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antibody-drug 	conjugate 	in 	which 	the 	antibody 	and 

exatecan are conjugated to each other via the linker, 

and confirmed an excellent antitumor effect exhibited 

by 	the 	conjugate 	to 	thereby 	complete 	the 	present 

disclosure. 

[0011] 

Specifically, 	the present invention relates to the 

followings. 

In one aspect, 	the present invention refers to an antibody- 

drug conjugate wherein an antitumor compound represented by 

the following formula: 

Me 

4„NH2  

o 
 

F \ 
0 

o 
Me 

is 	conjugated 	to 	an 	antibody via 	a 	drug-linker 	having 	a 

structure represented by the following formula: 

-(Succinimid-3-yl-N)-CH2CH,CH2CS2=2-C(=0)-GGF0-NS-CH2-0-01-12- 

C(=0)-(NS-DX), 	wherein 	-(Succinimid-3-yl-N)- 	has 	a 

structure represented by the following formula: 

0 
„/. 

N— 
M( 
0 

which 	is 	connected to 	the 	antibody 	at 	position 3 	thereof 

via a thioether bond and connected to a methylene group in 

the linker structure containing this structure on the 
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nitrogen 	atom 	at 	position 	1, 	and 	-(NH-DX) 	represents 	a 

group represented by the following formula: 

H 
N— 

N 

O 

HO 
7 	0  

Me 

wherein the nitrogen atom of the amino group at position 1 

is 	a 	connecting 	position. 	In 	another 	aspect, 	the 	present 

invention 	refers 	to 	a 	drug 	containing 	the 	antibody-drug 

conjugate 	according 	to 	the 	present 	invention, 	or 	a 	salt 

thereof. 	In 	still 	another 	aspect, 	the 	present 	invention 

refers 	to 	an 	antitumor 	drug 	and/or 	anticancer 	drug 

containing 	the 	antibody-drug 	conjugate 	according 	to 	the 

present 	invention, 	or 	a 	salt 	thereof. 	In 	another 	aspect, 

the 	present 	invention 	refers 	to 	a 	pharmaceutical 

composition 	containing 	the 	antibody-drug 	conjugate 

according to the present invention, 	or a salt thereof as an 

active 	component, 	and 	a 	pharmaceutically 	acceptable 

formulation 	component. 	Furthermore, 	the 	present 	invention 

refers to a compound of the following: 

(maleimid-N-y1)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2-0-CH2-C(=0)- 

(NH-DX), 	wherein 	(maleimid-N-y1)- is a group represented by 

the following formula: 
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O 

I 

0 

wherein the nitrogen atom 	is a connecting position, 	and 	- 

(NH-DX) 	is a group represented by the following formula: 

H 
,N— 

Me 

	
O 

 

O 

HO _ 
7 

Me 

wherein the nitrogen atom of the amino group at position 1 

is a connecting position. 	The present invention also refers 

to 	a 	linker 	having 	the 	following 	formula: 	-(Succinimid-3- 

yl-N) -CH2OH2CH2CH2CH2-C (=0) -GGFG-NH-CH2-0-CH2-C (=0) - 

wherein 	-(Succinimid-3-yl-N)- 	has 	a 	structure 	represented 

by the following formula: 

0 

...... N- 

0 

which 	is 	connected 	to 	the 	antibody 	at 	position 	3 	thereof 

and 	is 	connected 	to 	a 	methylene 	group 	in 	the 	linker 

structure containing this structure on the nitrogen atom at 

position 1. The present invention also refers to a compound 

of 	HO-CH2-C(=0)-(NH-DX), 	wherein 	-(NH-DX) 	is 	a 	group 

represented by the following formula: 
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1 

N 

O 
HO  

/ 
Me 

wherein the nitrogen atom of the amino group at position 1 

is 	a 	connecting 	position. 	In 	another 	aspect, 	the 	present 

invention refers to a method for preparing an antibody-drug 

conjugate, 	wherein 	the 	antibody 	is 	treated 	in 	a 	reducing 

condition 	and 	thereafter 	reacted 	with 	a 	compound 	having 

following formula: 

(maleimid-N-y1) -CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2-0-CH2-C (=0) - 

(NH-DX) 	wherein, 	(maleimid-N-yl)- 	is a group represented by 

the following formula: 

0 

1 

0 

wherein the nitrogen atom 	is 	a connecting position, 	and 	- 

(NH-DX) 	is a group represented by the following formula: 

H 

N 

O 
HO : 

i 
Me 



9d 

wherein the nitrogen atom of the amino group at position 1 

is a connceting position. 

[0011a]Also disclosed is: 

[1] 	An 	antibody-drug 	conjugate 	wherein 	an 	antitumor 

compound represented by the following formula: 

[Formula 2] 

,,,t4H2  

Me 

/  

HO`:
O  

Me 

is 	conjugated 	to 	an 	antibody 	via 	a 	linker 	having 	a 

structure represented by the following formula: 

-L'-L2-LP-NH- (CH2)nl-ha-Lp-Lc-. 

[0012] 

Here, 	the antibody is connected to the terminal of L', 

the 	antitumor 	compound 	is 	connected to 	the 	terminal 	of 	L' 

with the nitrogen atom of the amino group at position 1 as 

connecting position, 

wherein 

n' represents an integer of 0 to 6, 



415 

Claims 

[Claim 1] 

An antibody-drug conjugate wherein an antitumor compound 

represented by the following formula: 

„NH2  

N 

5 Me 

is 	conjugated 	to 	an 	antibody 	via 	a 	drug-linker 	having 	a 

structure represented by the following formula: 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2-0-CH2- 

C(=0)-(NH-DX), 

10 wherein 

-(Succinimid-3-yl-N)- 	has 	a 	structure 	represented 	by 	the 

following formula: 

0 

N- 

0 

which is connected to the antibody at position 3 thereof via a 

15 thioether 	bond 	and 	connected 	to 	a 	methylene 	group 	in 	the 

linker 	structure 	containing 	this 	structure 	on 	the 	nitrogen 

atom at position 1, and 

-(NH-DX) 	represents 	a 	group 	represented 	by 	the 	following 

formula: 

H 

0 
HO 

7 
20 Me 

wherein the nitrogen atom of the amino group at position 1 is 

a connecting position. 
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[Claim 2) 

The antibody-drug conjugate according to claim 1, wherein 

an average number of the drug-linker structure conjugated per 

5 antibody is in a range of from 2 to 8. 

[Claim 3] 

The antibody-drug conjugate according to claim 1, wherein 

an average number of the drug-linker structure conjugated per 

10 antibody is in a range of from 3 to 8. 

[Claim 4] 

15 

The antibody-drug conjugate according to claim 1, wherein 

the antibody is an anti-B7-H3 antibody, an anti-CD30 antibody, 

an anti-CD33 antibody, or an anti-CD70 antibody. 

[Claim 5] 

The antibody-drug conjugate according to claim 1, wherein 

the antibody is an anti-B7-H3 antibody. 

20 

[Claim 6] 

A drug containing the 	antibody-drug 	conjugate 	according 

to claim 1, or a salt thereof. 

25 [Claim 7] 

An antitumor drug and/or anticancer drug containing the 

antibody-drug 	conjugate 	according 	to 	claim 	1, 	or 	a 	salt 

thereof. 

30 [Claim 8] 

A pharmaceutical composition containing the antibody-drug 

conjugate according to claim 1, or a salt thereof as an active 

component, 	and 	a 	pharmaceutically 	acceptable 	formulation 

component. 

35 
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[Claim 9] 

A compound of the following: 

(maleimid-N-y1)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2-0-CH2-C(=0)- 

5 

(NH-DX), 

wherein 	(maleimid-N-yl)- 	is 	a 	group 	represented 	by 	the 

following formula: 

0 

wherein the nitrogen atom is a connecting position, and 

-(NH-DX) 	is a group represented by the following formula: 

H 

N 

\ / 
O 

HO 
7 	0 

10 Me 

wherein the nitrogen atom of the amino group at position 1 is 

a connecting position. 

[Claim 10] 
15 A linker having the following formula: 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2-0-CH2- 
C(=0)- 

wherein -(Succinimid-3-yl-N)- has a structure represented 

by the following formula: 

0 
-...*_ 

20 0 

which is connected to the antibody at position 3 thereof and 
is connected to a methylene group in the linker structure 
containing this structure on the nitrogen atom at position 1. 

25 [Claim 11] 
A compound of 
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HO-CH2-C(=0)-(NH-DX), 

wherein 	-(NH-DX) 	is 	a 	group 	represented 	by 	the 	following 

formula: 

H 

I 	N 

O 
HO 

i 
Me 

5 wherein the nitrogen atom of the amino group at position 1 is 

a connecting position. 

[Claim 12] 

10 

A 	method 	for 	preparing 	an 	antibody-drug 	conjugate, 

wherein the antibody is treated in a reducing condition and 

thereafter reacted with a compound having following formula: 

(maleimid-N-y1)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2-0-CH2-C(=0)- 

(NH-DX) 

wherein, 	(maleimid-N-yl)- 	is 	a 	group 	represented by 	the 

15 following formula: 

0 

wherein the nitrogen atom is a connecting position, and 

-(NH-DX) 	is a group represented by the following formula: 

H 

N 

O 

HO  
i 

Me 

20 wherein the nitrogen atom of the amino group at position 1 is 

a connceting position. 
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antibody-drug 	conjugate 	in 	which 	the 	antibody 	and 

exatecan are conjugated to each other via the 	linker, 

and confirmed an excellent 	antitumor effect 	exhibi ecl 

by 	the 	conjugate 	to 	thereby 	complete 	the 	preset 

disclosure. 

[0011] 

Specifically, 	the present invention re a 	s to the 

followings. 

In 	one 	aspect, 	there 	is 	provided 	an 	antibody-drug 

conjugate wherein an antitumor compou 	represented by 
V 

the following formula: 

[Formula 1] 

,NH2  

N 

Me 

 

is 	conjugated 	to 	antibody 	via 	a 	linker 	having 	a 

structure repres 	ed by the following formula: 

-L1-L2-LP-NH-(C 	
) n1

La -Lb-Lc - 

wherein the 	ntibody is connected to the terminal of L1, 

the ant 	or compound is connected to the terminal of 

L° 	wit 	the 	nitrogen 	atom 	of 	the 	amino 	group 	at 

pose 	on 1 as the connecting position, 

wh:,' tein 

represents an integer of 0 to 5, 

L1 represents 	-(Succinimid-3-yl-N)-(CH2)n2-C(=0)-, 

-CH2-C(=0)-NH-(CH2)n1-C(=0)-, 
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-C(=0)-cyc.Hex(1,4)-CH2-(N-ly-3-diminiccuS)-, 	or 

-C(.0)-(CH2)n6-C(-0)-, 

wherein 	n2 	represents 	an 	integer 	of 	2 	to 	5, 

represents an integer of 2, 	n4  represents an integer ..•f, 

L2 represents 	-NH-(CH2-CH2-0)n6-CH2-CH2-C(=0)-, 

-S-(CH2)n6-C(=0)-, 	or a single bond, 

wherein 	n5 	represents 	an 	integer 	of 	2 	o 	4, 	n6  

represents an integer of 2, 
4 , 

LP  represents a tetrapeptide residue of GeG, 

La  represents -0- or a single bond, 

Lb  represents -CR2(-R3)- or a sing 	bond, 

wherein R2  and R3  each rep 	sents a hydrogen atomL°  

represents -C(=0)-, 	and 

-(Succinimid-3-yl-N)- 	has 	= 	structure 	represented 	by 

the following formula: 

[Formula 2] 

--.1  N- 
--1( 
0 

which 	is 	c 	nected 	to 	the 	antibody 	at 	position 	3 

i 	is connected to a methylene group in the thereof 	a Y 

linker 	tructure 	containing 	this 	structure 	on 	the 

nitro en atom at position 1, 

( 	ly-3 diminiccuS)- 	has 	a 	structure 	represented 	by 

e following formula: 

[Formula 3) 
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0 

1\1„ ...-  
W 

0 

which is connected to L2  at position 3 	thereof and/s 

connected to a methylene group in the linker str 	ure 

containing 	this 	structure 	on 	the 	nitrogen 	. om 	at 

position 1, 

cyc.Hex(1,4) 	represents a 1,4-cyclohexylene.roup, 	and 

when L2 	is 	-S-(CH2)n6-C(=0)-, 	L' 	is 

-C(=0)-cyc.Hex(1,4)-CH2-(N-ly-3-dimini 	uS)-. 

In 	one 	aspect, 	there 	is 	proviid d 	an 	antibody-drug 

conjugate wherein an antitumorompound represented by 

the following formula: 

[Formula 5J 

NH2  

F \ / 

HO 	: 	Sz 

 
• M 

is 	conjugat- 	to 	an 	antibody 	via 	a 	linker 	having 	a 

structure 	epresented by the following formula: 

2 -L-'  -L - 	NH-(CH2)/11-La-Lb-Lc- 

wher 	n the antibody is connected to the terminal of L1, 

h 	antitumor compound is connected to the terminal of 

with 	the 	nitrogen 	atom 	of 	the 	amino 	group 	at 

position 1 as the connecting position, 

wherein 
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n2  represents an integer of 0 to 6, 

L2  represents 	-(Succinimid-3-yl-N)-(CH2)n2-C(=O)- 	and is 

connected to the antibody via a thioether bond which i9 

formed at 	a disulfide bond moiety present 	in a h re.e 
, 

part of the antibody, 

wherein n2  represents an integer of 2 to 8 

L2 	represents 	-NH-(CH2-CH2-0)115-CH2-CH2-C(=0) 	Or 	a 

single bond, 

wherein n5  represents an integer of 14o 6, 

LP  represents a tetrapeptide residue oho CGFG, 

La  represents -0- or a single bond, 
..,/ 

Lb  represents -CR2(-R3)- or a singl
4e bond, 

wherein R2  and R3  each reprabents a hydrogen atom, 

Lc  represents 	-C(=0)-, 	and 

-(Succinimid-3-yl-N)- 	has 	a 	structure 	represented 	by 

the following formula: 

[Formula 61 

N 

0 

which 	is 	c 	nected 	to 	the 	antibody 	at 	position 	3 

thereof ofa 	is connected to a methylene group in the 

linker 	ructure 	containing 	this 	structure 	on 	the 

nitre. en atom at position 1. 

one aspect, 	there is provided a drug containing the 

antibody-drug 	conjugate 	as 	defined herein, 	or 	a 	salt 

thereof. 
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In 	one 	aspect, 	there 	is 	provided 	an 	antitumor 	drug 

and/or 	anticancer 	drug 	containing 	the 	antibody-dru•i 

conjugate as defined herein, or a salt thereof.  

In 	one 	aspect, 	there 	is 	provided 	a 	pharma 	u ical 

composition containing 	the 	antibody-drug co 	gate 	as 

defined 	herein, 	or 	a 	salt 	thereof 	as 	an 	active 

component, 	and 	a 	pharmaceuticall 	acceptable 

formulation component. 

In 	one 	aspect, 	there 	is 	p ovided 	a 	drug-linker 

intermediatecompoundrepre/5Mented 	by 	the 	following 

formula: 	 , 
gt 

Q-(CH2)n2-C(=0)-L2a _ 	P L -NH-witCH2)ni-La-Lb-Lc-(NH-SX) 
it 

wherein Q represents 	thaleimid-N-y1)-, 	HS-, 

X-CH2-C(=0)-NH-, 	 (Pyrrolidine-2,5-dione-N-y1)-0- 

C(=0)-, 

X represents a 	romine atom, 

nQ  represent 	an integer of 2 to 6, 

Lea represents 	-NH-(CH2-CH2-0)n5-CH2-CH2-C(=0)- 	or 

single 	nd, 

erein n5  represents an integer of 1 to 6, 

epresents a tetrapeptide residue of GGFG, 

represents an integer of 0 to 5, 

represents -0- or a single bond, 
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Lb  represents -CR2(-R3)- or a single bond, 

wherein R2  and R3  each represents a hydrogen atom 

Lc  represents -C(=0)-, 

(maleimid-N-y1)- 	is 	a 	group 	represented 	byA e  

following formula: 

[Formula 12] 

0 

0 

wherein the nitrogen atom is a connect 	g position, 
r 

(Pyrrolidine-2,5-dione-N-yl) 	is a group represented by 
,e.  
/ 

the following formula: 

[Formula 13] 

O
r 

0 

wherein the nitrogen a om is a connecting position, and 

-(NH-DX) 	is 	a 	g 	p 	represented 	by 	the 	following 

formula: 

[Formula 14] 

0 

Me O 
 

O 
 

H 	_ 
iO 

Me 

wherein 	the 	nitrogen 	atom 	of 	the 	amino 	group 	at 

position 1 is a connecting position. 
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In 	one 	aspect, 	there 	is 	provided 	a 	compound 	of 	the 

following: 

(maleimid-N-y1)-CH2CH2-C(=0)-GGFG-NH-CH2CH2-C(=0)-(NH- 

DX) 

(maleimid-N-y1)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2 	2 

C(=0)-(NH-DX) 

(maleimid-N-y1)-CH2CH2-C(=0)-GGFG-NH-CH2CH2C 	C(=0)- 

(NH-DX) 

(maleimid-N-y1)-CH2CH2CH2CH2CH2-C(=0)-GG, G-NH-CH2CH2CH2- 

C(=0)-(NH-DX) 
„ef 

_di' 
(maleimid-N-y1)-CH2CH2CH2CH2CH2-C(=7)-GGFG-NH- 

CH2CH2CH2CH2CH2-C(=0)-(NH-DX) 

(maleimid-N-y1)-CH2CH2CH2CH2C 04-C(=0)-GGFG-NH-CH2-0-CH2- 

C(=0)-(NH-DX) k. 

(maleimid-N-y1)-CH2CH2CHiC 	CH2-C(=0)-GGFG-NH-CH2CH2-0- 

CH2-C(=0)-(NH-DX)  

(maleimid-N-y1)-CH2 	2 C(=0)-NH-CH2CH2O-CH2CH2O-CH2CH2- 

C(=0)-GGFG-NH-CH $ 2CH2-C(=0)-(NH-DX) 
a

. 

(maleimid-N-yl -CH2CH2-C(=0)-NH-CH2CH2O-CH2CH2O-CH2CH2- 

C(=0)-GGFG-N 	CH2CH2CH2-C(=0)-(NH-DX) 

(malei 	N y1)-CH2CH2-C(=0)-NH-CH2CH2O-CH2CH20-CH2CH20- 

CH2CH 0- 	2CH2-C(=0)-GGFG-NH-CH2CH2CH2-C(=0)-(NH-DX) 

(ma 	mid-N-y1)-CH2CH2-C(=0)-NH-CH2CH2O-CH2CH2O-CH2CH20- 

CH 	H2O-CH2CH2-C(=0)-GGFG-NH-CH2CH2-C(=0)-(NH-DX) 

-CH2-C(=0)-NH-CH2CH2-C(=0)-GGFG-NH-CH2CH2CH2-C(=0)-(NH- 

DX) 

HS-CH2CH2-C(=0)-GGFG-NH-CH2CH2CH2-C(=0)-(NH-DX) 
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(Pyrrolidine-2,5-dione-N-y1)-0-C(=0)-CH2CH2CH2CH2CH2CH2- 

C(=0)-GGFG-NH-CH2CH2CH2-C(=0)-(NH-DX) 

wherein 	(maleimid-N-yl)- is a group represented by th 

following formula: 	 /. 

[Formula 15]  

I 

wherein the nitrogen atom is a connectin. position, 

X represents a halogen atom, 

(Pyrrolidine-2,5-dione-N-yl)- is a g Oup represented by 
.4/ 

the following formula: 	 4v 

[Formula 16] 

—N.,,  

0 

wherein the nitrogen 	om is a connecting position, and 

-(NH-DX) 	is 	a 	g 	p 	represented 	by 	the 	following 

formula: 

[Formula 17] 

Me O 
N 

O 
HO _ 

Me 

wherein 	the 	nitrogen 	atom 	of 	the 	amino 	group 	at 

position 1 is a connecting position. 
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In 	one 	aspect, 	there 	is 	provided 	a 	compound 	of 	the 

following: 

(maleimid-N-y1)-CH2CH2-C(=0)-NH-CH2CH2O-CH2CH2O-CH2CH2- 

C(=0)-GGFG-NH-CH2CH2CH2-C(=0)-(NH-DX), 

(maleimid-N-y1)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2-0- 

C(=0)-(NH-DX) 	or 

(maleimid-N-y1)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH C 	CH2-0- 

CH2-C(=0)-(NH-DX), 	, 

wherein 	(maleimid-N-yl)- is a group represented by the 

following formula: 

[Formula 18] 

I 

0 

wherein the nitrogen atop! is a connecting position, 	and 
A 

-(NH-DX) 	is 	a 	groin represented 	by 	the 	following 

formula: 

[Formula 19] 

H 

F 
O 

HO" __ 
i 

Me 

erein 	the 	nitrogen 	atom 	of 	the 	amino 	group 	at 

position 1 is a connecting position. 
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In 	one 	aspect, 	there 	is 	provided 	a 	compound 	of 	the 

following: 
zf 

(maleimid-N-y1)-CH2CH2-C(=0)-NH-CH2CH2O-CH2CH2O-CH2CH2- 

C(=0)-GGFG-NH-CH2CH2CH2-C(=0)-(NH-DX), 

wherein 	(maleimid-N-y1)- is a group represented b 	the 

following formula: 

[Formula 20] 

A 

❑ 

wherein the nitrogen atom is a conneefing position, and 

-(NH-DX) 	is 	a 	group 	represented by 	the 	following 

formula: 

[Formula 21] 

H 

N 

HO _ 
i/o  

wherein 	the 	nitrogen 	atom 	of 	the 	amino 	group 	at 

position 	s a connecting position. 

	

In 	o 	aspect, 	there 	is 	provided 	a 	compound 	of 	the 

	

o 	owing: 

aleimid-N-y1)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2-0-CH2- 

C(=0)-(NH-DX), 
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wherein 	(maleimid-N-yl)- 	is a group represented by the 

following formula: 

[Formula 22] 

0 

I 

0 

wherein the nitrogen atom is a connecting pos 	ion, and 

-(NH-DX) 	is 	a 	group 	represented 	by 	t 	following 

formula: 

7 

 

[Formula 23] 

N 

\ 
0 

HO 	: 
i 

Me 

wherein 	the 	nitroge 	atom 	of 	the 	amino 	group 	at 

position 1 is a conlec ing position. 

In 	one 	aspect, 	there 	is 	provided 	a 	compound 	of 	the 

following: 

(maleimid- 	y1)-CH2CH2CH2CH2CH2-0(=0)-GGFG-NH-CH2CH2-0- 

CH2-C(= 	(NH-DX), 

wher 	n 	(maleimid-N-y1)- 	is a group represented by the 

fo 	owing formula: 

o mula 24] 
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O 

0 

wherein the nitrogen atom is a connecting position, 	- 

-(NH-DX) 	is 	a 	group 	represented 	by 	the 	fol e ing 
/ 

formula: 

[Formula 25] 

H 
N— 

N 

O 
HO : 

i 	0 
Me 

/ wherein 	the 	nitrogen 	atom 	of 	the 	amino 	group 	at 

position 1 is a connecting 	osition. , 

il  
In one aspect, 	there his provided a linker represented 

JP 
by the following fo 	,illula: 

-L1-L2-LP-NH-(CH2) 	 La-Lb-Lc- 

for 	obtaining 	n 	antibody-drug 	conjugate 	in 	which 	a 

drug is conj gated to an antibody via the linker, 

wherein Lh is a connecting position for the antibody, 

Lc  is a 	onnecting position for an antitumor compound, 

wher 	n 

ni 	epresents an integer of 0 to 5,  

represents 	-(Succinimid-3-yl-N)-(CH2)n2-C(=0)-, 

-CH2-C(=0)-NH-(CH2)n3-C(=0)-, 

-C(=0)-cyc.Hex(1,4)-CH2-(N-ly-3-diminiccuS)-, 	or 
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-C(=0)-(CH2)n4-C(=0)-, 

wherein 	n2 	represents 	an 	integer 	of 	2 	to 	5, 	n3  

represents an integer of 2, 	n4  represents an integer of 

6, 

L2  represents 	-NH-(CH2-CH2-0)n5-CH2-CH2-C(=0)-, 

-S-(CH2)n6-C(=0)-, 	or a single bond, 

wherein 	n5 	represents 	an 	integer 	of 	2 	o 	4, 	n6  

represents an integer of 2, 

/ 
LP  represents a tetrapeptide residue o 	Ge G, 

La  represents -0- or a single bond, 

represents -CR2(-R3)- or a sing 	ond, 

wherein R2  and R3  each rep, se i nts a hydrogen atomLc  

represents 	-C(=0)-, 

-(Succinimid-3-yl-N)- 	has A 	structure 	represented 	by 

the following formula: 

[Formula 26] 

0 

....%.*— 

0 

which 	is 	c 	necrted 	to 	the 	antibody 	at 	position 	3 

thereof afe 	is 	connected to a methylene 	group 	in the 

linker 	tructure 	containing 	this 	structure 	on 	the 

nitr 	en atom at position 1, 

( 	ly-3-diminiccuS)- 	has 	a 	structure 	represented 	by 

e following formula: 

[Formula 27] 
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0 

4;re  
0 

which is connected to L2  at position 3 thereof and 

connected to a methylene group in the linker stru t  ure 

containing 	this 	structure 	on 	the 	nitrogen 	. om 	at 

position 1, 

cyc.Hex(1,4) 	represents a 1,4-cyclohexylene group, 	and 

when L2 	is 	-S-(CH2)n5-C(=0)-, 	L2 	is 	C(=0) iCyc.Hex(1,4)- 
7 

CH2-(N-ly-3-diminiccuS)-. 

In one aspect, 	there is providedi 	linker represented 

by the following formula: 

-L2-L2-LP-NH-(CH2)nl-La-Lb-Lc- 

for 	obtaining 	an 	antibody drug 	conjugate 	in 	which 	a 
, 

drug is conjugated to anAntibody via the linker, 
A22  

wherein L1 	is a connecting position for the antibody, 

Lc  is a connecting 	sition for an antitumor compound, 

wherein 

n2  represents 	integer of 0 to 6, 

Ll  represent 	-(Succinimid-3-yl-N)-(CH2)n2-C(=0)- and is 

connected ,"o the antibody via a thioether bond which is 

formed 	a disulfide bond moiety present in a hinge 

part yf the antibody, 

wherein n2  represents an integer of 2 to 8, 

represents 	-NH-(CH2-CH2-0)n2-CH2-CH2-C(=0)- 	or 	a 

single bond, 

wherein n5  represents an integer of 1 to 6, 
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LP  represents a tetrapeptide residue of GGFG, 

La  represents -0- or a single bond, 

Lb  represents -CR2(-R3)- or a single bond, 

wherein R2  and R3  each represents a hydrogen ato 

Lc  represents -C(=0)-, 	and 

-(Succinimid-3-yl-N)- 	has 	a 	structure 	represe 	ed 	by 

the following formula: 

[Formula 28] 

if  

--1 

0 

which 	is 	connected 	to 	the 	ant 	ody 	at 	position 	3 

thereof and is connected to a 	ethylene group in the 

linker 	structure 	containinf this 	structure 	on 	the 

nitrogen atom at position 	. 

In one 	aspect, 	there 
c 
	provided a compound selected 

from a group of 

NH2-CH2CH2CH2-C(=0)-.'H-DX), 

NH2-CH2CH2-0-CH 	C =0)-(NH-DX), 	or 

HO-CH2-C(=0) 	( 	DX), 

wherein 	( 	DX) 	is 	a 	group 	represented 	by 	the 

following 	ormula: 

[Formu 	34] 

H 
N— 

N 

H 

Me 
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wherein the nitrogen atom of the amino group at position 1 

is a connecting position. 

In one aspect, there is provided a compound of 

NH2 -CH2CH2CH2-C(=0)-(NH-0X), 

wherein 	-(NH-DX) 	is 	a 	group 	represented 	by 

formula: 

the fol7,,awing 

[Formula 35] 

N 

/ 
O 

HO 	- 

Me 

wherein the nitrogen atom of th 	amino group at position 1 

is a connecting position. 

In one aspect, there is pri 	ded a compound of 
if  

NH2 -CH2CH2-0-CH2-C(=0)-( 	-DX), 

wherein 	-(NH-DX) 	is .ta 	group 	represented 	by 

formula: f 

the following 

[Formula 36] 

H 
.‘,..--..„. 

Me 	 O 
1 	N 

O 
HO '> 

i 
Me 

wherein 	the 	nitrogen 	atom 	of 	the 	amino group 	at 

position 1 is a connecting position. 
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In one aspect, 	there is provided a compound of 

HO-CH2-C(=0)-(NH-DX), 

wherein 	-(NH-DX) 	is 	a 	group 	represented 	by 	th:t /., 

following formula: 

[Formula 37] 

H 
, N— 

N 

O 

HO 
7 

Me 

wherein 	the 	nitrogen 	atom 	of 	he 	amino 	group 	at 

position 1 is a connecting position. 

[0011a]Also disclosed is: 

[1] 	An 	antibody-drug 	conyklgate 	wherein 	an 	antitumor 

compound represented by 	he following formula: 
it 

[Formula 2] 	
i 

m .4„i-i2  

Me 

F 	 \ 	\ 

Me  

is 	con 	gated 	to 	an 	antibody 	via 	a 	linker 	having 

struc 	e represented by the following formula: 

2 	LP-NH-(CH2)ni-La-Lb-Lc-. 

012] 

Here, 	the antibody is connected to the terminal of L', 

the 	antitumor 	compound is 	connected to 	the 	terminal 	of 	L° 
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with the nitrogen atom of the amino group at position 1 as 

connecting position, 

wherein . 

n1  represents an integer of 0 to 6, 4,/ 



415 

Claims 

[Claim 1] 

An 	antibody-drug 	conjugate 	wherein 	an 	antitu^:r  

5 compound represented by the following formula: 

[Formula 1] 

,,,NE12  

Me

. 

 N 

O 
Me

/ 
 

is 	conjugated 	to 	an 	antibody 	via A 	linker 	having 
structure represented by the following formula: 

a 

0 -L1-L2-1,2-NH- (CH2) nl-La-Lb-Lc- 
iel 

whereintheantibodyisconnectedto the terminal of 4 

the antitumor compound is connected to the terminal of 

L', 

L°  

5 

with the nitrogen atom of t 	amino group at position 1 

the connecting position, 

wherein 

n1  represents an integaf?  of 0 to 5, 

L1  represents -(Succnimid-3-yl-N)-(CH2)n2-C(=0)-, 

-CH2-C(=0)-NH-(CH2) 	-C(=0)-, 

-C(=0)-cyc.Hex(1 	) 	CH2-(N-ly-3-diminiccuS)-, 	or 

as 

0 

5 

0 

-C(=0)-(CH2) 	(=0) -, 

wherein 	n2 	represents 	an 	integer 	of 	2 	to 	5, 

represents,v  n integer of 2, n4  represents an integer of, 

L2  repre 	ts -NH-(CH2-CH2-0)n5-CH2-CH2-C(=0)-, 

n6  

-S-(CH 	n-C(=0)-, or a single bond, 

herein 	n5 	represents 	an 	integer 	of 	2 	to 	4, 

re 	esents an integer of 2, 

represents a tetrapeptide residue of GGFG, 

La represents -0- or a single bond, 

Lb  represents -CR2(-R3)- or a single bond, 
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wherein R2  and R3 	each represents 	a hydrogen atomL°  

represents -C(=0)-, 	and 

-(Succinimid-3-yl-N)- 	has a structure 	represented by the 

following formula: 

5 [Formula 2] 

N.— 
MCI  
0 

ifr  which is connected to the antibody at position/ 3 thereof 

and 	is 	connected_ to 	a 	methylene 	group 	in/ the 	linker 

structure containing this structure on the:nitrogen atom 

10 at position 1, 

-(N-ly-3-diminiccu5)- 	has 	a 	structure 	represented by the 

following formula: 

[Formula 3] 

0 

--);:r 

0 

15 which 	is 	connected 	to 	L2 	at 	position 	3 	thereof 	and 	is 

connected to a methylepie 	group 	in the 	linker 	structure 

containing this struct4re on the nitrogen atom at position 

1, 

cyc.Hex(1,4) 	repreents a 1,4-cyclohexylene group, and 

20 when L2  is 	-S-(C,3 	n6-C(=0)-, 	L' is 

-C(=0)-cyc.He 	4)-CH2-(N-ly-3-diminiccuS)-. 

[Claim 2] 

25 

The 	antibody-drug 	conjugate 	according 	to 	claim 	1, 

where's'the 	structure 	of 	the 	linker 	is 	one 	structure 

sel-,:1 ed from the following group: 

ccinimid-3-yl-N)-CH2CH2-C(=0)-GGFG-NH-CH2CH2-C(=0)-(NH- 

) 

-(Succinimid-3-yl-N)-CH2C142-C(=0)-GGFG-NH-CH2CH2CH2-C(=0)- 

(NH-DX) 
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-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2CH2- 

C(=0)-(NH-DX) 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2CH2CH2- 

C(=0)-(NH-DX) 

5 -(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH- 

CH2CH2CH2CH2CH2-C(=0)-(NH-DX) 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2-t o 

 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-aCH2-0- 

10 CH2-C(=0)-(NH-DX) 

-(Succinimid-3-yl-N)-CH2CH2-C(=0)-NH-CH2CH2O-CH/CH2O-CH2CH2- 

C(=0)-GGFG-NH-CH2CH2CH2-C(=0)-(NH-DX) 

-(Succinimid-3-yl-N)-CH2CH2-C(=0)-NH-CH2CH 	CH2CH2O-CH2CH2- 

C(=0)-GGFG-NH-CH2CH2-C(=0)-(NH-DX) 
4'9  

15 -(Succinimid-3-yl-N)-CH2CH2-C(=0)-NH-CH4C1-120-CH2CH2O-CH2CH20- 
ir 

CH2CH2O-CH2CH2-C(=0)-GGFG-NH-CH2CH2CH22C(-0)-(NH-DX) 

-(Succinimid-3-yl-N)-CH2CH2-C(=0)-01-CH2CH20-CH2CH20-CH2CH20- 

CH2CH2O-CH2CH2-C(=0)-GGFG-NH-CH2C1C( 0) 	(NH DX) 

-CH2-C(=0)-NH-CH2CH2-C(=0)-GGFOH-CH2CH2CH2-C(=0)-(NH-DX) 

20 -C(=0)-CH2CH2CH2CH2CH2CH2-C(=01-GGFG-NH-CH2CH2CH2-C(=0)-(NH- 
Y DX) 	 A,  

-C(=0)-cyc,Hex(1,4)-CH2 , 	y-3-dim niccuS)-S-CH2CH2-C(=0)- 
S,  

GGFG-NH-CH2CH2CH2-C (=0);.“ (NH-DX) 

wherein 	-(NH-DX) 	r 	resents 	a 	group 	represented by 	the 

25 
/ 

following formula, 

[Formula 4) 

H 
, 

N 

\ / 

HO , 
i 	0  

Me 

herein the nitrogen atom of the amino group at position 1 

is the connectig position, and 

-GGFG- represents a peptide residue of -Gly-Gly-Phe-Gly-. 
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5 	[Claim 3] 

An 	antibody-drug 	conjugate 	wherein 	an 	a humor 

compound represented by the following formula: 

[Formula 5] 

NH, 

/ 

/ 
0 

H 	. 

Me 

10 	is 	conjugated 	to 	an 	antibody 	a 	linker 	having 	a 
,-.pia 

 
4 

structure represented by the fo#owing formula: 

-L1-.  1,2- LP-NH-(CH2)nl-La-Lh-Lc- 	Ail 

wherein the antibody is. 	I connected to the terminal of Li*, 

the antitumor compound is connected to the terminal of L°  

15 	with the nitrogen atom if the amino group at position 1 as 

the connecting positiOnAl 

wherein 	 e  

n2  represents an 	teger of 0 to 6, 

L' 	represents 	(Succinimid-3-yl-N)-(CH2)n2-C(=0)- 	and 	is 

20 	connected to 	he antibody via a thioether bond which is 

formed at a disulfide bond moiety present in a hinge part 

of the an 	body, 

h= ein n2  represents an integer of 2 to 8, 

L2 	ree esents 	-NH-(CH2-CH2-0)n5-CH2-CH2-C(=0)- 	or 	a 	single 

25 	bone, 

wherein n5  represents an integer of 1 to 6, 

represents a tetrapeptide residue of GGFG, 

30 
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La  represents -0- or a single bond, 

Lb  represents -CR2(-R3)- or a single bond, 

wherein R2  and R3  each represents a hydrogen atom, 

L°  represents -C(=0)-, 	and 

5 -(Succinimid-3-yl-N)- 	has a structure represented by th/  

following formula: 

[Formula 6] 

0 

N— 
M( 
0 	 ✓ 

which is connected to the antibody at pos 	/on 3 thereof 

10 and 	is 	connected 	to 	a 	methylene 	grou,, in 	the 	linker 

structurecontainingthisstructureonAhe nitrogen atom 
Fri 

at position 1. 

[Claim 4] 

15 The 	antibody-drug 	conjuga 	according 	to 	claim 	3, 

wherein n2  is an integer of 2 4,po 5, 	and L2  is a single bond. 
se 

[Claim 5] 

20 

The 	antibody-drug A/Conjugate 	according 	to 	claim 	3, 

wherein n2  is an inteOr of 2 to 5, L2  is 
e 

-NH-(CH2CH20)n5-CH2- 	.2-C(=0)-, 	and n5  is 2 or 4. 

[Claim 6] 

The an 	0e4cly-drug conjugate according to any one of 

25 claims 	3 	b 	5, 	wherein 	-NH- (CH2)ni-le-Lb-Lb- 	is 	the 

following 	o mule: 

-NH- (CH 	C(=0)-, 

-NH-C 	0-CH2-C(=0)-, 	or 

-NH- CH2)2-0-CH2-C(.0)-. 

30 
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[Claim 7] 

The antibody-drug conjugate according to any one of 

claims 3 to 5, wherein the structure of the linker is one 

structure selected from the following group: 

5 	-(Succinimid-3-yl-N)-CH2CH2-C(=0)-GGFG-NH-CH2CH2-C(=0)-(NH 

DX) 
 

-(Succinimid-3-yl-N)-CH2CH2-C(=0)-GGFG-NH-CH2CH2CH2-C(=40/ 

(NH-DX)  

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH- 	°2CH2- 

10 	C(=0)-(NH-DX) 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG7 	CH2CH2CH2- 
1 C(=0)-(NH-DX) 	 Af 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)- G-NH- 

CH2CH2CH2CH2CH2-C(=0)-(NH-DX) 

15 	-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(411 -GGFG-NH-CH2-0- 
42  

CH2-C(=0)-(NH-DX) 	 8 
-(Succinimid-3-yl-N)-CH2CH2CH2CH2CHvet(=0)-GGFG-NH-CH2CH2-0- 

8 
CH2-C(=0)-(NH-DX) 

-(Succinimid-3-y1-N)-CH2CH2-C(= 	-CH2CH2O-CH2CH20-CH2CH2- 

20C(=0)-GGFG-NH-CH2CH2CH2-C(=0)7g5 NH-DX) 

- ,_, ( Suc c inimi d-3 - yl -N) -CH2CHzic ( =0) -NH-CH2CH2O-CH2CH2O-CH2CH2- 
di  C(=0)-GGFG-NH-CH2CH2-C(=0)-(NH-DX) 

IP -(Succinimid-3-yl-N)-CHeiCH2-C(=0)-NH-CH2CH2O-CH2CH2O-CH2CH20- 

CH2CH2O-CH2CH2-C(=0)- 	VG-NH-CH2CH2CH2-C(=0)-(NH-DX) 

25 	-(Succinimid-3-yl- 	-CH2CH2-C(=0)-NH-CH2CH2O-CH2CH2O-CH2CH20- 

CH2CH20-CH2CH2-C(- 	.-.GGFG-NII-CH2CH2-C(=0)-(NH-DX) 

wherein 	-(NH- 	represents 	a 	group 	represented by 	the 

following fob ula: 

[Formula 7 

I  

HOB', 
7 

Me 
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wherein the nitrogen atom of the amino group at position 1 

is a connecting position. 

[Claim 8] 

5 The antibody-drug conjugate according to any one 

claims 3 to 5, wherein the structure of the linker is 

structure selected from the following group: 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG-N 	C 	0 

CH2-C(=0)-(NH-DX) 

10 -(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG- 	-CH2CH2-0- 

CH2-C(=0)-(NH-DX) 

-(Succinimid-3-yl-N)-CH2CH2-C(=0)-NH-CH2C 20 	1 0-CH2CH2- 

C(=0)-GCFG-NH-CH2CH2CH2-C(=0)-(NH-DX) 

wherein 	-(NH-DX) 	represents 	a 	group 	Apresented by 	the 

15 following formula: 

[Formula 8] 

H 

N 

0 
 

HO 
i 	0 

Me 

wherein the nitrogen atom of the amino group at position 1 

is a connecting p di ion. 

20 

[Claim 9] 

The anybody-drug conjugate according to any one of 

claims 3 	• 5, wherein the structure of the linker has the 

follo 	9,  structure: 

25 -(Suc,  nimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2-0- 

CH2- 	(=0) - (NH-DX) 

w•rein-(NH-DX) 	represents 	a 	group 	represented 	by 	the 

ollowing formula: 

[Formula 9] 
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N 

O 
HO 

0  
Me 

wherein the nitrogen atom of the amino group at posi 	on 1 

is a connecting position. 

5 	[Claim 10] 

The antibody-drug conjugate according 	any one of 

claims 3 to 5, wherein the structure of thlinker has the 

following structure: 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2CH2-0- 

10 	CH2-C(=0)-(NH-DX), 

wherein 	-(NH-DX) 	represents 	a 	grOap 	represented by 	the 
/ A following formula: 	 if 

[Formula 10] 

H 
,N — 

Me 
N 	 t. 

\ 
oar  

HO-. : 
7 

Me 

15 	wherein the n 	ogen atom of the amino group at position 1 

is a connect 	g position. 

[Claim 

T 	antibody-drug conjugate according to any one of 

20 	clai - 3 to 5, wherein the structure of the, linker has the 

fo `owing structure: 

Succinimid-3-yl-N)-CH2CH2-C(=0)-NH-CH2CH2O-CH2CH20-CH2CH2- 

C(=0)-GGFG-NH-CH2CH2CH2-C(=0)-(NH-DX), 
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wherein 	-(NH-DX) 	represents 	a 	group 	represented by 	the 

following formula: 

[Formula 11] 

H 
N— 

N 

O 
HO 

i 
Me 

5 wherein the nitrogen atom of the amino group 	position 1 

is a connecting position. 

[Claim 12] 

The antibody-drug conjugate acco 	ing to claims 1 or 

10 3, wherein an average number of uniia of the selected one 

drug-linker 	structure 	conjugated/Per 	antibody 	is 	in 	a , 
range of from 2 to 8. 	 // 

/ 

[Claim 13] 

15 The antibody-drug corrugate according to claims 1 or 

3, wherein an average number of units of the selected one 

drug-linker 	structureconjugated 	per 	antibody 	is 	in 	a 
1  

range of from 3 to 4 

20 [Claim 14] 

The antibo 	-drug conjugate according to claim 1 or 3, 

wherein the 	n ibody is an anti-B7-H3 antibody, 	an anti- 

CD30 	antibody, 	an 	anti-CD33 	antibody, 	or 	an 	anti-CD70 

antibod 

25 

[C 	m 15] 

The antibody-drug conjugate according to claim 1 or 3, 

erein the antibody is an anti-B7-H3 antibody. 
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[Claim 16] 

A 	drug 	containing 	the 	antibody-drug 	conjugate 

according to claim 1 or 3, or a salt thereof. 

5 [Claim 17] 

An antitumor drug and/or anticancer drug containi 

the antibody-drug conjugate according to claim 1 or 3 	or 

a salt thereof. 

10 [Claim 18] 

15 

The antitumor drug and/or anticancer dr 	according 

to 	claim 	17, 	which 	is 	applied 	to 	lung 	cancer, 	kidney 

cancer, 	urothelial 	cancer, 	colorectal 	c ecer, 	prostate 

cancer, 	glioblastoma 	multiforme, 	¢varian 	cancer, 

pancreatic cancer, 	breast cancer, 	melaribma, 	liver cancer, 

bladder cancer, stomach cancer, or e ephageal cancer. 

[Claim 19] 	 //  

A pharmaceutical compositiii containing the antibody- 

20 drug 	conjugate 	according 	/ claim 	1 	or 	3, 	or 	a 	salt 
thereof 	as 	an active 	component, 	and 	a pharmaceutically 

acceptable formulation cqmponent. 

I 
[Claim 20] 

25 A drug-linker 	intermediate 	compound represented 	by 

the following fo 	ula: 

30 

35 

Q-(CN2)n0-C(=0) KA a-LP-NH-(CH2)e-Ta-Lb-Lc-(NH-DX) 

wherein Q re 	esents 	(maleimid-N-yl)-, 	HS-, 

X-CH2-C(.0) 	, 	or 	(Pyrrolidine-2,5-dione-N-y1)-0-C(=0)-, 

X represe nts a bromine atom, 

nQ  rep 	ents an 	of integer 	2 to 6, 

1.,2a 	esents 	-NH-(CH2-CH2-0)n5-CH2-CH2-C(=0)- 	or 	a 	single 

bo 

wherein n5  represents an integer of 1 to 6, 

represents a tetrapeptide residue of GGFG, 

n1  represents an integer of 0 to 5, 



425 

La  represents -0- or a single bond, 

Lb  represents -CR2(-R3)- or a single bond, 

wherein R2  and R3  each represents a hydrogen atom 

5 L°  represents 	-2(=0)-, 

(maleimid-N-y1)- 	is a group represented by the 	follo g  
formula: 

[Formula 12] 

0 
)1'7. 

—N 	I 
),---- 
0 

10 wherein the nitrogen atom is a connectingf,position, 
' 

(Pyrrolidine-2,5-dione-N-yl) 	is a group" epresented by the 
5 following formula: 	 f42 

 
[Formula 13] 

0 ✓ 

e- 

0 

15 wherein the nitrogen atomAs a connecting position, and 

-(NH-DX) 	is a group repr4Sented by the following formula: 
il  [Formula 14] 

- 
H 

„N—

Me 	 a 

: 
7 	0  

Me 

whe e 	he nitrogen atom of the amino group at position 1 

20 is 	co necting position. 
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[Claim 21] 

The 	drug-linker 	intermediate 	compound 	according 	to 

claim 	20, 	wherein 	-NH-(CH2)nl -La-Lb- 	is 	the 	following 

formula: 

5 -NH-CH2CH2CH2-, 

-NH-CH2-O-CH2-, or 

-NH-(CH2)2-0-CH2-. 

[Claim 221 

10 
, 

The 	drug-linker 	intermediate 	compound 	according 	to 

claim 20, wherein 

Q is 	(maleimid-N-yl)-, 

n0  is an integer of 2 to 5, and 

L2a  is a single bond. 

15 

[Claim 23] 
/ 

The drug-linker intermediate 4pompound according to20, 

wherein 

20 

Q is 	(maleimid-N-y1)-, 

nQ  is an integer of 2 to 5, 41 

L2a  is -NH-(CH2-CH2-0)n2-CH2rC
, 

 H2-C(=0)-, 

n5  is an integer of 2 to/, and 

-NH-(CH2)nl-La-Lb- 	is 	,/ 

-NH-CH2CH2CH2- 

25 

[Claim 24] 

A compoun 	of the following: 

(maleimid-N 	)-CH2CH2-C(,0)-GGFG-NE-CH2CH2-C(=0)-(NH-DX) 

(maleimid- 	y )-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2CH2-C(=0)- 

30 (NH-DX) 

(male' 	id-N-y1)-CH2CH2-C(=0)-GGFG-NH-CH2CH2CH2-C(=0)-(NH-DX) 

(ma 	mid-N-y1)-CH2CH2CH2CH2CH2-C(=0)-GCFG-NH-CH2CH2CH2- 

C „"I)-(NH-DX) 

aleimid-N-y1)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH- 

35 CH2CH2CH2CH2CH2-C(=0)-(NH-DX) 
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5 

10 

15 

20 

25 

(maleimid-N-y1)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2-0-CH2- 

C(=0)-(NH-DX) 

(maleimid-N-y1)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2CH2-0-CH2- 

C(=0)-(NH-DX) 

(maleimid-N-y1)-CH2CH2-C(=0)-NH-CH2CH2O-CH2CH2O-CH2CH2-C(=0)- 

GGFG-NH-CH2CH2CH2-C(=0)- (NH-DX) 

(maleimid-N-y1)-CH2CH2-C(=0)-NH-CH2CH2O-CH2CH2O-CH2CH2  C( 

GGFG-NE-CH2CH2CH2-C(=0)-(NH-DX) 

(maleimid-N-yl) -CH2CH2-C (.0) -NH-CH2CH2O-CH2CH2O-CH2C 20 

CH2CH2O-CH2CH2-C(=0)-GGFG-NH-CH2CH2CH2-C(=0)-(NH-D 

(maleimid-N-y1)-CH2CH2-C(=0)-NH-CH2CH2O-CH2CH20 	2CH20- 

CH2CH2O-CH2CH2-C(=0)-GGFG-NH-CH2CH2-C(=0)-(NH-R 	) 

X-CH2-C(=0)-NH-CH2CH2-C(=0)-GGFG-NH-CH2CH2CH (C(=0)-(NH-DX) 

HS-CH2CH2-C(=0)-GGFG-NH-CH2CH2CH2-C(=0)-(NWIDX) 
, 

(Pyrrolidine-2,5-dione-N-y1)-0-0(=0)-C 	2CH2CH2CH2CH2- 

C(=0)-GGFG-NH-CH2CH2CH2-C(=0)-(NH-DX) / 
wherein 	(maleimid-N-yl)- 	is 	a 	gr^6 	represented 	by the 

following formula: 

[Formula 15] 

0 
yn 

 

wherein the nitrogen 	om is a connecting position, 

X represents a hal 	en atom, 

(Pyrrolidine-2 5 	one-N-y1)- 	is 	a 	group 	represented 	by 

the following 	mula: 

[Formula 16] 

0 

--N 

0 

wh`ein the nitrogen atom is a connecting position, and 

NH-DX) is a group represented by the following formula: 
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[Formula 17] 

H 

I 	N 

HO 	i. a 
/ 

Me 

wherein the nitrogen atom of the amino group 	t position 1 

is a connecting position. 

5 

[Claim 25] 

A compound of the following: 

10 (maleimid-N-y1)-CH2CH2-C(=0)-NHiA2CH2O-CH2CH2O-CH2CH2-C(=0)- 

GGFG-NH-CH2C112,CH2-C(=0) - (NH-DV; 

(maleimid-N-y1)-CH2CH2CH2CH 	-C(=0)-GGFG-NH-CH2-0-CH2- 

C(=0)-(NH-DX) 	or 

(maleimid-N-y1)-CH2CH2q‘tH2CH2-C(=0)-GGFG-NH-CH2CH2-0-CH2- 

15 Ar C(=0)-(NH-DX), 	te 
wherein 	(maleimid-1iy1)- 	is 	a 	group 	represented 	by 	the 

following formul 

[Formula 18] 

20 

25 
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wherein the nitrogen atom is a connecting position, and 

-(NH-DX) 	is a group represented by the following formula. 

[Formula 19] 

H 
N-- 

N 

0 
i 

HO : 
7 	0 

5 Me 

wherein the nitrogen atom of the amino" oup at position 1 

is a connecting position. 	 i7  
A 

[Claim 26] 

10 A compound of the follo 	n • 

(maleimid-N-y1)-CH2CH2-C(.0)-4 	CH2CH2O-CH2CH2O-CH2CH2-C(a0)- 
0 

GGFG-NH-CH2CH2CH2-C(=0)-(NH-DX)'  if  
.r wherein 	(maleimid-N-y1)-" is 	a 	group 	represented by 	the 

following formula: 

15 [Formula 20] 

0 

wherein 	h 	nitrogen atom is a connecting position, and 

-(NH-DX) /s a group represented by the following formula: 
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[Formula 21] 

H 
N— 

O 
HO , 

7 
Me 

wherein the nitrogen atom of the amino group at pe 	ion 1 

is a connecting position. 

5 

[Claim 27] 

A compound of the following: 
r, it, 	nn 	,-, 	,,, (maleimid-N-y1)-CH2CH2CH2CH2CH2-C(=0)-G. 	,.....n.2 -%J-Lon2- 

10 

C(=0)-(NH-DX), 

wherein 	(maleimid-N- /) 	is 	a 	g o 	represented 	by 	the 

following formula: 

[Formula 22] 

0 	 * 4. 
All/  wherein the nitrogen atom is a connecting position, and 

15 -(NH-DX) 	is a groupieepresented by the following formula: 
A 

[Formula 23] 	/ 
H 

N 

/ 

HO ., 
 r 
/ 	0  

Me 

ein the nitrogen atom of the amino group at position 1 

s a connecting position. 

20 
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[Claim 28] 

A compound of the following: 

(maleimid-N-y1)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2CH2-0-CH2- 

5 

C(=0)-(NH-DX), 

wherein 	(maleimid-N-yl)- 	is 	a 	group 	represented 	by t" 
A following formula: 

[Formula 24]  

0 
)\---- 

--N 

0 

wherein the nitrogen atom is a connecting potion, and 

10 -(NH-DX) is a group represented by the foliowing formula: 
‘ 

[Formula 25] 	 / 

H 	 i 

, 

N 

/ 
O 

HO 
i 	0  

Me 

wherein the nitrogen atc of the amino group at position 1 

is a connecting positi34.h.  

15 

[Claim 29] 

A linker re °x esented by the following formula: 

-141-L2-LP-NH-( 	2)nl-La-Lb-Lc- 

for obtain . 	an antibody-drug conjugate in which a drug 

20 

25 

is conjug 	ed to an antibody via the linker, 

wherein 	is a connecting position for the antibody, L°  is 

a co 	t`'cting position for an antitumor compound, 

whe 	 n 

n 	epresents an integer of 0 to 5, 

represents 	-(Succinimid-3-yl-N)-(CH2)n2-C(=0)-, Fl 
-CH2-C(=0)-NH-(CH2)n3-C(=0)-, 

-C(=0)-cyc.Hex(1,4)-CH2-(N-ly-3-diminiccuS)-, 	or 
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5 

10 

-G(=0)-(CF2)n4-0(-0)-, 

wherein 	n2 	represents 	an 	integer 	of 	2 	to 	5, 

represents an integer of 2, n4  represents an integer of 6, 

L2  represents -NH-(CH2-CH2-0)n5-CH2-CH2-C(=0)-, 

-S-(CH2)n6-0(=0)-, 	or a single bond, 

wherein 	n5 	represents 	an 	integer 	of 	2 	to 

represents an integer of 2, 

LP  represents a tetrapeptide residue of GGFG, 

L8  represents -0- or a single bond, 

Lb  represents -CR2(-R3)- or a single bond, 

wherein R2  and R3 	each represents 	a 	drogen atomL°  

represents -C(=0)-, 

-(Succinimid-3-yl-N)- 	has 	a structure /represented by the 

15 following formula: 	
r 

[Formula 26] 

0 
.......
c,_ 

0 

which is connecrted to theme antibody at position 3 thereof 

and 	is 	connected 	to, is group 	in 	the 	linker 

20 16  structure containing/ his structure on the nitrogen atom 
Z 

at position 1, 	„or 0  

-(N-ly-3-diminicc 	)- 	has 	a structure 	represented by the 

following form 	• 

[Formula 27] 

0 	si
r 

--N 
y` 

 

25 0 

wh' 	is 	connected 	to 	L2 	at 	position 	3 	thereof 	and 	is 

c 	nected to 	a methylene 	group in the 	linker 	structure 

ontaining this structure on the nitrogen atom at position 

cyc.Hex(1,4) 	represents a 1,4-cyclohexylene group, and 
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when L2  is 	-S-(CH2)n6-C(=0)-, 	is 	-C(=0)-cyc.Hex(1,4)-CH2- 

(N-ly-3-diminiccuS)-. 

[Claim 30] 

5 A linker represented by the following formula: 
-1,1_12-2-N  "- H 	(CH2)ni-La-Lb-Lb- 

7 
for obtaining an antibody-drug conjugate in which a:tug 

is conjugated to an antibody via the linker, 

wherein L1  is a connecting position for the antibo 	is 

10 a connecting position for an antitumor compound,  

wherein 

tal  represents an integer of 0 to 6, 

L2 	represents 	-(Succinimid-3-yl-N)-(CH2)n2.C(.0)- 	and 	is 

connected to the antibody via a thioethrer bond which is 

15 formed at a disulfide bond moiety present in a hinge part 

of the antibody, 

wherein n2  represents an integ 	of 2 to 8, 

L2 	represents 	-NH-(CH2-CH2-0)/15-C 2-CH2-C(=0)- 	or 	a 	single 

20 

Ar bond,  
jj,  

whereinn5 representsanAnteger of 1 to 6, (' 
L2  represents a tetrapeptidn'residue of GGFG, 

7  La  represents -0- or a single bond, 
,er 

25 

Lb  represents -CR2(-R3)7Cor a single bond, 

wherein R2  and Reach represents a hydrogen atom, 

Lb  represents -C(=0 	and 

-(Succinimid-3-y 	N) 	has a structure represented by the 

following form 	a. 

[Formula 28]  

0 

30 h 	is connected to the antibody at position 3 thereof 

d 	is 	connected 	to 	a 	methylene 	in 	the 	linker group 

structure containing this structure on the nitrogen atom 

at position 1. 
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[Claim 31] 

A linker as claimed in chlaim 30, wherein said linker 

is selected from the following group: 

-(Succinimid-3-yl-N)-CH2CH2-C(=0)-GGFG-NH-CH2CH2-C(=0)- 
5 -(Succinimid-3-yl-N)-CH2CH2-C(=0)-GGFG-NH-CH2CH2CH2-C(=0)- 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2CH2- 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2C 	2 

C(=0) - 

10 - (Succinimid-3-yl-N) -CH2CH2CH2CH2CH2-C (a-0) -GGFG-NH-de 
CH2CH2CH2CH2CH2-C(=0)- 	 r 
-(succinimid-3-yl-N)-cH2cm2 c112cH2c142 -c(=0)-GGFG 	-CH2-0- 
CH2-C(=0)- 
-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-0G 	NH-CH2CH2-0- 

15 CH2-0(=0)- 
-(Succinimid-3-yl-N)-CH2CH2-C(=0)-NH-CH2C40-CH2CH2O-CH2CH2- 
C(.0)-GGFG-NH-(CH2)2-C(=0)- 	 ef  
-(Succinimid-3-yl-N)-CH2CH2-C(=0)-NH-C 	CH2O-CH2CH2O-CH2CH2- 
C(=0)-GGFG-NH-(CH2)3-0(=0)- 

20 -(Succinimid-3-yl-N)-CH2CH2-C(=0) 	CH2CH2O-CH2CH2O-CH2CH20- 
CH2CH2O-CH2CH2-C(=0)-GGFG-NR-CH2CH 	C(=0)- 

-__- 	- 	- 	 - - (SUCCiniMid-3-Yi-N) -CH2CH2 -C(=Oe NM CM CM 0 Cm CH 0 cm CH o ___2 ___2_ 	___2 ___2 _ 	___2 __.2_ 
0 

CH2CH2O-CH2CH2-C(=0)-GGFG-NH-CpCH2CH2-C(=0)- 
-C(=0)-CH2CH2CH2CH2CH2CH2-C(=9/-GGF0-NH-CH2CH2CH2-C(=0)- 

25 -C(=0)-cyc.Hex(1,47-CH2-(N-3-diminiccuS)-CH2CH2-(C=0)- 
1' GGFG-NH-CH2CH2CH2-C(=0)- 	.10' 

,If 
-CH2-C(=0)-NH-CH2CH2-C( 	)-GGFG-NH-CH2CH2CH2-C(=0)- 

P wherein 	-(Succknimid-3-yl-N)- 	has 	a 	structure 

represented by the following formula: 

30 [Formula 29] 

0 

N'I:424 — 	tc 

0 

which 	connected to the antibody at position 3 thereof 
and ' 	connected to a methylene group in the linker 
str 	ure containing this structure on the nitrogen atom 

35 a 	osition 1. 
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[Claim 32] 
A linker as claimed in chlaim 30, wherein said linker 

is selected from the following group: 

-(Succinimid-3-yl-N)-CH2CH2-C(=0)-NH-CH2CH20-CH2CH20-CH2CH2- 
5 C(=0)-GGFG-NH-(CH2)3-C(=0)- 

-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-C(.0)-GGFG-NH-CH2-0- 
CH2-C(=0)- 
-(Succinim d-3-yl-N)-CH2CH2CH2CH2CH2-C(=0)-GGFG-NH-CH2C 
042-C(=0)- 

10 wherein 	-(Succinimid-3-yl-N)- 	has 	a 	s 	ucture 

represented by the following formula: 

[Formula 30] 

0 

N— 

0 

which is connected to the antibody ayposition 3 thereof 
15 and is connected to a methylene groUP'  in the linker 

structure containing this structure on the nitrogen atom 
at position 1. 

[Claim 33] 
20 A linker as claimed in chlaim 30, wherein said linker 

has the following formulas'  

-(Succinimid-3-y1-14)-CH2CH2-C(=0)-NH-CH2CH2O-CH2CH2O-CH2CH2- 
C(=0)-GGFG-NH-(CH2)3-04=0)- 

A wherein 	-(Su 	nimid-3-yl-N)- 	has 	a 	structure 

25 represented by theefollowing formula: 

[Formula 31] 

0 
-,-4 

N— 
M< 

0 

which ;''s connected to the antibody at position 3 thereof 
rr 

and 	connected to a methylene group in the linker 
30 st 	cture containing this structure on the nitrogen atom 

position 1. 
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[Claim 34] 
A linker as claimed in chlaim 30, wherein said linker 

has the following formula: 
-(Succinimid-3-yl-N)-CH2CH2CH2CH2CH2-0(=0)-GGFG-NS-CH2-0- 

5 CH2-C(=0)- 
wherein 	-(Succinimid-3-yl-N)- 	has 	a 	structu 

represented by the following formula: 

[Formula 32] 

0 

N— 
M< 

0 

10 which is connected to the antibody at positibn 3 thereof 
and is connected to a methylene group in to linker 
structure containing this structure on the nitrogen atom 
at position 1. 

15 [Claim 35] 
A linker as claimed in chlai 	0, wherein said linker 

has the following formula: 

-(Succinimid-3-yl-N)-CH2CH2CH2CI412042-C(=0)-GGFG-NH-CH2CH2-0- 

20 
CH2-C(=0)- 	

if w , 
wherein 	-(Succinimidi -yl-N)- 	has 	a 	structure 

represented by the followAg formula: 
Ar 

[Formula 33]  
f 

0 

'‘..... N— 

which is con 	ted to the antibody at position 3 thereof 
25 and is con 	ed to a methylene group in the linker 

structure 	on aining this structure on the nitrogen atom 
at posi 	n 1. 

[C 1a 	36] 
30 < A compound selected from a group of 

N 	-CH2CH2CH2-C(=0)-(NH-DX), 

1  2 - CH2 CH2 -0-CH2-C(=0)-(NH-DX), 	or 

HO-CH2-C(=0)-(NH-DX), 
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wherein 	-(NH-DX) 	is a group 

formula: 

represented by the following 

[Formula 34] 

H 
N— 

N 

O 
HO 

/ 
Me 

5 wherein the nitrogen atom of 

is a connecting position. 

the amino group position 1 

[Claim 37] 
rt 

A compound of 

10 NH2-CH2CH2CH2-C(=0)-(NH-DX), 

wherein -(NH-DX) 	is a group 

formula: 

t 

repr 	en4,  ted by 

/ fl 

the following 

[Formula 35] 
All  H 

N—  

Me 	 O 
1 	N 

\ 

HO :̀ 
/ 

Me 

15 wherein the ni 	ogen atom of 

is a connect 	g position. 

the amino group at position 1 

[Claim 3 
A.impound of 

20 2 C 	C 2-0-CH2-C(=0)-(NN-DX), 

wh-:°e in 	- (NH-DX) 	is 	a group 

ula: 

represented by the following 
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[Formula 36] 

H 
N— 

O 
HO , 

7 
Me 

wherein the nitrogen atom 

is a connecting position. 

of the amino group at pr., 	ion 
if 

1 

5 
[Claim 39] 

A compound of 

HO-CH2-C(=0)-(NH-DX), 

wherein -(NH-DX) 	is a group represent  representec by the following 

10 formula: 

[Formula 37] 

H 

Me 	 O 
 

HO,... 
7 O 

Me 

wherein the nitroge 	atom of the amino group at position 1 
, 

is a connecting psition. 

15 


