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Summary of the Invention

[Problems to be Solved by the Invention]

The present invention was achieved in view of the above circumstances. An objective
of the present invention is to provide multispecific antigen-binding molecules that bring T cells
close to the target cancer cells, and can treat cancer through the cytotoxic activity of T cells
against target cancer tissues containing glypican 3-expressing cells, and are molecular forms that
can be produced with high efficiency; methods for producing the antigen-binding molecules; and

pharmaceutical compositions comprising the antigen-binding molecules as active ingredient.

[Means for Solving the Problems]

The present inventors discovered an L chain common to a domain comprising a
glypican 3-binding antibody variable region, and a domain comprising a T-cell receptor
complex-binding antibody variable region, where the common L chain is capable of improving
affinity to both antigens. This allows preparation of molecular forms that can be produced with
high efficiency, and further discovery of novel multispecific antigen-binding molecules that
maintain the strong antitumor activity possessed by T-cell redirecting antibodies such as BiTE
and the excellent safety property of not inducing a cytokine storm in a cancer antigen-dependent
manner, and also have long half-lives in blood. Furthermore, the present inventors discovered
that the multispecific antigen-binding molecules comprising common L chains target glypican 3-
expressing cancer cells and cause cell injury. Based on this discovery, the present inventors
elucidated that the multispecific antigen-binding molecules of the present invention cause injury
to cancer tissues containing glypican 3-expressing cancer cells.

In one aspect. the present invention refers to a bispecific antibody of anv one of (hl) to (h&)

below:
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(h) a bispecific antibody having an antibodv H chain having glvpican 3-binding activity that

comprises an antibody H-chain variable region having the amino acid sequence of SEQ ID NO:

211 and a constant region having the amino acid seguence of SEQ ID NQ: 61: an antibody H

chain having T-cell recentor complex-binding activity that comprises an antibodv H-chain

variable region havine the amino acid seguence of SEQ ID NO: 142 and a constant region

having the amino acid sequence of SEQ ID NO: 60; and a common antibody L chain having the

amino acid sequence of SEQ ID NO: 223:

(h2) a bispecific antibodv having an antibody H chain having e¢lvpican 3-binding activity that

comprises an antibody H-chain variable region having the amino acid sequence of SEQ 1D NO:

206 and a constant region having the amino acid sequence of SEQ ID NO: 61: an antibody H

chain having T-cell receptor complex-binding activity that comprises an antibody H-chain

variable region having the amino acid segquence of SEQ ID NO: 142 and a constant region

having the amino acid sequence of SEQ ID NO: 60; and a common antibody L chain having the
amino acid sequence of SEQ ID NO: 223:

(h3) a bispecific antibody having an antibody H chain having glypican 3-binding activity that

compriges an antibody H-chain variable region having the amino acid sequence of SEQ 1D NO:

206 and a constant region havine the aminoe acid sequence of SEQ ID NO: 61: an antibody H

chain having T-cell receptor complex-binding activity that comprises an antibody H-chain

variable region having the amino acid seguence of SEQ 1D NO: 164 and a constant region

having the amino acid sequence of SEQ ID NO: 60; and a common antibody L chain having the
amine acid sequence of SEQ ID NO: 223;

(h4) a bispecific antibody having an antibody H chain having glvpican 3-binding activity that

comprises an antibodv H-chain variable region having the amino acid sequence of SEQ 1D NO:

206 and a constant region havine the amino acid sequence of SEQ ID NO: 61: an antibodv H

chain having T-cell receptor complex-binding activity that comprises an antibody H-chain

variable recion having the amino acid sequence of SEQ 1D NO: 168 and a constant region

having the amino acid sequence of SEQ ID NO: 60: and a common antibody L chain having the
amino acid sequence of SEQ ID NO: 223:

(h5) a bispecific antibody having an antibodyv H chain having glypican 3-binding activity that

comprises an antibody H-chain variable region having the amino acid sequence of SEQ 1D NO:

206 and a constant region having the amino acid sequence of SEQ ID NO: 61: an antibody H

chain _having T-cell receptor complex-binding activity that comprises an antibody H-chain

variable region having the amino acid segquence of SEQ ID NO: 168 and a constant region

having the amino acid sequence of SEO ID NO: 62: and a common antibody L ¢hain having the

amino acid segquence of SEQ ID NO: 223: and
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(hé) a bispecific antibody having an antibody H chain having glypican 3-binding activity that

comprises an antibody H-chain variable region having the amino acid sequence of SEQ ID NO:

211 and a constant region having the amino acid sequence of SEQ ID NO: 61: an antibody H

chain having T-cell recentor complex-binding activity that comprises an antibody H-chain

variable region having the amino acid seguence of SEQ ID NO: 164 and a constant region

having the amino acid sequence of SEQ ID NO: 60: and a common antibodyv L chain having the

amino acid sequence of SEQ ID NO: 223,

In another aspect, the present invention refers to a pharmaceutical composition comprising the

bispecific antibody of the present invention and a pharmaceutically acceptable carrier.

In still another aspect, the present invention refers to a bispecific antibody. wherein an antibody

variable recion having glvpican 3-binding activity, an antibody variable region having T-cell

receptor complex-binding activity, and a common L chain variable region of the bispecific

antibodv are antibodv variable regions comprising any combination of H-chain CDR1. CDR2,
and CDR3 and L-chain CDR 1. CDR2. and CDR3 selected from (al) to (a5) below:
{al) H-chain CDR1, CDR2. and CDR3 comprised in the antibody variable region having

elypican 3-binding activity which are identical to the amino acid sequences of the CDR1, CDR2,
and CDR2 regions comprised in SEQ 1D NO: 206: H-chain CDR1. CDR2. and CDR3 comprised

in the antibody variable region having T-cell receptor commwlex-binding activity which are

identical to the amino acid sequences of the CDR1, CDR2. and CDR3 regions comprised in SEQ
ID NO: 142: and CDRI1. CDR2, and CDR3 comprised in the antibody variable region of the
common L chain which are identical to the amino acid sequences of the CDRI1, CDR2Z, and
CDR3 regions comprised in SEQ ID NO: 223;

(a2) H-chain CDR1, CDR2, and CDR3 comprised in the antibody variable region having

glypican 3-binding activity which are identical to the amino acid sequences of the CDR1, CDR2,
and CDR3 regions comprised in SEQ 1D NO: 206; H-chain CDR1, CDR2Z, and CDR3 comprised

in the antibodv variable region having T-cell receptor complex-binding activity which are

identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in SEC
ID NO: 164; and CDRI1, CDR2, and CDR3 comprised in the antibody variable region of the
common L chain which are identical to the amino acid sequences of the CDR1, CDR2, and
CDR3 regions comprised in SEQ ID NO: 223:

{a3) H-chain CDR1. CDR2. and CDR3 comprised in the antibody variable region having

glypican 3-binding activity which are identical to the amino acid sequences of the CDR1, CDR2,
and CDR3 regions comprised in SEQ 1D NO: 206: H-chain CDR1, CDR2Z. and CDR3 comprised

in_the antibody variable region having T-cell receptor complex-binding activity which are

identical to the amino acid seguences of the CDRI1. CDR2. and CDR3 regions comprised in SEQ
1D NO: 168: and CDR1. CDR2. and CDR3 comprised in the antibodv varigble recion of the
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common L chain which are identical to the amino acid sequences of the CDRI1, CDR2. and
CDR3 regions comprised in SEQ ID NO: 223

(ad) H-chain CDRI1, CDR2. and CDR3 comprised in the antibody variable region having
elypican 3-binding activity which are identical to the amino acid sequences of the CDR 1. CDR2,
and CDR3 regions comprised in SEQ 1D NO: 211; H-chain CDR1, CDR2, and CDR3 comprised

in_the antibody variable region having T-cell receptor complex-binding activity which are

identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in SEQ
ID NO: 142: and CDRI1. CDR2Z, and CDR3 comprised in the antibody variable region of the
common L chain which are identical to the amino acid sequences of the CDRI1., CDR2, and
CDR3 regions comprised in SEQ ID NO: 223

{a5) H-chain CDR1, CDR2. and CDR3 comprised in the antibodv variable region having

olypican 3-bindine activity which are identical to the amino acid sequences of the CDRI1. CDR2.
and CDR3 regions comprised in SEO D NO: 211: H-chain CDR1, CDR2. and CDR3 comprised

in the antibody variable recion having T-cell receptor complex-bindine activity which are

identical to the amino acid seguences of the CDR1, CDRZ. and CDR3 regions comprised in SEQ
ID NO: 164; and CDRI1, CDR2, and CDR3 comprised in the antibody variable region of the
common L chain which are identical to the amino acid sequences of the CDR1., CDR2, and
CDR3 regions comprised in SEQ D NO: 223.

In one aspect, the present invention refers to a nucleic acid that encodes the bispecific antibody

of the present invention,

In another aspect, the present invention refers to a vector into which the nucleic acid of the

present invention is introduced.

In still another aspect, the present invention refers to a cell comprising the vector of the nresent

invention.

In one aspect, the present invention refers to a method for producing the bispecific antibody of

the present invention by culturing the cell of the present invention.

In another aspect, the present invention refers to a bispecific antibody produced by the method of

the present invention.

In still another aspect, the present invention refers to a pharmaceutical composition comprising

the bispecific antibody of the present invention, and a pharmaceutically acceptable carrier.

Mere-speeifieally+The present inventiondisclosure also provides the following:

[1] A multispecific antigen-binding molecule that comprises:
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(h24) abispecific antibody having an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chain variable region having the amino acid sequence of SEQ ID NO:
211 and a constant region having the amino acid sequence of SEQ ID NO: 61; an antibody H
chain having T-cell receptor complex-binding activity that comprises an antibody H-chain
variable region having the amino acid sequence of SEQ ID NO: 164 and a constant region
having the amino acid sequence of SEQ ID NO: 60 or 62; and a common antibody L chain
having the amino acid sequence of SEQ ID NO: 223; and

(h25) abispecific antibody having an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chain variable region having the amino acid sequence of SEQ ID NO:
211 and a constant region having the amino acid sequence of SEQ ID NO: 61; an antibody H
chain having T-cell receptor complex-binding activity that comprises an antibody H-chain
variable region having the amino acid sequence of SEQ ID NO: 168 and a constant region
having the amino acid sequence of SEQ ID NO: 60 or 62; and a common antibody L chain
having the amino acid sequence of SEQ ID NO: 223.

[23] A nucleic acid that encodes the multispecific antigen-binding molecule of any one of [1] to
[20] or the bispecific antibody of [21] or [22].

[24] A vector into which the nucleic acid of [23] is introduced.

[25] A cell comprising the nucleic acid of [23] or the vector of [24].

[26] A method for producing the multispecific antigen-binding molecule of any one of [1] to
[20] or the bispecific antibody of [21] or [22] by culturing the cell of [25].

[27] A multispecific antigen-binding molecule or a bispecific antibody produced by the method
of [26].

[28] A pharmaceutical composition comprising the multispecific antigen-binding molecule of
any one of [1] to [20] or the bispecific antibody of [21] or [22], and a pharmaceutically
acceptable carrier.

[29] The pharmaceutical composition of [28], which induces cytotoxicity.

[30] The pharmaceutical composition of [29], wherein the cytotoxicity is T-cell-dependent
cytotoxicity.

[31] The pharmaceutical composition of [28], which is for administration to a patient in need of
the multispecific antigen-binding molecule of any one of [1] to [20] or the bispecific antibody of
[21] or [22].

Furthermore, the present inventiondisclosure relates to a kit to be used in a method ef

rdisclosed herein, wherein the kit comprises a multispecific antigen-binding

molecule £

ventionas described herein, or a multispecific antigen-binding

molecule produced by the production method ef-the-presentinventionas described herein. The

present inventiondisclosure also relates to use of a multispecific antigen-binding
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molecule of the present inventiondisclosure, or use of a multispecific antigen-binding molecule produced

by the production method of the present inventiondisclosure in the manufacture of a pharmaceutical

multispecific antigen-binding molecule of-the-presentinventionas described herein, or a multispecific

antigen-binding molecule produced by the production method efthe-presentinventionas described herein

comprising the following domains:

(1) a domain comprising an antibody variable region having glypican 3-binding activity;

(2) a domain comprising an antibody variable region having T-cell receptor complex-binding activity;
wherein the L-chain variable regions contained in the variable regions of (1) and (2) have a commonly
more specifically a domain that comprises antibody heavy-chain and/or light-chain variable regions

having glypican 3-binding activity, and which is comprised in the multispecific antigen-binding molecule.

The present inventiondisclosure additionally relates to the domain of (2), which is more specifically a

domain that comprises an antibody variable region having T-cell receptor complex-binding activity, and
which is comprised in the multispecific antigen-binding molecule. Details of the domains of (1) and (2)
may include those described in [1] to [22] mentioned above. The multispecific antigen-binding molecule
may be a bispecific antibody. Furthermore, the multispecific antigen-binding molecule may further
comprise a domain comprising an Fc region, and the Fc region may have a reduced Fcy receptor-binding
activity. Details of the domain comprising an Fc region may include those described in [1] to [22]
antigen-binding molecule or the domains, a vector introduced with the nucleic acid, a cell comprising the
nucleic acid or the vector, a method for producing the multispecific antigen-binding molecule by
culturing the cells, and a multispecific antigen-binding molecule or domains comprising an antibody

variable region having glypican 3-binding activity or T-cell receptor complex-binding activity produced

comprising the multispecific antigen-binding molecule and a pharmaceutically acceptable carrier. The
pharmaceutical composition may induce cell injury, the cell injury may be T-cell-dependent cellular
cytotoxicity, and the composition may be for administration to a patient in need of the multispecific
antigen-binding molecule.

The present sventiendisclosure also provides a multispecific antigen-binding molecule that

binds to epitopes overlapping and/or competing with epitopes on each of glypican 3 and T-cell
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CLAIMS

1. A bispecific antibody of any one of (h1) to (h6) below:

(h1) a bispecific antibody having an antibody H chain having glypican 3-binding
activity that comprises an antibody H-chain variable region having the amino acid
sequence of SEQ ID NO: 211 and a constant region having the amino acid sequence
of SEQ ID NO: 61; an antibody H chain having T-cell receptor complex-binding
activity that comprises an antibody H-chain variable region having the amino acid
sequence of SEQ ID NO: 142 and a constant region having the amino acid
sequence of SEQ ID NO: 60; and a common antibody L chain having the amino acid
sequence of SEQ ID NO: 223;

(h2) a bispecific antibody having an antibody H chain having glypican 3-binding
activity that comprises an antibody H-chain variable region having the amino acid
sequence of SEQ ID NO: 206 and a constant region having the amino acid
sequence of SEQ ID NO: 61; an antibody H chain having T-cell receptor complex-
binding activity that comprises an antibody H-chain variable region having the amino
acid sequence of SEQ ID NO: 142 and a constant region having the amino acid
sequence of SEQ ID NO: 60; and a common antibody L chain having the amino acid
sequence of SEQ ID NO: 223,

(h3) a bispecific antibody having an antibody H chain having glypican 3-binding
activity that comprises an antibody H-chain variable region having the amino acid
sequence of SEQ ID NO: 206 and a constant region having the amino acid
sequence of SEQ ID NO: 61; an antibody H chain having T-cell receptor complex-
binding activity that comprises an antibody H-chain variable region having the amino
acid sequence of SEQ ID NO: 164 and a constant region having the amino acid
sequence of SEQ ID NO: 60; and a common antibody L chain having the amino acid
sequence of SEQ ID NO: 223;

(h4) a bispecific antibody having an antibody H chain having glypican 3-binding
activity that comprises an antibody H-chain variable region having the amino acid
sequence of SEQ ID NO: 206 and a constant region having the amino acid
sequence of SEQ ID NO: 61; an antibody H chain having T-cell receptor complex-
binding activity that comprises an antibody H-chain variable region having the amino
acid sequence of SEQ ID NO: 168 and a constant region having the amino acid

sequence of SEQ ID NO: 60; and a common antibody L chain having the amino acid
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sequence of SEQ ID NO: 223;

(h5) a bispecific antibody having an antibody H chain having glypican 3-binding
activity that comprises an antibody H-chain variable region having the amino acid
sequence of SEQ ID NO: 206 and a constant region having the amino acid
sequence of SEQ ID NO: 61; an antibody H chain having T-cell receptor complex-
binding activity that comprises an antibody H-chain variable region having the amino
acid sequence of SEQ ID NO: 168 and a constant region having the amino acid
sequence of SEQ ID NO: 62; and a common antibody L chain having the amino acid
sequence of SEQ ID NO: 223; and

(h6) a bispecific antibody having an antibody H chain having glypican 3-binding
activity that comprises an antibody H-chain variable region having the amino acid
sequence of SEQ ID NO: 211 and a constant region having the amino acid sequence
of SEQ ID NO: 61; an antibody H chain having T-cell receptor complex-binding
activity that comprises an antibody H-chain variable region having the amino acid
sequence of SEQ ID NO: 164 and a constant region having the amino acid
sequence of SEQ ID NO: 60; and a common antibody L chain having the amino acid
sequence of SEQ ID NO: 223.

2. The bispecific antibody of claim 1, further comprising a common L chain constant

region having the amino acid sequence of SEQ ID NO: 63.

3. A pharmaceutical composition comprising the bispecific antibody of claim 1 or 2

and a pharmaceutically acceptable carrier.

4. A bispecific antibody, wherein an antibody variable region having glypican 3-
binding activity, an antibody variable region having T-cell receptor complex-binding
activity, and a common L chain variable region of the bispecific antibody are antibody
variable regions comprising any combination of H-chain CDR1, CDR2, and CDR3
and L-chain CDR1, CDR2, and CDR3 selected from (a1) to (a5) below:

(a1) H-chain CDR1, CDR2, and CDR3 comprised in the antibody variable region
having glypican 3-binding activity which are identical to the amino acid sequences of
the CDR1, CDR2, and CDR3 regions comprised in SEQ ID NO: 206; H-chain CDR1,
CDR2, and CDRS3 comprised in the antibody variable region having T-cell receptor

complex-binding activity which are identical to the amino acid sequences of the
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CDR1, CDR2, and CDR3 regions comprised in SEQ ID NO: 142; and CDR1, CDR2,
and CDR3 comprised in the antibody variable region of the common L chain which
are identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 223;

(a2) H-chain CDR1, CDR2, and CDR3 comprised in the antibody variable region
having glypican 3-binding activity which are identical to the amino acid sequences of
the CDR1, CDR2, and CDR3 regions comprised in SEQ ID NO: 206; H-chain CDR1,
CDR2, and CDR3 comprised in the antibody variable region having T-cell receptor
complex-binding activity which are identical to the amino acid sequences of the
CDR1, CDR2, and CDR3 regions comprised in SEQ ID NO: 164; and CDR1, CDR2,
and CDR3 comprised in the antibody variable region of the common L chain which
are identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 223;

(a3) H-chain CDR1, CDR2, and CDR3 comprised in the antibody variable region
having glypican 3-binding activity which are identical to the amino acid sequences of
the CDR1, CDR2, and CDR3 regions comprised in SEQ ID NO: 206; H-chain CDR1,
CDR2, and CDR3 comprised in the antibody variable region having T-cell receptor
complex-binding activity which are identical to the amino acid sequences of the
CDR1, CDR2, and CDRa3 regions comprised in SEQ ID NO: 168; and CDR1, CDR2,
and CDR3 comprised in the antibody variable region of the common L chain which
are identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 223;

(a4) H-chain CDR1, CDR2, and CDR3 comprised in the antibody variable region
having glypican 3-binding activity which are identical to the amino acid sequences of
the CDR1, CDR2, and CDR3 regions comprised in SEQ ID NO: 211; H-chain CDR1,
CDR2, and CDR3 comprised in the antibody variable region having T-cell receptor
complex-binding activity which are identical to the amino acid sequences of the
CDR1, CDR2, and CDR3 regions comprised in SEQ ID NO: 142; and CDR1, CDR2,
and CDR3 comprised in the antibody variable region of the common L chain which
are identical to the amino acid sequences of the CDR1, CDR2, and CDRS3 regions
comprised in SEQ ID NO: 223;

(ab) H-chain CDR1, CDR2, and CDR3 comprised in the antibody variable region
having glypican 3-binding activity which are identical to the amino acid sequences of
the CDR1, CDR2, and CDR3 regions comprised in SEQ ID NO: 211; H-chain CDR1,
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CDR2, and CDR3 comprised in the antibody variable region having T-cell receptor
complex-binding activity which are identical to the amino acid sequences of the
CDR1, CDR2, and CDR3 regions comprised in SEQ ID NO: 164; and CDR1, CDRZ2,
and CDR3 comprised in the antibody variable region of the common L chain which
are identical to the amino acid sequences of the CDR1, CDR2, and CDRS3 regions
comprised in SEQ ID NO: 223.

5. The bispecific antibody of claim 4, which further comprises a heterodimeric Fc

region with reduced binding activity towards an Fc receptor.

6. The bispecific antibody of claim 5, wherein the heterodimeric Fc region is the
combination of amino acid sequences of (b1) below:

(b1) a combination of an amino acid sequence identical to the Fc region of a
constant region having the amino acid sequence of SEQ ID NO: 60 or 62, and an
amino acid sequence identical to the Fc region of a constant region having the amino
acid sequence of SEQ ID NO: 61.

7. Anucleic acid that encodes the bispecific antibody of any one of claims 4 to 6.

8. A vector into which the nucleic acid of claim 7 is introduced.

9. A cell comprising the vector of claim 8.

10. A method for producing the bispecific antibody of any one of claims 4 to 6 by

culturing the cell of claim 9.

11. A bispecific antibody produced by the method of claim 10.

12. A pharmaceutical composition comprising the bispecific antibody of any one of

claims 4 to 6, and a pharmaceutically acceptable carrier.
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CLAIMS

1. A multispecific antigen-binding molecule that comprises:
(1) a domain comprising an antibody variable region having glypican 3-binding activity,

(2) a domain comprising an antibody variable region having T-cell receptor/Complex-binding
activity, and

(3) a domain comprising an Fc region with reduced binding activity tgfvards an Fcy receptor,
wherein the L chain variable regions comprised in the variable region of (1) and the variable
region of (2) have a common amino acid sequence; wherein the mtiltispecific antigen-binding
molecule has a cytotoxic activity equivalent to or greater than fHat of a bispecific antibody
NOs: 47 and 48, and a T-cell
receptor complex-binding domain comprising SEQ ID N@s: 49 and 50.

comprising a glypican 3-binding domain comprising SEQ I

2. The multispecific antigen-binding molecule of cldim 1, wherein the cytotoxic activity is T-

cell-dependent cytotoxic activity.

3. The multispecific antigen-binding molecile of claim 1 or 2, wherein the T-cell receptor

complex-binding activity is binding activily towards a T-cell receptor.

4. The multispecific antigen-binding molecule of any one of claims 1 to 3, wherein the T-cell
receptor complex-binding activity’is binding activity towards a CD3¢ chain.

5. The multispecific antiger¢binding molecule of any one of claims 1 to 4, wherein the antibody
variable region of (1) in ¢faim 1 is an antibody variable region that comprises any one of the
CDRI1, CDR2, and CDR3 selected from (al) to (a5) below, or an
antibody variable region functionally equivalent thereto:

(al) CDRI1, R2, and CDR3 identical to the amino acid sequences of the CDR1, CDR2,
and CDR3 regjons comprised in SEQ ID NO: 40;

(a2) CDRI1, CDR2, and CDR3 identical to the amino acid sequences of the CDR1, CDR2,
regions comprised in SEQ ID NO: 197;

CDR1, CDR2, and CDR3 identical to the amino acid sequences of the CDR1, CDR2,
and £ DR3 regions comprised in SEQ ID NO: 206;

4) CDRI1, CDR2, and CDR3 identical to the amino acid sequences of the CDR1, CDR?2,
and CDR3 regions comprised in SEQ ID NO: 211; and

combinations of H-chai
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(a5)  CDRI, CDR2, and CDR3 identical to the amino acid sequences of the CDRJY, CDR2,
and CDR3 regions comprised in SEQ ID NO: 215.

6. The multispecific antigen-binding molecule of any one of claims 1 to 4, wherein the antibody
5  variable region of (2) in claim 1 is an antibody variable region that comprs any one of the
combinations of H-chain CDR 1, CDR2, and CDR3 amino acid sequen selected from (bl) to

(b15) below, or an antibody variable region functionally equivalent thé
(b1) CDRI, CDR2, and CDR3 identical to the amino acid sequg nces of the CDRI1, CDR2,
and CDR3 regions comprised in SEQ ID NO: 52;
10 (b2)  CDRI, CDR2, and CDR3 identical to the amino acid, equences of the CDR1, CDR2,
and CDR3 regions comprised in SEQ ID NO: 103; ‘
(b3) CDRI, CDR2, and CDR3 identical to the amincid sequences of the CDR1, CDR2,
and CDR3 regions comprised in SEQ ID NO: 122;  /
(b4)  CDRI1, CDR2, and CDR3 identical to the g
15  and CDR3 regions comprised in SEQ ID NO: 12'

ino acid sequences of the CDR1, CDR2,

20 (b7)  CDRI1, CDR2, and CDR3 ientical to the amino acid sequences of the CDR1, CDR2,
and CDR3 regions comprised in SEQ ID NO: 142;
(b8  CDRI, CDR2, and identical to the amino acid sequences of the CDR1, CDR2,
and CDR3 regions comprised in SEQ ID NO: 144;
(b9)  CDRI, CDR2, ‘ identical to the amino acid sequences of the CDR1, CDR2,
25  and CDR3 regions comprised in SEQ ID NO: 164;
(b10) CDRI1,CD R and CDR3 identical to the amino acid sequences of the CDR1, CDR2,
and CDR3 regionomprised in SEQ ID NO: 168;
(b11) CDRI1,[ DR2, and CDR3 identical to the amino acid sequences of the CDR1, CDR2,
and CDR3 rens comprised in SEQ ID NO: 421;
30 ’?/" 1, CDR2, and CDR3 identical to the amino acid sequences of the CDR1, CDR2,

- CDRI1, CDR2, and CDR3 identical to the amino acid sequences of the CDR1, CDR2,
/ and CDR3 regions comprised in SEQ ID NO: 429; and
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(b15) CDRI, CDR2, and CDR3 identical to the amino acid sequences of the CDRI1, CDR2,
and CDR3 regions comprised in SEQ ID NO: 430.

7. The multispecific antigen-binding molecule of any one of claims 1 to 4, y 1erein the antibody
variable regions of (1) and (2) in claim 1 are antibody variable regions copfiprising any one of the
combinations of H-chain CDR1, CDR2, and CDR3 selected from the flowing (c1) to (c19), or
antibody variable regions functionally equivalent thereto: / |

(c1)  CDRI, CDR2, and CDR3 comprised in the antibody varigble region of (1) in claim 1
and identical to the amino acid sequences of the CDR1, CDR2, 4nd CDR3 regions comprised in
SEQ ID NO: 40; and CDR1, CDR2, and CDR3 comprised indhe antibody variable region of (2)
in claim 1 and identical to the amino acid sequences of the/CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 52; ,

(c2)  CDRI, CDR2, and CDR3 comprised in the gitibody variable region of (1) in claim 1
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 40; and CDR1, CDR2, and CDR3 gomprised in the antibody variable region of (2)
in claim 1 and identical to the amino acid seqyénces of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 421;

(c3) CDRI1, CDR2, and CDR3 comppised in the antibody variable region of (1) in claim 1
and identical to the amino acid sequenges of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 40; and CDR1, CDR2
in claim 1 and identical to the amjfio acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 426;

(cd) CDRI1, CDR2, and €DR3 comprised in the antibody variable region of (1) in claim 1
and identical to the amino/cid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 40; and CPR1, CDR2, and CDR3 comprised in the antibody variable region of (2)
in claim 1 and identig4l to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQAD NO: 429;

(c5) CDRI,
and identical
SEQ ID N@: 40; and CDR1, CDR2, and CDR3 comprised in the antibody variable region of (2)
in claim A and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
compiised in SEQ ID NO: 430;

(c6 CDR1, CDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
ayd identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 197; and CDR1, CDR2, and CDR3 comprised in the antibody variable region of (2)

and CDR3 comprised in the antibody variable region of (2)

DR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
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in claim 1 and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 128;
(c7)  CDRI1, CDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 206; and CDR1, CDR2, and CDR3 comprised in the antibody variable region of (2)
in claim 1 and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 142;
(c8) CDRI, CDR2, and CDR3 comprised in the antibody variapgle region of (1) in claim 1
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 206; and CDR1, CDR2, and CDR3 comprised in/the antibody variable region of (2)
in claim 1 and identical to the amino acid sequences of the DR 1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 144;

(c9) CDR1, CDR2, and CDR3 comprised in the an

and identical to the amino acid sequences of the CD

ody variable region of (1) in claim 1

, CDR2, and CDR3 regions comprised in
SEQ ID NO: 206; and CDR1, CDR2, and CDR3 cémprised in the antibody variable region of (2)
in claim 1 and identical to the amino acid sequepces of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 164; y

(c10) CDRI1, CDR2, and CDR3 compri in the antibody variable region of (1) in claim 1
and identical to the amino acid sequenceg of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 206; and CDR1, CDR2, gnd CDR3 comprised in the antibody variable region of (2)
in claim 1 and identical to the aming acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 168;
(c11) CDRI, CDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 211; and CDR1, CDR2, and CDR3 comprised in the antibody variable region of (2)
in claim 1 and identical # the amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID/ANO: 142;

(c12) CDRI1, CDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and identical to tfe amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 2141; and CDR1, CDR2, and CDR3 comprised in the antibody variable region of (2)
in claim 1 afd identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised'in SEQ ID NO: 144;

(c13), DRI, CDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and jdentical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 211; and CDR1, CDR2, and CDR3 comprised in the antibody variable region of (2)
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in claim 1 and identical to the amino acid sequences of the CDR1, CDR2, and CDR
comprised in SEQ ID NO: 164;
(c14) CDRI, CDR2, and CDR3 comprised in the antibody variable region ¢ (1) in claim 1

and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 rggions comprised in
SEQ ID NO: 211; and CDR1, CDR2, and CDR3 comprised in the antibod
R , and CDR3 regions

regions

variable region of (2)
in claim 1 and identical to the amino acid sequences of the CDR1, CD
comprised in SEQ ID NO: 168; /
(c15) CDRI1, CDR2, and CDR3 comprised in the antibody varile region of (1) in claim 1
and identical to the amino acid sequences of the CDR1, CDR2, dnd CDR3 regions comprised in
SEQ ID NO: 215; and CDR1, CDR2, and CDR3 comprised iff the antibody variable region of (2)
in claim 1 and identical to the amino acid sequences of the £ DR], CDR2, and CDR3 regions
comprised in SEQ ID NO: 103; ‘ ‘
(c16) CDRI, CDR2, and CDR3 comprised in the a
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 215; and CDR1, CDR2, and CDR3 fomprised in the antibody variable region of (2)
in claim 1 and identical to the amino acid seq ces of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 122;
(c17) CDRI, CDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and identical to the amino acid sequencés of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 215; and CDR1, CDR2/and CDR3 comprised in the antibody variable region of (2)
o0 acid sequences of the CDR1, CDR2, and CDR3 regions

tibody variable region of (1) in claim 1

in claim 1 and identical to the ami
comprised in SEQ ID NO: 129;
(c18) CDRI1, CDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and identical to the amino gcid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 215; and CPR1, CDR2, and CDR3 comprised in the antibody variable region of (2)
to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 132; and

(c19) CDRI, @GDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and identical tg
SEQ ID NO/215; and CDR1, CDR2, and CDR3 comprised in the antibody variable region of (2)
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions

in claim 1 and identica

the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in

in claim 1

e multispecific antigen-binding molecule of any one of claims 5 to 7, wherein CDR1,
ZDR2, and CDR3 are CDR1, CDR2, and CDR3 regions based on Kabat numbering.




10

15

20

25

30

35

118

9. The multispecific antigen-binding molecule of any one of claims 1 to 4, wherein the antibody
of the H-

chain variable regions selected from (al) to (a5) below, or an antibody variable fegion

variable region of (1) in claim 1 is an antibody variable region comprising any ong

functionally equivalent thereto:
(al)  an H-chain variable region having the amino acid sequence of SE@ ID NO: 40;

Q ID NO: 197;
SEQ ID NO: 206;
(a4)  an H-chain variable region having the amino acid sequencg of SEQ ID NO: 211; and

(a2)  an H-chain variable region having the amino acid sequence of
(a3)  an H-chain variable region having the amino acid sequence of
(a5)  an H-chain variable region having the amino acid sequence of SEQ ID NO: 215.
10. The multispecific antigen-binding molecule of any one g¢f claims 1 to 4, wherein the
antibody variable region of (2) in claim 1 is an antibody variable region comprising any one of
the H-chain variable regions selected from (b1) to (b15)ybelow, or an antibody variable region
functionally equivalent thereto: "
(b1)  an H-chain variable region having the amifio acid sequence of SEQ ID NO: 52;
(b2)  an H-chain variable region having the ar ino acid sequence of SEQ ID NO: 103;
/amino acid sequence of SEQ ID NO: 122;
(b4)  an H-chain variable region having the amino acid sequence of SEQ ID NO: 128;

(b3)  an H-chain variable region having the

(b5)  an H-chain variable region having the amino acid sequence of SEQ ID NO: 129;
(b6)  an H-chain variable region haying the amino acid sequence of SEQ ID NO: 132;
(b7)  an H-chain variable region Having the amino acid sequence of SEQ ID NO: 142;
1 having the amino acid sequence of SEQ ID NO: 144;
on having the amino acid sequence of SEQ ID NO: 164;

(b8)  an H-chain variable regios
(b9)  an H-chain variable reg
(b10) an H-chain variable region having the amino acid sequence of SEQ ID NO: 168;
(b11) an H-chain variab}é
(b12) an H-chain varid ble region having the amino acid sequence of SEQ ID NO: 424;

region having the amino acid sequence of SEQ ID NO: 421;

(b13) an H-chain variable region having the amino acid sequence of SEQ ID NO: 426;
(b14) an H-chairyvariable region having the amino acid sequence of SEQ 1D NO: 429; and
(b15) an H-chgin variable region having the amino acid sequence of SEQ ID NO: 430.

11. The muMispecific antigen-binding molecule of any one of claims 1 to 4, wherein the
antibody riable regions of (1) and (2) in claim 1 are antibody variable regions comprising any
one of he combinations of H-chain variable regions selected from (c1) to (c19) below, or

i .o' variable regions functionally equivalent thereto:

an H-chain variable region comprised in the antibody variable region of (1) in claim 1

Which has the amino acid sequence of SEQ ID NO: 40; and an H-chain variable region
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comprised in the antibody variable region of (2) in claim 1 which has the amino acid seglience of
SEQ ID NO: 52;

(c2)  an H-chain variable region comprised in the antibody variable region of (1 in claim 1
which has the amino acid sequence of SEQ ID NO: 40; and an H-chain variable fegion
comprised in the antibody variable region of (2) in claim 1 which has the amiyo acid sequence of
SEQ ID NO: 421;

(c3)  an H-chain variable region comprised in the antibody variable rggion of (1) in claim 1
which has the amino acid sequence of SEQ ID NO: 40; and an H-chaid variable region
comprised in the antibody variable region of (2) in claim 1 which hgs the amino acid sequence of
SEQ ID NO: 426;

(c4)  an H-chain variable region comprised in the antibody #ariable region of (1) in claim 1
which has the amino acid sequence of SEQ ID NO: 40; and/an H-chain variable region
comprised in the antibody variable region of (2) in claim A which has the amino acid sequence of
SEQ ID NO: 429;

(¢5)  an H-chain variable region comprised in thg’antibody variable region of (1) in claim 1

which has the amino acid sequence of SEQ ID N@: 40; and an H-chain variable region
comprised in the antibody variable region of (2 in claim 1 which has the amino acid sequence of
SEQ ID NO: 430;

(c6)  an H-chain variable region compyised in the antibody variable region of (1) in claim 1
which has the amino acid sequence of YEQ ID NO: 197; and an H-chain variable region
comprised in the antibody variable rggion of (2) in claim 1 which has the amino acid sequence of
SEQ ID NO: 128;

(¢7)  an H-chain variable region comprised in the antibody variable region of (1) in claim 1
which has the amino acid seglience of SEQ ID NO: 206; and an H-chain variable region
comprised in the antibody #ariable region of (2) in claim 1 which has the amino acid sequence of
SEQ ID NO: 142,

(c8)  an H-chain yAriable region comprised in the antibody variable region of (1) in claim 1
which has the amigo acid sequence of SEQ ID NO: 206; and an H-chain variable region
comprised in thg’antibody variable region of (2) in claim 1 which has the amino acid sequence of
SEQ ID NO: f44;

(c9)  an/H-chain variable region comprised in the antibody variable region of (1) in claim 1
which hgs the amino acid sequence of SEQ ID NO: 206; and an H-chain variable region
comppised in the antibody variable region of (2) in claim 1 which has the amino acid sequence of
SE@ ID NO: 164,

c10) an H-chain variable region comprised in the antibody variable region of (1) in claim 1

which has the amino acid sequence of SEQ ID NO: 206; and an H-chain variable region
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comprised in the antibody variable region of (2) in claim 1 which has the amino acid/sequence of
SEQ ID NO: 168;

(c11) an H-chain variable region comprised in the antibody variable region of (1) in claim 1
which has the amino acid sequence of SEQ ID NO: 211; and an H-chain varigble region
comprised in the antibody variable region of (2) in claim 1 which has the
SEQ ID NO: 142;

(c12) an H-chain variable region comprised in the antibody variab
which has the amino acid sequence of SEQ ID NO: 211; and an H-
comprised in the antibody variable region of (2) in claim 1 whiclf has the amino acid sequence of
SEQ ID NO: 144;
(c13) an H-chain variable region comprised in the antibody variable region of (1) in claim 1
which has the amino acid sequence of SEQ ID NO: 211;
comprised in the antibody variable region of (2) in claj
SEQ ID NO: 164;

(c14) an H-chain variable region comprised in the antibody variable region of (1) in claim 1

ino acid sequence of

region of (1) in claim 1

ain variable region

nd an H-chain variable region

1 which has the amino acid sequence of

which has the amino acid sequence of SEQ ID NO: 211; and an H-chain variable region
comprised in the antibody variable region of(2) in claim 1 which has the amino acid sequence of
SEQ ID NO: 168;
(c15) an H-chain variable region conprised in the antibody variable region of (1) in claim 1
which has the amino acid sequence of SEQ ID NO: 215; and an H-chain variable region
comprised in the antibody variableAegion of (2) in claim 1 which has the amino acid sequence of
SEQ ID NO: 103;
(¢16) an H-chain variable pégion comprised in the antibody variable region of (1) in claim 1
which has the amino acid séquence of SEQ ID NO: 215; and an H-chain variable region
comprised in the antibody variable region of (2) in claim 1 which has the amino acid sequence of
SEQ ID NO: 122;
(c17)  an H-chainyvariable region comprised in the antibody variable region of (1) in claim 1
which has the amino acid sequence of SEQ ID NO: 215; and an H-chain variable region
comprised in te antibody variable region of (2) in claim 1 which has the amino acid sequence of
SEQ ID NO/'129;

(c18)

which as the amino acid sequence of SEQ ID NO: 215; and an H-chain variable region

H-chain variable region comprised in the antibody variable region of (1) in claim 1

comprised in the antibody variable region of (2) in claim 1 which has the amino acid sequence of
ID NO: 132; and
(c19) an H-chain variable region comprised in the antibody variable region of (1) in claim 1

which has the amino acid sequence of SEQ ID NO: 215; and an H-chain variable region
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comprised in the antibody variable region of (2) in claim 1 which has the amino agid sequence of
SEQ ID NO: 424.

12. The multispecific antigen-binding molecule of any one of claims 1 to }1, wherein the
common L chain of claim 1 is a common L chain comprising any one ofthe combinations of
CDRI1, CDR2, and CDR3 selected from (d1) to (d11) below, or a corm{
equivalent thereto: '
(d1)  CDRI1, CDR2, and CDR3 identical to the amino acid seguences of the CDR1, CDR2,
and CDR3 regions comprised in SEQ ID NO: 53;

(d2) CDRI, CDR2, and CDR3 identical to the amino acid sequences of the CDR1, CDR2,
and CDR3 regions comprised in SEQ ID NO: 223;

(d3)  CDRI1, CDR2, and CDR3 identical to the amipo acid sequences of the CDR1, CDR2,
and CDR3 regions comprised in SEQ ID NO: 299;

(d4) CDRI1, CDR2, and CDR3 identical to the/amino acid sequences of the CDR1, CDR2,
and CDR3 regions comprised in SEQ ID NO: 301;

(d5) CDRI1, CDR2, and CDR3 identical $6 the amino acid sequences of the CDR1, CDR2,
and CDR3 regions comprised in SEQ ID INO: 302;

(d6) CDR1, CDR2, and CDR3 idengcal to the amino acid sequences of the CDR1, CDR2,
and CDR3 regions comprised in SEQ/ID NO: 304;

(d7)  CDRI, CDR2, and CDR3 Adentical to the amino acid sequences of the CDR1, CDR2,
and CDR3 regions comprised inSEQ ID NO: 306;

(d8) CDRI1, CDR2, and CDR3 identical to the amino acid sequences of the CDR1, CDR2,
and CDR3 regions comprisgd in SEQ ID NO: 307;

(d9) CDR1, CDR2, gfd CDR3 identical to the amino acid sequences of the CDR1, CDR2,
and CDR3 regions comdprised in SEQ ID NO: 309;

(d10) CDRI1, CDR2, and CDR3 identical to the amino acid sequences of the CDR1, CDR2,
and CDR3 regiond comprised in SEQ ID NO: 310; and

(d11) CDR1/CDR2, and CDR3 identical to the amino acid sequences of the CDR1, CDR2,
and CDR3 r¢gions comprised in SEQ ID NO: 319.

on L chain functionally

13. Th¢’multispecific antigen-binding molecule of any one of claims 1 to 11, wherein the L
chairyvariable region of claim 1 is a variable region of any one of the L chain amino acid
seguences selected from(d1) to (d11) below:

(d1) an L chain comprising the amino acid sequence of SEQ ID NO: 53;

(d2) an L chain comprising the amino acid sequence of SEQ ID NO: 223;

(d3) an L chain comprising the amino acid sequence of SEQ ID NO: 299;
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(d4) an L chain comprising the amino acid sequence of SEQ ID NO: 301;
(d5) an L chain comprising the amino acid sequence of SEQ ID NO: 302;
(d6) an L chain comprising the amino acid sequence of SEQ ID NO: 304;
(d7) an L chain comprising the amino acid sequence of SEQ ID NO: 306;
(d8) an L chain comprising the amino acid sequence of SEQ ID NO: 307;/
(d9) an L chain comprising the amino acid sequence of SEQ ID NO: 309;
(d10) an L chain comprising the amino acid sequence of SEQ ID NO/ 310; and
(d11) an L chain comprising the amino acid sequence of SEQ ID NXO: 319.

14. The multispecific antigen-binding molecule of any one of/claims 1 to 4, wherein the
antibody variable regions of (1) and (2) of claim 1 and the gbmmon L chain variable region are
antibody variable regions comprising any one of the combinations of H-chain CDR1, CDR2, and
CDR3 and L-chain CDR1, CDR2, and CDR3 selected/Arom (el) to (e25) below, or antibody
variable regions functionally equivalent thereto:
(el) CDRI1, CDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and identical to the amino acid sequences of th¢ CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 197; CDR1, CDR2, and CDR¥comprised in the antibody variable region of (2) in
claim 1 and identical to the amino acid seduences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 128; and CDR1, CDR2, and CDR3 comprised in the antibody
variable region of the common L chgin and identical to the amino acid sequences of the CDR1,
CDR2, and CDR3 regions compriged in SEQ ID NO: 53;

(e2)  CDRI, CDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 197; CDR1, ¢ DR2, and CDR3 comprised in the antibody variable region of (2) in
claim 1 and identical tothe amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ILYNO: 128; and CDR1, CDR2, and CDR3 comprised in the antibody
variable region of fhe common L chain and identical to the amino acid sequences of the CDR1,

Jhriable region of the common L chain and identical to the amino acid sequences of the CDR1,

/ CDR2, and CDR3 regions comprised in SEQ ID NO: 310;




10

15

20

25

30

35

123

(e4)  CDRI, CDR2, and CDR3 comprised in the antibody variable region of (1) in £laim 1
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions ¢gdmprised in
SEQ ID NO: 197; CDR1, CDR2, and CDR3 comprised in the antibody variable gégion of (2) in
claim 1 and identical to the amino acid sequences of the CDR1, CDR2, and CD) :
comprised in SEQ ID NO: 128; and CDR1, CDR2, and CDR3 comprised inthe antibody

uences of the CDR1,

3 regions

variable region of the common L chain and identical to the amino acid seg
CDR2, and CDR3 regions comprised in SEQ ID NO: 319;

(e5)  CDRI1, CDR2, and CDR3 comprised in the antibody variab
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 206; CDR1, CDR2, and CDR3 comprised in the agtibody variable region of (2) in
claim 1 and identical to the amino acid sequences of the CDRA, CDR2, and CDR3 regions
comprised in SEQ ID NO: 142; and CDR1, CDR2, and CDR3 comprised in the antibody
variable region of the C_.ommon L chain and identical to the amino acid sequences of the CDRI,
CDR2, and CDR3 regions comprised in SEQ ID NO:/ 3;

(e6) CDRI, CDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
"DR1, CDR2, and CDR3 regions comprised in

prised in the antibody variable region of (2) in

¢ region of (1) in claim 1

and identical to the amino acid sequences of the

SEQ ID NO: 206; CDR1, CDR2, and CDR3
claim 1 and identical to the amino acid sequénces of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 144; and CDR/, CDR2, and CDR3 comprised in the antibody
variable region of the common L chair/and identical to the amino acid sequences of the CDR1,
CDR2, and CDR3 regions comprised in SEQ ID NO: 223;
e7) CDRI, CDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and identical to the amino acid dequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 206; CDR1, CIJR2, and CDR3 comprised in the antibody variable region of (2) in
claim 1 and identical to th¢ amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 164; and CDR1, CDR2, and CDR3 comprised in the antibody
variable region of th¢/fcommon L chain and identical to the amino acid sequences of the CDR1,
CDR2, and CDR3 gions comprised in SEQ ID NO: 223;

(e8) CDRI,
and identical Yo the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID N@: 206; CDR1, CDR2, and CDR3 comprised in the antibody variable region of (2) in
claim 1 ghd identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
compy ed in SEQ ID NO: 168; and CDR1, CDR2, and CDR3 comprised in the antibody
varjable region of the common L chain and identical to the amino acid sequences of the CDR1,

R2, and CDR3 regions comprised in SEQ ID NO: 223;

DR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
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(e9) CDR1, CDR2, and CDR3 comprised in the antibody variable region of (1) in cjaim 1
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 211; CDR1, CDR2, and CDR3 comprised in the antibody variable region of (2) in
claim 1 and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 142; and CDR1, CDR2, and CDR3 comprised in the antibody
variable region of the common L chain and identical to the amino acid seqyénces of the CDR1,
CDR2, and CDR3 regions comprised in SEQ ID NO: 223;

(e10) CDRI, CDR2, and CDR3 comprised in the antibody variablefegion of (1) in claim 1
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 211; CDRI1, CDR2, and CDR3 comprised in the anfibody variable region of (2) in
claim 1 and identical to the amino acid sequences of the CDR1/ CDR2, and CDR3 regions
comprised in SEQ ID NO: 142; and CDR1, CDR2, and CDR3 comprised in the antibody

amino acid sequences of the CDR1,

variable region of the common L chain and identical to t
CDR2, and CDR3 regions comprised in SEQ ID NO:
(e11) CDRI, CDR2, and CDR3 comprised in the dntibody variable region of (1) in claim 1

R1, CDR2, and CDR3 regions comprised in

7N

prised in the antibody variable region of (2) in

and identical to the amino acid sequences of the
SEQ ID NO: 211; CDR1, CDR2, and CDR3 cg
claim 1 and identical to the amino acid seques ces of the CDRI1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 144; and CDR}, CDR2, and CDR3 comprised in the antibody
variable region of the common L chain #nd identical to the amino acid sequences of the CDR1,
CDR2, and CDR3 regions comprised/ |
(e12) CDRI1, CDR2, and CDR3/omprised in the antibody variable region of (1) in claim 1
and identical to the amino acid séquences of the CDR1, CDR2, and CDR3 regions comprised in
SEQID NO: 211; CDRI1, C2, and CDR3 comprised in the antibody variable region of (2) in
claim 1 and identical to the/amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID N@: 164; and CDR1, CDR2, and CDR3 comprised in the antibody
variable region of the g mmon L chain and identical to the amino acid sequences of the CDR1,
CDR2, and CDR3 égions comprised in SEQ ID NO: 223;

(e13) CDRI1,¢ D R2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and identical tg the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NQ 1; CDR1, CDR2, and CDR3 comprised in the antibody variable region of (2) in
claim 1 affd identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprjéed in SEQ ID NO: 168; and CDR1, CDR2, and CDR3 comprised in the antibody
varigble region of the common L chain and identical to the amino acid sequences of the CDR1,
R2, and CDR3 regions comprised in SEQ ID NO: 223;
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(e14) CDRI, CDR2, and CDR3 comprised in the antibody variable region of (1) iA claim 1
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions/comprised in
SEQ ID NO: 215; CDR1, CDR2, and CDR3 comprised in the antibody variable/region of (2) in
claim 1 and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 103; and CDR1, CDR2, and CDR3 comprised
variable region of the common L chain and identical to the amino acid sgquences of the CDR1,
CDR2, and CDR3 regions comprised in SEQ ID NO: 53;

(e15) CDRI, CDR2, and CDR3 comprised in the antibody variahle region of (1) in claim 1
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 215; CDR1, CDR2, and CDR3 comprised in the dntibody variable region of (2) in
R1, CDR2, and CDR3 regions
DR3 comprised in the antibody

it the antibody

claim 1 and identical to the amino acid sequences of the CD)
comprised in SEQ ID NO: 103; and CDR1, CDR2, and
variable region of the common L chain and identical tothe amino acid sequences of the CDR1,

CDR2, and CDR3 regions comprised in SEQ ID NO/299;

(e16) CDRI, CDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and identical to the amino acid sequences of the/CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 215; CDR1, CDR2, and CDR3 gomprised in the antibody variable region of (2) in
claim 1 and identical to the amino acid segiences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 103; and CDR1, CDR2, and CDR3 comprised in the antibody
variable region of the common L chain and identical to the amino acid sequences of the CDR1,
CDR2, and CDR3 regions compris in SEQ ID NO: 301;

(el7) CDRI, CDR2, and CDRA
and identical to the amino acid/sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 215; CDR1, CDR2, and CDR3 comprised in the antibody variable region of (2) in
claim 1 and identical to thé amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 103; and CDR1, CDR2, and CDR3 comprised in the antibody
variable region of the common L chain and identical to the amino acid sequences of the CDRI1,
CDR2, and CDR3/regions comprised in SEQ ID NO: 302;

(e18) CDRI1,/CDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and identical fo the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID N@: 215; CDR1, CDR2, and CDR3 comprised in the antibody variable region of (2) in
claim 1 #nd identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
compp sed in SEQ ID NO: 103; and CDR1, CDR2, and CDR3 comprised in the antibody
iable region of the common L chain and identical to the amino acid sequences of the CDR1,
(?DR2, and CDR3 regions comprised in SEQ ID NO: 304;

comprised in the antibody variable region of (1) in claim 1
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(e19) CDRI, CDR2, and CDR3 comprised in the antibody variable region of (1) il claim 1
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regiony/comprised in
SEQ ID NO: 215; CDR1, CDR2, and CDR3 comprised in the antibody variable/region of (2) in
claim 1 and identical to the amino acid sequences of the CDR1, CDR2, and ¢DR3 regions
comprised in SEQ ID NO: 103; and CDR1, CDR2, and CDR3 comprised in the antibody
variable region of the common L chain and identical to the amino acid sgquences of the CDRI,
CDR2, and CDR3 regions comprised in SEQ ID NO: 306; '

(e20) CDRI, CDR2, and CDR3 comprised in the antibody variaple region of (1) in claim 1
and identical to the amino acid sequences of the CDR1, CDR2, ghd CDR3 regions comprised in
SEQ ID NO: 215; CDR1, CDR2, and CDR3 comprised in the dntibody variable region of (2) in
claim 1 and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 103; and CDR1, CDR2, and CDR3 comprised in the antibody
variable region of the common L chain and identical tg/the amino acid sequences of the CDR1,
CDR2, and CDR3 regions comprised in SEQ ID NQ/ 307;

(e21) CDRI, CDR2, and CDR3 comprised in tHe antibody variable region of (1) in claim 1
and identical to the amino acid sequences of th¢/CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 215; CDRI1, CDR2, and CDR3 ¢omprised in the antibody variable region of (2) in
claim 1 and identical to the amino acid seqtiences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID NO: 103; and CDR1, CDR2, and CDR3 comprised in the antibody
variable region of the common L chajfi and identical to the amino acid sequences of the CDR1,
CDR2, and CDR3 regions comprisgd in SEQ ID NO: 309;

(e22) CDRI1, CDR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and identical to the amino acid'sequences of the CDR1, CDR?2, and CDR3 regions comprised in
SEQ ID NO: 215; CDRI1, CDR2, and CDR3 comprised in the antibody variable region of (2) in
claim 1 and identical to tife amino acid sequences of the CDR1, CDR2, and CDR3 regions
comprised in SEQ ID XO: 122; and CDR1, CDR2, and CDR3 comprised in the antibody
variable region of thé common L chain and identical to the amino acid sequences of the CDR1,
CDR2, and CDR¥regions comprised in SEQ 1D NO: 53;

(e23) CDR], DR2, and CDR3 comprised in the antibody variable region of (1) in claim 1
and identicajfto the amino acid sequences of the CDR1, CDR2, and CDR3 regions comprised in
SEQ ID NO: 215; CDR1, CDR2, and CDR3 comprised in the antibody variable region of (2) in
claim 1/nd identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regions
compfised in SEQ ID NO: 129; and CDR1, CDR2, and CDR3 comprised in the antibody
vagfable region of the common L chain and identical to the amino acid sequences of the CDR1,
ZDR2, and CDR3 regions comprised in SEQ ID NO: 53;
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(e24) CDRI, CDR2, and CDR3 comprised in the antibody variable region of (1) j#
and identical to the amino acid sequences of the CDR1, CDR2, and CDR3 regiong comprised in
SEQ ID NO: 215; CDR1, CDR2, and CDR3 comprised in the antibody variablg
claim 1 and identical to the amino acid sequences of the CDR1, CDR2, and ¢DR3 regions
comprised in SEQ ID NO: 132; and CDR1, CDR2, and CDR3 comprised
variable region of the common L chain and identical to the amino acid s¢quences of the CDRI,
CDR2, and CDR3 regions comprised in SEQ ID NO: 53; and
(e25) CDRI, CDR2, and CDR3 comprised in the antibody variaple region of (1) in claim 1
and identical to the amino acid sequences of the CDR1, CDR2,
SEQ ID NO: 215; CDR1, CDR2, and CDR3 comprised in the 4

region of (2) in

the antibody

d CDR3 regions comprised in
dntibody variable region of (2) in
R 1, CDR2, and CDR3 regions

DR3 comprised in the antibody

claim 1 and identical to the amino acid sequences of the CD]
comprised in SEQ ID NO: 424; and CDR1, CDR2, and ‘
variable region of the common L chain and identical to, the amino acid sequences of the CDRI,
CDR2, and CDR3 regions comprised in SEQ 1D NO/53.

15. The multispecific antigen-binding molecul f any one of claims 1 to 4, wherein the
antibody variable regions of (1) and (2) of clgim 1 and the common L chain variable region are
antibody variable regions comprising any ofie of the combinations of variable regions selected
from (f1) to (f26) below, or antibody vari Able regions functionally equivalent thereto:

(f1) an H-chain variable region cofmprised in the antibody variable region of (1) in claim 1
and identical to the amino acid seqyénce of SEQ ID NO: 197; an H-chain variable region
comprised in the antibody variabregion of (2) in claim 1 and identical to the amino acid
sequence of SEQ ID NO: 128;

to the amino acid sequence of the variable region comprised in SEQ ID NO: 53;

And an antibody variable region of the common L chain identical

(f2)  an H-chain varialle region comprised in the antibody variable region of (1) in claim 1
and identical to the acid sequence of SEQ ID NO: 197; an H-chain variable region
comprised in the antdy variable region of (2) in claim 1 and identical to the amino acid
sequence of SEQ I NO: 128; and an antibody variable region of the common L chain identical
to the amino aciequence of the variable region comprised in SEQ ID NO: 299;

(£3) an H,¢hain variable region comprised in the antibody variable region of (1) in claim 1
and identicto the amino acid sequence of SEQ ID NO: 197; an H-chain variable region
comprised in the antibody variable region of (2) in claim 1 and identical to the amino acid
sequery of SEQ ID NO: 128; and an antibody variable region of the common L chain identical
amino acid sequence of the variable region comprised in SEQ ID NO: 310;

(#4)  an H-chain variable region comprised in the antibody variable region of (1) in claim 1

/and identical to the amino acid sequence of SEQ ID NO: 197; an H-chain variable region
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comprised in the antibody variable region of (2) in claim 1 and identical to the aming/acid
sequence of SEQ ID NO: 128; and an antibody variable region of the common L c} ain identical
to the amino acid sequence of the variable region comprised in SEQ ID NO: 319

(£5) an H-chain variable region comprised in the antibody variable region/f (1) in claim 1
and identical to the amino acid sequence of SEQ ID NO: 206; an H-chain vdriable region
comprised in the antibody variable region of (2) in claim 1 and identical §6 the amino acid
sequence of SEQ ID NO: 142; and an antibody variable region of the gommon L chain and
identical to the amino acid sequence of the variable region comprised in SEQ ID NO: 223;

(f6) an H-chain variable region comprised in the antibody varfable region of (1) in claim 1
and identical to the amino acid sequence of SEQ ID NO: 206; ai H-chain variable region
comprised in the antibody variable region of (2) in claim 1 and identical to the amino acid
sequence of SEQ ID NO: 144; and an antibody variable region of the common L chain identical
to the amino acid sequence of the variable region compri§ed in SEQ ID NO: 223;

(f7)  an H-chain variable region comprised in the ghtibody variable region of (1) in claim 1
and identical to the amino acid sequence of SEQ ID/NO: 206; an H-chain variable region
comprised in the antibody variable region of (2) i ‘claim 1 and identical to the amino acid
sequence of SEQ ID NO: 164; and an antibody/variable region of the common L chain and
identical to the amino acid sequence of the vdriable region comprised in SEQ ID NO: 223;

(f8) an H-chain variable region compyised in the antibody variable region of (1) in claim 1

and identical to the amino acid sequenof SEQ ID NO: 206; an H-chain variable region

to the amino acid sequence of tvariable region comprised in SEQ ID NO: 223;

(f9)  an H-chain variable r¢gion comprised in the antibody variable region of (1) in claim 1
and identical to the amino sequence of SEQ ID NO: 211; an H-chain variable region
comprised in the antibod /variable region of (2) in claim 1 and identical to the amino acid
sequence of SEQ ID ’l 142; and an antibody variable region of the common L chain identical
to the amino acid segft ence of the variable region comprised in SEQ 1D NO: 223;

(f10) an variable region comprised in the antibody variable region of (1) in claim 1
and identical to, h e amino acid sequence of SEQ ID NO: 211; an H-chain variable region
comprised antibody variable region of (2) in claim 1 and identical to the amino acid

sequence of SEQ ID NO: 142; and an antibody variable region of the common L chain identical

tothea ' acid sequence of the variable region comprised in SEQ ID NO: 299;
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sequence of SEQ ID NO: 144; and an antibody variable region of the common L chain identical
to the amino acid sequence of the variable region comprised in SEQ ID NO: 223;

(f12)  an H-chain variable region comprised in the antibody variable region of (1) in claim 1
and identical to the amino acid sequence of SEQ ID NO: 211; an H-chain varfable region
comprised in the antibody variable region of (2) in claim 1 and identical toAhe amino acid
sequence of SEQ ID NO: 164; and an antibody variable region of the cofhmon L chain identical
to the amino acid sequence of the variable region comprised in SEQ ID NO: 223;

(f13)  an H-chain variable region comprised in the antibody varigble region of (1) in claim 1
and identical to the amino acid sequence of SEQ ID NO: 211; aryH-chain variable region
comprised in the antibody variable region of (2) in claim 1 and'identical to the amino acid
sequence of SEQ ID NO: 168; and an antibody variable region of the common L chain identical
to the amino acid sequence of the variable region compr’d in SEQ ID NO: 223;

(f14)  an H-chain variable region comprised in the g ibody variable region of (1) in claim 1
and identical to the amino acid sequence of SEQ ID/NO: 215; an H-chain variable region
comprised in the antibody variable region of (2) iff claim 1 and identical to the amino acid
sequence of SEQ ID NO: 103; and an antibody, {ariable region of the common L chain identical
gion comprised in SEQ ID NO: 53;

(f15)  an H-chain variable region compy sed in the antibody variable region of (1) in claim 1
‘of SEQ ID NO: 215; an H-chain variable region

gion of (2) in claim 1 and identical to the amino acid

to the amino acid sequence of the variable r¢

and identical to the amino acid sequencé
comprised in the antibody variable rg ‘
sequence of SEQ ID NO: 103; and |
variable region comprised in SEQ ID NO: 299;

(f16)  an H-chain variable yegion comprised in the antibody variable region of (1) in claim 1

an antibody variable region of the common L chain identical
to the amino acid sequence of the
and identical to the amino, {cid sequence of SEQ ID NO: 215; an H-chain variable region
comprised in the antibod
sequence of SEQ ID
to the amino acid s¢gquence of the variable region comprised in SEQ ID NO: 301;
(f17) anH-c

and identical (6

variable region of (2) in claim 1 and identical to the amino acid

XO: 103; and an antibody variable region of the common L chain identical

din variable region comprised in the antibody variable region of (1) in claim 1
the amino acid sequence of SEQ ID NO: 215; an H-chain variable region
comprised | the antibody variable region of (2) in claim 1 and identical to the amino acid
sequence f SEQ ID NO: 103; and an antibody variable region of the common L chain identical

to the @mino acid sequence of the variable region comprised in SEQ ID NO: 302;

/comprised in the antibody variable region of (2) in claim 1 and identical to the amino acid
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sequence of SEQ ID NO: 103; and an antibody variable region of the common L chain/identical
to the amino acid sequence of the variable region comprised in SEQ ID NO: 304;

(f19)  an H-chain variable region comprised in the antibody variable region of £1) in claim 1
and identical to the amino acid sequence of SEQ ID NO: 215; an H-chain varigble region
comprised in the antibody variable region of (2) in claim 1 and identical to tie amino acid
sequence of SEQ ID NO: 103; and an antibody variable region of the conynon L chain identical
to the amino acid sequence of the variable region comprised in SEQ IDYNO: 306;

(f20)  an H-chain variable region comprised in the antibody variab
and identical to the amino acid sequence of SEQ ID NO: 215; an M-chain variable region
comprised in the antibody variable region of (2) in claim 1 and fdentical to the amino acid
sequence of SEQ ID NO: 103; and an antibody variable regigh of the common L chain identical
to the amino acid sequence of the variable region comprisgd in SEQ ID NO: 307;

(f21)  an H-chain variable region comprised in the antibody variable region of (1) in claim 1
and identical to the amino acid sequence of SEQ ID XO: 215; an H-chain variable region
comprised in the antibody variable region of (2) in/laim 1 and identical to the amino acid
sequence of SEQ ID NO: 103; and an antibody yariable region of the common L chain identical
on comprised in SEQ ID NO: 309;

(f22)  an H-chain variable region comprijéed in the antibody variable region of (1) in claim 1
of SEQ ID NO: 215; an H-chain variable region

gion of (2) in claim 1 and identical to the amino acid

to the amino acid sequence of the variable regf

and identical to the amino acid sequenc
comprised in the antibody variable re
sequence of SEQ ID NO: 122; and
to the amino acid sequence of thg variable region comprised in SEQ ID NO: 53;

4n antibody variable region of the common L chain identical

(f23)  an H-chain variable r¢gion comprised in the antibody variable region of (1) in claim 1
and identical to the amino g€id sequence of SEQ ID NO: 215; an H-chain variable region
comprised in the antibody variable region of (2) in claim 1 and identical to the amino acid
sequence of SEQ ID NO: 129; and an antibody variable region of the common L chain and
identical to the amip®© acid sequence of the variable region comprised in SEQ ID NO: 53;
(f24) an H-ch
the amino acid sequence of SEQ ID NO: 215; an H-chain variable region

n variable region comprised in the antibody variable region of (1) in claim 1
and identical tg
comprised i the antibody variable region of (2) in claim 1 and identical to the amino acid
sequence 4f SEQ ID NO: 132; and an antibody variable region of the common L chain and
identical to the amino acid sequence of the variable region comprised in SEQ ID NO: 53;

(2

and identical to the amino acid sequence of SEQ ID NO: 215; an H-chain variable region

an H-chain variable region comprised in the antibody variable region of (1) in claim 1

Comprised in the antibody variable region of (2) in claim 1 and identical to the amino acid
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sequence of SEQ ID NO: 424; and an antibody variable region of the common L cHain and

binding molecule of any one of (f1) to (f25), and which has a common L,Chain.
16. The multispecific antigen-binding molecule of any one of claimg 1 to 15, wherein the Fc
region of (3) in claim 1 is an Fc region with an amino acid mutatign at any of the Fc region-
constituting amino acids of SEQ ID NOs: 23 to 26 (IgG1 to 1g(F4).

17. The multispecific antigen-binding molecule of claim 16, wherein the Fc region of (3) in
claim 1 is an Fc region with mutation of at least one amjfio acid selected from the following
amino acid positions specified by EU numbering:
position 220, position 226, position 229, position 231, position 232, position 233, position 234,
position 235, position 236, position 237, positiory238, position 239, position 240, position 264,
position 2635, position 266, position 267, positjon 269, position 270, position 295, position 296,
position 297, position 298, position 299, position 300, position 325, position 327, position 328,
position 329, position 330, position 331, ahd position 332.
18. The multispecific antigen-binding molecule of claim 16, wherein the Fc region of (3) in
claim 1 is an Fc region comprising/at least one amino acid selected from the following amino
acids specified by EU numberi
Arg at amino acid position 234, Ala or Arg at amino acid position 235, Lys at amino acid

position 239, and Ala at an¥no acid position 297.

19. The multispecific Antigen-binding molecule of any one of claims 16 to 18, wherein the Fc
region of (3) in claipi 1 further comprises an amino acid mutation for promoting formation of a

heterodimeric Fc fegion.

20. The muldspecific antigen-binding molecule of claim 19, wherein the heterodimeric Fc
region is the amino acid sequence combination of (gl) or (g2) below:

(gha
compyising the amino acid sequence of SEQ ID NO: 57, and an amino acid sequence identical to

mbination of an amino acid sequence identical to the Fc region of a constant region

the/Fc region of a constant region comprising the amino acid sequence of SEQ ID NO: 58; and
©2) a combination of an amino acid sequence identical to the Fc region of a constant region

comprising the amino acid sequence of SEQ 1D NO: 60 or 62, and an amino acid sequence
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identical to the Fc region of a constant region comprising the amino acid sequence of/SEQ ID
NO: 61.

21. The multispecific antigen-binding molecule of any one of claims 1 to 20,vherein the

multispecific antigen-binding molecule is a bispecific antibody.

22. A bispecific antibody of any one of (h1) to (h25) below:

(hl)  abispecific antibody having an antibody H chain having glgpican 3-binding activity that
comprises an antibody H-chain variable region having the amino/cid sequence of SEQ ID NO:
215 and a constant region having the amino acid sequence of SEQ ID NO: 61; an antibody H
chain having T-cell receptor complex-binding activity that gémprises an antibody H-chain
variable region having the amino acid sequence of SEQ IIp NO: 424 and a constant region
having the amino acid sequence of SEQ ID NO: 60 or 82; and a common antibody L chain
having the amino acid sequence of SEQ ID NO: 53;

(h2) a bispecific antibody having an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chain variable region Aaving the amino acid sequence of SEQ ID NO:
215 and a constant region having the amino gtid sequence of SEQ ID NO: 61; an antibody H
chain having T-cell receptor complex-binddng activity that comprises an antibody H-chain
variable region having the amino acid sgquence of SEQ ID NO: 103 and a constant region
having the amino acid sequence of SEQ ID NO: 60 or 62; and a common antibody L. chain
having the amino acid sequence of SEQ ID NO: 53;

(h3)  abispecific antibody hg#ing an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chajfi variable region having the amino acid sequence of SEQ ID NO:
215 and a constant region having the amino acid sequence of SEQ ID NO: 61; an antibody H
chain having T-cell receplor complex-binding activity that comprises an antibody H-chain
variable region having/the amino acid sequence of SEQ ID NO: 103 and a constant region
having the amino agid sequence of SEQ ID NO: 60 or 62; and a common antibody-L chain
having the aming/acid sequence of SEQ ID NO: 299;

(h4)  abispécific antibody having an antibody H chain having glypican 3-binding activity that
comprises aff antibody H-chain variable region having the amino acid sequence of SEQ ID NO:
215 and g/constant region having the amino acid sequence of SEQ ID NO: 61; an antibody H
chain having T-cell receptor complex-binding activity that comprises an antibody H-chain
varigble region having the amino acid sequence of SEQ ID NO: 103 and a constant region
hag#ing the amino acid sequence of SEQ ID NO: 60 or 62; and a common antibody L chain
aving the amino acid sequence of SEQ ID NO: 301;
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(h5)  a bispecific antibody having an antibody H chain having glypican 3-binding acfivity that
comprises an antibody H-chain variable region having the amino acid sequence of S
215 and a constant region having the amino acid sequence of SEQ ID NO: 61; an
chain having T-cell receptor complex-binding activity that comprises an antibo
variable region having the amino acid sequence of SEQ ID NO: 103 and a copstant region
having the amino acid sequence of SEQ ID NO: 60 or 62; and a common ay ibody L chain
having the amino acid sequence of SEQ ID NO: 302;
(h6)  abispecific antibody having an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chain variable region having the amino ag¢id sequence of SEQ ID NO:
ID NO: 61; an antibody H

chain having T-cell receptor complex-binding activity that comprises an antibody H-chain

215 and a constant region having the amino acid sequence of SEQ
variable region having the amino acid sequence of SEQ ID XNO: 103 and a constant region
having the amino acid sequence of SEQ ID NO: 60 or 6
having the amino acid sequence of SEQ ID NO: 304; |,
(h7)  abispecific antibody having an antibody H,Chain having glypican 3-binding activity that

and a common antibody L chain

comprises an antibody H-chain variable region having the amino acid sequence of SEQ ID NO:
215 and a constant region having the amino acjd sequence of SEQ ID NO: 61; an antibody H
chain having T-cell receptor complex-binding activity that comprises an antibody H-chain
variable region having the amino acid segdence of SEQ ID NO: 103 and a constant region
having the amino acid sequence of SEQY'ID NO: 60 or 62; and a common antibody L chain
having the amino acid sequence of SEQ ID NO: 306;

(h8)  a bispecific antibody havjfig an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chain #ariable region having the amino acid sequence of SEQ ID NO:
215 and a constant region haying the amino acid sequence of SEQ ID NO: 61; an antibody H
chain having T-cell receptgr complex-binding activity that comprises an antibody H-chain
variable region having tHe amino acid sequence of SEQ ID NO: 103 and a constant region
having the amino acid sequence of SEQ ID NO: 60 or 62; and a common antibody L chain
acid sequence of SEQ ID NO: 307,

fic antibody having an antibody H chain having glypican 3-binding activity that

having the amino
(h9)  abispeg
comprises an dntibody H-chain variable region having the amino acid sequence of SEQ ID NO:
215 and a gonstant region having the amino acid sequence of SEQ ID NO: 61; an antibody H
chain ha¥ing T-cell receptor complex-binding activity that comprises an antibody H-chain
variable region having the amino acid sequence of SEQ ID NO: 103 and a constant region
having the amino acid sequence of SEQ ID NO: 60 or 62; and a common antibody L chain

having the amino acid sequence of SEQ ID NO: 309;
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(h10) a bispecific antibody having an antibody H chain having glypican 3-biAding activity that
comprises an antibody H-chain variable region having the amino acid sequente of SEQ ID NO:
215 and a constant region having the amino acid sequence of SEQ ID NO:/61; an antibody H
chain having T-cell receptor complex-binding activity that comprises an/antibody H-chain
variable region having the amino acid sequence of SEQ ID NO: 122 gad a constant region
having the amino acid sequence of SEQ ID NO: 60 or 62; and a cordmon antibody L chain
having the amino acid sequence of SEQ ID NO: 53;

(h11) a bispecific antibody having an antibody H chain havigg glypican 3-binding activity that
comprises an antibody H-chain variable region having the arfino acid sequence of SEQ ID NO:
Of SEQ ID NO: 61; an antibody H
chain having T-cell receptor complex-binding activity théat comprises an antibody H-chain

Q 1D NO: 129 and a constant region

215 and a constant region having the amino acid sequence

variable region having the amino acid sequence of S
having the amino acid sequence of SEQ ID NO: 60,0r 62; and a common antibody L chain
having the amino acid sequence of SEQ ID NO: ¥3;
(h12) abispecific antibody having an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chain variable regign having the amino acid sequence of SEQ ID NO:
215 and a constant region having the aminé acid sequence of SEQ ID NO: 61; an antibody H
chain having T-cell receptor complex-bjading activity that comprises an antibody H-chain
variable region having the amino acid/sequence of SEQ ID NO: 132 and a constant region

EQ ID NO: 60 or 62; and a common antibody L chain

having the amino acid sequence ¢f SEQ ID NO: 53;

having the amino acid sequence of
(h13) abispecific antibody Waving an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chgin variable region having the amino acid sequence of SEQ ID NO:
197 and a constant region Aaving the amino acid sequence of SEQ ID NO: 61; an antibody H
chain having T-cell receptor complex-binding activity that comprises an antibody H-chain
variable region having the amino acid sequence of SEQ ID NO: 128 and a constant region
having the amino agid sequence of SEQ ID NO: 60 or 62; and a common antibody L chain
having the aming/acid sequence of SEQ ID NO: 299;

(h14) a bispgeific antibody having an antibody H chain having glypican 3-binding activity that
comprises ay antibody H-chain variable region having the amino acid sequence of SEQ ID NO:
197 and aonstant region having the amino acid sequence of SEQ ID NO: 61; an antibody H
aving T-cell receptor complex-binding activity that comprises an antibody H-chain
variaple region having the amino acid sequence of SEQ ID NO: 128 and a constant region
haying the amino acid sequence of SEQ ID NO: 60 or 62; and a common antibody L chain

aiving the amino acid sequence of SEQ ID NO: 310;
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(h15) abispecific antibody having an antibody H chain having glypican 3-binding activity that
of SEQ ID NO:

@1; an antibody H

comprises an antibody H-chain variable region having the amino acid sequeng
197 and a constant region having the amino acid sequence of SEQ ID NO:
chain having T-cell receptor complex-binding activity that comprises an tibody H-chain
variable region having the amino acid sequence of SEQ ID NO: 128 and a constant region
having the amino acid sequence of SEQ ID NO: 60 or 62; and a cor non antibody L chain
having the amino acid sequence of SEQ ID NO: 319; /
(h16)  abispecific antibody having an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chain variable region having the amino acid sequence of SEQ ID NO:
197 and a constant region having the amino acid sequence gf SEQ ID NO: 61; an antibody H
chain having T-cell receptor complex-binding activity thdt comprises an antibody H-chain

ID NO: 128 and a constant region

having the amino acid sequence of SEQ ID NO: 60 gr 62; and a common antibody L chain

variable region having the amino acid sequence of SEQ

having the amino acid sequence of SEQ ID NO:
(h17) a bispecific antibody having an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chain variable regig
¢ acid sequence of SEQ ID NO: 61; an antibody H

chain having T-cell receptor complex-bi ing activity that comprises an antibody H-chain

having the amino acid sequence of SEQ ID NO:

211 and a constant region having the amin,

variable region having the amino acid/equence of SEQ ID NO: 142 and a constant region
having the amino acid sequence of Q ID NO: 60 or 62; and a common antibody L chain
having the amino acid sequence ¢f SEQ ID NO: 299;

(h18) abispecific antibody ving an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chgin variable region having the amino acid sequence of SEQ ID NO:
211 and a constant region having the amino acid sequence of SEQ ID NO: 61; an antibody H
chain having T-cell receptor complex-binding activity that comprises an antibody H-chain
variable region having the amino acid sequence of SEQ ID NO: 142 and a constant region
having the amino aéid sequence of SEQ ID NO: 60 or 62; and a common antibody L chain
having the amin¢/acid sequence of SEQ ID NO: 223;

(h19) a bispécific antibody having an antibody H chain having glypican 3-binding activity that
comprises a antibody H-chain variable region having the amino acid sequence of SEQ ID NO:
211 and a/constant region having the amino acid sequence of SEQ ID NO: 61; an antibody H
chain ing T-cell receptor complex-binding activity that comprises an antibody H-chain
varigble region having the amino acid sequence of SEQ ID NO: 144 and a constant region
haying the amino acid sequence of SEQ ID NO: 60 or 62; and a common antibody L chain

{aving the amino acid sequence of SEQ ID NO: 223;
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(h20) a bispecific antibody having an antibody H chain having glypican 3-bindipg activity that
comprises an antibody H-chain variable region having the amino acid sequence gf SEQ ID NO:
206 and a constant region having the amino acid sequence of SEQ 1D NO: 61yan antibody H
chain having T-cell receptor complex-binding activity that comprises an angibody H-chain
variable region having the amino acid sequence of SEQ ID NO: 144 and 4 constant region
having the amino acid sequence of SEQ ID NO: 60 or 62; and a com
having the amino acid sequence of SEQ ID NO: 223;

(h21) a bispecific antibody having an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chain variable region having the amin6 acid sequence of SEQ ID NO:
EQ ID NO: 61; an antibody H
chain having T-cell receptor complex-binding activity thaycomprises an antibody H-chain
D NO: 142 and a constant region

206 and a constant region having the amino acid sequence o

variable region having the amino acid sequence of SEQ
having the amino acid sequence of SEQ ID NO: 60 0¢'62; and a common antibody L chain
having the amino acid sequence of SEQ ID NO: 22~

(h22) a bispecific antibody having an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chain variable regiof having the amino acid sequence of SEQ ID NO:
206 and a constant region having the aming/acid sequence of SEQ ID NO: 61; an antibody H
chain having T-cell receptor complex-bipding activity that comprises an antibody H-chain
variable region having the amino acid gequence of SEQ ID NO: 164 and a constant region
having the amino acid sequence of EQ ID NO: 60 or 62; and a common antibody L chain
having the amino acid sequence of SEQ ID NO: 223;

(h23) abispecific antibody hAving an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chgin variable region having the amino acid sequence of SEQ ID NO:
206 and a constant region having the amino acid sequence of SEQ ID NO: 61; an antibody H
chain having T-cell receptor complex-binding activity that comprises an antibody H-chain
variable region having the amino acid sequence of SEQ ID NO: 168 and a constant region
id sequence of SEQ ID NO: 60 or 62; and a common antibody L chain
acid sequence of SEQ ID NO: 223;

ecific antibody having an antibody H chain having glypican 3-binding activity that

having the amino
having the amin
(h24) abisp
comprises af antibody H-chain variable region having the amino acid sequence of SEQ ID NO:
211 and & constant region having the amino acid sequence of SEQ ID NO: 61; an antibody H
chain Waving T-cell receptor complex-binding activity that comprises an antibody H-chain
varigble region having the amino acid sequence of SEQ ID NO: 164 and a constant region
hgving the amino acid sequence of SEQ ID NO: 60 or 62; and a common antibody L chain

aving the amino acid sequence of SEQ ID NO: 223; and
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(h25) a bispecific antibody having an antibody H chain having glypican 3-binding activity that
comprises an antibody H-chain variable region having the amino acid sequence of SEQ ID NO:

211 and a constant region having the amino acid sequence of SEQ ID NO: 61;
chain having T-cell receptor complex-binding activity that comprises an antibody H-chain
variable region having the amino acid sequence of SEQ ID NO: 168 and g/constant region
having the amino acid sequence of SEQ ID NO: 60 or 62; and a comm
having the amino acid sequence of SEQ ID NO: 223.

antibody L chain

23. A nucleic acid that encodes the multispecific antigen-bindipg molecule of any one of claims

1 to 20 or the bispecific antibody of claim 21 or 22.

24. A vector into which the nucleic acid of claim 23 is ibtroduced.

25. A cell comprising the nucleic acid of claim 23 gr the vector of claim 24.

26. A method for producing the multispecific/Antigen-binding molecule of any one of claims 1
to 20 or the bispecific antibody of claim 21 ér 22 by culturing the cell of claim 25.

27. A multispecific antigen-binding mélecule or a bispecific antibody produced by the method
of claim 26.

28. A pharmaceutical composition comprising the multispecific antigen-binding molecule of
any one of claims 1 to 20 or fhe bispecific antibody of claim 21 or 22, and a pharmaceutically

acceptable carrier.

29. The pharmaceutifal composition of claim 28, which induces cytotoxicity.

30. The pharmgéeutical composition of claim 29, wherein the cytotoxicity is T-cell-dependent

cytotoxicity.

31. Thepharmaceutical composition of claim 28, which is for administration to a patient in need
ultispecific antigen-binding molecule of any one of claims 1 to 20 or the bispecific

antibody of claim 21 or 22.




