AK

in which

is a number from 1 to 50,

1s AK; or AK,

where

AK,

when AK = AK, is a group of the formula

CH, ]
3C CH,
N
N ~D
é)H3 o\CH3o O\CHSO
—Jn

is a monoclonal antibody or antigen B@gding fragment thereof which binds
to FGFR2 and is bonded via a sulphuf@gtom of the antibody or antigen

binding fragment to the group G,

is a monoclonal antibody or antigen binding fra¥gent thereof which binds

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

binding fragment to the group G,




HO

when AK = AKj, is carbonyl,

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

##1\/\{0/\%##2 or

where

m 1s a number from 2 to 6,
##'  marks the linkage site with the group G,
##  marks the linkage site with the group B,

L' islinear (C,-Cyg)-alkanediyl,
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B! is a group of the formula

0 0 0
5 6 5 /U\ 6
lRQQ éSO ’ }:‘{31 iR?:Z

S #
5/ \S/

the linkage site with the group L'4,
##°  marks thqjinkage site with the group L'B,

L’ is a bond or (&C4)-alkanediyl,

R
7~
HN 0
7)YO # o >/._##8
R* 0O ©
in which

##"  marks the linkage site with the cary
##°  marks the linkage site with L'E,

R*  is hydrogen, (C1-Cy)-alkylcarbonyl, tert-butS@gxycarbonyl or

benzyloxycarbonyl,

R*  is hydro gen or methyl,
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R” s hydrogen or (C;-Cy)-alkyl,
R*®  is hydrogen or (C;-Cs)-alkyl,
or

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

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

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

or O@pembered heterocycle,
L'® s linear (Cy-Cyp)-alka
and

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

benzyl,
and

where two carbon atoms of the alkanediyl chain in 1,29,3 or 1,4-relation to one

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

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

is a bond or a group of the formula



kR

0]
N/**
H
36
R
or
)\(O\H/**
R 0

marks the linkage site w1
marks the linkage site with L
1s O or NH,

is a bond or (C,-Cy)-alkanediyl,

is a bond or a group of the formula

28
_R

in which

***  marks the linkage site with the carbonyl group,
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##%k%  marks the linkage site with L%,
R* s hydrogen or methyl,

R® s hydrogen, (C;-C4)-alkylcarbonyl, tert-butyloxycarbonyl or

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

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

or

R"andR”  together witNhe atoms to which they are bonded form a 5- or 6-

membered heteNy
R s hydrogen or (C;-Cy)-alky.
RY s hydrogen or (C;-Cy)-alkyl,
or

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

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

R"”  is hydrogen or the side group of a natural (-an¥go acid or of its

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

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

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

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

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

membered carbocycle,
R®  is(C-CMaalkyl,

R*  is hydrogen oORKCi-C4)-alkyl,
R*  is hydrogen or (C} 4)-alkyl,
R*® s hydrogen, (Ci-C4

kylcarbonyl, tert-butyloxycarbonyl or benzyl-

oxycarbonyl,
R*”  is hydrogen or methyl,
or

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

pyrrolidine ring,

L2 is linear (C,-Cjg)-alkanediyl or is a group of the formuld

N W N

where

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

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

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

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

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

R® 1s isopropyl, isobutyl, sec-butyl, tert-butyl, phenyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydro
phenylethyl, diphenylmethyl, 1H-imidazol-4-ylmethyl
ylmethyl,

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

4 5
Ha o

U

in which

>

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

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

optionally subfgituted heterocycle of the formula

H—Z—0

in which

marks the linkage site with the cal@gnyl group,

#6

R® is hydrogen, hydroxy or benzyloxy,

R’ is hydrogen or methyl,
R* is isopropyl, isobutyl, sec-butyl, fert-butyl, phenyl, benzyl, 1-h¥oxyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminob
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phenylethyl, diphenylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-
ylmethyl,

or

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

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

7

# \z \\\\#8

e linkage site with the adjacent nitrogen atom,
#® marks the Mikage site with the group T,

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

in which

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

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

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

form a 4- to 7-membered heterocycle,
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R isbenzoyl,

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

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula

0 0
9 \ 7/
O #\/S

9 O 1

in which
#  marks the linkRge site with ~CHC(R™)-T?,

R is phenyl which m¥g be substituted by methoxycarbonyl, carboxyl

or a group of the form¥ga —S(0),OH,

R"”  is phenyl which may substituted by methoxycarbonyl or

carboxyl,
R?®  is hydrogen or hydroxy,
T is phenyl, benzyl, 1H-indol-3-yl or 1H-indol-3
R*®  ismethyl 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 whic
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n is a number from 1 to 20,

when AK = AKj, is a group of the formula

is a bond,
R*”  is hydrogen, methylcarbonyl or tert-bu ycarbonyl,
R**  is hydrogen or methyl,
R¥ s hydrogen,
R s hydrogen,

R’ is hydrogen or methyl,

R**  is hydrogen or methyl,
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L™ is linear (Cy-C¢)-alkanediyl, optionally substituted by 1 or 2 methyl

substituents,

is a bond or ethane-1,2-diyl,
R*®  is hydrogen, methylcarbonyl or tert-b¥yloxycarbonyl,
R is hydrogen,
RY s hydrogen,
R s hydrogen or methyl,
R is hydrogen or methyl,

or

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

piperazinyl ring,
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R"™  is hydrogen,

RY  is hydrogen, methyl, propan-2-yl, 2-methylpropan-1-yl or 1-methylpropan-
l'yla

is hydrogen or methyl,

together with the atoms to which they are bonded form a

pyrrolidinyl ring,
R*'  is hydroq or methyl,
R  is hydrogen
or

R*' and R®? together with \ge atoms to which they are bonded form a

cyclopropyl ring,
R>  is methyl,
R* s hydrogen or methyl,
R*"  is hydrogen,
R*® s hydrogen, methylcarbonyl or tert-butyloxy®bonyl,

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

e N

where (C,-Cg)-alkanediyl is optionally substituted by 1 or 2 methyl su8

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

or

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

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

#4: K

R’ is hydrogen,

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

ylmethyl,
or

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

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

7

# \Z ‘\\\#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

1s a number from 1 to 10,

when AK = AKj, is a group of the formula

when AK = AKj, is carbonyl,\@

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

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

methyl substituents,

B is a bond or a group of the formula
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is methyl,
R?®  is hydrogen, meMlcarbonyl or tert-butyloxycarbonyl,
Q' s piperidine-1,4-diyl
R s hydrogen or methyl,
R is hydrogen or methyl,

or

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

piperazinyl ring,
R*'  ishydrogen or methyl,
R”  is hydrogen or methyl,
or

R*! and R*” together with the atoms to which they are

cyclopropyl ring,
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R®  ismethyl,
R**  is hydrogen,

1s linear (C,-Cg)-alkanediyl or is a group of the formula

or

marks the linkage site with t
R is hydrogen,

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

or

R' and R? together with the carbon atom to which t are bonded form a

(18,2R)-2-phenylcyclopropane-1,1-diyl group 0he formula



in which

R7

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

-C(=0)-NR®R’, or -CH,-O-R"",

is hydrogen, methyl, ethyl, n-pr&&yl, fert-butyl, benzyl or

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

is benzyl, which may be substituted in the phen

methoxycarbonyl or carboxyl,
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R’ is hydrogen, methyl or a group of the formula
9 0 13
9 9 # R
#\/\Rm #\/\R12 or \( W/
N—N

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

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

R" Renyl which may be substituted by methoxycarbonyl or

carboN

and also their salts, solvates and $@lvates 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 s AK;

G is carbonyl,
L! is a bond,
B is a bond,

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

##3\/\[\0/\4;##4
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where

p is a number 2 or 3,

is a group of the formula

is hydrogen,

R’ is benzyl or 1H-indoXy

or
R' and R? together with the card@n atom to which they are bonded form a
(15,2R)-2-phenylcycloprogne-1,1-diyl group of the formula
#4: \\\\#5
the ring A with the N-O moiety present therein is a Ypno- or bicyclic,

optionally substituted heterocycle of the formula
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|
46

1s hydrogen,

R? is benzyl, 4-hydroxybenzyl or 1H-indol-3-ylmethyl,
or
R? Roether with the carbon atom to which they are bonded form a

T'  isa group of the formula -C(=ORQR’ or -C(=0)-NR°R’
in which

R® is hydrogen,
R’ is hydrogen or benzyl, and

R*®  is methyl,

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

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

which
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n is a number from 1 to 10,
1S AK1

is a group of the formula

1S a number 2 or 3,

where (Cs3-Cs)-alkanediyl may be substitute by 1 or2 methyl substituents,

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

3 w5
)J\ /L\ )]\ 4~

* N N L

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

,L4 is a bond or a group of the formula
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HN/R28

***J\( O\ﬂ/ e
R® O

in which
is methyl,

is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,

or

R'%and R  together with (he atoms to which they are bonded form a

piperazinyl ring, ‘A

L- is linear (C;-Cs)-alkanediyl or isa g

##3\/\[\0 /\/'J[g##“

where
P is a number 2 or 3,

D is a group of the formula
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where
R! is hydrogen,

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

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

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

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

optionally substitu

(A

6

heterocycle of the formula

*#—2Z

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

R’andR* together with the carbon atom to which they areQgonded form a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the foXggula
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R*®*  is methyl,

and also their salts, solvates and so¥@ates of the salts.

6. Binder-drug conjugates of the general formu

3 C ‘
AK——G—L——B—L—NJ;( \/U\
H, /:\ CH, \CH
3 3
(Ia),
in which
n is a number from 1 to 50,

AK  is AK; or AK,
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where

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

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

ading fragment to the group G,

#
#' marks the linkage site \th the sulphur atom of the monoclonal
antibody or antigen bindin¥¥ragment thereof,
# marks the linkage site with the 3&up Ll,
or

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

L is linear (C,-Ce)-alkanediyl or is a group of the formula
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#Q\/\PO /\/}E##‘*

where
is a number from 2 to 6,

marks the linkage site with the group B,

R35

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

7. Compounds of formula (Ia) as defined in claim 6, where¥ the compound has the

following formula
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CH,
CH, OH3C CH,
P 0. O
\ oHaC /-\CH3CH3 On g0 CH,

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

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

formula

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

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

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

solvates and solvates of the salts.

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

formula
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AKza\

where n is a nun®Rer from 1 to 10, and AK,p is M048-D01-hIgG1-b, which comprises a
heavy chain compri®me the amino acid sequence of SEQ ID NO: 10 and a light chain

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

solvates of the salts.

10.  Process for preparing the compoun®of the invention according to any of Claims 1 to 9,
of the general formula (Ia), characterizZ@ in that a solution of the monoclonal antibody or

antigen binding fragment thereof in a buff®y -

[A] is admixed with a suitable reducing a¥@t selected from the group consisting of
dithiothreitol or tris(2-carboxyethyl)phosp®Mane hydrochloride, and is subsequently

reacted with a compound of the formula (II)

H.C R*® H,C CH
~
CH, O z CH, O__ O ~CH
o * he cH, © CH, :
D,

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

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

(I_A) )

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

Claims 1 to 8
or

[B]  isreacted with a comp¥nd of the formula (IIT)

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

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

CH,
o H,C
il L
LLB—LZ—ITI ;
CH 2 H, O«
? H3C/\CH3



11.

12.
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I-B),

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

the six CDR seq¥gnces of the antibody MO048-D01-hIgGl or M048-D01-hIgG1-b,

represented by SEQ IIqNOs: 15-20,

the variable light and varia¥

by SEQ ID NOs: 11 and 12,

e heavy chain of the antibody M048-D01-hIgGl1, represented

the variable light and variable
represented by SEQ ID NOs: 13 and

cavy chain of the antibody MO048-D01-hIgGl-b,

the light and heavy chain of the antibody-
7 and 8, or

the light and heavy chain of the antibody M048¥Q01-hIgG1-b, represented by SEQ ID
NOs: 9 and 10,

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

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

antigen binding fragment thereof binds specifically to FGFR2.

R48-D01-hlgGl, represented by SEQ.ID NOs:



14.

15.

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

RPSFSLVEDTTLEPE") of FGFR2.

g conjugate according to any of Claims 1-9, 12, or 13, where the monoclonal
antibody or 3figen binding fragment thereof, after binding to FGFR2 on the target cell, is

internalized by Y@ binding of the target cell.

Binder-drug conjugate aqording to any of Claims 1-9 or 12-14, where the monoclonal
antibody or antigen bindin®¥ragment thereof competes in binding to the cancer target
molecule FGFR2 with the GAR{-FR21, GAL-FR22, M048-D01-hIgG1, or M048-D01-
hIgG1-b antibody, wherein the N§48-D01-hlgGl and MO048-D01-hIgG1-b antibodies

comprises six CDR sequences repres§gged by SEQ ID NOs: 15-20.

Binder—drug conjugate according to any of ClaN@s 1-9 or 12-15, where the monoclonal

antibody or antigen binding fragment thereof com¥Qy

the amino acid sequence of the CDR sequences of the Wyiable light and heavy chain of
the antibody M048-D01-hIgG1 represented in SEQ ID NOQL5 (H-CDR1), SEQ ID NO:16
(H-CDR2), SEQ ID NO:17 (H-CDR3), SEQ ID NO:18 (L-CRR 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 thée

DO1-higG1, represented in SEQ ID NO:12 (V1) and SEQ ID NO:11 (V1

the amino acid sequence of the variable light and heavy chains of the antibod

D01-hlIgG1-b, represented in SEQ ID NO:14 (V1) and SEQ ID NO:13 (Vh),



17.

18.

19.

20.

21.
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the amino acid sequence of the light and heavy chain of the antibody M048-D01-hIgG1-b
represented in SEQ ID NO: 9 (light chain) and SEQ ID NO:10 (heavy chain),

amino acid sequence of the light and heavy chain of the antibody M048-D01-hIgG1

reprggnted in SEQ ID NO: 7 (light chain) and SEQ ID NO:8 (heavy chain), or

the amindcid sequence of the variable light and heavy chains of the antibody GAL-FR21
or GAL-FR

Binder-drug conjugat®@ccording to any of Claims 1-9 or 12-16 for use in the treatment

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

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

The use of a binder-drug conjugate accorditto any of Claims 1-9 or 12-16 in the

manufacture of a medicament for the treatment a¥l/or prophylaxis of hyperproliferative

and/or angiogenic diseases.

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

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

Medicament comprising a binder-drug conjugate according to any of Claim¥y
in combination with one or more anti-hyperproliferative, cytostatic o

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

h¥@erproliferative and/or angiogenic diseases.
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Claims:
1. Binder-drug conjugates of the general formula (Ia)
_ CH, —_
H,C _R” H,C CH,
0O H
1 2 H\)J\ N "o
AKT-G—LB—LEN ; | 1
CH, O _A_ CH, O__.0O ~CH
* He cH, ° CH, :
- —In
(1a),
in which
n 1s a number from 1 to 50,
AK 1S AK1 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,
AK, 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 = AKj, is a group of the formula
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o Q HO
#' #' N/#2 o
H
N—# H #' N—#
O
O ’ OH ’ ©
1 #
or 4 /\”/
O
where
#! marks the linkage site with the sulphur atom of the monoclonal antibody or

antigen binding fragment thereof,

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

when AK = AK,, is carbonyl,

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

1" #H 1 1A 1 1B 2
\/\[‘O/\%Tn or #H#—L—B—L—##

where

m is a number from 2 to 6,

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

L' s linear (C,-Cp)-alkanediyl,
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B! is a group of the formula
0 0 0
w Lo I o A
N~ SN 5 N VL
Iiazs FIQSO , “?31 IIQ?’Z
or /S\ -~ ##6
s S
in which

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

L is a bond or a group of the formula

33

N Hj‘:>—o
oL _## >— 8
##7/%/ j]/ T i
34 O

R 0]
in which
##7  marks the linkage site with the carbonyl group,
##°  marks the linkage site with L',

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

benzyloxycarbonyl,

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

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

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

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

or 6-membered heterocycle,
L' s linear (C,-C)p)-alkanediyl,
and

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

benzyl,
and

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

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

is a bond or a group of the formula




R

o] ) 0
¥ /U\ - /U\ R )k - -0
\N N/ . N/ \N L4/ 1
lis s le Lo

R

400

0

* Q Y
R R 0]

J y

20

R 0
P *% 'LI * %k
N 27 * * ke
Y X %LN/
18 19 21 2 H
o) , RO RO , R" R ,
O O /RSB

where

kk

marks the linkage site with L',

marks the linkage site with L?,

is O or NH,

is a bond or (C,-Cy)-alkanediyl,

is a bond or a group of the formula

in wh

koksk

28

***)\(O\”/**** or kil %‘****
O
R® 0
ich

marks the linkage site with the carbonyl group,

*%
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#*%%  marks the linkage site with L?,
R*” s hydrogen or methyl,

R® is hydrogen, (Ci-Cy)-alkylcarbonyl, tert-butyloxycarbonyl or

benzyloxycarbonyl,
Q! is a 4- to 7-membered heterocycle,
Q* is a 3- to 7-membered carbocycle or a 4- to 7-membered heterocycle,
R"  is hydrogen or (C 1-Cq)-alkyl,
R® s hydrogen or (C;-Cy)-alkyl,
or

R andR"”  together with the atoms to which they are bonded form a 5- or6-

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

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

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

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

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

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

pyrrolidinyl ring,
R¥ s hydrogen or (C;-Cy)-alkyl,
R? s hydrogen or (C;-Cy)-alkyl,
or

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

membered carbocycle,
R”  is (C1-Cy)-alkyl,
R*  is hydrogen or (C;-Cy)-alkyl,
R?  is hydrogen or (C1-Cy)-alkyl,

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

oxycarbonyl,
R’ is hydrogen or methyl,
or

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

pyrrolidine ring,

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

#:\/\Po/\/k e

where

p is a number from 2 to 6,




403

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

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

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

benzyl,
and

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

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

is a group of the formula

A o LT K R’
rd
N < .o I
3 3 R
#Ygo , R R 7
R' R?
in which
# marks the linkage site with the nitrogen atom,

R! is hydrogen or methyl,

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

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

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

4

5
L o

T

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

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

optionally substituted heterocycle of the formula

RB

Z 0 O) £ o| or [&
N~ N” N~
|6 |6

I
46

Z-0

:tt_
[=)%

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

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

or

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

(1S5,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

7

# \z \\\\#8

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

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

in which

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

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

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

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

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

methoxycarbonyl or carboxyl,

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

) 13

9 # R

#\/\Rm #\/\R12 or \« W/
N—N

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

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

R® s phenyl which may be substituted by methoxycarbonyl or

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

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

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

when AK = AKj, is a group of the formula

o)
#1
N—#
0
or

when AK = AK,, is carbonyl,

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

1 2
##\/\Eo/\/}fn## or #— B gl By

where (C,-Cg)-alkanediyl is optionally substituted by 1 or 2 methyl substituents
is linear (C,-Cg)-alkanediyl, optionally substituted by 1 or 2 methyl substituents,
I 1s a bond,

R* s hydrogen, methylcarbonyl or tert-butyloxycarbonyl,

R**  is hydrogen or methyl,

R*  is hydrogen,

R*®  is hydrogen,

R*"  is hydrogen or methyl,

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

substituents,

B is a bond or a group of the formula

O 0] 0] 0O
* JJ\ *k )J\ L3 )J\ *% .0 %
\N N/ . N/ \N L4/ . Q1 Y
l 14 | 15 | 16 l 17

R R R R O
20
| 2 i
* N ek *XU\ . )L O dok
7~ * N
N /Y \ﬂ/
18><19\n/ 21 22 H H 23 R24
R™ R0 ,R" R : R o}

o o R
*/U\N/** or )\(O "
T T
L} is a bond or ethane-1,2-diyl,
R® s hydrogen, methylcarbonyl or tert-butyloxycarbonyl,
R s hydrogen,
RY s hydrogen,
R s hydrogen or methyl,
R s hydrogen or methyl,

or

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

piperazinyl ring,
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R ishydrogen,

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

R*  is hydrogen or methyl,
or

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

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

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

cyclopropyl ring,
R*®  is methyl,
R*  is hydrogen or methyl,
R*  is hydrogen,
R*®  is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,

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

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

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

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

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

o w 45

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

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

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

#7\‘ W

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
n is a number from 1 to 10,

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

or
when AK = AKj, is carbonyl,

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

##\/\Fo /\/]Tn;@me2

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

B is a bond or a group of the formula
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R R 0]
0 j
% RZ H R% R%4

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

R*®  is methyl,

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

R s hydrogen or methyl,

R'  ishydrogen or methyl,

or

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

piperazinyl ring,
R s hydrogen or methyl,
R ishydrogen or methyl,
or

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

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

is linear (C,-Cg)-alkanediyl or is a group of the formula
#HE2 #t'
\/\{\O/\%E

is a group of the formula

A 3 1 #2 R
3 3 4 o
# R R
0 ,
R' R’
where
# marks the linkage site with the nitrogen atom,

R! is hydrogen,

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

or

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

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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R’ is hydrogen,
R* is benzyl, 1-hydroxybenzyl, 1-phenylethyl or 1H-indol-3-ylmethyl,
or

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

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

7

# \z \\\\#8

T'  isa group of the formula -C(=0)-OR’, -C(=0)-NR®R’, or -CH,-O-R'",
1n which

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

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

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

methoxycarbonyl or carboxyl,
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R’ is hydrogen, methyl or a group of the formula
o 42 ) R
#\/\Rm #\/\R12 or \( W/
N—N
in which
# marks the linkage site with -CHCH,phenyl,

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

R” is phenyl which may be substituted by methoxycarbonyl or

carboxyl,

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

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

n 1s a number from 1 to 10,

AK is AK,

G is carbonyl,

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

##3\/\[\0 /\46##4
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where

p is a number 2 or 3,

is a group of the formula

R! is hydrogen,

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

R2
or
R! and R together with the carbon atom to which they are bonded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
#“2&\\\#5
J
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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|
#6

R’ is hydrogen,

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

or

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

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

7

#\l K

T! is a group of the formula -C(=0)-OR” or -C(=0)-NR*R’
in which
RS is hydrogen,
R’ is hydrogen or benzyl, and
R*” s 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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is a number from 1 to 10,
is AK]

is a group of the formula

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

##1\/\{0/\/];1##2

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

is a bond or a group of the formula

0] 0
/U\ N )J\ -
7
. |TJ/ \ITl L4
R16 17
where

L’ is a bond or ethane-1,2-diyl,

Lt is a bond or a group of the formula
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28

R
HN”
Lo
R® O
in which

R”  is methyl,

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

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

piperazinyl ring,

L is linear (C5-Cs)-alkanediyl or is a group of the formula
R '
\/\{\O/\JE
where
p is a number 2 or 3,
D is a group of the formula
A

0 #3 T
e
N o X
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where

R is hydrogen,

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

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

R' and R?
(1§,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

4 5
Ha o

J

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

"

the ring A
optionally substituted heterocycle of the formula

(A

6

H—Z

R’ is hydrogen,

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

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

R’ and R
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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3
Thivay
Cet
H

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

and also their salts, solvates and solvates of the salts;~

Binder-drug conjugates of the general formula (Ia)

— CH,
H,C_ _R® oHSC CH,
F1
H N
1 2 N\/U\ N D
AK——G—L-B—L%N x
cl:H 0 : (IJH o._ O O\CH ©
~
* W cH, © CH, :
L _in

(Ia),

in which

n is a number from 1 to 50,

AK 18 AK1 or AKZ
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where

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

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

binding fragment to the group G,

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

where

# marks the linkage site with the sulphur atom of the monoclonal

antibody or antigen binding fragment thereof,
# marks the linkage site with the group L',
or
when AK = AK3, is carbonyl,
is a bond
is a bond

is linear (C,-Cs)-alkanediyl or is a group of the formula
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#3\/\}0/\45#4

where

P is a number from 2 to 6,

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

##'  marks the linkage site with the nitrogen atom,
R*>  is methyl, and

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

atom

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

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

following formula
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AK

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

formula

AKzA\

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

formula
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H,C__CH,
H
AK?B\\”/\/\/\N N
|
o] CH, O =
3 H C/\

where n is a number from 1 to 10, and AKyp is M048-D01-hIgG1-b, which comprises a
heavy chain comprising the amino acid sequence of SEQ ID NO: 10 and a light chain
comprising the amino acid sequence of SEQ ID NO: 9, and also their salts, solvates and

solvates of the salts.

10.  Process for preparing the compounds of the.invention according to any of Claims 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)

(0] H,C H,

lltll

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

to give a compound of the formula (I-A)
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o
AK
N—L- B-—-L—

3

Hln

0

(I-A),

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

Claims 1 to 9,
or

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

O 3
3 3

(I1I),
in which D, L', B, L* and R* each have the definitions indicated in Claims 1 to 9,

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

CH,

o H,C SH,
AKQ_% \)L N N\D
i iT
CH Z H, O._. O “CH
’ 3c/\CH3 CH, ’
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12.

13.
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(I'B))

in which n, AK,, D, Ll, B, L? and R* each have the definitions indicated in
Claims 1 to 9.

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

which comprises:

the six CDR sequences of the antibody M048-D01-hlgGl or M048-D01-hIgG1-b,
represented by SEQ ID NOs: 15-20,

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

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

the light and heavy chain of the antibody M048-D01-hIgG1, represented by SEQ ID NOs:
7 and 8, or

the light and heavy chain of the antibody M048-D01-hIgG1-b, represented by SEQ ID
NOs: 9 and 10,

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

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

antigen binding fragment thereof binds specifically to FGFR2.

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

(‘RPSFSLVEDTTLEPE") of FGFR2.
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15.

16.
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Binder-drug conjugate according to any of Claims 1-9, 12, or 13, where the monoclonal
antibody or antigen binding fragment thereof, after binding to FGFR2 on the target cell, is
internalized by the binding of the target cell.

Binder-drug conjugate according to any of Claims 1-9 or 12-14, where the monoclonal
antibody or antigen binding fragment thereof competes in binding to the cancer target
molecule FGFR2 with the GAL-FR21, GAL-FR22, M048-D01-hIgG1, or M048-D01-
hlgG1l-b antibody, wherein the M048-D01-hlgG1 and M048-D01-hIgG1-b antibodies
comprises six CDR sequences represented by SEQ ID NOs: 15-20.

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

antibody or antigen binding fragment thereof comprises

the amino acid sequence of the CDR sequences of the variable light and heavy chain of
the antibody M048-D01-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-
DO1-hIgG1, represented in SEQ ID NO:12 (V1) and SEQ ID NO:11 (Vh),

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

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

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

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




17.

18.

19.

20.

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

and/or prophylaxis of illnesses.

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

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

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

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

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

substances.

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

hyperproliferative and/or angiogenic diseases.




