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

[Non Patent Literature 12] Kumazawa, E. et al. Cancer
Sci (2004 ) 85, 168-175.; DE-310, a novel
macromolecular carrier system for the camptothecin
analog DX-8951f: Potent antitumor activities in wvarious
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.

[Summa ry-—e&—Etn e |
[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



remains as a subject to achieve a superior therapeutic

effect by further enhancing the safety. Thus, an

object of the present imvemtien—disclosure 1s 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 1s 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



antibody-drug conjugate in which the antibody and
exatecan are conjugated to each other wvia the linker,
and confirmed an excellent antitumor effecﬁ exhibited
by the conjugate to thereby complete the present

inverntieondisclosure.

[0011]
Specifically, the present invention relates to the
followings.

In one aspect, there i1g provided an antibody-drug

conjugate wherein an antitumor compound represented by

the following formula:

[Formula 1]

is conjugated to an antibody wvia a linker having a

structure represented by the following formula:

LA -LP-NH- (CH, Y Rt -LA-1°-1.°-

wherein 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 the connecting position,

wherein

n' represents an integer of 0 to 5,

L' represents - (Succinimid-3-v1-N)-(CH,)n?*-C(=0)-,

-CH,-C{=0) -NH- (CH,)n*-C (=0) -,




-C(=0)-cyc.Hex{(1,4)-CHy- (N-1y-3-diminiccu8)-, or

~C(=0) - (CH.)n*-C(=0) -,

wherein n’ represents an integer of 2 to 5, n’

represents an integer of 2, n' represents an integer of,

L’ represents -NH- (CH;-CH,-0)n°-CH,-CH,-C(=0) -,

~8- (CH,)n®-C(=0) -, or a single bond,

wherein n° represents an integer of 2 to 4, n°

repregents an integer of 2,

L7 represents a tetrapeptide residue of GGFG,

L* repregents -0- or a sgingle bond,

1” represents -CR*(-R’)- or a single bond,

wherein R® and R’ each represents a hydrogen atomL®

represents -C(=0) -, and

- (Succinimid-3-y1-N)- has a structure represented by

the following formula:

[Formula 2]

0
N—
0

which 1is 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-diminiccu8) - has a structure represented by

the following formula:

[Formula 3]




~—N
o

which is connected to L° at position 3 thereof and is

connected to a methylene group in the linker structure

containing this structure on the nitrogen atom at

pogition 1,

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

when L? ig -8-(CH,)n®-Cc(=0)-, L is

~C({=0)~cyc. . Hex(1,4) -CH,- (N-1yv-3-diminiccu8) -.

In one aspect, there is provided an antibody-drug

conjugate wherein an antitumor compound represented by

the following formula:

[Formula 5]

NH,

is conjugated to an antibody wvia a linker having a

structure repregented by the following formula:

~-L'-1%-LP-NH- (CH,) n'-12-L°-1.°-

wherein the antibody is connected to the terminal of LY,

the antitumor compound is connected to the terminal of

L° with the nitrogen atom of the amino group at

position 1 ag the connecting position,

wherein



n' represents an integer of 0 to 6,

L' represents - (Succinimid-3-y1-N)-(CH,)n?~-C(=0)- and is

connected to the antibody via a thicether bond which is

formed at a disulfide bond moliety present in a hinge

part of the antibody,

wherein n’ represents an integer of 2 to 8,

I’ represents -NH- (CH,-CH,-0)n°-CH,-CH,-C(=0)- or a

single bond,

wherein n’ represents an integer of 1 to 6,

L” represents a tetrapeptide residue of GGFG,

L* represgents -0- or a single bond,

L” represents -CR’(-R’)- or a single bond,

‘wherein R? and R® each represents a hydrogen atom,

L° represents -C(=0)-, and

-{(Succinimid-3-y1-N)- has a sgtructure represented by

the following formula:

[Pormula 6]

O
N—
0O

which is connected to the antibody at position 3

thereof and i1s connected to a methylene group in the

linker structure containing this structure on the

nitrogen atom at position 1.

In cne aspect, there is provided a drug containing the

antibody-drug conjugate as defined herein, or a salt

thereof.



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 1is provided a pharmaceutical

composition containing the antibody-drug conjugate as

defined Therein, or a salt thereof asg an active

component, and a pharmaceutically acceptable

formulation component.

In one aspect, there 1g provided a drug-linker

intermediate compound represgsented by the following

formula:

Q- (CH)n®-C(=0) -L**-L°-NH- (CH;)n'-L*-1°-1L°- (NH-DX)

wherein Q represgents (maleimid-N-vyl)-, HS-,
X-CHy~C(=0) -NH~, or (Pyrrolidine-2,5-dione-N-vy1l)-0-
_C(:O}—i

X represents a bromine atom,

Q

n® represents an integer of 2 to 6,

L°* represents -NH- (CH;-CH,-0)n’-CH,-CH,-C(=0)- or a

gingle bond,

wherein n° represents an integer of 1 to 6,

L' represents a tetrapeptide residue of GGFG,

n' represents an integer of 0 to 5,

L® represents -0- or a single bond,




1P represents -CR*(-R’)- or a single bond,

wherein R® and R’ each represents a hydrogen atom

L represents -C(=0)-,

(maleimid-N-v1) - is a group represented by the

following formula:

[Formula 127

wherein the nitrogen atom is a connecting position,

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

the following formula:

[Formula 13]

O

N—

O

wherein the nitrogen atom ig a connecting position, and

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

formula:

[Formula 14]

wherein the nitrogen atom of the amino group at

position 1 ig a connecting position.




In one aspect, there ig provided a compound of the

following:
(maleimid-N-v1)~-CH;CH,~-C(=0) ~GEGFG~-NH-CH,CH,~-C (=0) - (NH~

)

{maleimid-N-v1) - CHoCHoCHRCH,CH, - C (=0) ~GGFG-NH-CH,CH,

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

(malelmid-N-v1) -CH,CH,-C (=0) ~GGFG-NH-CH,CH,CH,-C (=0} -

(NH-DX)

(maleimid-N-y1) -CH,CH,CH,CH,CH, - C (=0) ~GGFG-NH-CH,-O-CHy -

C{=0) - (NH-DX)

(maleimid-N-y1) -CHyCHyCHoCH,CH, -C (=0) -GGFG-NH- CHCH,-O-

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

(maleimid-N-v1)-CHyCH,-C{=0) ~NH-CH,CH,O0-CHCH,0-CHyCH, -~

C{=0) -GEFE-NH-CH,CH,CH,-C (=0) - (NH-DX)

(mal@imidMN~yl)wCHﬁE§~C(:O)wNHwCHﬂH&O~CH5¥&Q—CHﬂﬁb;

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

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

X=CH,-C(=0) ~-NH-CH,CH,-C {=0) -GGFG-NH-CH,CH,CH,-C (=0) - (NH-

DX)

HS - CH,CH, - C {=0) -GGFG-NH-CH,CH,CH,-C (=0) - (NH-DX)
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(Pyrrolidine-z,5—dionewN~yl)~O~C(:O)~CHgCH%ﬁbCH2§ﬁg§§g;

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

[Formula 16]

o

—N
O

wherein the nitrogen atom is a connecting position, and

~-{NH-DX) is a group represented by the following

wherein the mnitrogen atom of the amino group at

pogition 1 is a connecting position.




9h

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

following:

C{=0) ~GGFG-NH-CH,CH,CH,-C (=0) - (NH-DX} ,

(maleimid-N-vl1) -CH;CH,CH,CH,CH,y-C (=0) ~GGFG-NH-CH,-0-CH; -

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

(maleimid-N-v1l)-CH;CH,CHoCHyCH,~C {=0) ~-GGFG-NH-CHyCH, -0~

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

wherein (maleimid-N-vl)- is a group repregented by the

following formula:

[Formula 18]

wherein the nitrogen atom is a connecting position, and

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

formula:

[Formula 19]

wherein the nitrogen atom of the amino group at

pogition 1 is a connecting position.




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

following:

(mal@imid‘N“yl )"CH?CHQ -C (30;7 “NH“CHQCHQO“CE“IQCHQO”CHQ%&;’M

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

wherein (maleimid-N-vl)- 1s a group represented by the

following formula:

[Formula 20]
0

—N |
(0]

wherein the nitrogen atom is a connecting pogition, and

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

formula:

[Formula 21]

wherein the nitrogen atom of the amino group at

position 1 is a connecting position.

In one aspect, there i1s provided a compound of the

following:

(maieimid~§-yl}~Cﬁ2CHgC§2CH2Cﬁ%"C(:O)~GGFG~N§—CH;»OMCHQL

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




bl

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

following formula:

[Formula 22]

wherein the nitrogen atom is a connecting position, and

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

formula:

[Formula 23]

wherein the mnitrogen 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«y1)~CH%R%CHQCH5¥Q—C(20)~GGFGwNHwCHgﬂh~O~

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

wherein (maleimid-N-vl)- is a group repregsented by the

following formula:

[Formula 24]




wherein the nitrogen atom 1s a connecting position, and

-~ (NH-DX) ds a group vrepresented by the following

formula:

[Formula 25]

wherein the mnitrogen 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:

e - L eNE- (CHy Rt -TA-TP -1

for cobtaining an antibody-drug conjugate in which a

drug ilg conjugated to an antibody via the linker,

wherein L' is a connecting position for the antibody,

L° ig a connecting position for an antitumor compound,

wherein

n' represents an integer of 0 to 5,

L' represents - (Succinimid-3-vy1-N)-(CH,)n*-C(=0) -,

~CH,-C (=0) -NH- (CH,)n’-C (=0) -,

~C(=0) ~cyc.Hex(1,4) -CHy~ (N-1y-3~-diminiccus8)~, or




-C(=0) - (CH,)n*-C(=0) -,

wherein n’ represents an integer of 2 to 5, n’

represents an integer of 2, n® represents an integer of

6,

L’ represents -NH- (CHy-CH,-0)n’-CH,-CH,-C(=0) -,

-8- (CHy)n®-C(=0)-, or a single bond,

wherein n’ represents an integer of 2 to 4, n°

repregents an integer of 2,

L*’ represents a tetrapeptide residue of GGFG,

L® represents -0O- or a gingle bond,

L” represents -CR?(-R’)- or a single bond,

wherein R® and R’ each represents a hydrogen atomLS®

represents -C(=0)-,

- {Sugcinimid-3-v1-N)~- has a structure represented by

the following formula:

[FPormula 26]

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 I,

- (N-ly-3-diminiccu8) - has a structure represented by

the following formula:

[Formula 27]




—N
o

which is connected to L° 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,

cyc.Hex{1,4) represents a 1,4-cyclohexvliene group, and

when L? ig -8- (CH,)n®-C(=0)-, L' is -C(=0)-cyc.Hex(1,4) -

CHo- (N-1y-3-diminiccus) -.

In one aspect, there ig provided a linker repregented

by the following formula:

ST e PeNH- (CHy) Rt -T2 Pl

for obtaining an antibody-drug conijugate in which a

drug is conjugated to an antibody via the linker,

wherein L' is a connecting position for the antibody,

L° is a connecting position for an antitumor compound,

wherein

n' represents an integer of 0 to 6,

L' represents - (Succinimid-3-yv1-N)-(CH,)n’-C(=0)- and is

connected to the antibody via a thicether bond which is

formed at a disulfide bond moiety present in a hinge

part of the antibody,

wherein n’ represents an integer of 2 to 8,

L’ represents -NH- (CH;-CH,-0)n’-CH,-CH,-C(=0)- or a

single bond,

wherein n° repregents an integer of 1 to 6,




LY represents a tetrapeptide residue of GGFG,

1* represents -0- or a single bond,

ILP® represents -CR®(-R’)- or a single bond,

3

wherein R and R’ each represents a hydrogen atom,

L represents ~-C(=0)-, and

- (Succinimid-3-yv1-Nj- has a structure repregented by

the following formula:

[Formula 28]

O

N-—

0

which dis connected to the antibody at position 3

therecf and is connected to a methylene group in the

linker structure containing this structure on the

nitrogen atom at position 1.

In one asgpect, there is provided a compound selected

from a group of

NHz-CH,CH,CH,-C (=0) - (NH-DX} ,

NHo2-CH,CH,~O-CH,-C (=0) - (NH-DX) , or

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

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

following formula:

[Formula 34]




wherein the nitrogen atom of the amino group at position 1

i8 a connecting position.

In one aspect, there is provided a compound of

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

formula:

[Formula 35]

wherein the nitrogen atom of the amino group at posgition 1

is a connecting position.

In one aspect, there is provided a compound of

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

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

formula:

[Formula 36]

wherein the nitrogen atom of the amino group at

position 1 is a connecting position.




2p

In one aspect, there is provided a compound of

EO—CH2~C(:O)~{§HwDX),

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

following formula:

[Formula 37]

wherein the nitrogen atom of the aminoc group at

pogition 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 wvia a linker having a
structure represented by the following formula:
-L'-LA-L°-NH- (CHp) n'-L2-L°-L°- .
[0012]
Here, the antibody is connected to the terminal of L7,

the antitumor compound is connected to the terminal of 1
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with the nitrogen atom of the amino group at posgition 1 as
connecting position,
wherein

n* represents an integer of 0 to ¢,



11

L® represents -CH,- or -C(=0)-,
- (Succinimid-3-y1l-N)- has a structure represented by
the following formula:
[Formula 3]

O

N—

0
which 1s 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-diminiccuS8)- has a structure represented by
the following formula:

[Formula 4]

0
—N

o
which is connected to L? 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,
cyc.Hex(1l,4) represents a 1,4-cyclohexylene group, and
when L? is -S-(CHp)n®-C(=0)-, L' is -C(=0)-cyc.Hex(1,4)-
CH;- (N-1ly-3-diminiccuS) -.
[0013]

The present imwventiendisclosure further relates to

each of the followings.
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-CH,-C(=0) -NH-CH,;CH,-C (=0) -GGFG-NH-CH,;CH,;CH,-C(=0) -
-C(=0) -CH,CH,CH,CH,CH,CH,-C({=0) ~-GGFG-NH-CH,CH,CH,-C (=0) -.
[80] The 1linker according to [76], which is selected
from the  following group, provided that the 1left
terminal is a connecting position with the antibody and
the right terminal is a connecting position with the
antitumor compound:

- (Succinimid-3-y1-N) -CH,CH,CH,CH,CH,;-C (=0) -GGFG-NH-CH,-0-
CH,-C(=0) -

- (Succinimid-3-y1-N) -CH,CH,CH,CH,CH,;-C (=0) -GGFG-NH-
CH,CH,-0-CH,-C (=0) -

- {Succinimid-3-y1-N) -CH,CH,-C(=0) -NH-CH,CH,0-CH,CH,0-

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

Advantageous Effects of Fmventiendisclosure

[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 wvariant 1 (SEQ ID NO: 1).

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

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

[Claim 1]
An antibody-drug conijugate wherein an aq{itumor

compound represented by the following formula: /

[Formula 1]

is conjugated to an antibody /fia a linker héving a

Vs

structure represented by the fgllowing formula:

~L'-L2-LP-NH- (CHy) n'-13-1P-1°- /

wherein the antibody is cg/hected to the terminal of LY,
the antitumor compound ;f connected to the terminal of
1L° with the nitroge/9 atom of the amino group at
position 1 as the cof%ecting position,

wherein /
n' represents anyinteger of 0 to 6,
Lt represents(/QSUCcinimid~3—yl-N)—(CHﬁrf~C(=O)—,'~CH2‘

C(=0) -NH~- (CHff n®~C (=0) =, ~C(=0) -cyc.Hex (1,4)~CHy~ (N-1y-

w
i
o,
l_.:.
=
I__l.
=l
‘_.s.
Q
Q
N
!
O
il
!
@!
il

0) - (CHy)n*-C (=0) -,

wheyein n? represents an integer of 2 to 8, n°

represgnts an integer of 1 to 8, n' represents an

integer of 1 to 8,

represents  =NH- (CH;-CH,-0)n’~CH,-CH,-C (=0) ~, -5-




=
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wherein n° represents an integer of 1 to 6,

represents an integer of 1 to 6,

L° represents a peptide residue consisting of 2_;v 7
amino acids,
L* represents ~-C(=0)-NH-, -NR*-(CH,)n"-, -0+ or a

single bond,

. Y
represents an integer of 1 to / represents an

integer of 1 to 6,

hydrogen atom, an alkyl gg;up having 1 to 6 carbon

atoms, ~(CHz)n®-NHp, = (CHyfn-COOH, or -(CHz)n°-OH, R

a structure represented by
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which is connected to the antibody at position
thereof and i1s connected to a methylene group in
linker structure containing this strﬁcture onys
nitrogen atom at position 1,
- (N-ly-3-diminiccus) - ‘has a structure repre;fﬁted. by
the following formula: |
[Formula 3]

O
—N

O

containing this structure Q? the hitrogen atom " at

position 1,

cyc.Hex (1,4) represents a/f

amino acid selected from

phenylalani;/, glycine, wvaline, lysine, citrulline,

serine, g//tamic acid, and aspartic acid.
[Claim
The antibody-drug conjugate according to claim 1
or %, wherein

represents a tetrapeptide residue,

represents -0~ or a éingle bond,
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LP represents -CR*(-R’)- or a single bond,

wherein R? and R® each independently represent

atoms, - (CH,)n®-NH,, = (CH,)nP-COOH, or =-(CH,)n®~0H, n®

represents an integer of 1 to 4, n

are not the same as each other, and
L° represents -C(=0)-.

[Claim 4]

and

1L° represents -C(=
[Claim 5]

//rug conjugate according to any one

of claims 1 tofﬂ, wherein L' is - (Succinimid-3-yl-N) -
y

tibody-drug conjugate according to any one

1 to 4, wherein Ll is - (Succinimid-3~yl~-N) -
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«

The antibody-drug conjugate according to any onfj

of claims 1 to 4, wherein L' is -C{(=0)~cyc.Hex (1, 4
CHy- (N-1ly~-3-diminiccuS)- or —C(=O)—(CHﬂxﬁ—C(=O)—.
[Claim 8]

The antibody-drug conjugate according tofany one
of claims 1 to 6, wherein n? is an integer:yf 2 to 5,
and 12 is a single bond.
[Claim 9]

The antibody-drug conjugate accoyding to any one

of claims 1 to 6, wherein n® is aé/’ 2 to 5,

[Claim 10]
The antibody-drug conjugﬁfe according to any one

of claims 1 fo'g; ﬁherein ,"e following formula: -NH-

CHz) 5-C (=0) -,

CHz"‘O“‘CHg—C (ZO) -y OF

/-NH- (CHz) ~0-CHz-C (=0) - .




- 420 -

[Claim 13]
The antibody-drug conjugate according to any A

of claims 1 to 12, wherein the structure of the

(NH~DX)

~(Succinimid=-3-y1-N)-CH,CHy~-C (=0)-GGFG~-NH-
C (=0) - (NH-DX)
- (Succinimid-3-y1-N)-CHyCH,CH,CH,CH,~C (/ ) -GGFG-NH-

CHZCH2"'C (=O) - (NH—DX)

CH,CH2CH,=-C (=0) ~ (NH-DX)

- (Succinimid-3-yl-N) —CH,CH,CH,GH

CH,=C (=0) - (NH~DX) |
- (Succinimid-3-y1-N) ~GA;CH,CH,CH,CH,~C (=0) ~GGFG-NH-
CH,CH,=0-CHz~C (=0) = (1 £1-Dx)
- (Succinimid-3-y1 ) ~CH;CH,=C (=0) ~NH-CH,CH,0-CH,CH,0-
CH,CHy=C (=0) ~GGFF-NH-CH,CH,CH,~C (=0) - (NH-DX)

- (Succinimid-¥Lyl-N) ~CHCH,—C (=0) ~NH-CH,CH,0~CH,CH,0-

CH,CH,~C (=0) /GGFG-NH~CH;CH,~C (=0) ~ (NH-DX)

—(Succinirgd—3—yl—N)—CHZCHZ—C(=O)—NH—CHQCH20~CH2CH20—
CH,CH,0~fH,CH,0-CH,CH,-C (=0) ~GGFG-NH~CH,CH,CH,~C (=0) ~ (NH~
DX)
- (Sccinimid-—B—yl—-N) ~CH,CH,~C (=0) ~NH-CH,CH,0-CH,CH,0~

CH20-CH2CHZO—CH2CH2—C (=0) ~GGFG-NH-CH,CH,~C (=0) - (NH~-DX)
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~CH,~C (=0) ~NH=CH;CH,~C (=0) ~GGFG-NH-CH,CH,CH,~C (=0) - (NH- /

DX)

(NHE-DX) ‘
—C(=O)—cyc.Hex(1,4)—CH2—(N—ly-3—diminiccu8)—S—fﬁ
C (=0) ~GGFG-NH~CH,CH;CH,~C (=0) - (NH~DX) ‘/
wherein - (NH-DX) represents a group repreﬁénted by the

following formula:

[Formula 4]

wherein the nitrogen /Jtom of the amino group at

position 1 is the con/ﬁctig position, and
~GGFG~ represents peptide residue of ~Gly-Gly-Phe-
Gly-—.

[Claim 14]

/

inimid-3-yl1-N)-CH;CH,;CH,CH,CH,-C (=0) ~GGFG-NH~CH,~0~

i

O)—(NH—DX)

/CH,CH,-0-CH,=C (=0) = (NH-DX)
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~(Succinimid-3-yl-N)~CH;CH,~C (=0) -NH-CH,CH,0~-CH,CH0~
CH,CH,~C (=0) ~GGFG~-NH~CH,CH,CH,~C (=0) - (NH~DX)
wherein - (NH-DX) represents a group represented by

following formula:

[Formula 5]

wherein the nitrogen atom of/ the amino group at

VS
position 1 is the connecting pédsition.

[Claim 15]

An antibody-drug co;fugate wherein an antitumor

is
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whereln

n' represents an integer of 0 to 6,

lerepresents “(Succinimid—3~yl~N)—(CHQI¥~C(

L? represents -NH-(CH;-CHz-0)n°-CH,-CH, a
Vi

single bond,

L° represents -C(=0)-, aﬂdj”

a structure fepresented. by

the antibody at position 3
linker /structure containing this structure on the

nitrogen atom at position 1.




.

__424__

n2 is 2, 12 is -NH- (CH,~CH,~0)n®~CH,~CH,~C (=0) -, n°® is 2/

n' is 3, and both of L® and L° are single bonds,
n“ is 5, 12 is a single bond, n' is 1, Ladis -0-, apd P
is ;CRZ(—RS)—, or
n® is 5, 1? is a single bond, n' is 2, L®
is -CR?(-R%) -.
[Claim 17]

The antibody-drug conjugate accordi'§ to claim 15
or 16, wherein n® is an integer of 2 %o 5, and L2 is a
single bond.
[Claim 18]

or 16, wherein n?

(CHp) n'-12-1°-1°- is /
~NH- (CHp) 3-C (=0) =, /

~NH=CH,~0~CH,~C (5

Y,

The ghtibody-drug conjugate according to any one

of claifé/l5 to 19, wherein the structure of the linker
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- (Succinimid-3-yl-N) —CH,CHy~C (=0) ~GCFG-NH-CH,CH,CH, -
C (=0) - (NH-DX)

— (Suceinimid-3-yl-N) ~CHyCHyCHyCHoCHy~C (=0) ~GGFG-NH~ /
CH,CH,-C (=0) - (NH=-DX)
~(Succinimid-3-y1-N) —CH,CH,CH,CH,CH,—C (=0) —-GGFG—

CH,CH,CH,~C (=0) - (NH-DX) /

1,~C (=0) - (NH-DX)
- (Succinimid-3-yl-N) #2CH,~C (=0) ~NH~-CH,CH,0~CH,CH,0-
CH,CH;0-CH;CH,0-CH2CH /¢ (=0) - GGFG-NH-CH,CH,CH,~C (=0) — (NH-
DX) /
~(Succinimid~3—//;N)~CHﬂﬂb~C(=O)~NH—CHﬂﬁbO-CHﬁﬂbO—
CHZCHZO—CHZCH29/5H2CH2~C(=O)~GGFG—NH~CH2CH2~C(=O)~(NH~DX)
wherein —(N/ADX) represents a group represented by the

following formula:
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[Formula 8]

wherein the nitrogen atom of the apino group at

position 1 is a connecting position.
[Claim 21] /
The antibody-drug conjugate ,bcording to any one

y

of claims 15 to 19, wherein the//tructure of thé linker

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




.
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wherein the nitrogen atom of the amino group ayﬁ
position 1 is a connecting position.
[Claim 221

The antibody-drug conjugate according to .5'y one

[Claim 23]

The antibody-drug conjugate accoyding to any one
of claims 1 to 21, wherein an averafie number of units
of the selected one drug—linker/étructure conjugated

Vi
per antibody is in a range of fg/m 2 to 8.

[Claim 24]

The antibody-drug conjgéate according to any one

an average number of units

of claims 1 to 21, where;x

of the selected one d;/§~linker structure conjugated

per antibody is in a p/£ge of from 3 to 8.

[Claim 25]
The antibody-éﬁug conjugate according to any one

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

having one o more of a property of recognizing a

target cellffa property of binding to a target cell, a
property Af internalizing in a target cell, and a
property of damaging a target cell.
[Clai 26]

The antibody~drug conjugate according to any one
claims 1 to 24, wherein a cell which is targeted by

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

The antibody~-drug conjugate according to any gne
Qf claims 1 to 24, wherein the,antibody’is an ant]¥A33
antibody, an anti-B7-H3 antibody, an aon¥CanAg
antibody, an anti-CD20 antibédy, an anti—CDZZ‘;htibody,
an anti-CD30 antibody, an anti-CD33 antibod,f an anti-.
CD56 antibody, an anti-CD70 antibody,/ an anti-CEA
antibody, an anti—C;ipto‘ antibody, an anti-EphA2
antibody, an anti-G250 antibody, an anfi-MUC1l antibody,
an anti-GPNMB antibody, an anti-infegrin antibody, an
anti-PSMA antibody, an anti~ten/scin—c antibody, an
anti-SLC44A4 antibody, or an an;/~mesothelin anﬁibody.
[Claim 28] /

The antibody-drug conjgéate according to any one
of claims 1 to 24, where%?,the antibody‘is an anti-B7-
H3 antibody, = an ant%/éD3O antibody, an anti-CD33
antibody, or an anti—/;70 antibody.

[Claim 29] J

The antibody;érug conjugate according to any one
of claims 1 to/?ﬁ, wherein the antibody is an anti-B7-
H3 antibody. 5/

(Claim 30] /
/
containing the antibody-drug conjugate

any one of claims 1 to 29 or a salt
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An antitumor drug and/or anticancer drqf
containing the antibody-drug conjugate according to A
one of claims 1 to 29 or a salt thereof.v |
[Claim 32]

i drug

The antitumor drug and/or anticanc”

kidney <cancer, wurothelial cancer, color
prostate cancer, glioblastoma Inultiqérme, ovarian
cancer, pancreatic cancer, Dbreast éncer, melanoma,
liver cancer, bladder cancer, s/bmach cancer, or
esophageal cancer.
[Claim 33]

A pharmaceutical compgéition containing the
antibody-drug conjugate acc éding to any one of claims
1 to 29 or a salt thereofﬁés an active component, and a
pharmaceutically accept/ﬁle formulation cbmponent.
[Claim 34)

A method fd;ﬁJ treating tumor and/or cancer
comprising admin?"tering the antibody-drug conjugate
according to a]§ one of claims 1 to 29 or a salt

thereof.

[Claim 35]

A dryb-linker intermediate compound . represented by

(maleimid-N-yl) -, HS-, X=CHp~
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n® represents an integer of 2 to 8,

1L?%  represents -NH- (CH,;-CH,-0)n®-CH,-CH,-C(=0)- or /
sihgle bond,
wherein n° represents an integer of 1 to 6, /

1.’ represents a peptide residue consisting OfJZ to 7

amino acids selected from phenylalanine/ﬁ glycine,

valine, lysine, citrulline, serine, gluta/{c acid, and

/

aspartic acid,

n' represents an integer of 0 to 6,

12 represents -C(=0)-NH-, -NR'-(C
single bond,

/ .
wherein n’ represents an jnteger of 1 to 6, R!

represents a hydrogen atom, ay alkyl group having 1 to

6 carbon atoms, ~-(CHy)n®-CO0H, or - (CH,)n%-0H, n®

represents an integer of 1 to 4, n’ represents an
V4 )

integer of 1 to 6,

P represents —CR2(—R3y/, -0-, —NRA—, or a single bond,

3

wherein R? and / each independently represents a

hydrogen atom, alkyl group having 1 to 6 carbon

atoms, ~-(CHz)n®/NH,, =-(CHz)n°-COOH, or -(CHp)n®-OH, R

represents af{&drogen atom or an alkyl group having 1

to 6 carbon/atoms, n® represents an integer of 0 to 6,

n® repres¢mts an integer of 1 to 4, n°

represents an
integer Jof 1 to 4, provided that when n® is 0, R? and R®
are nwé the same as each other,
yZ;resents ~CHy~ or -C({=0)-,
faleimid-N-yl) - is a group represented Dby the

4

vffollowing formula:
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[Formula 10]

the following formula:

[Formula 11]

O
N—

O

- (NH-DX) 1s a group represg

formula:

[Formula 12]

wherein ‘// atom of the amino group at
position
[Claim
he drug-linker intermediate compound according to

claym 35, wherein L° is -C(=0)-.
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The drug-linker intermediate compound according tp;

consisting of 4 amino acids.

[Claim 38]

any one of claims 35 to 38, wherefn the following
formula: -NH-(CHy)n'-L®-LP- is
-NH~-CH,CH,—,
~NH-CH,CH,CH,~,
~NH~-CH,CHyCH»CHy—,
~NH-CH,CH,CH,CH,CHy—,
-NH-CHy~0~-CHy~, or
~NH~-CH,CH,~0O~-CHp~.

[Claim 40]

he drug-linker intermediate compound according to

® is an integer of

any/one of claims 35 to 40, wherein n
2/to 6.

[Claim 42]
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The drug-linker intermediate compound according tff
ciaim 39, wherein |
Q is (maleimid-N-yl) -,
n® is an integer of 2 to 5, and
L°% is a single bond.

[Claim 43]

The drug-linker intermediate compoundvaccording to
claim 40, wherein
Q is (maleimid-N-yl)-—,

Q

n® is an integer of 2 to 5, and

L*? is a single bond.

[Claim 44]

any one of claims 35 to 38,‘;

/

Q is (maleimid-N-yl)-, V4

n=

~NH-CH;CHjy~,

~NH-CH,CH,CH, -,/

/ The drug-linker intermediate compound according to

V4
/claim 44, wherein
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n° is an integer of 2 or 4,

~NH- (CHp) n*-13~-1LP- is
~NH-CH,CH,CH,—,
~NH-CH,~0-CHz~, or
~NH-CH,CH,~0~CHy~.

[Claim 46)]

A compound of the following:

(NH-DX)
(maleimid-N-y1)-CHyCHoCHy~C (=0) ~GGFG-NH-CH,CH,CH,~C (=0) —
(NH-DX) ’

(maleimid-N-y1) 5¢H,CH;CH,CH,-C (=0) ~GGFG-NH-CH,CH,CHy—

7




(maleimid-N-yl) ~CH,CHyCH;CH,~C (=0) ~GGFG-NH-
CH,CH,CH,CH,CH»~C (=0) - (NH~DX)
(maleimid-N-yl)-CH,;CHyCH,CHyCH,~C (=0) ~GGFG~-NH~-

CH,CH,CH,CHCH,~-C (=0) = (NH-DX)

C (=0) - (NH-DX)
(maleimid—wal) "'CH2CH2CH2CH2CH2—C ( 4

C (=0) ~ (NH~DX)

C (=0) - (NH-DX) 7
(maleimid~N—yl) —CH2CH2//", 2CH2_C (=O) —GGFG"NH—CH2CH2—O;CH2“

C (=0) - (NH-DX)

C (=0) —GGFG—/* ~CH,CH,CH,~C (=0) ~ (NH-DX)
(maleimid '—yl) ~CHzCHz~C (=0) ~NH~-CH,CH,0-CH,CH,0-CH,CH,0-
CH,CH,~Cf=0) ~GGFG~NH-CH,CH,CH,~C (=0) - (NH-DX)

(maleimid-N-yl) -~CHyCH,~C (=0) ~NH~CH,CH,0~CH,CH,0~CH,CH,0~
CH,CHA,0-CH,CH,~C (=0) ~GGFG-NH~CH,CH,CH,~C (=0) - (NH-DX)

XACH;~C (=0) ~NH-CH,CH,~C (=0) ~GGFG~NH~CH,CH,~C (=0) - (NH~DX)




- 436 -

X~CHy~C (=0) ~NH-CH,CH,~C (=0) ~GGFG-NH~-CH;CH,CH,~C (=0) - (NH- /
DX) '

X~CHy~C (=0) -NH- CHzCHz C(=0) -GGFG~NH~-CHy~-0-CHy-C (=

DX)

X~CHy~C (=0) ~NH-CH,CH,~C (=0) ~GGFG-NH-CH,CHy~0-CHy~¢/(~0) -
(NH-DX) /
X-CH,~C (=0) ~NH~CH;CH,CH,~C (=0) ~GGFG-NH~CH,CH,/C (=0) - (NH~
DX)

X-CHy=C (=0) ~NH-CH,CH,CH,~C (=0) ~GGFG-NH~-CH, ~C (=0) -
(NH-DX) |

X~CH,~C (=0) ~NH-CH,CH,CH,~C (=0) - ~C(=0) -
(NH-DX)

X~CHy~C (=0) ~NH-CH,CH,CH,~-C (=0) ~ G/FG NH~CH,CH,~0~ CH2

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

X—CHZ—C(=O)~NH~CH2CHﬂHhCH2j‘/=O)—GGFG—NH—CHZCHZ—C(=O)—
(NH-DX) | /
X—CHZ—C(=O)~NH~CH2CH£H€/%2~C(=O)—GGFG—NH~CH£H@CH2<
C (=0) - (NH-DX) ‘/
X—CHZ—C(=O)—NH—CHZQJ;HhCHZ—C(=O)—GGFG~NH~CH2~O—CH2~
C (=0) - (NH-DX) /
X~CH,y~C (

:O) —NH;‘/’/HQCHQCHZCHZ"C (=O) —GGFG"NH’“CH2CH2“‘O“CH2—

~NH-~CH;CH;CH,CHCHp~C (=0) ~GGFG~-NH-CH,;CH,CH3—

=0) =NH~CH,CH,CH,CH,CH3~C (=0) ~GGFG~NH~CHy~0~CHjy~

=0) - (NH~DX)
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X=CH~C (=0) -NH-CH,CH,CH,CH,CH,~C (=0) —GGFG—NH—CHZCHQ*O-CEQ—
C (=0) - (NH-DX)
HS=CH,CH,~C (=0) =GGFG-NH~CH,CH;~C (=0) = (NH-DX)

HS~-CH»CHyCH,~C (=0) —GGFG—NH~CH2CH2—C {(=0) ~ (NH-DX)

HS-CH>CH3CHCH,-C (=0) -GGFG~NH-CH;CH;~-C (=0) ~

HS"‘CH2CH2—C (=, ) "NH”‘CHzCHzO‘CHzCHzo—CH2CH20—CHQCHZ—C (ZO) -
Y,

GGFG-NH~-CHYCH;CH,—C (=0) ~ (NH~DX)
HS--CHZC C(=0)-~NH~CH,CH0~-CH,CH,0-CH3CH,0~CH,CH,0~CH,CH,~

C(=0) -@gGFG-NH-CH,CH,CH,—-C (=0) ~ (NH~DX)

NCH2CH2~C (=0) - (NH~-DX)
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(Pyrrolidine-2,5-dione-N~-yl) ~0~C (=0) ~CH,CH;CH;~C (=0) -
GGFG-NH~-CH,CH,~C (=0) - (NH-DX)
(Pyrrolidine-2,5-dione-N-yl) -0-C(=0) —~CH,CH,CH,CH,~C (=

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

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

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

C (=0) -GGFG-NH-CH,;CH,~C (=0) - (NH~DX)
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(Pyrrolidine-2,5-dione-N=-yl)=0-C (=0) ~CH3CH,-C (=0) ~GGFG~-
NH-CH,CH;-0-CH,;-C (=0) - (NH-DX)
(Pyrrolidine—Z,S*dione—N~yl)~O~C(:O)—CHZCHx}h~C(=O);v
GGFG~NH~-CH,CHy~0~CH,-C (=0} — (NH-DX) I
(Pyrrolidine—Z,5~dionewN~yl)wOwC(=O)—CH2CHbeCH;:C(=O)—

GGFG~NH-CH,;CH,-0-CH,-C (=0) - (NH-DX)

[Formula 13]»/

y
y
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(Pyrrolidine-2,5-dione-N-yl)- is a group represented by;x
the following formula: |

[Formula 14]
0

e N

O

wherein the nitrogen atom is a connecting pgsition, and
- {NH-DX) 1is a group represented by fhe following
formula:

[Eormula 15]

amino group at

DX)

(maleimid~~yl) ~CH,CH,CH,~C(=0) ~GGFG-NH~CH,CH,~C (=0) -
(NH~DX) |
(maleipfid-N-yl) -CH,CH,CH,CH,-C (=0) ~GGFG-NH-CH,CH,~C (=0) -
(NH-
(mZleimid-N-y1l)-CH,CH,CH,CH,yCH,-C (=0) ~GGFG-NH-CH,CH,-

7 (=0) — (NH-DX)
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(maleimid-N-yl) ~CH,CH,~C (=0) ~GGFG~NH-CH,CH,CH,~C (=0) -
(NH-DX)

(maleimid-N-yl) ~CH,CH;CHy=C (=0) ~GGFG-NH-CH,CH,CH,~C (=ff
(NH-DX) | | | g
(maleimid-N-y1) ~CH,CHoCH,CHy~C (=0) ~GGFG-NH~-CH,CHyf]

C (=0) - (NH-DX)

C (=0) - (NH-DX)

(NH-DX)
(maleimid-N-yl)-CHyfH,CH,~C (=0) ~GGFG-NH-CHy~0-CHy—C (=0) -
(NH-DX) ’

) ~CHyCH2CH,CH,CH~C (=0) ~GGFG~-NH-CH,~0~CH;,~

) ~CH,CH2-C (=0) ~GGFG-NH-CH;CH,~-0-CH,-C (=0) -
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(maleimid-N-yl) -CH,CH,CH,CH,~C (=0) ~GGFG-NH~CH,CHp=0-CHp= /
C (=0) - (NH-DX) | :
(maleimid-N-y1) -CHyCH,CHyCHyCHy~C (=0) —GGFG-NH-CH,CH, 04
CH,~C (=0) - (NH-DX) /
(maleimid-N-yl) -CHyCHy~C (=0) ~NH-CHyCH0-CH,CH,0-Ciy
C (=0) ~GGFG-NH-CH,CH,CH,~C (=0) — (NH~DX)

(maleimid~N—yl)~CHﬂ}th(=O)—NH—CH%H&O-CHﬁI/b—CHﬂHhOM

following formula:

[Formula 16]

~ (NE-DX) is a represented by the following
formula:

[Formula 17]

whegrein the nitrogen atom of the amino group at

osition 1 is a connecting position.
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[Claim 48]

A compound of the following:

(maleimid-N-yl) -CH,CHz~C (=0) ~NH-CH,CH,0-CH,CH,0~CH,CHy
C(=0) -GGFG-NH-CH,CH,CH,-C (=0) ~ (NH-DX} , ” |
(maleimid—N—yl)—CH2CH2CH2CH2CH2—C(=O)~GGFG—NH—CHZ;O~CH2~
C (=0) - (NH-DX) or '

following formula:

[Formula 18]

- (NH-DX) is a group
formula:

[Fdrmula 197

the nitrogen atom of the amino group at
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~L'-L2~L°-NH- (CHy) n*-L3~LP-L°-
for obtaining an antibody-drug conjugate in which,

drug is conjugated to an antibody via the linker,

wherein

n' represents an integer of 0 to 6,

/

! represents —(Succinimid—nyl~N)~(CHg)n%/C(=O)~, ~CHy=-

/

C (=0) -NH~- (CHp) n®*-C (=0) -, ~C(=0)-cyc.Hex/(1,4)~CHy~ (N-1y-~-
7

wherein n® represents an ingfger of 2 to 8, n’
represents an integer of 1 n* represents an
integer of 1 to 8,
L°  represents —NH—(CHZ-CH{QO)n5~CH2—CH2-é(=o>~, -S-
(CHy) n®-C (=0)-, or a singlg}ﬁond,

wherein n° represenfé an integer of 1 to 6, n°

represents an integer gf 1 to 6,

LF represents a pep//de residue consisting of 2 to 7

amino acids,
L® represents 7/(=O)—NH—, ~NR'- (CH,)n"-, -0~, or a

single bond,

represents a hydrogen atom, an alkyl group having 1 to
6 carboA atoms, - (CHp)n®-COOH, or ;(CHﬁrﬁ—OH, n®
represgnts an integer of 1 to 4, n® represents an
integer of 1 to 6,

represents —CRZ(—RB)—, -0, ~NR%~, or a single bond,
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wherein R? and R® each independently represents a/

hydrogen atom, an alkyl group having 1 to 6 carbah

to 6 carbon atoms, n® represents an integer of;b to 6,

b c

n® represents an integer of 1 to 4, n® repyesents an

integer of 1 to 4, provided that when n® isy R? and R*®
are not the same as each other,
L° represents -CH,- or -C(=0)-,
- (Succinimid-3-y1~N)- has a structg/é represented by

the following formula:

[Formula 20]

which 1s connecrted tO//the antibody at position 3

thereof and is connects

Y/

d to a methylene group in the
linker structure c Jtaining this structure on the
nitrogen atom at pféition 1,

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

Vi
Yormula:

coginected to a methylene group in the linker structure
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containing this structure on the nitrogen atom at/

position 1,

CHy- (N~1ly=-3-diminiccus) -.
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[Claim 1]
An antibody-drug

compound represented by

[Formula 1]

is conjugated to an antibody via a

415

Claims

conjugate wherein an

the following formula:

structure represented by the following formula:

-11-1.2-1P-NH- (CH,) n*-13-1°

I

antitumor

linker having a

wherein the antibody is connected to the terminal of LI,

the antitumor compound is connected to the terminal of L°

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

the connecting position,

wherein

n' represents an integer of 0 to 5,

L' represents - (Succinimid-3-y1-N)- (CH;)n?*-C(=0)-,
~-CH,-C (=0) -NH- (CH,) n®-C (=

-C(=0) - (CHy) n*-C (=0) -,

O>—I
-C(=0) -cyc.Hex (1,4) -CHy- (N-1ly-3-diminiccus) -, or

wherein n® represents an integer of 2

represents an integer of 2, n* represents an integer of,

L2 represents -NH- (CH,-CH,-0)n’-CH,-CH,-C(=0) -,
-S- (CH,)n®-C(=0) -, or a single bond,

wherein n°® represents an integer of 2

represents an integer of 2,

1L” represents a tetrapeptide residue of GGFG,

1* represents -0- or a single bond,

1L° represents -CR?(-R?)-

or a single bond,

to

to

5,

4,

n

n

3

6
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wherein R?* and R’ each represents a hydrogen atomL®
represents -C(=0)-, and
- (Succinimid-3-y1-N)- has a structure represented by the
following formula:

[Formula 2]
O
N—
0

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

- (N-1ly-3-diminiccuS8) - has a structure represented by the
following formula:

[Formula 3]

O
—N
O

which is connected to I? 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,

cyc.Hex (1,4) represents a 1,4-cyclohexylene group, and
when L? is -$-(CHy)n®-C(=0)-, L' is
-C(=0)-cyc.Hex (1,4)-CHy- (N-1ly-3-diminiccus) -.

[Claim 2]

The antibody-drug conjugate according to c¢laim 1,
wherein the structure of the linker is one structure
selected from the following group:

- (Succinimid-3-y1-N) -CH;CH;-C (=0) -GGFG-NH-CH,;CH,-C (=0) - (NH-
DX)

- (Succinimid-3-y1-N) -CH,CH;-C (=0) -GGFG-NH-CH,CH,CH,-C (=0) -
(NH-DX)
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- (Succinimid-3-y1-N) -CH,CH,CH,CHoCH,-C (=0) ~GGFG-NH-CH,CH, -
C{(=0) - (NH-DX)

- {Succinimid-3-y1-N) -CHyCH,CH,CH,CH,-C (=0) -GGFG-NH-CH,CH,CH, -
C(=0) - (NH-DX)

- (Succinimid-3-y1-N) -CH,CH,CH,CH,CH,-C (=0) -GGFG-NH-
CH,CH;CH,CH,CH,-C (=0) - (NH-DX)

- (Succinimid-3-y1-N) -CH,CH,CH,CH,CH,-C (=0) -GGFG-NH-CH,-0-
CH,-C (=0) - (NH-DX)

- (Succinimid-3-y1-N) -CH,CH,CH,CH,CH,-C (=0) -GGFG-NH-CH,CH,-0-
CH,~C (=0) - (NH-DX)

- (Succinimid-3-y1-N) -CHyCH,-C (=0) -NH-CH,;CH,0-CH,CH,0-CH,CH;, -
C(=0) ~-GGFG-NH-CH,CH,CH,-C (=0) - (NH-DX)

- {Succinimid-3-y1-N) -CHyCH,-C (=0) -NH-CH,CH,0-CH,CH,0-CH,CH, -
C (=0) -GGFG-NH-CHCH,-C (=0) - (NH-DX)

- (Succinimid-3-y1-N) -CH,CH,-C (=0) -NH-CH,CH,0-CH,CH,0-CH,CH,0O-
CH,CH,0~-CH,CH,~C (=0) -GGFG-NH-CH,CH,CH,-C (=0) - (NH-DX)

- (Succinimid-3-y1-N) -CH,CH,-C (=0) —NH‘CH2CH20‘CH2CHQO_CH2CHZO—
CH,CH,0~CH,CH,-C (=0) ~-GGFG-NH-CH,CH,-C (=0) - (NH-DX)

-CH,-C (=0) -NH-CH,;CH,-C (=0) ~-GGFG~-NH-CH,CH,CH,~C (=0) - (NH-DX)
-C(=0) -CH,CH,CH,CH,CH,CH, - C (=0) ~-GGFG-NH-CH,CH,CH,-C (=0) - (NH-
DX)

-C(=0) -cyc.Hex(1,4) -CHy- (N-1ly-3-diminiccuS) -S-CH;CH,-C (=0) -
GGFG-NH-CH,CH,CH,-C (=0) - (NH-DX)

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

following formula:

[Formula 4]

wherein the nitrogen atom of the amino group at position 1
is the connectig position, and

-GGFG- representsg a peptide residue of -Gly-Gly-Phe-Gly-.
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[Claim 3] ,
An antibody-drug conjugate wherein an antitumor

compound represented by the following formula:

[Formula 5]

is conjugated to an antibody wvia a linker having a
gtructure represented by the following formula:
-1,'-12-LF-NH- (CH,) n*-L*-LP-L°-
wherein the antibody is connected to the terminal of L',
the antitumor compound is connected to the terminal of LS
with the nitrogen atom of the amino group at position 1 as
the connecting position,
wherein
n' represents an integer of 0 to 6,
L' represents - (Succinimid-3-yl1-N)-(CH,)n?-C(=0)- and is
connected to the antibody via a thiocether bond which is
formed at a disulfide bond moiety present in a hinge part
of the antibody,

wherein n’ represents an integer of 2 to 8,
1° represents -NH- (CH,-CH,-0)n’-CH,-CH,-C(=0)- or a single
bond,

wherein n® represents an integer of 1 to 6,

1P represents a tetrapeptide residue of GGFG,
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I? represents -0~ or a single bond,
L° represents -CR’(-R’)- or a single bond,
wherein R? and R® each represents a hydrogen atom,
L° represents -C(=0)-, and
- (Succinimid-3-yl-N) - has a structure represented by the
following formula:

[Formula 6]
0O
N
0

which is connected to the antibody at position 3 thereof
and i1s connected to a methylene group in the linker
structure containing this structure on the nitrogen atom

at position 1.

[Claim 4]
The antibody-drug conjugate according to claim 3,

wherein n® is an integer of 2 to 5, and L? is a single bond.

[Claim 5]

The antibody-drug conjugate according to claim 3,
wherein n? is an integer of 2 to 5, L? is
-NH- (CH,CH,0) n®-CH,-CH,-C (=0) -, and n’ is 2 or 4.

[Claim 6]

The antibody-drug conjugate according to any one of
claims 3 to %, wherein —NH-(CHﬁIﬁ-LW{P~LC5 is the
following formula:

-NH- (CH,);-C(=0) -,
-NH-CH,-O-CH;-C(=0) -, or
-NH- (CHy) ,~0-CH,;-C (=0) -.
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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:

- (Succinimid-3-yl-N) -CH,CH,~C (=0) -GGFG-NH-CH,CH,-C (=0) - (NH-
DX)
-(Succinimid-3-y1-N) -CH,CH,-C (=0) -GGFG-NH-CH,CH,CH,~C (=0) -
(NH-DX)

- (Succinimid-3-yl-N) -CH,CH,CH,CH,CH,-C (=0) ~-GGFG-NH-~CH,CH;, -
C(=0) - (NH-DX)

- (Succinimid-3-y1-N) -CH,CH,CH,CH,CH,-C (=0) -GGFG~NH-CH,CH,CH, ~
C(=0) - (NH-DX)

- (Succinimid-3-y1-N) - CH,CH,CH,CH,CH, - C (=0) -GGFG-NH-
CH,CH,CH,CH,CH, -C (=0) - (NH-DX)

- (Succinimid-3-y1-N) -CH,CH,CH;CH,CH, - C (=0) -GGFG-NH-CH,-0-
CH,-C (=0) - (NH-DX)

- (Succinimid-3-y1-N) -CH;CH,CH2CH,CH,-C (=0) ~-GGFG-NH~CH,CH,-0-
CH3z~C (=0) - (NH-DX)

~{Succinimid-3-yl-N) -CH,CH,-C (=0) -NH-CH,CH,0~-CH,CH,0-CH,CH, -
C(=0) -GGFG-NH-CH,CH,CH,~-C (=0) - {(NH-DX)

- (Succinimid-3-y1-N) -CH,CH,-C (=0) -NH-CH,CH,0- CH,CH,0 - CH,CH, -
C(=0) -GGFG-NH-CH,CH,-C (=0) - (NH-DX)

- (Succinimid-3-y1-N) -CH,CH,-C (=0) -NH-CH,CH,0-CH,CH,0-CH,CH,0-
CH,CH,0~CH,CH,-C (=0) -GGFG-NH-CH,CH,CH,-C (=0) - (NH-DX)

- (Succinimid-3-y1-N) -CH,CH,-C (=0) ~NH-CH,CH,0- CH,CH,0-CH,CH,0-
CH,CH,0-CH,CH,-C (=0) ~-GGFG-NH-CH,CH,-C (=0) - (NH-DX)

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

following formula:

[Formula 7]
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wherein the nitrogen atom of the amino group at position 1

is a connecting position.

[Claim 8]

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-y1-N) -CH,CH,CH,CH,CH,-C {=0) ~GGFG-NH-CH,-0O~
CH,-C (=0) - (NH-DX)

- (Succinimid-3-y1-N) -CH,CH,CH,CH,CH,-C (=0) ~-GGFG-NH-CH,CH,-0-
CH;-C (=0) - (NH-DX)

- (Succinimid-3-y1-N) -CH,CH,;-C (=0) -NH-CH,CH,0~CH,CH,0-CH,CH, -
C (=0) -GGFG-NH-CH,CH,CH,-C (=0) - (NH-DX)

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

following formula:

[Formula 8]

wherein the nitrogen atom of the amino group at position 1

is a connecting position.

[Claim 9]

The antibody-drug conjugate according to any one of
claims 3 to 5, wherein the structure of the linker hasg the
following structure:

- (Succinimid-3-yl1-N) -CH,CH>CH,CH,CH;-C (=0) ~-GGFG-NH-CH, -0~
CH,-C (=0) - (NH-DX)

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

[Formula 9]
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wherein the nitrogen atom of the amino group at position 1

is a connecting position.

[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) -CH,CH,CH,CH,;CH,-C (=0) -GGFG-NH-CH,CH, -0~
CH,-C (=0) - (NH-DX) ,

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

following formula:
[Formula 10]

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

- (Succinimid-3-yl-N) -CH,CH,-C (=0) ~-NH~CH,CH,0~CH,CH,0-CH,CH;, -
C(=0) ~-GGFG-NH-CH,CH,CH,-C (=0) - (NH-DX) ,
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wherein - (NH-DX) represents a group represented by the

following formula:

[Formula 11]

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
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]

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.

[Claim 14]

The antibody-drug conjugate according to claim 1 or 3,
wherein the antibody is an anti-B7-H3 antibody, an anti-
CD30 antibody, an anti-CD33 antibody, or an anti-CD70
antibody.

[Claim 15]
The antibody-drug conjugate according to claim 1 or 3,

wherein the antibody ig 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.

[Claim 17]
An antitumor drug and/or anticancer drug containing
the antibody-drug conjugate according to claim 1 or 3, or

a salt thereof.

[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,
pancreatic cancer, breast cancer, melanoma, liver cancer,

bladder cancer, stomach cancer, or esophageal cancer.

[Claim 19]

A pharmaceutical composition containing the antibody-
drug conjugate according to c¢laim 1 or 3, or a salt
thereof as an active component, and a pharmaceutically

acceptable formulation component.

[Claim 20]

A drug-linker intermediate compound represented by
the following formula:
Q- (CHy) n?-C (=0) ~L**-1°-NH- (CHz) n'-L*-1.°-L°- (NH-DX)
wherein Q represents (maleimid-N-yl)-, HS-,
X-CH,;-C (=0) -NH-, or (Pyrrolidine-2,5-dione-N-yl)-0-C(=0)-,
X represents a bromine atom,
n%
L°* represents -NH- (CH,-CH,-0O)n’-CH,-CH,-C(=0)- or a single
bond,

wherein n’ represents an integer of 1 to 6,

represents an integer of 2 to 6,

L* represents a tetrapeptide residue of GGFG,

n' represents an integer of 0 to 5,



425

1* represents -O- or a single bond,

L® represents -CR?*(-R’)- or a single bond,
wherein R? and R® each represents a hydrogen atom
5 L° represents -C(=0)-,
(maleimid-N-yl)- is a group represented by the following
formula:

[Formula 12]

10 wherein the nitrogen atom is a connecting position,
(Pyrrolidine-2,5-dione-N-y1) is a group represented by the
following formula:

[Formula 131

O
N—

O

15 wherein the nitrogen atom is a connecting position, and

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

[Formula 14]

wherein the nitrogen atom of the amino group at position 1

20 1s a connecting position.
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[Claim 21]

The drug-linker intermediate compound according to
claim 20, wherein -NH- (CH;)n*-L°-1°- is the following
formula:

-NH-CH,;CH,CH,~,
-NH-CH,~-0~CH;~, or
~-NH- (CHy) ,-0O-CH,-.

[Claim 22]

The drug-linker intermediate compound according to
claim 20, wherein
Q is (maleimid-N-v1)-,

Q

n* is an integer of 2 to 5, and

L** is a single bond.

[Claim 23]

The drug-linker intermediate compound according to20,
wherein
Q 1s (maleimid-N-y1)-,

Q

n* ig an integer of 2 to 5,

12 ig -NH- (CH,-CH,-0)n®-CH,-CH,-C (=0) -,
n°> is an integer of 2 to 4, and
-NH- (CH,)n*-12-1°- is

~-NH-CH,CH;CH;,-

[Claim 24]

A compound of the following:
(maleimid-N-y1l) -CH,CH,-C (=0) -GGFG-NH-CH,CH,-C (=0) - (NH-DX)
{maleimid-N-yl)-CH,CH,CH,CH,CH,-C (=0) ~GGFG-NH~CH;CH,~C (=0) -
(NH-DX)
(maleimid-N-y1l) -CH,CH,~C (=0) -GGFG-NH-CH;CH,CH,-C (=0) - (NH-DX)
{maleimid-N-y1l) -CH,CH,CH,CHRCH,-C (=0) ~-GGFG-NH-CH,CH,CH; -
C(=0) - (NH-DX)
(maleimid-N-yl) ~CH,CH,CH,CH,CH,-C (=0) ~GGFG~NH-
CH,CH,CH,CH,CH,-C (=0} - (NH-DX)
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(maleimid-N-y1) -CHyCH,CH,CH,CH,-C (=0) ~-GGFG-NH-CH,;-0-CH, -
C(=0) - (NH-DX)

(maleimid-N-y1l) -CH;CHoCH,CHLCH,~C (=0) -GEFG~NH-CHCH, -0~ CH, -
C(=0) - (NH-DX)

(maleimid-N-yl) -CH,CH,-C (=0) -NH-CH;CH,0-CH;CH,0~CH,CH,-C (=0) -
GGFG-NH-CH,CH,CH,-C (=0) - (NH-DX)

(maleimid-N-yl} -CH,CH,;-C (=0) -NH-CH,CH,0-CH,CH,0-CH,CH,-C (=0) -
GGFG-NH-CH,CH,CH,-C (=0) - (NH-DX)

(maleimid-N-yl) -CH,;CH,-C (=0) ~NH-CH,CH,0~CH,CH,0~-CH,CH,O-
CH,CH,0-CH,CH,-C (=0) ~-GGFG-NH-CH,CH,CH,-C (=0) - (NH-DX)
(maleimid-N-yl) -CH,CH,-C (=0) ~-NH-CH,CH,0~CH,CH,0 - CH,CH,0-
CH,CH,0-CH,CH,-C (=0) ~-GGFG~-NH-CH,CH,-C (=0) - (NH-DX)

X-CH,-C (=0) -NH- CH,CH,-C (=0) ~-GGFG-NH-CH,CH,CH,-C (=0) - (NH-DX)
HS-CH,CH,-C (=0) -GGFG-NH-CH,CH,CH,~-C (=0) - (NH~DX)
(Pyrrolidine-2,5-dione-N-yl) -0-C(=0) -CH,CH,CH,CH,CH,CH, -

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

wherein (maleimid-N-yl)- 1s 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)- 1s a group represented by
the following formula:

[Formula 16]
0

-—N

0]

wherein the nitrogen atom is a connecting position, and

- (NH-DX) 1s a group represented by the following formula:
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[Formula 17]

H
a8t N‘.

wherein the nitrogen atom of the amino group at position 1

is a connecting position.

[Claim 25]

A compound of the following:
(maleimid—N—yI) - CH,CH,-C (=0) -NH-CH,CH,0-CH,CH,0-CH,CH,-C (=0) -
GGFG—NH—CH2CH2CH2‘—C (=0) - (NH-DX) ,
(maleimid-N-y1l) -CH,CH,CH,;CH,CH,-C (=0) -GGFG-NH-CH,-0-CH,-
C(=0) - (NH-DX) ox
(maleimid-N-y1l) ~CH,CH,CH,CH,CH,-C (=0) ~-GGFG-NH-CH,CH,-0O-CH, -
C(=0) - (NH-DX) ,
wherein (maleimid—N—yl)- is a group represented by the
following formula:

[Formula 18]
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wherein the nitrogen atom ig a connecting position, and

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

[Formula 19]

5
wherein the nitrogen atom of the amino group at position 1
is a connecting position.
[Claim 26]
10 A compound of the following:

(maleimid-N-yl) -CH,CH,-C (=0) -NH-CH2CH0-CH,CH0-CH,CH, - C (=0) -
GGFG-NH-CH,CH,CH,-C (=0) - (NH-DX) ,

wherein (maleimid-N-yl)- 1is a group represented by the

following formula:

15 [Formula 20]

wherein the nitrogen atom is a connecting position, and

- (NH-DX) 1is a group represented by the following formula:
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[Formula 21]

;j O

wherein the nitrogen atom of the amino group at position 1

ig a connecting position.

[Claim 27]

A compound of the following:
(maleimid-N-y1l) -CH,CH,CH,CHRCH,-C (=0) ~GGFG-NH~CHy-0O~CH;p~
C(=0) - (NH-DX) ,
wherein (maleimid-N-yl)- is a group represented by the
following formula:

[Formula 22]

wherein the nitrogen atom is a connecting position, and

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

[Formula 23]

wherein the nitrogen atom of the amino group at position 1

is a connecting position.
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[Claim 28]

A compound of the following:
(maleimid-N-vy1l) -CH,CH,CH,CH,CH,-C (=0) -GGFG-NH-CH,CH,-0-CH,~
C(=0) - (NH-DX) ,
wherein (maleimid-N-yl)- is a group represented by the
following formula:

[Formula 24]

0
—N l

O

wherein the nitrogen atom is a connecting position, and

- (NH-DX) is a group represented by the following formula:
[Formula 25]

wherein the nitrogen atom of the amino group at position 1

is a connecting position.

[Claim 29]
A linker represented by the following formula:
-L'-L?-L°-NH- (CH,) n*-L2-LP-1.°-
for obtaining an antibody-drug conjugate in which a drug
is conjugated to an antibody via the linker,
wherein L' is a connecting position for the antibody, L° is
a connecting position for an antitumor compound,
wherein
n' represents an integer of 0 to 5,
L' represents - (Succinimid-3-y1-N)-(CH;)n?*-C(=0)-,
-CH,-C (=0) -NH- (CH)n*-C (=0) -,
-C(=0) -cyc.Hex(1,4)-CHy~ (N-1ly-3-diminiccuS) -, or
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~C(=0) - (CHy) n*-C(=0) -,

wherein n? represents an integer of 2 to 5, n
represents an integer of 2, n‘ represents an integer of 6,
L? represents -NH- (CH,-CH,-0)n’>-CH,-CH,-C (=0) -,
-8~ (CH,)n®-C(=0) -, or a single bond,

wherein n°® represents an integer of 2 to 4, n°
represents an integer of 2,
L” represents a tetrapeptide residue of GGFG,

1* represents -0O- or a single bond,

L® represents -CR?(-R®)- or a single bond,

wherein R? and R’ each represents a hydrogen atomL®
represents -C(=0)-,
- (Succinimid-3-y1-N)- has a structure represented by the
following formula:

[Formula 26]
o
N omeen
O

which is connecrted to the antibody at position 3 thereof
and i1s connected to a methylene group in the linker
structure containing this structure on the nitrogen atom
at position 1,

- (N-1ly-3-diminiccuS)- has a structure represented by the
following formula:

[Formula 27]

O
—N
O

which is connected to L? at position 3 thereof and is
connected to a methylene group in the linker structure
containing this structure on the nitrogen atom at position
i

cyc.Hex (1,4) represents a 1,4-cyclohexylene group, and
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when L is -S- (CHy)n®-C(=0)-, L' is -C(=0) -cyc.Hex(1,4)-CH,-
(N-ly-3-diminiccus) -.

[Claim 30]

A linker represented by the following formula:
-L'-12-LP-NH- (CH,) n*-L2-L°-1.°-
for obtaining an antibody-drug conjugate in which a drug
is conjugated to an antibody via the linker,
wherein L' is a connecting position for the antibody, LS is
a connecting position for an antitumor compound,
wherein
n' represents an integer of 0 to 6,
L' represents - (Succinimid-3-yl1-N)-{(CH,)n*-C(=0)- and is
connected to the antibody via a thiocether bond which is
formed at a disulfide bond moiety present in a hinge part
of the antibody,

wherein n® represents an integer of 2 to 8,
L’ represents -NH- (CHp-CH,-0)n°-CH,-CH,-C(=0)- or a single
bond,

wherein n® represents an integer of 1 to 6,
ILF represents a tetrapeptide residue of GGFG,
1® represents -0O- or a single bond,
1° represents -CR?(-R?®)- or a single bond,

wherein R® and R’ each represents a hydrogen atom,
1L° representg -C(=0)-, and
-{Succinimid-3-y1l-N) - has a structure represented by the
following formula:
[Formula 28]

O
Ne—
s}

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-y1l-N) -CH,CH,-C (=0) ~-GGFG-NH-~CH,CH,-C (=0) -
Succinimid-3-yl-N) -CH,CH;-C (=0) ~-GGFG-NH-CH,CH,CH,;-C (=0) -
Succinimid-3-y1-N) -CH,CH,CH,CHoCH,-C (=0) -GGFG-NH-CH,CH, -
=0) -
Succinimid-3-y1-N) ~-CH,CH;CHyCH,CH;-C (=0) -GGFG-NH-CH,CH,CH, ~
C(=0) -
- (Succinimid-3-y1-N) -CH,CH,CH,CH,CH, - C (=0) -GGFG-NH-
CH,CH,CH,CH,CH,-C (=0) -
- (Succinimid-3-y1-N)-CH,CH,CH,CH,CH,-C (=0) ~GGFG-NH~CH,-0~
CH,-C (=0) -
- (Succinimid-3-y1-N) -CH,CH,CH,CH,CH,-C (=0) -GGFG-NH-CH,CH,~0O~
CH,-C (=0) -
- (Succinimid-3-y1-N) -CH,CH,-C (=0) -NH-CH,CH,0-CH,CH,0-CH,CH, -
C(=0) -GGFG-NH- (CHy) ,-C (=0) -
- (Succinimid-3-y1-N) -CH,CH,-C (=0) -NH-CH,CH,0-CH,CH,0-CH,CH, -
C(=0) -GGFG-NH- (CH;),-C(=0) -
-(Succinimid-3-yl-N) -CH,CH,-C (=0) -NH-CH,CH,0~CH,CH,0-CH,CH,0-
CH,CH,0-CH,CH,-C (=0) ~-GEGFG-NH-CH,CH,-C (=0) -
-(Succinimid-3-y1l-N) -CH,CH,-C (=0) -NH-CH,CH,0-CH,CH,0-CH,CH,0-
CH,CH,0-CH,CH,-C (=0) -GGFG-NH-CH,;CH,CH,~-C (=0) -
-C(=0) ~-CH,CH,CH,CH,CH,CH, - C (=0) ~GGFG-NH~CH,CH,CH,-C (=0) -
-C(=0)-cyc.Hex(1,4) -CHy~ (N-1ly-3-diminiccuS) -CH,CH,~ (C=0) -
GGFG-NH-CH;CH,CH,-C (=0) -
-CH5-C ({=0) -NH-CH,CH;-C (=0) ~-GGFG-NH-CH,CH,CH,-C (=0) -

wherein - (Succinimid-3-y1-N) - has a structure

(@]

- (
-
(
- (
(=

represented by the following formula:
[Formula 29]

-

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.
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[Claim 32]

A linker ag claimed in chlaim 30, wherein said linker
is selected from the following group:
- {Succinimid-3-y1-N) -CH,CH,-C (=0) -NH-CH,CH,0-CH,;CH,0-CH,CH, -
C(=0) ~-GGFG-NH- (CH;) 3-C (=0) -
- (Succinimid-3-y1-N) -CHyCH,CH,CHLCH,-C (=0) ~-GGFG-NH~CH,-0-
CH,-C (=0) -~
- (Succinimid-3-y1-N) -CH,CH,CH,CH,CH,-C (=0) -GGFG-NH-CH,CH,-0-~
CH,-C (=0) -

wherein -~ (Succinimid-3-y1l-N) - has a structure
represented by the following formula:

[Formula 30]
O
Neme
O

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

[Claim 33]

A linker as claimed in chlaim 30, wherein said linker
has the following formula:
- (Succinimid-3-y1-N) -CH,;CH,~-C (=0) ~-NH-CH,CH,0-CH,;CH,0~CH,CH;, -
C(=0) -GGFG-NH- (CH;,) 3~-C(=0) -

wherein - (Succinimid-3-y1-N) - has a structure
represented by the following formula:

[Formula 31]

ot

O

which is connected to the antibody at position 3 thereof
and is connected to a methylene group in the linker
gtructure containing this structure on the nitrogen atom
at position 1.
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[Claim 34]

A linker ag claimed in chlaim 30, wherein said linker
has the following formula:
- (Succinimid-3-yl-N) -CH,CH,CH,CH;CH,-C (=0) -GGFG-NH-CH;~0-
CH,-C(=0) -

wherein - (Succinimid-3-yl-N) - has a gstructure
represented by the following formula:

[Formula 32]

hos

Q

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.

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

has the following formula:
- (Succinimid-3-y1-N) -CH,;CH,CH2CH,RCH,-C (=0) -GGFG-NH-CH,CH,-0O~
CH,-C(=0) -

wherein ~(Succinimid-3-yl1-N) - has a structure
repregsented by the following formula:

[Formula 33]

o

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.

[Claim 36]
A compound selected from a group of

NH;~CH,CH,CH,-C (=0) - (NH-DX) ,
NH;-CH,CH;-0-CHy~C (=0) - (NH-DX) , or
HO-CH,-C(=0) - (NH-DX) ,



10

15

20

437

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

formula:

[Formula 34]

wherein the nitrogen atom of the amino group at position 1

is a connecting position.

[Claim 37]
A compound of

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

wherein -{NH-DX) 1is a group represented by the following
formula:

[Formula 35]

j O

wherein the nitrogen atom of the amino group at position 1

ig a connecting position.

[Claim 38]
A compound of

NH,~-CH,CH,-0-CH,-C {=0) - (NH-DX) ,
wherein - (NH-DX) is a group represented by the following

formula:
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[Formula 36]

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

(Claim 39]

A compound of
HO-CH,-C(=0) - (NH-DX) ,
wherein - (NH-DX)

is a group represented by the following
formula:

[Formula 37]

; o

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



