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conjugate, DE-310 with a novel carrier system and its 

preclinical data. 

[Non Patent Literature 12] Kumazawa, E. et al. Cancer 

Sci (2004 ) 95, 168-175.; DE-310, a novel 

macromolecular carrier system for the camptothecin 

analog DX-8951f: Potent antitumor activities in various 

murine tumor models. 

[Non Patent Literature 13] Soepenberg, 0. et al. 

Clinical Cancer Research, (2005) 11, 703-711.; Phase I 

and pharmacokinetic study of DE-310 in Patients with 

Advanced Solid Tumors. 

[Non Patent Literature 14] Wente M. N. et al. 

Investigational New Drugs (2005) 23, 339-347.; DE-310, 

a macromolecular prodrug of the topoisomerase-I-

inhibitor exatecan (DX-8951), in patients with operable 

solid tumors. 

[ S umma ry——Inven-fc-iree- ] 

[Technical Problem] 

[0009] 

With regard to the treatment of tumor by an 

antibody, an insufficient antitumor effect may be 

observed even when the antibody recognizes an antigen 

and binds to tumor cells, and there is a case in which 

a more effective antitumor antibody is needed. Further, 

many antitumor low-molecular-weight compounds have a 

problem in safety like side effect and toxicity even 

the compounds have an excellent antitumor effect, it 
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remains as a subject to achieve a superior therapeutic 

effect by further enhancing the safety. Thus, an 

object of the present disclosure is to obtain 

to provide an antitumor drug having an excellent 

therapeutic effect, which is excellent in terms of 

antitumor effect and safety. 

[Means to Solve the Problem] 

[0010] 

The inventors thought that, when an antitumor 

compound exatecan is converted into an antibody-drug 

conjugate, via a linker structure moiety, by 

conjugation to the antibody, which is capable of 

targeting tumor cells, that is having a property of 

recognizing tumor cells, a property of binding to tumor 

cells, a property of internalizing within tumor cells, 

a cytocidal activity against tumor cells, or the like, 

the antitumor compound can be more surely delivered to 

tumor cells to specifically exhibit the antitumor 

effect of the compound in tumor cells, and thus the 

antitumor effect can be surely exhibited and also an 

enhanced cytocidal effect of the antibody is expected, 

and a dose of the antitumor compound can be reduced 

compared to a case of administering the compound alone, 

and thus an influence of the antitumor compound on 

normal cells can be alleviated so that higher safety 

can be achieved. 

In this connection, the inventors created a linker 

with a specific structure and succeeded in obtaining an 



- 9 -

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 

j^yyeBr^ireBrdisclosure. 

[0011] 

Specifically, the present invention relates to the 

followings. 

In one aspect, there is provided an antibody-drug 

conjugate wherein an antitumor compound represented by 

the following formula: 

[Formula 1] 

is conjugated to an antibody via a linker having a 

structure repiresented by the following formula: 

(CH2) n^^-^-L0-

wherein the antibody is connected to the terminal of L1, 

the antitumor compound is connected to the terminal_of 

Lc with the nitrogen atom of the amino group at 

position 1 as the connecting position, 

wherein 

nx represents an integer of 0 to 5, 

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

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



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

-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, 

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

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

wherein n5 represents an integer of 2 to 4, n6 

represents an integer of 2, 

LP represents a tetrapeptide residue of GGFG, 

l/_represents -0- or a single bond, 

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

wherein R2 and R3 each represents a hydrogen atomL° 

represents -C(=Q)-, and 

- (Succinirrtid-3-yl-H) - has a structure represented by 

the following formula: 

[Formula 2] 

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, 

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

the following formula: 

[Formula 3] 
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O 

o 

which is connected to L2 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, 

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

when L2 is -S-(CH2) n6-C (=0) - , L1 is 

2_C{ =0) - eye . Hex (1,4) -CH2- (N- ly- 3 - diminiccuS) - . 

In one aspect, there is provided an antibody-drug 

conjugate wherein an antitumor compound represented by 

the following formula: 

[Formula 5] 

is conjugated to an antibody via a linker having a 

structure represented by the foilowing formula: 

-L1-L2-LP-NH- (CH2) n1-La-Lb-Lc-

wherein the antibody is connected to the terminal of L1, 

the antitumor compound is connected to the terminal of 

Lc with the nitrogen atom of the amino group at 

position 1 as the connecting position, 

wherein 



n1 represents an integer of 0 to 6, 

L1 represents - (Succinimid-3~yI~N) - (CH2) n2-C (=0) - and is 

connected to the antibody via a thioether bond which is 

formed at a disulfide bond moiety present in a hinge 

part of the antibody, 

wherein n2 represents an integer of 2 to 8, 

L2 represents -NH- (CH2-CH2~0) n5~CH2-CH2-C (=0) - or a 

single bond, 

wherein n5 represents an integer of 1 to 6, 

L5^ represents a tetrapeptide residue _o_f_ GGFGj 

La represents -0- or a single bond, 

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

wherein R2 and R3 each represents a hydrogen atom, 

Lc represents -C(=0)-, and 

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

the following formula: 

[Formula 6] 

0 
^ J xj-

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. 

In 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-drug 

conjugate as defined herein, or a salt thereof, 

In one aspect, there is provided a pharmaceutical 

composition containing the antibody-drug conjugate as 

defined herein, or a salt thereof as an active 

component, and a pharmaceutically acceptable 

formulation component. 

In one aspect, there is provided a drug-linker 

intermediate compound represented by the following 

formula: 

Q- (CH2) nQ-C (=0) -L2a-LP-NH- (CH2 ) n1 -La~Lb~Lc- (NH-DX) 

wherein Q represents (maleimid-N-yl)-, HS-, 

X-CH2~C (=0) -NH- , or (Pyrrolidine-2 , 5-dione-N-yl) -0-

C(=0) 

X represents a bromine atom, 

nQ represents an integer of 2 to 6, 

L2a represents -JNHj (CH2-CH2-0) n5-CH2-CH2-C (=0) - _or a 

single bond, 

wherein n5 represents an integer of 1 to 6, 

LP represents a tetrapeptide residue of GGFG, 

n1 represents an integer of 0 to 5, 

La represents -0- or a single bond, 



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

wherein R-" and R3 each represents a hydrogen atom 

Lc represents -C(=0)-, 

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

following formula: 

[Formula 121 

O 

o 

whe rein the nitrogen atom is _a_ connect i ng posit ion 

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

the following formula: 

[Formula 13] 

O 

o 

wherein the nitrogen atom is a connecting position, and 

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

formula: 

[Formula 14] 

H 

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-yl)-CH2CH2-C(=0)-GGFG-NH-CH2CH2-C(=0)-(NH-

Dl) 

(maleimid-N-yl) -CB2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-

C(=0)-(NH-DX) 

(maleimid-N-yl) -CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2 -C (=0) -

(NH-DX) 

(maleimid-N-yl) -CH2CH2CH2CH2CH2~C (=0) - GGFG-NH-CH2CH2CH2-

C(=0)-(NH-DX) 

(maleimid-N-yl) -CH2CH2CH2CH2CH2~C (=0) - GGFG-NH-

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

(maleimid-N-yl) ~CH2CH2CH2CH2CH2-C (=0) ~GGFG-NH~CH2~Q~CH2-

C(=0)-(NH-DX) 

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

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

(maleimid-N-yl) -CH2CH2-C (=0) -NH-CH2CH2Q-CH2CH2Q-CH2CH2-

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

(maleimid-N-yl) -CH2CH2-C(=0) -NH-CH2CH20-CH2CH20-CH2CH2-

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

(maleimid-N-yl) -CH2CH2-C (=0) -NH-CH2CH2Q-CH2CH20-CH2CH20-

CH2CH20-CH2CH2-C (=0) -GGFG~NH-CH2CH2CH2-C (=0) - (NH-DX) 

(maleimid-N-yl) ~CH2CH2-C (=0) -NH-CH2CH2Q-CH2CH20-CH2CH20-

CH2CH2Q-CH2CH2-C ( = 0) -GGFG-NH-CH2CH2-C (=0) - (NH-DX) 

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

DX) 

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

C (=Q) -GGFG-NH-CH2CB2CH2-C (=0) - (NH-DX) 

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

following formula: 

[Formula 15] 

-yJ 
o 

wherein the nitrogen atom is a connecting position, 

X represents a halogen" atomL 

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

the following formula: 

[Formula 16] 

O 

O 

wherein the nitrogen atom is a connecting position, and 

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

formula: 

[Formula 17] 

H 

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-yl) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH2Q-CH2CH2-

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

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

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

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

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

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

following formula_:_ 

[Formula 18] 

"V1 
o 

wherein the nitrogen atom is a connecting position, and 

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

formula: 

[Formula 19] 

H 

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-yl).-CH2CH2-C (=0) -NH-CH2CH2Q~CH2CH20-eH2CH2-

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

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

following formula: 

[Formula 20] 

-y> 
O 

wherein the nitrogen atom is a connecting position, and 

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

formula: 

[Formula 21] 

H 

wherein the nitrogen atom of the amino group at 

position 1 is a connecting position. 

In one aspect, there is provided a compound of the 

following: 

(maleimid-N-yl) -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 

"V1 
0 

wherein the nitrogen atom is a connecting position, and 

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

formula: 

[Formula 23] 

H 

wherein the nitrogen atom of the amino group at 

position 1 is a connecting position. 

In one aspect, there is provided a compound of the 

following: 

(maleimid-N-yl) -CH2CH2CH2CH2CH2-C (=0) ~GGFG-NH-CH2CH2-0-

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

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

following formula: 

[Formula 24] 
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O 

wherein the nitrogen atom is a connecting position, and 

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

formula: 

[Formula 25] 

H 

Me 

wherein the nitrogen atom of the amino group at 

position 1 is a connecting position-

In one aspect, there is provided a linker represented 

by the following formula: 

-L1-L2-LP-NH- (CH2) n1-!/-!^-!/-

f or obtaining an antibody-drug conj ugate in which a 

drug is conjugated to an antibody via the linker, 

wherein L1 is a connecting position for the antibody, 

hc is a connecting position for an antitumor compound, 

wherein 

n1 represents an integer of 0 to 5, 

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

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

-C(=0)-eye.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 

£i. 

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

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

wherein n5 represents an integer of 2 to 4, n6 

represents an integer of 2, 

Lp represents a tetrapeptide residue of GGFG, 

La represents -0-_oa single bondL 

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

wherein R2 and R3 each represents a hydrogen atomhc 

represents -C(=0)-, 

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

the following formula: 

[Formula 26] 

o 

o 

which is connecrted 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, 

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

the following formula: 

[Formula 27] 
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O 

which is connected to L2 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, 

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

when L2 is -S-(CH2) n6-C(=0)-, Lx is -C(=0)-eye.Hex(1,4)-

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

In one aspect, there is provided a linker represented 

by the following formula: 

-L1-L2-LP-NH- (CH2) n1-La-Lb-Lc-

f or obtaining an antibody-drug conjugate in which a 

drug is conjugated to an antibody via the linker, 

wherein L1 is a connecting position for the antibody, 

Lc is a connecting position for an antitumor compound, 

wherein 

n1 represents an integer of 0 to 6, 

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

connected to the antibody via a thioether bond which is 

formed at a disulfide bond moiety present in a hinge 

part of the antibody, 

wherein n2 represents an integer of 2 to 8, 

Li2 represents -NH- (CH2~CH2-0)n5-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 atom, 

hc represents -C(=0)-, and 

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

the following formula: 

[Formula 28] 

o 

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. 

In one aspect, there is provided a compound selected 

from a group of 

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

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

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

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

following formula: 

[Formula 34] 

H 



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-DX) , 

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

formula: 

[Formula 35] 

H 

Me 

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~CH2CH2~0~CHa~C (=0) - (NH-DX) , 

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

formula: 

[Formula 3 6] 

H 

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

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

following formula: 

[Formula 37] 

H 

Me 

wherein the nitrogen atom of the amino group at 

position 1 is a connecting position. 

[0011a]Also disclosed is: 

[1] An antibody-drug conjugate wherein an antitumor 

compound represented by the following formula: 

[Formula 2] 

is conjugated to an antibody via a linker having a 

structure represented by the following formula: 

-LX-L2-LP-NH- (CH2) n1-^-^-^- . 

[0012] 

Here, the antibody is connected to the terminal of L1, 

the antitumor compound is connected to the terminal of Lc 
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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, 
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L° represents -CH2- or -C(=0)-

-(Succinimid-3-yl-N)- has a 

the following formula: 

[Formula 3] 

structure represented by 

o 

Xr 
o 

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, 

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

the following formula: 

[Formula 4] 

0 

o 

which is connected to L2 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, 

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

when L2 is -S-(CH2) n6-C (=0) - , L1 is -C (=0) -eye .Hex (1, 4) -

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

[0013] 

The present Mryeafeire&disclosure further relates to 

each of the followings. 
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-CH2-C (=0) -NH-CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C (=0) -

-C (=0) -CH2CH2CH2CH2CH2CH2-C (=0) - GGFG-NH-CH2CH2CH2-C (=0) - . 

[80] The linker according to [76] , which is selected 

from the following group, provided that the left 

terminal is a connecting position with the antibody and 

the right terminal is a connecting position with the 

antitumor compound: 

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

CH2-C(=0)-

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

CH2CH2-0-CH2-C(=0) -

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

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

Advantageous Effects of ^e^e&fc-ireftdisclosure 

[0052] 

With an antibody-drug conjugate having an 

antitumor compound exatecan conjugated via a linker 

with a specific structure, an excellent antitumor 

effect and safety can be achieved. 

Brief Description of Drawings 

[0053] 

[Figure 1] Figure 1 shows an amino acid sequence of B7-

H3 variant 1 (SEQ ID NO: 1). 

[Figure 2] Figure 2 shows an amino acid sequence of B7-

H3 variant 2 (SEQ ID NO: 2). 
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Claims 

[Claim 1] 

An antibody-drug conjugate wherein an antitumor 

compound represented by the following formula: 

[Formula 1] 

,*NH2 

is conjugated to an antibody Via a linker having a 
/ 

structure represented by the fallowing formula: 

-L1-L2-LP-NH- (CH2) n1-La-Lb-Lc 

wherein the antibody is co/lnected to the terminal of L1, 

the antitumor compound ys connected to the terminal of 

Lc with the nitrogen/ atom of the amino group at 

position 1 as the connecting position, 

wherein 

n1 represents an/Integer of 0 to 6, 

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

C (=0) -NH- (CH/> n3-C (=0) -C (=0) -eye . Hex (1, 4) -CH2- (N-ly-

3-diminicc^S)or -C(=0)-(CH2) n4-C (=0)-, 

wherein n2 represents an integer of 2 to 8, n3 

represents an integer of 1 to 8, n4 represents an 

integer of 1 to 8, 

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

/CH2) n6-C (=0) -, or a single bond, 
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wherein n represents an integer of 1 to 6, n) 

represents an integer of 1 to 6, 

Lp represents a peptide residue consisting of 2 /to 7 

amino acids, 

La represents -C(=0)-NH-, -NR1- {CH2) n7-, -0/, or a 

single bond, 

wherein n7 represents an integer of/l to 6, R1 

represents a hydrogen atom, • an alkyl group having 1 to-

6 carbon atoms, - (CH2) n8-C00H, or / - (CH2) n9-0H, n8 

/ represents an integer of 1 to 4,/ n9 represents an 

integer of 1 to 6, 

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

wherein R2 and R3 each independently represents a 

hydrogen atom, an alkyl g^oup having 1 to 6 carbon 

atoms, - (CH2) na-NH2, - (CHo^ nb~C00H, or - (CH2) nc-0H, R4 

represents a -hydrogen a/om or an alkyl group having 1 // 

to 6 carbon atoms, na/represents an integer of 0' to 6, 

nb represents an integer of 1 to 4, nc represents an 

integer of 1 to 4,/provided that when na is 0, R2 and R3 

are not the same/as each other, 
/ 

Lc represents /CH2- or -C(=0)-, 

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

7 
the following formula: 

[ Formul§f 2 ] 

n^j-

0 
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which is connected to the antibody at position 

thereof and is connected to a methylene group in 

linker structure containing this structure on/ the 

nitrogen atom at position 1, 

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

the following formula: 

[Formula 3] 

O 

which is connected to L at posit/on 3 thereof and is 

connected to a methylene group irn the linker structure 

containing this structure op/ the nitrogen atom 'at 

position 1, 

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

when L2 is -S- (CH2) n6-C (76) -, L1 is -C (=0) -eye . Hex (1, 4) 

CH2- (N-ly-3-diminiccuSj 

[Claim 2] 

The antibody-y&rug conjugate according to claim 1, 

wherein the peptide residue of Lp is an amino acid 

residue comprising an amino acid selected from 

phenylalanine, glycine, valine, lysine, citrulline, 
/ 

serine, glutamic acid, and aspartic acid. 

[Claim 

TjKe antibody-drug conjugate according to claim 1 

or #, wherein 

Ly represents a tetrapeptide residue, 

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

wherein R2 and R3 each independently represent; 

hydrogen atom, an alkyl group having 1 to 6 carbon 

atoms, - (CH2) na-NH2, - (CH2) nb-COOH, or - (CB2) nc-/)H, nb 

represents an integer of 1 to 4, nc represents an 

integer of 1 to 4, provided that when na is R2 and R3 

are not the same as each other, and 

Lc represents -C(=0)-. 

[Claim 4] 

The antibody-dru'g conjugate according to any one 

of claims 1 to 3, wherein 

Lp represents a tetrapeptide resi/due of GGFG, 

La represents -0- or a single pnd, 

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

wherein R2 and R3 eacjpf represents a hydrogen atom, 

and 

Lc represents -C(=0) 

[Claim 5] 

The antibodyTflrug conjugate according to any one 
// 

of claims 1 to/4, wherein L1 is -(Succinimid-3-yl~N) 

(CH2) n2-C (=0) -/or -CH2-C (=0) -NH- (CH2) n3-C (=0) 

[Claim 6] 

The rfitibody-drug conjugate according to any one 

of claijns 1 to 4, wherein L 

(CH2)n/-C(=0) -. 

[Clao.m 7] 

is (Succinimid-3-yl-N) 
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The antibody-drug conjugate according to any onj 

of claims 1 to 4, wherein L1 is -C (=0) - eye. Hex (1, /) 

CH2-(N-ly-3-diminiccuS)- or -C (=0) - (CH2) n4-C (=0) -

[Claim 8] 

The antibody-drug conjugate according to/any one 

of claims 1 to 6, wherein n2 is an integer 2 to 5, 

and L2 is a single bond. 

[Claim 9] 

The antibody-drug conjugate acco/ding to any one 

? / of claims 1 to 6, wherein n is an Anteger of 2 to 5, 

L2 is -NH-(CH2CH20) n5-CH2-CH2-C (=0)-/ and n5 is 2 or 4 

[Claim 10] 

The antibody-drug conjugate according to any one 

of claims 1 to 9, wherein pie following formula: -NH-

(CH2) n1 —La—Lb-Lc— is a part/ial structure having a chain 

length of 4 to 7 atoms. / 

[Claim 11] 

The antibody-dr^g conjugate according to any one 

of claims 1 to 9,/ wherein the following formula: -NH-

(CH2) n1-La-Lb-Lc-/is a partial structure having a chain 

length of 5 oif 6 atoms. 

[Claim 12] 

The antibody-drug conjugate according to any one 

of clainfs- 1 to 11, wherein the following formula: -NH-

(CH2) -L -L -L is 

-NH/(CH2) 3-C (=0) 

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

'-NH- (CH2) 2-0-CH2-C (=0) - . 
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[Claim 13] 

The antibody-drug conjugate according to any j6ne 

of claims 1 to 12, wherein the structure of the linker 

is one structure selected from the following gro/p: 

- (Succinimid-3-yl-N) -CH2CH2-C (=0) -GGFG-NH-CH?CH/-C (=0) 

(NH-DX) 

- (Succinimid-3-yl-N) -CH2CH2-C (=0) -GGFG-NH~9fi2CH2CH2-

C(=0)-(NH-DX) 

- (Succinimid-3-yl-N) -CH2CH2CH2CH2CH2-C (jb) -GGFG-NH-

CH2CH2-C (=0) - (NH-DX) 

- (Succinimid-3-yl-N) -CH2CH2CH2CH2CH/-C (=0) -GGFG-NH-

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

- (Succinimid-3-yl-N) -CH2CH2CH2gfi2CH2-C (=0) -GGFG-NH-

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

- (Succinimid-3-yl-N) -CH2C^CH2CH2CH2-C (=0) -GGFG-NH-CH2-0-

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

- (Succinimid-3-yl-N) -Gfl2CH2CH2CH2CH2-C (=0) -GGFG-NH-

CH2CH2-0-CH2-C (=0) - ($FH-DX) 

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

CH2CH2-C (=0) -GGF/-NH-CH2CH2CH2-C (=0) - (NH-DX) 

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

CH2CH2-C (=0)/GGFG-NH-CH2CH2-C (=0) - (NH-DX) 
/ 

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

CH2CH20-^H2CH20-CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C (=0) - (NH-

DX) 

- (S/ccinimid-3-yl-N) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-

C/CH20-CH2CH20-CH2CH2-C (=0) -GGFG-NH-CH2CH2-C (=0) - (NH-DX) 
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-CH2-C (=0) -NH-CH2CH2-C (=0) - GGFG-NH-CH2CH2CH2-C (=0) - (NH-

DX) 

-C (=0) -CH2CH2CH2CH2CH2CH2-C (=0) - GGFG-NH-CH2CH2CH2-C (=/) 

(NH-DX) 

-C (=0) - eye . Hex (1,4) -CH2- (N-ly-3-diminiccuS) -S-962^2-

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

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

following formula: 

[Formula 4] 

/ O 
Me 

wherein the nitrogen Atom of the amino group at 

position 1 is the conn>ectig position, and 

-GGFG- represents a/ peptide residue of -Gly-Gly-Phe-

Gly-. 

[Claim 14] 

The antik^6dy-drug conjugate according to any one 

of claims 1/to 6 and 8 to 11, wherein the structure of 

the linke^ is one structure selected from the following 

group: 

- (Succd.nimid-3-yl-N) -CH2CH2CH2CH2CH2-C (=0) - GGFG-NH-CH2-0-

CRz-JC{=0)-(NH-DX) 

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

^H2CH2-0-CH2-C (=0) - (NH-DX) 
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- (Succinimid-3-yl-N) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-

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

wherein -(NH-DX) represents a group represented ir/ the 

following formula: 

[Formula 5] 

/ O 
Me 

wherein the nitrogen atom of/ the amino group at 
a 

position 1 is the connecting position 

[Claim 15] 

An antibody-drug corrugate wherein an antitumor 

compound represented by/the following formula 

[Formula 6] 

is con]ugfited to an antibody via a linker having a 

structure represented by the following formula: 

IZ-LVIZ-NH- (CH2) n1-La-Lb-Lc~ 

whe/ein the antibody is connected to the terminal of L1, 

tjfe antitumor compound is connected to the terminal of 

fLc, 
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wherein 

n1 represents an integer of 0 to 6, 

L1 represents - (Succinimid-3-yl-N) - (CH2) n2-C (=0) - aj/d is 

connected to the antibody via a thioether bond wtfich is 

formed at a disulfide bond moiety present in/ a hinge 

part of the antibody, 

wherein n2 represents an integer of 2 /o 

L2 represents -NH-(CH2-CH2-0) n5-CH2-CH2/C (==0) - or 

single bond, 

wherein n5 represents an integer/of 1 to 6, 

p / L represents a tetrapeptide residue of GGFG, 

La represents -0- or a single bojra, 

Lb represents -CR2(-R3)- or a s/ngle bond, 

wherein R2 and R3 each represents a hydrogen atom, 

Lc represents -C(=0)-, and^ 

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

the following formula:/ 

[Formula 7] 

o 

L 
o 

which is connected to the antibody at position 3 

thereof a/d is connected to a methylene group in the 

linker /structure containing this structure on the 

nitrogen atom at position 1. 

[Cljftm 16] 

The antibody-drug conjugate according to claim 15, 

^wherein 



- 424 

n2 is 2, L2 is -NH- (CH2-CH2-0) n5-CH2-CH2-C (=0) -/ n5 is 2 J 

n1 is 3, and both of La and Lb are single bonds, / 

n2 is 5, L2 is a single bond, n1 is 1, La is -0-, a/d Lb 

is -CR2 (-R3) -, or / 

n2 is 5, L2 is a single bond, n1 is 2, La is -Or, and Lb 

is -CR2 {-R3) -. ' / 

[Claim 17] / 

The antibody-drug conjugate accordi/g to claim 15-

or 16, wherein n2 is an integer of 2 jo 5, and L2 is a 

single bond. 

[Claim 18] 

The antibody-drug conjugate/according to claim 15 
// 

or 16, wherein n2 is an integer of 2 to 5, L2 is -NH-

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

[Claim 19] / 

The antibody-drug ybnjugate according to any one 
/ 

of claims 15 to 18, wherein the following formula: -NH-

(CH2) n1-La-Lb-Lc- is / 

-NH- (CH2) 3-C (=0)-, / 

-NH-CH2-0-CH2-C (¥0)-, or 

-NH- (CH2) 2-0-CH2-C (=0) - . 
' / ' 

[Claim 20] / 
/ 
/ The antibody-drug conjugate according to any one 

of claims 15 to 19, wherein the structure of the linker 

is on/ structure selected from the following group: 

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

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

C(=0)-(NH-DX) 

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

CH2CH2-C (=0) - (NH-DX) 

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

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

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

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

- (Succinimid-3-yl-N) -CH2CH2CH2CH2CH2-C (76) - GGFG-NH-CH2-0-

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

- (Succinimid-3-yl-N) -CH2CH2CH2CH2CH/-C (=0) -GGFG-NH-

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

- (Succinimid-3-yl-N) -CH2CH2-C (=r0) -NH-CH2CH20-CH2CH20-

CH2CH2-C (=0) -GGFG-NH-CH2CH2CH/-C (=0) - (NH-DX) 

- (Succinimid-3-yl-N) ~CH2CH/C (=0) -NH-CH2CH20-CH2CH20-

CH2CH2-C (=0) - GGFG-NH-CH2Qft2-C (=0) - (NH-DX) 

- (Succinimid-3-yl-N) -Qfi2CH2-C (=0) -NH-CH2CH20~CH2CH20-

CH2CH20-CH2CH20-CH2CH/-C (=0) -GGFG-NH-CH2CH2CH2-C (-0) - (NH-

DX) 

- (Succinimid-3-yi-N) -CH2CH2~C (=0) -NH-CH2CH20-CH2CH20-

CH2CH20-CH2CH20/CH2CH2-C (=0) -GGFG-NH-CH2CH2-C (=0) - (NH-DX) 

wherein -(NEFDX) represents a group represented by the 

following/formula 
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[Formula 8] 

/ o 
Me 

wherein the nitrogen atom of the a^fino group at 

position 1 is a connecting position 

[Claim 21] 

The antibody-drug conjugate According to any one 
/ 

of claims 15 to 19, wherein the /structure of the linker 

is one structure selected from/the following group: 

- (Succinimid-3-yl-N) -CH2CH2C94CH2CH2-C (=0) -GGFG-NH-CH2-0-

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

- (Succinimid-3-yl-N) -CH2£H2CH2CH2CH2-C (=0) -GGFG-NH-

CH2CH2-0-CH2-C (=0) - (NHTDX) 

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

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

wherein -(NH-DX)/ represents a group represented by the 

following forrpula: 

[Formula 9] 
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wherein the nitrogen atom of the amino group aj 

position 1 is a connecting position. 

[Claim 22] 

The antibody-drug conjugate according to -gtfiy. one 

of claims 1 to 21, wherein an average number/of units 

of the selected one drug-linker structure/conjugated 

per antibody is in a range of from 1 to 10/ 

[Claim 23] 

The antibody-drug conjugate according to any one 

of claims 1 to 21, wherein an average number of units 
/ 

of the selected one drug-linker /structure conjugated 
/ 

per antibody is in a range of fr/>m 2 to 

[Claim 24] 

The antibody-drug conjugate according to any one 
/ 

of claims 1 to 21, wherein an average number of units 

of the selected one drag-linker structure conjugated 

per antibody is in a r/nge of from 3 to 

[Claim 25] 

The ant ibody-/3rug conjugate according to any one 

of claims 1 to 24, wherein the antibody is an antibody 

having one oj more of a property of recognizing a 

target cell / a property of binding to a target cell, a 

property pf internalizing in a target cell, and a 

property of damaging a target cell. 

[Claim? 26] 

/The antibody-drug conjugate according to any one 

off claims 1 to 24, wherein a cell which is targeted by 

/xhe antibody-drug conjugate is a tumor cell. 
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[Claim 27] 

The antibody-drug conjugate according to any afne 

of claims 1 to 24, wherein the antibody is an ant/-A33 

antibody, an anti-B7-H3 antibody, an ant/-CanAg 

antibody, an anti-CD20 antibody, an anti-CD22 /ntibody, 

an anti-CD30 antibody, an anti-CD33 antibody, an anti-

CD56 antibody, an anti-CD70 antibody, /an anti-CEA 

antibody, an anti-Cripto ' antibody, y^n anti-EphA2' 

antibody, an anti-G250 antibody, an an£i-MUCl antibody, 

an anti-GPNMB antibody, an anti-inyegrin antibody, an 

anti-PSMA antibody, an anti-tensrecin-C antibody, an 

anti-SLC44A4 antibody, or an an1~A-mesothelin antibody. 

[Claim 28] 

The antibody-drug conjugate according to any one 

of claims 1 to 24, whereijf the antibody is an anti-B7-
/ H3 antibody, an anti/CD30 antibody, an anti-CD33 

antibody, or an anti-9670 antibody. 

[Claim 29] 

The antibody/lrug conjugate according to any one 

of claims 1 to /4, wherein the antibody is an anti-B7-

H3 antibody. / 

[Claim 30] 

A dxdig containing the antibody-drug conjugate 

according to any one of claims 1 to 29 or a salt 

there/r. 

[ClAm 31] 
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An antitumor drug and/or anticancer druj 

containing the antibody-drug conjugate according to ̂ fny 

one of claims 1 to, 29 or a salt thereof. 

[Claim 32] 

The antitumor drug and/or anticancer drug 

according to claim 31, which is applied to Mng cancer, 
/ 

kidney cancer, urothelial cancer, colorsrctal cancer, 

/ prostate cancer, glioblastoma multiforme, ovarian 

cancer, pancreatic cancer, breast chancer, melanoma, 
/ 

liver cancer, bladder cancer, s/omach cancer, or 

esophageal cancer 

[Claim 33] 

A pharmaceutical composition containing the 
/ 

antibody-drug conjugate according to any one of claims 

1 to 29 or a salt thereof^/as an active component, and a 

pharmaceutically acceptable formulation component. 

[Claim 34] 

A method fo rf treating tumor and/or cancer 

comprising administering the antibody-drug conjugate 

according to a^fy one of claims 1 to 29 or a salt 

thereof. 

[Claim 35] 

A dru£j-linker intermediate compound, represented by 
/ the following formula: 

Q- (CH^fnQ-C (=0) -L2a~Lp-NH~ (CH2) n1-La-Lb-Lc- (NH-DX) 

whe/ein Q represents (maleimid-N-yl)-, HS-, X-CH2-

c/=0)-NH-, or (pyrrolidine-2,5-dione-N-yl)-0-C(=0)-, 

'X represents a bromine atom or an iodine atom, 
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nQ represents an integer of 2 to 

-NH- (CH2-CH2-O)n -CH2-CH2-C(=0) - or L2a represents 

single bond, 

wherein n5 represents an integer of 1 to 6, 

Lp represents a peptide residue consisting of 2 to 7 

amino acids selected from phenylalanine/ glycine, 

valine, lysine, citrulline, serine, glutaijiac acid, and 

aspartic acid, 

n1 represents an integer of 0 to 6, 
/ 
n -, -0-, or a 

/ / 
single bond, 

7 / i wherein n represents an integer of 1 to 6, R 
/ 

represents a hydrogen atom, apf alkyl group having 1 to 

6 carbon atoms, - (CH2) n8/C00H, or -(CH2)n9-OH, n8 

represents an integer oy 1 to 4, n9 represents an 

integer of 1 to 6, 

Lb represents -CR2(-R3)/-, -0-, -NR4-, or a single bond, 

wherein R2 and /R3 each independently represents a 

hydrogen atom, a^r alkyl group having 1 to 6 carbon 

atoms, - (CH2) na/fe2, - (CH2) nb-C00H, or -(CH2)n°-0H, R4 

represents a Jiydrogen atom or an alkyl group having 1 

to 6 carbon/atoms, na represents an integer of 0 to 6, 
/ 

nb represents an integer of 1 to 4, nc represents an 

integer/of 1 to 4, provided that when na is 0, R2 and R3 
/ 

are ncft the same as each other, 

L ^presents -CH2- or -C(=0)-, 

Maleimid-N-yl)- is 

following formula: 

group represented by the 
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The drug-linker intermediate compound according tc 

claim 35 or 36, wherein Lp is peptide resiafue 

consisting of 4 amino acids 

[Claim 38] 

The drug-linker intermediate compound according to 

any one of claims 35 to 37, wherein Lp is -Gt^TG-

[Claim 39] 

The drug-linker intermediate compound according to 

any one of claims 35 to 38, where/n the following 

formula: -NH- (CH2) nx-La-Lb- is 

-NH-CH2CH2-, 

-NH-CH2CH2CH2-, 

-NH-CH2CH2CH2CH2-, 

-NH-CH2CH2CH2CH2CH2-, 

-NH-CH2-O-CH2-, or 

-NH-CH2CH2-O-CH2-. 

[Claim 40] 

The drug-linker/intermediate compound according to 

any one of claiijfe 35 to 38, wherein the following 

formula: -NH- (CI$) n1-La-Lb- is 

-NH-CH2CH2CH2-,/ 

-NH-CH2-O-CI or 

-NH- (CH2) 2/O-CH2-. 

[Claim ri] 

|ne drug-linker intermediate compound according to 

any/one of claims 35 to 40, wherein nQ is an integer of 

2/to 6 . 

'[Claim 42] 
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The drug-linker intermediate compound according tot 

claim 39, wherein / 

Q is (maleimid-N-yl)-, / 

nQ is an integer of 2 to 5, and / 

L2a is a single bond. / 

[Claim 43] / 

The drug-linker intermediate compound/according to 

claim 40, wherein 

Q is (maleimid-N-yl)-, 

nQ is an integer of 2 to 5, and 

L2a is a single bond. 

[Claim 44] 

The drug-linker intermediate compound according'to 

any one of claims 35 to 38, /herein 
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n5 is an integer of 2 or 4, 

-NH- (CH2) n1-La-Lb- is / 

-NH-CH2CH2CH2-, ./ 

-NH-CH2-O-CH2-, or / 

-NH-CH2CH2-O-CH2-. / 

[Claim 46] / 

A compound of the following: / 

(maleimid-N-yl) -CH2CH2-C (=0) -GGFG-NH-CH2CH(-C (=0) - (NH-

/ DX) / 

(maleimid-N-yl) -CH2CH2CH2-C (=0) -GGFG-m-CH2CH2-C (=0) -

(NH-DX) / 

(maleimid-N-yl) -CH2CH2CH2CH2-C (=0|AGGFG-NH-CH2CH2-C (=0) -

(NH-DX) / 

(maleimid-N-yl) -CH2CH2CH2CH2C|i{-C (=0) -GGFG-NH-CH2CH2-

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

P>) -GGFG-NH-CH2CH2CH2-C (=0) -
' 

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

2 — C (=0) -GGFG-NH-CH2CH2CH2-

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

, 

)) -GGFG-NH-CH2CH2CH2CH2CH2-

(=0) -GGFG-NH-CH2CH2CH2CH2CH2-

I II II , , , „ , 
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(maleimid-N-yl) ™CH2CH2CH2CH2-C (=0) -GGFG-NH-

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

(maleimid-N-yl) -CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-

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

(maleimid-N-yl) -CH2CH2-C (=0) -GGFG-NH-CH2-0-CH2-(/(=0) 

(NH-DX) 

(maleimid-N-yl) -CH2CH2CH2-C (=0) -GGFG-NH-CH2y6-CH2-C (=0) 

(NH-DX) 

(maleimid-N-yl) -CH2CH2CH2CH2-C (=0) -GGFG/fJH-CH2-0-CH2-

C(=0)-(NH-DX) 

(maleimid-N-yl) -CH2CH2CH2CH2CH2-C (=Q1 -GGFG-NH-CH2-0-CH2-

C(=0)-(NH-DX) 

(maleimid-N-yl) -CH2CH2-C (=0) -G5^G-NH-CH2CH2-0-CH2-C (=0) 

(NH-DX) 

(maleimid-N-yl) -CH2CH2CH2-C/f =0) -GGFG-NH-CH2CH2-0-CH2-
/ 

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

(maleimid-N-yl) -CH2CH2OH2CH2-C (=0) -GGFG-NH-CH2CH2-0-CH2-

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

(maleimid-N-yl) -Cll/CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-0-

CH2-C (=0) - (NH-Dx/ 

(maleimid-N-yl/-CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-CH2CH2-

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

(maleimid^N-yl) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-CH2CH20-

CH2CH2-Ci=0) -GGFG-NH-CH2CH2CH2-C (=0) - (NH-DX) 

(maleimid-N-yl) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-CH2CH20-

CH2GH20-CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C (=0) - (NH-DX) 

XTCH2-C (=0) -NH-CH2CH2-C (=0) -GGFG-NH-CH2CH2-C (=0) - (NH-DX) 
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X-CH2-C (=0) -NH-CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C (=0) - (NH-

DX) 

X-CH2-C (=0) -NH-CH2CH2-C.(=0) -GGFG-NH-CH2-O-CH2-C (=0) - {} 

DX) 

X-CH2-C (=0) -NH-CH2CH2-C (=0) -GGFG-NH-CH2CH2-0-CH2-/(=0) 

(NH-DX) 

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

DX) 

X-CH2-C (=0) -NH-CH2CH2CH2-C (=0) -GGFG-NH-Cpf2CH2CH2-C (=0) 

(NH-DX) 

X-CH2-C (=0) -NH-CH2CH2CH2-C (=0) -GGFG-/H-CH2-0-CH2-C (=0) 

(NH-DX) 

X-CH2-C (=0) -NH-CH2CH2CH2-C (=0) -G/FG-NH-CH2CH2-O-CH2-

C(=0)-(NH-DX) 

X-CH2-C (=0) -NH-CH2CH2CH2CH2-p/(=0) -GGFG-NH-CH2CH2-C (=0) 

(NH-DX) 

X-CH2-C (=0) -NH-CH2CH2CH^H2-C (=0) -GGFG-NH-CH2CH2CH2-

C (=0) - (NH-DX) 

X-CH2-C (=0) -NH-CH2CX2CH2CH2-C (=0) -GGFG-NH-CH2-0-CH2-

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

X-CH2-C (=0) -NH7CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-0-CH2-

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

X-CH2-C (=0]/NH-CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-

C (=0) - (Nj/-DX) 

X-CH2-yf=0) -NH-CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-

C(=0/- (NH-DX) 

X-pi2-C (=0) -NH-CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2-O-CH2-

(=0)-(NH-DX) 
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X-CH2-C (=0) -NH-CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-O-CH2-

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

HS-CH2CH2-C (=0) -GGFG-NH-CH2CH2-C (=0) - (NH-DX) / 

HS-CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-C (=0) - (NH-DX) / 

HS-CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-C (=0) - (NH-Dx/ 

HS-CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-C (=0) - (m-DX) 

HS-CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C (=0) - (NH-DK) 

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

HS-CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C/^0) - (NH-DX) 

J HS-CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2/H2-C (=0) - (NH-DX) 

HS-CH2CH2-C (=0) -GGFG-NH-CH2-O-CH2-C hfo) - (NH-DX) 

HS-CH2CH2CH2-C (=0) -GGFG-NH-CH2-0-C^2-C (=0) - (NH-DX)' 

HS-CH2CH2CH2CH2-C (=0) -GGFG-NH-CH/-0-CH2-C (=0) - (NH-DX) 

HS-CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2-0-CH2-C (=0).- (NH-DX) 

HS-CH2CH2-C (=0) -GGFG-NH-CH2G«2-0-CH2-C (=0) - (NH-DX) 

HS-CH2CH2CH2-C (=0) -GGFG-NH^CH2CH2-0-CH2-C (=0) - (NH-DX) 

HS-CH2CH2CH2CH2-C (=0) -GG/G-NH-CH2CH2-0-CH2-C (=0) - (NH-DX) 

HS-CH2CH2CH2CH2CH2-C (=/) -GGFG-NH-CH2CH2-0-CH2-C (=0) - (NH-

DX) / 

HS-CH2CH2-C (=0) -N/-CH2CH20-CH2CH20-CH2CH2-C (=0) -GGFG-NH-

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

HS-CH2CH2-C (=/) -NH-CH2CH2O-CH2CH2O-CH2CH2O-CH2CH2-C (=0) -
/ 

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

HS-CH2CH2/C (=0) ~-NH-CH2CH20--CH2CH20-CH2CH20-CH2CH20-CH2CH2~ 

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

(Pyrrolidine-2,5-dione-N-yl)-0-C(=0)-CH2CH2-C (=0)-GGFG-

NH/CH2CH2-C (=0) - (NH-DX) 
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(Pyrrolidine-2,5-dione-N-yl)-0-C(=0)-CH2CH2CH2-C(=0)-

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

(Pyrrolidine-2, 5-dione-N-yl) -0-C (=0) -CH2CH2CH2CH2-C (=j/D) 

GGFG-NH-CH2CH2-C (=0) - (NH-DX) / 

(Pyrrolidine-2, 5-dione-N-yl) -0-C (=0) -CH2CH2CH2CH7CH2-

C (=0) -GGFG-NH-CH2CH2-C (=0) - (NH-DX) / 

(Pyrrolidine-2, 5-dione-N-yl) -0-C (=0) -CH2CH2C/2CH2CH2CH2 

C (=0) -GGFG-NH-CH2CH2-C (=0) - (NH-DX) / 

(Pyrrolidine-2 , 5-dione-N-yl) -0-C (=0) -CH2CH2.-C (=0) -GGFG 

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

(Pyrrolidine-2,5-dione-N-yl)-0-C(=0/-CH2CH2CH2-C(=0)-

/ GGFG-NH-CH2CH2CH2-C (=0) - (NH-DX) / / 
(Pyrrolidine-2,5-dione-N-yl)-0-K(=0)-CH2CH2CH2CH2-C(=0) 

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

(Pyrrolidine-2, 5-dione-N-yl/-0-C (=0) -CH2CH2CH2CH2CH2-

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

(Pyrrolidine-2, 5-dione-N-yl) -0-C (=0) -CH2CH2CH2CH2CH2CH2 

C (=0) -GGFG-NH-CH2CH2CH{-C (=0) - (NH-DX) 

(Pyrrolidine-2, 5-dione-N-yl) -0-C (=0) -CH2CH2-C (=0) -GGFG 

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

(Pyrrolidine-2/5-dione-N-yl)-0-C(=0)-CH2CH2CH2-C(=0)-

GGFG-NH-CH2-Q/CH2-C (=0) - (NH-DX) 

(Pyrrolidinfe-2, 5-dione-N-yl) -0-C (=0) -CH2CH2CH2CH2-C (=0) 

GGFG-NH-OT2-O-CH2-C (=0) - (NH-DX) 

(Pyrro Vidine-2 , 5-dione-N-yl) -0-C (=0) -CH2CH2CH2CH2CH2-

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

(Pyrrolidine-2, 5-dione-N-yl) -0-C (=0) -CH2CH2CH2CH2CH2CH2 

/[=0) -GGFG-NH-CH2-O-CH2-C (=0) - (NH-DX) 
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(Pyrrolidine-2, 5-dione-N-yl) -0-C (=0) -CH2CH2-C (=0) -GGFG-

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

(Pyrrolidine-2, 5-dione-N-yl)-0-C(=0)-CH2CH2CH2-C (=0) 

GGFG-NH-CH2CH2~0-CH2-C(=0)-(NH-DX) 

(Pyrrolidine-2, 5-dione-N-yl) -0-C (=0) -CH2CH2CH2CH/-C (=0) 

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

(Pyrrolidine-2, 5-dione-N-yl) -0-C (=0) -CH2CH2C^2CH2CH2-

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

(Pyrrolidine-2, 5-dione-N-yl) -0-C (=0) ~CH/CH2CH2CH2CH2CH2-

C (=0) -GGFG-NH-CH2CH2-0-CH2-C (=0) - (NH-E^X) 

(Pyrrolidine-2, 5-dione-N-yl) -0-C (=0/-CH2CH2-C (=0) -NH-
// 

/ 
CH2CH20-CH2CH20-CH2CH2-C (=0) -GGFG-N4-CH2CH2CH2-C (=0) - (NH-

DX) 

(Pyrrolidine-2, 5-dione-N-yl) -Jb-Z (=0) -CH2CH2-C (=0) -NH-

CH2CH20-CH2CH20-CH2CH20-CH2CH/-C (=0) -GGFG-NH-CH2CH2CH2-

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

(Pyrrolidine-2, 5-dione-^T-yl) -0-C (=0) -CH2CH2-C (=0) -NH-

CH2CH20-CH2CH20~CH2CH2Q£-CH2CH20-CH2CH2-C (=0) -GGFG-NH-

CH2CH2CH2-C (=0) - (NH-fDX) 

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

following formyAa: 

[Formula 13]/ 

wher/in the nitrogen atom is a connecting position, 

X Represents a halogen atom, 
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(Pyrrolidine-2, 5-dione-N-yl)- is a group represented by, 

the following formula: 

[Formula 14] 

O 

i 
o 

wherein the nitrogen atom is a connecting position, and 

-(NH-DX) is a group represented by /he following 

formula: 

[Formula 15] 

/ o 
Me 

wherein the nitrogen / atom of the amino group at 

position 1 is a connecting position. 

[Claim 47] 

A compound o£ the following: 

(maleimid-N-yl )/-CH2CH2-C (=0) -GGFG-NH-CH2CH2-C (=0) - (NH-

DX) 

(maleimid-y'-yl) -CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-C (=0) 

(NH-DX) 

(malei/id-N-yl) -CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-C (=0) 

(NH-E^) 

(m/leimid-N-yl) -CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-

=0) - (NH-DX) 
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(maleimid-N-yl) -CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C (=0) 

(NH-DX) 

(maleimid-N-yl) -CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C (=/) 

(NH-DX) 

(maleimid-N-yl) -CH2CH2CH2CH2-C (=0) -GGFG-NH-CIi2CH2/H2-

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

(maleimid-N-yl) -CH2CH2CH2CH2CH2-C (=0) -GGFG-NI^CH2CH2CH2-

C (=0)-(NH-DX) 

(maleimid-N-yl) -CH2CH2-C'(=0) -GGFG-NH-CH2/H2CH2CH2CH2-

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

(maleimid-N-yl) -CH2CH2CH2-C (=0) -GGFG/NH-CH2CH2CH2CH2CH2-

C (=0)-(NH-DX) 

(maleimid-N-yl) -CH2CH2CH2CH2-C (=/) -GGFG-NH-

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

(maleimid-N-yl) -CH2CH2CH2CH2GfH2-C (=0) -GGFG-NH-

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

(maleimid-N-yl) -CH2CH2-/(=0) -GGFG-NH-CH2-0-CH2-C (=0) 

(NH-DX) 

(maleimid-N-yl) -CH2/!H2CH2-C (=0) -GGFG-NH-CH2-0-CH2-C (=0) 

(NH-DX) 

(maleimid-N-yl)/-CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2-0-CH2-

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

(maleimid-KFyl) -CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2-0-CH2-

C (=0) - (NB^DX) 

(maleirpad-N-yl) -CH2CH2-C (=0) -GGFG-NH-CH2CH2-0-CH2-C (=0) 

(NH-

(m^Leimid-N-yl) -CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-0-CH2-

(—0)-(NH-DX) 
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(maleimid-N-yl) -CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-0-CH2-

C(=0)-(NH-DX) 

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

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

(maleimid-N-yl) -CH2CH2-C (=0) -NH-C^CHzO-CHzCHzO-CJ^C^-

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

(maleimid-N-yl) -CH2CH2-C (=0) -NH-CH2CH2O-CH2CH/O-CH2CH2O-

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

(maleimid-N-yl) -CH2CH2-C (=0) -NH-CH2CH2O-GH2CH2O-CH2CH2O-
/ 

CH2CH2O-CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-(/(=0) - (NH-DX) 

wherein (maleimid-N-yl) - is a qxoxx'f represented by the 

following formula: 

[Formula 16] 

O 

wherein the nitrogen atom is a connecting position, and 

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

formula: 

[Formula 17] 

H 

wherein the nitrogen atom of the amino group at 

)sition 1 is a connecting position. 
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-L -L -L -NH- (CH2) n -La-L -LC 

for obtaining an antibody-drug conjugate in which/a 

drug is conjugated to an antibody via the linker, 

wherein L1 is a connecting position for the antibody, 

Lc is a connecting position for an antitumor compound, 

wherein 

n1 represents an integer of 0 to 6, 

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

C (=0) -NH- (CH2) n3-C (=0) -, -C (=0) -cyc.He/fl, 4) -CH2- (N-ly-

3-diminiccuS) -, or -C (=0) - (CH2) n4-C ( = 

wherein n2 represents an integer of 2 to 8, n~ 
/ . 

represents an integer of 1 to/ 8, n represents an 

integer of 1 to 

L2 represents -NH- (CH2-CH/o) n5-CH2-CH2-C (=0) -, -S-

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

wherein n° represen/s an integer of 1 to 6, nf 

// 
represents an integer gr 1 to 6, 

Lp represents a peptide residue consisting of 2 to 7 

amino acids, 

La represents -fZ (=0) -NH-, -NR"1-(CH2) n'-, -0-, or 

single bond, 

wherein /n7 represents an integer of 1 to 6, R1 

represents/a hydrogen atom, an alkyl group having 1 to 

6 carbo/f atoms, - (CH2) n8-C00H, or - (CH2) n9-0H, n8 

represents an integer of 1 to 4, n9 represents an 

inte/er of 1 to 6, 

LbRepresents -CR2(-R3) - , -0-, -NR4- , or a single bond, 
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wherein R2 and R3 each independently represents ay 

hydrogen atom, an alkyl group having 1 to 6 carb/n 

atoms, - (CH2) na-NH2, - (CH2) nb-COOH, or - (CH2) nc-OH/ R4 

represents a hydrogen atom or an alkyl group haVlng 1 

to 6 carbon atoms, na represents an integer of/O to 6, 

nb represents an integer of 1 to 4, nc represents an 

integer of 1 to 4, provided that when na is/0, R2 and R3 

are not the same as each other, 

Lc represents -CH2- or -C(=0)-, 

-(Succinimid-3-yl-N)- has a structu/e represented by 

the following formula: 

[Formula 20] 

0 

L 
o 

which is connecrted 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, 

- (N-ly-3-diminicouS)- has a structure represented by 

the following jHbrmula: 

[Formula 21] 

O 

J 
whicbf is connected to L at position 3 thereof and is 

connected to a methylene group in the linker structure 
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Claims 

[Claim 1] 

An antibody-drug conjugate wherein an antitumor 

5 compound represented by the following formula: 

[Formula 1] 

Me 

is conjugated to an antibody via a linker having a 

structure represented by the following formula: 

10 -L1-L2-LP-NH- {CH2) -
wherein the antibody is connected to the terminal of L1, 

the antitumor compound is connected to the terminal of Lc 

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

the connecting position, 

15 wherein 

n1 represents an integer of 0 to 5, 

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

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

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

20 -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, 

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

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

25 wherein n5 represents an integer of 2 to 4, n6 

represents an integer of 2, 

LP represents a tetrapeptide residue of GGFG, 

La represents -0- or a single bond, 

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

represents -C(=0)-, and 

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

following formula: 

5 [Formula 2] 

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 

10 at position 1, 

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

following formula: 

[Formula 3] 

O 

O 

15 which is connected to L2 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, 

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

20 when L2 is -S- (CH2) n6-C (=0) - , L1 is 

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

[Claim 2] 

The antibody-drug conjugate according to claim 1, 

2 5 wherein the structure of the linker is one structure 

selected from the following group: 

- (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 (=0) -

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

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-CH2-0-

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

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

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

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

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

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

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

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

CH2CH20-CH2CH2~C (=0) -GGFG-NH-CH2CH2CH2-C (=0) - (NH-DX) 

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

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

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

20 -c (=0) -CH2CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C (=0) - (NH-

DX) 

-C(=0) -eye.Hex (1,4) -CH2- (N-ly-3-diminiccuS) -S-CH2CH2-C (=0) -

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

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

25 following formula: 

[Formula 4] 

H 

Me 

wherein the nitrogen atom of the amino group at position 1 

is the connectig position, and 

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

An antibody-drug conjugate wherein an antitumor 

compound represented by the following formula: 

[Formula 5] 

Me 

10 is conjugated to an antibody via a linker having a 

structure represented by the following formula: 

-L1-L2-LP-NH- (CH2) n1-^-^-^-

wherein the antibody is connected to the terminal of L1, 

the antitumor compound is connected to the terminal of Lc 

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

the connecting position, 

wherein 

n1 represents an integer of 0 to 6, 

L1 represents - {Succinimid-3-yl-N) - (CH2) n2-C (=0) - and is 

20 connected to the antibody via a thioether bond which is 

formed at a disulfide bond moiety present in a hinge part 

of the antibody, 

wherein n2 represents an integer of 2 to 8, 

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

25 bond, 

wherein n5 represents an integer of 1 to 6, 

Lp represents a tetrapeptide residue of GGFG, 
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La represents -O- or a single bond, 

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

wherein R2 and R3 each represents a hydrogen atom, 

Lc represents -C(=0)-, and 

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

following formula: 

[Formula 6] 

0 

0 

which is connected to the antibody at position 3 thereof 

10 and is connected to a methylene group in the linker 

structure containing this structure on the nitrogen atom 

at position 1. 

[Claim 4] 

15 The antibody-drug conjugate according to claim 3, 

wherein n2 is an integer of 2 to 5, and L2 is a single bond. 

[Claim 5] 

The antibody-drug conjugate according to claim 3, 

2 0 wherein n2 is an integer of 2 to 5, L2 is 

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

[Claim 6] 

The antibody-drug conjugate according to any one of 

25 claims 3 to 5, wherein -NH- (CH2) n1-La-Lb-Lc- is the 

following formula: 

-NH- (CH2)3-C(=0) -, 

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

(NH-DX) 

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

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

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

C(=0)-(NH-DX) 

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

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

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

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

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

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

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

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

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

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

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

CH2CH20-CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C (=0) - (NH-DX) 

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

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

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

following formula: 

[Formula 7] 

H 
N 

Me 

F 
O 

/ o 
30 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 of 

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

structure selected from the following group: 

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

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

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

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

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

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

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

15 following formula: 

[Formula 8] 

H 

Me 

wherein the nitrogen atom of the amino group at position 1 

is a connecting position. 

20 

[Claim 9] 

The antibody-drug conjugate according to any one of 

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

following structure: 

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

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

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

following formula: 

[Formula 9] 

30 
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Me 

wherein the nitrogen atom of the amino group at position 1 

is a connecting position. 

5 [Claim 10] 

The antibody-drug conjugate according to any one of 

claims 3 to 5, wherein the structure of the linker 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 group represented by the 
following formula: 
[Formula 10] 

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

is a connecting position. 

[Claim 11] 

The antibody-drug conjugate according to any one of 

2 0 claims 3 to 5, wherein the structure of the linker has the 

following structure: 

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

C(=0) -GGFG-NH-CH2CH2CH2-C (=0) - (NH-DX) , 
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25 

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

following formula: 

[Formula 11] 

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

is a connecting position. 

[Claim 12] 

The antibody-drug conjugate according to claims 1 or 

10 3, wherein an average number of units 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 conjugate according to claims 1 or 

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

drug-linker structure conjugated per antibody is in a 

range of from 3 to 8. 

20 [Claim 14] 

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

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

CD3 0 antibody, an anti-CD3 3 antibody, or an anti-CD70 

antibody. 

[Claim 15] 

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

wherein the antibody is an anti-B7-H3 antibody. 

30 
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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 containing 

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

a salt thereof. 

10 [Claim 18] 

The antitumor drug and/or anticancer drug according 

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

cancer, urothelial cancer, colorectal cancer, prostate 

cancer, glioblastoma multiforme, ovarian cancer, 

15 pancreatic cancer, breast cancer, melanoma, liver cancer, 

bladder cancer, stomach cancer, or esophageal cancer. 

[Claim 19] 

A pharmaceutical composition containing the antibody-

20 drug conjugate according to claim 1 or 3, or a salt 

thereof as an active component, and a pharmaceutically 

acceptable formulation component. 

[Claim 20] 

25 A drug-linker intermediate compound represented by 

the following formula: 

Q- (CH2) nQ-C (=0) -L2a-Lp-NH- (CH2) n1-ha-jJ°-Lc- (NH-DX) 
wherein Q represents (maleimid-N-yl)-, HS-, 

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

3 0 X represents a bromine atom, 

nQ represents an integer of 2 to 6, 

L2a represents -NH-(CH2-CH2-0) n5-CH2-CH2-C (=0) - or a single 

bond, 

wherein n5 represents an integer of 1 to 6, 

35 LP represents a tetrapeptide residue of GGFG, 

n1 represents an integer of 0 to 5, 
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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 

Lc represents -C(=0)-, 

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

formula: 

[Formula 12] 

0 

wherein the nitrogen atom is a connecting position, 

(Pyrrolidine-2,5-dione-N-yl) is a group represented by the 

following formula: 

[Formula 13] 

0 cy 
o 

wherein the nitrogen atom is a connecting position, and 

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

[Formula 14] 

H 

/ o 
Me 

wherein the nitrogen atom of the amino group at position 1 

is a connecting position. 
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[Claim 21] 

The drug-linker intermediate compound according to 

claim 20, wherein -NH- (CH2) n1-^-^- is the following 

formula: 

5 -NH-CH2CH2CH2-, 

-NH-CH2-0-CH2-, or 

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

[Claim 22] 

10 The drug-linker intermediate compound according to 

claim 20, wherein 

Q is (maleimid-N-yl)- , 

nQ is an integer of 2 to 5, and 

L2a is a single bond. 

15 

[Claim 23] 

The drug-linker intermediate compound according to2 0, 

wherein 

Q is (maleimid-N-yl)-, 

2 0 nQ is an integer of 2 to 5, 

L2a is -NH-(CH2-CH2-0)n5-CH2-CH2-C (=0) - , 

n5 is an integer of 2 to 4, and 

-NH- (CH2) n1-!/1-!^- is 

-NH-CH2CH2CH2-

25 

[Claim 24] 

A compound of the following: 

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

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

30 (NH-DX) 

(maleimid-N-yl) -CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C (=0) - (NH-DX) 

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

C(=0)-(NH-DX) 

(maleimid-N-yl) -CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-

35 CH2CH2CH2CH2CH2-C (=0) - (NH-DX) 
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(maleimid-N-yl) -CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2-0-CH2-

C(=0)-(NH-DX) 

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

C(=0)-(NH-DX) 

5 (maleimid-N-yl) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-CH2CH2-C (=0) -

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

(maleimid-N-yl) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-CH2CH2-C (=0) -

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

(maleimid-N-yl) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-CH2CH20-

10 CH2CH20-CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C (=0) - (NH-DX) 

(maleimid-N-yl) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-CH2CH20-

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

X-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) 

15 (Pyrrolidine-2 , 5-dione-N-yl) -0-C (=0) -CH2CH2CH2CH2CH2CH2-

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

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

following formula: 

[Formula 15] 

wherein the nitrogen atom is a connecting position, 

X represents a halogen atom, 

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

the following formula: 

2 5 [Formula 16] 

O 

O 

wherein the nitrogen atom is a connecting position, and 

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

wherein the nitrogen atom of the amino group at position 1 

is a connecting position. 

[Claim 25] 

A compound of the following: 

10 (maleimid-N-yl) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-CH2CH2-C (=0) -

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

(maleimid-N-yl) -CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2-0-CH2-
C(=0)-(NH-DX) or 

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

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

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

following formula: 

[Formula 18] 

25 



429 

"V1 
O 

wherein the nitrogen atom is a connecting position, and 

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

[Formula 19] 

H 

; o 
Me 

wherein the nitrogen atom of the amino group at position 1 

is a connecting position. 

[Claim 26] 
A compound of the following: 

(maleimid-N-yl) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-CH2CH2-C (=0) -
GGFG-NH-CH2CH2CH2-C (=0) - (NH-DX) , 
wherein (maleimid-N-yl)- is a group represented by the 
following formula: 
[Formula 2 0] 

0 

0 

wherein the nitrogen atom is a connecting position, and 

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

H 

; o 
Me 

wherein the nitrogen atom of the amino group at position 1 

is a connecting position. 

5 

[Claim 27] 

A compound of the following: 

(maleimid-N-yl) -CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2-0-CH2-
C(=0)-(NH-DX), 

10 wherein (maleimid-N-yl)- is a group represented by the 
following formula: 
[Formula 22] 

o 
wherein the nitrogen atom is a connecting position, and 

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

[Formula 23] 

H 

/ o 
Me 

wherein the nitrogen atom of the amino group at position 1 

is a connecting position. 

20 
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[Claim 28] 

A compound of the following: 

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

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

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

following formula: 

[Formula 24] 

0 

wherein the nitrogen atom is a connecting position, and 

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

[Formula 2 5] 

H 

/ o 
Me 

wherein the nitrogen atom of the amino group at position 1 

is a connecting position. 

15 

[Claim 29] 
A linker represented by the following formula: 

-LX-L2-LP-NH- (CH2)n1-La-Lb-Lc-

for obtaining an antibody-drug conjugate in which a drug 

20 is conjugated to an antibody via the linker, 

wherein L1 is a connecting position for the antibody, Lc is 

a connecting position for an antitumor compound, 

wherein 

n1 represents an integer of 0 to 5, 

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

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

-C(=0)-eye.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) - , 

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

wherein n5 represents an integer of 2 to 4, n6 

represents an integer of 2, 

LP represents a tetrapeptide residue of GGFG, 

La represents -0- or a single bond, 

10 

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

wherein R2 and R3 each represents a hydrogen atomL0 

represents -C(=0)-, 

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

15 following formula: 

[Formula 26] 

o 

o 

which is connecrted to the antibody at position 3 thereof 

and is connected to a methylene group in the linker 

20 structure containing this structure on the nitrogen atom 

at position 1, 

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

following formula: 

[Formula 27] 

O 

25 ° 

which is connected to L2 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, 

3 0 eye.Hex(1,4) represents a 1,4-cyclohexylene group, and 
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when L2 is -S- (CH2) n£-C (=0) - , L1 is -C (=0) -eye . Hex (1, 4) -CH2-

(N-ly-3-diminiccuS)-. 

[Claim 30] 

5 A linker represented by the following formula: 

-LX-L2-LP-NH- (CH2) n1-La-Lb-Lc-

for obtaining an antibody-drug conjugate in which a drug 

is conjugated to an antibody via the linker, 

wherein L1 is a connecting position for the antibody, Lc is 

10 a connecting position for an antitumor compound, 

wherein 

n1 represents an integer of 0 to 6, 

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

connected to the antibody via a thioether bond which is 

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

of the antibody, 

wherein n2 represents an integer of 2 to 8, 

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

bond, 

2 0 wherein n5 represents an integer of 1 to 6, 

LP represents a tetrapeptide residue of GGFG, 

La represents -O- or a single bond, 

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

wherein R2 and R3 each represents a hydrogen atom, 

25 Lc represents -C(=0)-, and 

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

following formula: 

[Formula 28] 

0 

30 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. 
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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 - CH2 CH2 -
C(=0) -
- (Succinimid-3-yl-N) -CH2CH2CH2CH2CH2-C (=0) - GGFG - NH - CH2CH2 CH2 -
C(=0)-

10 - (Succinimid-3-yl-N) -CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-
CH2CH2CH2CH2CH2-C (=0) -
- (Succinimid-3-yl-N) -CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2-0-
CH2-C(=0) -
- (Succinimid-3-yl-N) -CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-0-

15 CH2-C(=0)-
- (Succinimid-3-yl-N) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-CH2CH2-
C (=0) -GGFG-NH- (CH2) 2-C (=0) -
- (Succinimid-3-yl-N) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-CH2CH2-
C (=0) -GGFG-NH- (CH2) 3-C (=0) -

20 - (Succinimid-3-yl-N) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-CH2CH20-
CH2CH20-CH2CH2-C (=0) -GGFG-NH-CH2CH2-C (=0) -
- (Succinimid-3-yl-N) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-CH2CH20-
CH2CH20-CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C (=0) -
-C (=0) -CH2CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C (=0) -

25 -C(=0) -eye.Hex (1,4) -CH2- (N-ly-3-diminiccuS) -CH2CH2- (C=0) -
GGFG-NH-CH2CH2CH2-C (=0) -
-CH2-C (=0) -NH-CH2CH2-C (=0) -GGFG-NH-CH2CH2CH2-C (=0) -

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

represented by the following formula: 

3 0 [Formula 2 9] 

0 

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 

35 at position 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) -
- (Succinimid-3-yl-N) -CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-0-
CH2-C( = 0) -

10 wherein - (Succinimid-3-yl-N) - has a structure 
represented by the following formula: 
[Formula 3 0] 

which is connected to the antibody at position 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] 
2 0 A linker as claimed in chlaim 30, wherein said linker 

has the following formula: 
- (Succinimid-3- yl-N) -CH2CH2-C (=0) -NH-CH2CH20-CH2CH20-CH2CH2-
C (=0) -GGFG-NH- (CH2) 3-C (=0) -

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

2 5 represented by the following formula: 

[Formula 31] 

which is connected to the antibody at position 3 thereof 
and is connected to a methylene group in the linker 

3 0 structure containing this structure on the nitrogen atom 
at position 1. 

0 

o 

o 

o 
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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-C (=0) - GGFG-NH-CH2~0-

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

represented by the following formula: 

[Formula 32] 

o 

o 

10 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. 

15 [Claim 35] 
A linker as claimed in chlaim 30, wherein said linker 

has the following formula: 
- (Succinimid-3-yl-N) -CH2CH2CH2CH2CH2-C (=0) -GGFG-NH-CH2CH2-0~ 
CH2-C(=0) -

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

represented by the following formula: 

[Formula 33] 

o 

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

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

[Claim 36] 
3 0 A compound selected from a group of 

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

NH2-CH2CH2-O-CH2-C (=0) - (NH-DX) , or 

H0-CH2-C(=0)-(NH-DX), 
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wherein - (NH-DX) is a group 

formula: 

[Formula 34] 

H 

/ o 
Me 

5 wherein the nitrogen atom of 
is a connecting position. 

[Claim 37] 
A compound of 

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

wherein - (NH-DX) is a group 

formula: 

[Formula 3 5] 

H 

/ ° 
Me 

15 wherein the nitrogen atom of 

is a connecting position. 

represented by the following 

the amino group at position 1 

represented by the following 

the amino group at position 1 

[Claim 38] 
A compound of 

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

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

formula: 
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[Formula 36] 

H 

/ O 
Me 

wherein the nitrogen atom of the amino group at position 1 

is a connecting position. 

5 
[Claim 39] 

A compound of 

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

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

10 formula: 

[Formula 3 7] 

H 

/ o 
Me 

wherein the nitrogen atom of the amino group at position 1 
is a connecting position. 

15 


