

a 5- 

or 

or 

of 

6- 

its 

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

pyrrolidinyl ring, 

R21 	• is hydrogen or (Ci-C4)-alkyl, 

R22 	• is hydrogen or (CI-C4)-alkyl, 

or 

R21  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 (CI-C4)-alkyl, 

R27 	is hydrogen or (CI-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  is linear (C2-C10)-alkanediy1 or is a group of the fon-nula 

443  1111
4 

where 

0 P 

P 	is a number from 2 to 6, 
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## 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, 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 faun a (C3-C6)-cycloalkyl ring or a phenyl ring, 

is a group of the formula 

A 	 3 
# N...,..„....., R5  

.„..0 
N 	 or 

4 
'`.... R26/ 	

T
2 

O 	, 

R1 	RZ  

in which 

#3 	marks the linkage site with the nitrogen atom, 

R1 	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 
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Rl  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 

,,,#5  

which 

44 	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  

N 
O ...... 0 

N N
..° I•••,„ or 0 

N  
6 	6 # 	, 	# 	, 

in which 

6 
# 6 

# 

#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, tort-butyl, phenyl, benzyl, 1-hydroxyethyl, 

4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1- 
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phenylethyl, 	diphenylmethyl, 	1H-imidazol-4-ylmethyl 	or 	1H-indo1-3- 

ylmethyl, 

or 

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

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

.
44,s,,,,,4

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- 

R10  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 

fowl a 4- to 7-membered heterocycle, 
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R'° 	is benzoyl, 

R11 	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 

4.„....
:

,./.

) 	0 
9 

S 
41  , 

9 	 9 
#*".•...„--.7"..

R12 	#\„,./\.
R1

2 	or 	)----
R13 

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-indol-3-yl or 1H-indo1-3-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 
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n is a number from 1 to 20, 

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

O 

N—#2  

----"\ 
0 

or 

when AK = AK2, is carbonyl, 

Ll  is a bond, linear 

fttti  

0 

(C2-C6)-alkanediyl, 

- 	 

a group of the formula 

44
2 	

1 	1A 	1 	1B 	2 
or- 	#4— L— BL-141. 

where (C2-C6)-alkanediyl is optionally substituted by 1 or 2 methyl substituents 

L1A is linear (C2-C6)-alkanediyl, optionally substituted by 1 or 2 methyl substituents, 

L5 	is a bond, 

R33 	is hydrogen, methylcarbonyl or tert-butyloxycarbonyl, 

R34 	is hydrogen or methyl, 

R29 	is hydrogen, 

R3° 	is hydrogen, 

R31 	is hydrogen or methyl, 

R32 	is hydrogen or methyl, 
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B 

LIB 	is linear (C2-C6)-alkanediyl, 	optionally substituted by 	1 	or 2 

substituents, 

is a bond or a group of the formula 

methyl 

0 	 0 	0 	 0 
** 	 3 ..,,,,,, 	..„..L.,.. 	,...--,,, 	4...-** 	„..,,,,,,, 	1,0.,N,....,.. ••••. N----N....N.-. 

* 	N 	N 	L 	 Q 
R1 14 	15 	

R
I 16 	I 

R 	 R17 
0 , 	 , 	 , 

Rzo 	 0 0 
N** 	 0 

N 	N 
19 	

R
22 	H 	

H 	
R23 	24 

R 	0 	2 	 0 
, 

0 	
HN
, 

..)

R36  

*......„--..„....../..0y, 

L3  

R27 
R37 

0 

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

R28 is hydrogen, methylcarbonyl or tert-butyloxycarbonyl, 

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 which they are bonded 	 

piperazinyl ring, 

foul' a 
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R'8 	• is hydrogen, 

R19 	is hydrogen, methyl, propan-2-yl, 2-methylpropan- 1-yl or 1-methylpropan- 

1 -yl, 

is hydrogen or methyl, 

or 

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

pyrrolidinyl ring, 

R21 	is hydrogen or methyl, 

R22 	• is hydrogen or methyl, 

or 

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

cyclopropyl ring, 

R23 	is methyl, 

R24 	• is hydrogen or methyl, 

R27 	is hydrogen, 

R36 	is hydrogen, methylcarbonyl or tert-butyloxycarbonyl, 

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

4-43  44
4 

0 P 

where (C2-C6)-alkanediyl is optionally substituted by I or 2 methyl substituents, 

Rl 	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 

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

#4 	
stost#

5 

11 \ 

R3  is hydrogen, 

R4  is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl 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-diy1 group of the formula 

4.44.szto,4
8 

7 \ 
= 

41111  

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 10, 

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

O 

N—#2  

O 

or 

when AK = AK2, is carbonyl, 

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

where 

_O 	_m 

m 	is a number 2 or 3, 

where (C2-C6)-alkanediy1 is optionally substituted by 1 or 2 methyl substituents, 

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

* 
...,..L.,... 	.....,"\.. 	., N 	N 	L

4 
 

I 	I R16 	R17 
0 

, 

0 
0 

** 

N
., 	or 	N 

H 	
H 	24 R2 

L3  

R25  

R28 

Q1 

R16  

R17  

or 

R
22 	 R

23 
0 

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

is methyl, 

is hydrogen, methylcarbonyl or tert-butyloxycarbonyl, 

is piperidine-1,4-diyl, 

is hydrogen or methyl, 

is hydrogen or methyl, 

R16  

R21  

R22 

or 

and R17 	together with the atoms to which they 

piperazinyl ring, 

is hydrogen or methyl, 

is hydrogen or methyl, 

are bonded form a 

R21  and R22 	together with the atoms to which they 

cyclopropyl ring, 

are bonded form a 
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R23  is methyl, 

R24 is hydrogen, 

L2  

Ite 

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

llIt4  
0 P 

D is a group of the formula 

A 

or 

R3 
	R4 

 
..,.. 

40 

where 

#3  marks the linkage site with the nitrogen atom, 

is hydrogen, 

R2  is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indo1-3- 

or 

ylmethyl, 

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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44 	
, .,\#5 

= _ 

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 

447 X1' 
448 

It  

41  

T' 	is a group of the formula -C(=O)-0R7, -C(=O)-NR8R9, 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, 

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

methoxycarbonyl or carboxyl, 
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R5 	is hydrogen, methyl or a group of the formula 

#\%\ R12 	#'..%."---""-- ....N.R12 	or 	
),,--R13 

, 	 N—N 

in which 

#9 	marks the linkage site with —CHCH2phenyl, 

R(2 	is phenyl which may be substituted by methoxycarbonyl, carboxyl 

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

R13 	is phenyl which may be substituted by methoxycarbonyl or 

carboxyl, 

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

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

which 

n 

AK 

G 

L1  

B 

is a number from 1 to 10, 

is AK2  

is carbonyl, 

is a bond, 

is a bond, 

L2  is linear (C3-C6)-alkanediyl or is a group of the formula 

HIP  - 	 a 

0 	- P 
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where 

P 	is a number 2 or 3, 

is a group of the formula 

1—As) 
ICI 

N 
Or 

,̀..„ R3 	R  
0 

where 

RI 	is hydrogen, 

R2 	is benzyl 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 

44 	
‘,45 

417s 

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

optionally substituted heterocycle of the formula 



417 

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

...... .,..0 
N 
if6 

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 fomiula 

/ \ 
-..: - 

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

in which 

R8 	is hydrogen, 

R9 	is hydrogen or benzyl, and 

R35 	is methyl, 

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

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

which 
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n is a number from 1 to 10, 

AK is AK1  

G is a group of the formula 

O 

N—#2  

-----"\( 
0 

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

##i 

where 

- 

0 	_ 

##2 

m 

m 	is a number 2 or 3, 

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

B is a bond or a group of the formula 

0 	0 

L
3 	 ** 

...., 	-.., 
* 	N 	N 	L4 -' 

R16 	R17 

where 

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

L4 	is a bond or a group of the formula 
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R28 

HNC  

R25  0 

in which 

R25 	is methyl, 

R28 is hydrogen, methylcarbonyl or tert-butyloxycarbonyl, 

R16 	is hydrogen or methyl, 

R17 	is hydrogen or methyl, 

or 

R16  and R'7 	together with the atoms to which they are bonded form a 

piperazinyl ring, 

L2 	is linear (C3-C5)-alkanediyl 

a 

or is a group of the formula 

a 

0 P 

where 

P is a number 2 or 3, 

D 	is a group of the formula 

A 
,0 

N 	or 
-.., 

0 
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where 

Rl  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 	\ti  
0.0  

41  

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

optionally substituted heterocycle of the formula 

,,. 	„...0 
N 

a  
# 

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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.W 	448 
Tr 	00‘17  

= 

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

in which 

R8 	is hydrogen, 

	

R9 	is hydrogen or benzyl, and 

R35 	is methyl, 

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

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

— CH3 — 

R35 	H3O\,) 	 CH3 0 H 
N„,.. 

AK G 	Li 	B 	L2 N 
I 	 I 	 0.„ 	0 
CH3 	0 	z 	CH

3 	
0,, 	0 	CH 3 

H3C 	 CH3
---"N, 

CH3  
— n..._ 

(Ia), 

in which 

n 	is a number from 1 to 50, 

AK 	is AKI  or AK2 
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where 

AKI 	is a monocolonal antibody or an antigen binding fragment thereof which binds 

to FGFR2 and is bonded via a sulphur atom of the 

binding fragment to the group G, 

antibody or antigen 

AK2 	is a monocolonal antibody or an antigen binding fragment thereof which binds 

to FGFR2 and is bonded via a nitrogen atom of the 

binding fragment to the group G, 

antibody or antigen 

G 	when AK = AK', is a group of the fouiiula 

0 
li 

- \ 
N—# 

ti 

where 

#1 	marks the linkage site with the sulphur atom 

antibody or antigen binding fragment thereof, 

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

of the monoclonal 

or 

when AK = AK2, is carbonyl, 

L' 	is a bond 

B 	is a bond 

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

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, 

R35 	is methyl, and 

D 	is a group of the following formula, where * is the linkage 

atom 

site to the nitrogen 

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

,„ .„.0 
N 

*"-,,,,---- 

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

7. 	Compounds of formula (la) as defined in claim 6, wherein the 

following formula 

compound has the 
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— _ 
_,...----s„,  

CH3  

CH3 H3C., 	 CH3 	
,,, 

N 
 ,0 

0 H 
AK .,...,,,,--., H N.,,,

,e,„;,,
,
0 

 

N N I 
0 	 CH3 	0 	: 	CH 	0 	C .„--,...., 

H3C 	CH3 	3 	-' CH3 

_ n 

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

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

foi 	inula 

.„.,..---..., 
CH3  

H3C 	C 	 CH, 	
-,,, ,0 

N 
O

H3C,I„...,,,-1 

H 
N.,..,„.„,.. 

AK2A  •--..,.....„.../ ".. 	......,,,,,^.„,......„ 
N 
	N„.,..„...„........ 

O 

	

CH, 	0 	„„,,„, 	CH3 	, 	0 	OUCH  

	

- 	H3C 	CH, 	CH3 

n 

where n is a number from 1 to 10, and AK2A  is the antibody M048-D01-hIgG 1 , which 

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

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

solvates and solvates of the salts. 

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

foiinula 	
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.,„,,,,,,,. 
CH3  

H3C 	CH3 H,C.,,,,) CH3 
., ,0 

N 
0 H 

N.„,,....„„,- 
AK„ N„,„....„--..„, N

I 	 I 0 
. 0 	 CH3 	0 	CH3 	0 ,„,-,,, C H

3 
 

H3C 	CH3 	
C 3 

N 
H 

— n 

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

heavy chain comprising the amino acid sequence of SEQ ID NO: 10 and a light chain 

comprising 

solvates of 

the amino acid sequence of SEQ ID NO: 9, and also their salts, solvates and 

the salts. 

10. 	Process for preparing the compounds of thainvention according to any of Claims 1 to 9, 

of the general formula (Ia), characterized in that a solution of the monoclonal antibody or 

antigen binding fragment thereof in a buffer 

[A] 	is admixed with a suitable reducing agent selected from the group consisting of 

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

reacted with a compound of the formula (II) 

CH, 

0 	 H3C 	R" 	
O

H 3C CH3 
H 

-"A N ____ L i_a_o__ N  
N
ip  

I 	 I O 	0 
CH3 	0 	 CH3 0 CH3 

O 	 H3C 	CH3 CH3 

(II), 

in which D, L', B, L2  and R35  each have the definitions indicated in Claims 1 to 9, 

to give a compound of the formula (I-A) 
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____ 
CH, 	 — 

AK, 

R" 	p1-13
0 \ 

N.,,e,......„ 

CH, 

 N, 
D 

N—L1--B—LN 
0 CI 

H, 	0 	,,,;-„, 	CH, 	,
CH3

0 	C 
H3C 	CH, 

- 	 -n 

(I-A), 

in which n, AK', D, L', B, L2  and R35  each have the definitions indicated in 

or 

Claims 1 to 9, 

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

CH3  

R" 	H3C‘) 	 CH3 
0 O 

NC

O 
 1 	2 	N.,,,,,,„,-,..., 

L--B—L—N 

H 
N., 

D 

O 	
I 	 I 

CH3 	0 	: 	CH3 	0,,
CH3

0 	OUCH 0 3  
H3C

,"\ 
 CH3 

(III), 

in which D, LI , B, L2  and R35  each have the definitions indicated in Claims 1 to 9, 

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

CH3 

0 	 R35 	
p

H 3C CH3  
H 

NOD 
AK2 

LI—B—La--N 
I 	 I 	 0 

CH3 	0 	CH3 	0 	'-CH3  .„,;,.... 	c 
 

H3C 	CH3  
_ 	 ___n 
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(I-B), 

in which n, AK2, D, L1, B, L2  and R35  each have the definitions indicated in 

Claims 1 to 9. 

11. Compounds prepared by the process in Claim 10, where AK1  and AK2  is an antibody 

which comprises: 

the six CDR sequences of the antibody M048-D01-hIgGl or M048-D01-hIgGl-b, 

represented by SEQ ID NOs: 15-20, 

the variable light and variable heavy chain of the antibody M048-D01-hIgGl, represented 

by SEQ ID NOs: 11 and 12, 

the variable light and variable heavy chain of the antibody M048-D01-hIgG1 -b, 

repre„erittlel4)2,' SEQ ID NOs: 13 and 14;  

the light and heavy chain of the antibody M048-D01-hIgGl, represented by SEQ ID NOs: 

7 and 8, or 

the light and heavy chain of the antibody M048-D01-hIgGl-b, represented by SEQ ID 

NOs: 9 and 10, 

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

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

antigen binding fragment thereof binds specifically to FGFR2. 

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

antibody or antigen binding fragment thereof binds to the extracellular N-terminal epitope 

(1RP SFSLVEDTTLEPE15) of FGFR2. 
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14.  Binder-drug conjugate according to any of Claims 1-9, 12, or 13, where the monoclonal 

antibody or antigen binding fragment thereof, after binding to FGFR2 on the target cell, is 

internalized by the binding of the target cell. 

15.  Binder-drug conjugate according to any of Claims 1-9 or 12-14, where the monoclonal 

antibody or antigen binding fragment thereof competes in binding to the cancer target 

molecule FGFR2 with the GAL-FR21, GAL-FR22, M048-D01-hIgGl, or M048-D01-

hIgGl-b antibody, wherein the M048-D01-hIgG1 and M048-D 01 -hIgG1 -b antibodies 

comprises six CDR sequences represented by SEQ ID NOs: 15-20. 

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

antibody or antigen binding fragment thereof comprises 

the amino acid sequence of the CDR sequences of the variable light and heavy chain of 

the antibody M048-D01-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-hIgGl, represented in SEQ ID NO:12 (VI) and SEQ ID NO:11 (Vh), 

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

D01-hIgG1 -b, represented in SEQ ID NO:14 (V1) and SEQ ID NO:13 (Vh), 

the amino acid sequence of the light and heavy chain of the antibody M048-D01-hIgG 1 -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. 
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17.  Binder-drug conjugate according to any of Claims 1-9 or 12-16 for use in the treatment 

and/or prophylaxis of illnesses. 

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

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

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

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

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

in 	combination 	with 	one 	or more 	anti-hyperproliferative, 	cytostatic 	or cytotoxic 

substances. 

21.  Medicament according to Claim 19 or 20 for use in the treatment and/or prophylaxis of 

hyperproliferative and/or angiogenic diseases. 


