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consisting of any one of the amino acid sequences selected from the following (al) to (all), or

an antigen-binding site functionally equivalent thereto, and the antigen-binding site of the second

polypeptide comprises an antigen-binding site which comprises an H chain variable region

consisting of any one of the amino acid sequences selected from the following (bl) to (b11), or

an antigen-binding site functionally equivalent thereto:

(al)

(a2)

(a3)

(ad)

(a3)

(a6)

(a7)

(a8)

(a9)

(al0)

(all}

(b1}

(b2)

(b3)

(b4)

(b3)

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 35 (H chain variable region of Q1);

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 36 (H chain variable region of Q31);

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 37 (H chain variable region of @1Q064};

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 38 (H chain variable region of Q85);

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 39 (H chain variable region of Q153);

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 40 (H chain variable region of Q354);

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 41 (H chain variable region of Q360);

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 42 (H chain variable region of Q405);

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 43 (H chain variable region of Q458);

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 44 (H chain variable region of Q460);

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 45 (H chain variable region of Q499);

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 46 (H chain variable region of J232);

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 47 (H chain variable region of J259);

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 48 (H chain variable region of J268),

an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 49 (H chain variable region of J300);

an antigen-binding site comprising an H chain variable region amino acid sequence of
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J326: SEQ 1D NO: 51
J327: SEQ ID NO: 52
J339: SEQ ID NO: 53
1344: SEQ ID NO: 54
J346: SEQ ID NO: 55
J142: SEQ ID NO: 172
More specifically, the present invention provides multispecific antigen-binding
molecules, wherein the antigen-binding site of the first polypeptide comprises an antigen-binding
site which comprises an H chain variable region consisting of any one of the amino acid
sequences selected from the following (al) to (all), or an antigen-binding site functionally
equivalent thereto, and the antigen-binding site of the second polypeptide comprises an antigen-
binding site which comprises an H chain variable region consisting of any one of the amino acid
sequences selected from the following (b1) to (b11), or an antigen-binding site functionally
equivalent thereto:
(al)  an antigen-binding site comprising an H chain variable region amine acid sequence of
SEQ ID NO: 35 (H chain variable region of Q1);
(a2) an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 36 (H chain variable region of Q31);
(a3)  an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 37 (H chain variable region of @3+Q64);
(a4) an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 38 (H chain variable region of Q85);
(a5)  an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 39 (H chain variable region of Q153);
(a6)  an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 40 (H chain variable region of Q354);
(a7)  an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 41 (H chain variable region of Q360);
(a8)  an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 42 (H chain variable region of Q405),
(a9)  an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 43 (H chain variable region of Q458);
(al0) an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 44 (H chain variable region of Q460);
(all) an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 45 (H chain variable region of Q499);
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CLAIMS

A bispecific antibody comprising a first polypeptide, a second polypeptide, a third

polypeptide, and a fourth polypeptide, wherein the bispecific antibody is any one of the

following (a) to (u):

(a)

(b)

(c)

(d)

(e)

a bispecific antibody (Q1-G4k/J268-G4h/L45-k), wherein the first polypeptide is an H
chain comprising CDRs 1, 2, and 3 that comprise SEQ 1D NOs: 75, 76, and 77,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs: 114, 115, and 116, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3
that comprise SEQ ID NOs: 141, 142, and 143, respectively;

a bispecific antibody (Q1-G4k/J321-G4h/L45-k), wherein the first polypeptide isan H
chain comprising CDRs 1, 2, and 3 that comprise SEQ 1D NOs: 75, 76, and 77,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ 1D NOs: 120, 121, and 122, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L. chain comprising CDRs 1, 2, and 3
that comprise SEQ 1D NOs: 141, 142, and 143, respectively;

a bispecific antibody (Q31-z7/J326-z107/1.2-k), wherein the first polypeptide 1s an H
chain comprising CDRs 1, 2, and 3 that comprise SEQ ID NOs: 78, 79, and 80,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs: 123, 124, and 125, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3
that comprise SEQ 1D NOs: 138, 139, and 140, respectively;

a bispecific antibody (Q64-255/1344-z107/L.45-k), wherein the first polypeptide is an H
chain comprising CDRs 1, 2, and 3 that comprise SEQ ID NOs: 81, 82, and 83,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ 1D NOs: 132, 133, and 134, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3
that comprise SEQ ID NOs: 141, 142, and 143, respectively;

a bispecific antibody (Q064-27/1326-2107/1.334-k), wherein the first polypeptide is an H
chain comprising CDRs 1, 2, and 3 that comprise SEQ ID NOs: 81, 82, and 83,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs: 123, 124, and 125, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3
that comprise SEQ ID NQOs: 150, 151, and 152, respectively;

(f) a bispecific antibody (Q64-27/1344-2107/L406-k), wherein the first polypeptide isan H

chain comprising CDRs 1, 2, and 3 that comprise SEQ ID NOs: 81, 82, and 83,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
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(2)
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comprise SEQ ID NOs: 132, 133, and 134, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L. chain comprising CDRs 1, 2, and 3
that comprise SEQ ID NOs: 159, 160, and 161, respectively;

a bispecific antibody (Q85-G4k/J268-G4h/1.406-k), wherein the first polypeptide is an
H chain comprising CDRs 1, 2, and 3 that comprise SEQ ID NOs: 84, 85, and 86,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs: 114, 115, and 116, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3
that comprise SEQ ID NOs: 159, 160, and 161, respectively;

(h) a bispecific antibody (Q85-G4k/J321-G4h/1.334-k), whereim the first polypeptide is an H

(@)

)

(i)

M

chain comprising CDRs 1, 2, and 3 that comprise SEQ ID NOs: 84, 85, and 86,
respectively, the second polypeptide 1s an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs: 120, 121, and 122, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3
that comprise SEQ ID NOs: 150, 151, and 152, respectively;

a bispecific antibody (Q153-G4k/J232-G4h/L406-k), wherein the first polypeptide is an
H chain comprising CDRs I, 2, and 3 that comprise SEQ ID NOs: 87, 88, and 89,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs: 108, 109, and 110, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3
that comprise SEQ ID NOs: 159, 160, and 161, respectively;

a bispecific antibody (Q354-z106/1259-z107/1.324-k), wherein the first polypeptide is
an H chain comprising CDRs 1, 2, and 3 that comprise SEQ 1D NOs: 90, 91, and 92,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ 1D NOs: 111, 112, and 113, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared 1. chain comprising CDRs 1, 2, and 3
that comprise SEQ ID NOs: 147, 148, and 149, respectively;

a bispecific antibody (Q360-G4k/1232-G4h/L4006-k), wherein the first polypeptide is an
H chain comprising CDRs 1, 2, and 3 that comprise SEQ 1D NOs: 93, 94, and 95,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs: 108, 109, and 110, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3
that comprise SEQ ID NOs: 159, 160, and 161, respectively;

a bispecific antibody (Q360-2118/1300-z107/1.334-k), wherein the first polypeptide is
an H chain comprising CDRs 1, 2, and 3 that comprise SEQ ID NOs: 93, 94, and 95,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs: 117, 118, and 119, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3



10

15

20

30

35

(m)

(n)

(0)

)]

@

(r)

(s}

63

that comprise SEQ [D NOs: 150, 151, and 152, respectively,

a bispecific antibody (Q405-G4k/J232-G4h/L.248-k), wherein the first polypeptide 1s
an H chain comprising CDRs 1, 2, and 3 that comprise SEQ ID NOs: 96, 97, and 98,
respectively, the second polypeptide is an H chain comprising CDRs I, 2, and 3 that
comprise SEQ 1D NQOs: 108, 109, and 110, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3
that comprise SEQ ID NOs: 144, 145, and 146, respectively;

a bispecific antibody (Q458-2106/1346-2107/L408-k), wherein the first polypeptide is
an H chain comprising CDRs 1, 2, and 3 that comprise SEQ ID NOs: 99, 100, and 101,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise t SEQ ID NOs: 135, 136, and 137, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3

that comprise SEQ ID NOs: 162, 163, and 164, respectively,

a bispecific antibody (Q460-2121/J327-z119/1.334-k), wherein the first polypeptide is
an H chain comprising CDRs 1, 2, and 3 that comprise SEQ ID NOs: 102, 103, and 104,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs: 126, 127, and 128, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs I, 2, and 3

that comprise SEQ 1D NOs: 150, 151, and 152, respectively;

a bispecific antibody (Q499-z118/1327-2107/L.334-k), wherein the first polypeptide is
an H chain comprising CDRs 1, 2, and 3 that comprise SEQ ID NOs: 105, 106, and 107,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs: 126, 127, and 128, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3

that comprise SEQ ID NOs: 150, 151, and 152, respectively;

a bispecific antibody (Q499-z118/1327-2107/L377-k}, wherein the first polypeptide is
an H chain comprising CDRs 1, 2, and 3 that comprise SEQ 1D NOs: 105, 106, and 107,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs: 126, 127, and 128, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3

that comprise SEQ ID NOs: 153, 154, and 155, respectively,

a bispecific antibody (Q499-z118/J346-2107/L.248-k), wherein the first polypeptide 1s
an H chain comprising CDRs 1, 2, and 3 that comprise SEQ 1D NOs: 105, 106, and 107,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs: 135, 136, and 137, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3

that comprise SEQ ID NOs: 144, 145, and 146, respectively;

a bispecific antibody (Q499-2121/1327-2119/1.404-k), wherein the first polypeptide is
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(1)

(u)

2.

(a)

(b)

(c)

(d)

(e)

64

an H chain comprising CDRs 1, 2, and 3 that comprise SEQ ID NOs: 105, 106, and 107,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs: 126, 127, and 128, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3

that comprise SEQ ID NOs: 156, 157, and 158, respectively;

a bispecific antibody (Q499-2121/J339-z119/1.377-k), wherein the first polypeptide is

an H chain comprising CDRs 1, 2, and 3 that comprise SEQ ID NOs: 105, 106, and 107,
respectively, the second polypeptide is an H chain comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs: 129, 130, and 131, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3

that comprise SEQ ID NOs: 153, 154, and 153, respectively; and

a bispecific antibody (Q153-G4k/J142-G4h/1.180-k), wherein the first polypeptide is an
H chain comprising CDRs 1, 2, and 3 that comprise SEQ ID NOs: 87, 88, and 89,
respectively, the second polypeptide is an H chain® comprising CDRs 1, 2, and 3 that
comprise SEQ ID NOs:174, 175, and 176, respectively, and the third polypeptide and
the fourth polypeptide are a commonly shared L chain comprising CDRs 1, 2, and 3

that comprise SEQ ID NOs: 177, 178, and 179, respectively.

The bispecific antibody of claim 1, which is any one of the following (a} to (u):

a bispecific antibody (Q1-G4k/J268-G4h/L45-k), wherein the first polypeptide H chain
comprises a variable region comprising SEQ [D NO: 335, the second polypeptide H
chain comprises a variable region comprising SEQ ID NO: 48, and the third and fourth
polypeptide L chains each comprise a variable region comprising SEQ ID NO: 57;

a bispecific antibody (Q1-G4k/J321-G4h/1.45-k), wherein the first polypeptide H chain
comprises a variable region comprising SEQ 1D NO: 35, the second polypeptide H
chain comprises a variable region comprising SEQ ID NO: 50, and the third and fourth
polypeptide L chains each comprise a variable region comprising SEQ ID NO: 57,

a bispecific antibody (Q31-27/J326-2107/L2-k), wherein the first polypeptide H chain
comprises a variable region comprising SEQ 1D NO: 36, the second polypeptide H
chain comprises a variable region comprising SEQ ID NO: 51, and the third and fourth
polypeptide L chains each comprise a variable region comprising SEQ 1D NO: 56;

a bispecific antibody (Q64-z55/1344-2107/1.45-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ ID NO: 37, the second polypeptide
H chain comprises a variable region comprising SEQ ID NO:54, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ ID NO:
57;

a bispecific antibody (Q64-z7/J326-2107/1.334-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ 1D NO: 37, the second polypeptide
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H chain comprises a variable region comprising SEQ ID NO: 51, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ ID NO:
60;

() a bispecific antibody (Q64-27/1344-z107/L406-k), wherein the first polypeptide H chain
comprises a variable region comprising SEQ 1D NO: 37, the second polypeptide H
chain comprises a variable region comprising SEQ 1D NO: 54, and the third and fourth
polypeptide L chains each comprises a variable region comprising SEQ ID NO: 63;

{g) abispecific antibody (Q85-G4k/J268-G4h/L406-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ ID NO: 38§, the second polypeptide
H chain comprises a variable region comprising SEQ ID NO: 48, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ 1D NO:
63;

(h) a bispecific antibody (Q85-G4k/J321-G4h/1.334-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ ID NO: 38, the second polypeptide
H chain comprises a variable region comprising SEQ ID NO: 50, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ 1D NO:
66;

{1) abispectfic antibody (Q153-G4k/T232-G4h/1.406-k)}, wherein the first polypeptide H
chain comprises a variable region comprising SEQ ID NO: 39, the second polypeptide
H chain comprises a variable region comprising SEQ 11D NO: 46, and the third and
fourth polypeptide L. chains each comprise a-variable region comprising SEQ ID NO:
63;

{j) abispecific antibody (Q354-2106/J259-2107/1.324-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ 1D NO: 40, the second polypeptide
H chain comprises a variable region comprising SEQ ID NO: 47, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ ID NO:
39;

(k) a bispecific antibody (Q360-G4k/J232-G4h/L406-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ ID NO: 41, the second polypeptide
H chain comprises a variable region comprising SEQ ID NO: 46, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ 1D NO:
63;

(1) a bispecific antibody (Q360-2118/1300-2107/L334-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ ID NO: 41, the second polypeptide
H chain comprises a variable region comprising SEQ ID NO: 49, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ ID NO:
60;

{m)  abispecific antibody (Q405-G4k/1232-G4h/1.248-k), wherein the first polypeptide H
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chain comprises a variable region comprising SEQ ID NO: 42, the second polypeptide
H chain comprises a variable region comprising SEQ 1D NO: 46, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ ID NO:
58;

a bispecific antibody (Q458-z106/1346-2107/1.408-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ ID NO: 43, the second polypeptide
H chain comprises a variable region comprising SEQ ID NO: 55, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ ID NO:
64;

a bispecific antibody (Q460-2121/J327-2119/1.334-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ [D NO: 44, the second polypeptide
H chain comprises a variable region comprising SEQ ID NO: 52, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ 1D NO:
64;

a bispecific antibody (Q499-z118/1327-2107/L334-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ 1D NO: 45, the second polypeptide
H chain comprises a variable region comprising SEQ ID NO: 52, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ ID NO:
60
a bispecific antibody (Q499-z118/J327-z107/L.377-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ 1D NO: 45, the second polypeptide
H chain comprises a variable region comprising SEQ ID NO: 52, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ D NO:
6l

a bispecific antibody (Q499-2118/3346-2107/1.248-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ 1D NO: 45, the second polypeptide
H chain comprises a variable region comprising SEQ ID NO: 55, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ ID NO:
58;

a bispecific antibody (Q499-z121/1327-z119/L404-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ 1D NO: 45, the second polypeptide

~ H chain comprises a variable region comprising SEQ ID NO: 52, and the third and

®)

fourth polypeptide L chains each comprise a variable region comprising SEQ 1D NO:
62;

a bispecific antibody (Q499-z121/J339-2119/1.377-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ ID NO: 45, the second polypeptide
H chain comprises a variable region comprising SEQ ID NO: 53, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ ID NO:
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61; and

(1) abispecific antibody (Q153-G4k/1142-G4h/L.180-k), wherein the first polypeptide H
chain comprises a variable region comprising SEQ IID NO: 39, the second polypeptide
H chain comprises a variable region comprising SEQ 1D NO: 172, and the third and
fourth polypeptide L chains each comprise a variable region comprising SEQ 1D NO:
173.

3. The bispecific antibody of claim 2, which is any one of the following (a) to (u):

(a) a bispecific antibody (Q1-G4k/I268-G4h/L.45-k), wherein the first polypeptide H chain
comprises a constant region consisting of SEQ ID NO: 65, and the second polypeptide
H chain comprises a constant region consisting of SEQ ID NO: 71;

(b) a bispecific antibody (Q1-G4k/J321-G4h/1.45-k), wherein the first polypeptide H chain
comprises a constant region consisting of SEQ ID NO: 65, and the second polypeptide
H chain comprises a constant region consisting of SEQ ID NO: 71;

(¢) a bispecific antibody (Q31-27/1326-2107/L.2-k), wherein the first polypeptide H chain
comprises a constant region consisting of SEQ ID NO: 66, and the second polypeptide
H chain comprises a constant region consisting of SEQ ID NO: 72;

(d) a bispecific antibody (Q64-255/1344-7107/L45-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ ID NO: 67, and the second
polypeptide H chain comprises a constant region consisting of SEQ ID NO:72;

() a bispecific antibody (Q64-27/J326-2107/L334-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ ID NO: 66, and the second
polypeptide H chain comprises a constant region consisting of SEQ 11D NO: 72;

() a bispecific antibody (Q64-27/1344-2107/1.406-k), wherein the first polypeptide H chain
comprises a constant region consisting of SEQ ID NO: 66, the second polypeptide H
chain comprises a constant region consisting of SEQ ID NO: 72,

(g) a bispecific antibody (Q85-G4k/J268-G4l/L406-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ ID NO: 65, the second
polypeptide H chain comprises a constant region consisting of SEQ 1D NO: 71;

(h) a bispecific antibody (Q85-G4k/J321-G4h/L334-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ 1D NO: 65, and the second
polypeptide H chain comprises a constant region consisting of SEQ ID NO: 71;

(i) a bispecific antibody (Q153-G4k/1232-G4h/1 406-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ ID NO: 65, and the second
polypeptide H chain comprises a constant region consisting of SEQ ID NO: 71;

(j) a bispecific antibody (Q354-z106/J259-2107/.324-k}, wherein the first polypeptide H
chain comprises a constant region consisting of SEQ ID NO: 68, and the second

polypeptide H chain comprises a constant region consisting of SEQ 1D NO: 72;
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(k) abispecific antibody (Q360-G4k/1232-G4h/L.406-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ ID NO: 65, and the second
polypeptide H chain comprises a constant region consisting of SEQ ID NO: 71;

(1) abispecific antibody (Q360-2118/F300-2107/1.334-k}, wherein the first polypeptide H
chain comprises a constant region consisting of SEQ ID NO: 69, and the second
polypeptide H chain comprises a constant region consisting of SEQ ID NO: 72;

{m) abispecific antibody (Q405-G4k/J232-G4h/1.248-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ ID NO: 65, and the second
polypeptide H chain comprises a constant region consisting of SEQ ID NO: 71;

(n) a bispecific antibody (Q458-2106/1346-2107/L408-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ 1D NO: 68, and the second
polypeptide H chain comprises a constant region consisting of SEQ ID NO: 72;

(0} a bispecific antibody (Q460-2121/J327-2119/L334-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ ID NO: 70, and the second
polypeptide H chain comprises a constant region consisting of SEQ 1D NO: 73;

{p) a bispecific antibody (Q499-2118/J327-2107/L334-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ ID NO: 69, and the second
polypeptide H chain comprises a constant region consisting of SEQ 1D NO: 72;

(q) a bispecific antibody (Q499-2118/1327-2107/L377-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ 1D NO: 69, and the second
polypeptide H chain comprises a constant region consisting of SEQ ID NO: 72;

(r}) abispecific antibody (Q499-z118/J346-z107/1.248-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ 11D NO: 69, and the second
polypeptide H chain comprises a constant region consisting of SEQ ID NO: 72;

(s} a bispecific antibody (Q499-2121/1327-z119/L404-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ ID NO: 70, and the second
polypeptide H chain comprises a constant region consisting of SEQ ID NO: 73;

(t) abispecific antibody (Q499-2121/3339-2119/L.377-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ D NO: 70, and the second
polypeptide H chain comprises a constant region consisting of SEQ ID NO: 73; and

(u) abispecific antibody (Q153-G4k/J142-G4h/1.180-k), wherein the first polypeptide H
chain comprises a constant region consisting of SEQ ID NO: 65, and the second
polypeptide H chain comprises a constant region consisting of SEQ ID NO: 71,

wherein each of the third and fourth polypeptide L chains comprises a constant region
consisting of SEQ 1D NO: 74.

4. The bispecific antibody of claim 3, which is any one of the following (a) to (u):
(a) a bispecific antibody (Q1-G4k/J268-G4h/L45-k), wherein the first polypeptide is an H
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chain consisting of the amino acid sequence of SEQ ID NO: 1, the second polypeptide
is an H chain consisting of the amino acid sequence of SEQ 1D NO: 4, and the third
polypeptide and the fourth polypeptide are a commonly shared L chain of SEQ 1D NO:
9,

a bispecific antibody (Q1-G4k/J321-G4h/L45-k), wherein the first polypeptide is an H
chain consisting of the amino acid sequence of SEQ ID NO: 1, the second polypeptide
is an H chain consisting of the amino acid sequence of SEQ ID NO: 5, and the third
polypeptide and the fourth polypeptide are a commonly shared L chain of SEQ ID NO:
9;

a bispecific antibody (Q31-27/1326-2107/L.2-k), wherein the first polypeptide is an H
chain consisting of the amino acid sequence of SEQ ID NO: 2, the second polypeptide
is an H chain consisting of the amino acid sequence of SEQ ID NO: 6, and the third
polypeptide and the fourth polypeptide are a commonly shared L chain of SEQ ID NO:
8;

a bispecific antibody (Q04-z55/1344-z107/L45-k), wherein the first polypeptide is an H
chain consisting of the amino acid sequence of SEQ 1D NO: 3, the second polypeptide
is an H chain consisting of the amino acid sequence of SEQ ID NO: 7, and the third
polypeptide and the fourth polypeptide are a commonly shared L chain of SEQ 1D NO:
9;

a bispecific antibody (Q64-z7/1326-2107/1.334-k), wherein the first polypeptide isan H
chain consisting of the amino acid sequence of SEQ ID NO: 10, the second polypeptide
is an H chain consisting of the amino acid sequence of SEQ ID NO: 6, and the third
polypeptide and the fourth polypeptide are a commonly shared L chain of SEQ ID NO:
30;

(f) a bispecific antibody (Q64-27/1344-z107/1.406-k), wherein the first polypeptide is an H

(2)

chain consisting of the amino acid sequence of SEQ ID NO: 10, the second polypeptide
is an H chain consisting of the amino acid sequence of SEQ ID NO: 7, and the third
polypeptide and the fourth polypeptide are a commonly shared L chain of SEQ ID NO:
33;
a bispecific antibody (Q85-G4k/1268-G4h/L.406-k), wherein the first polypeptide is an
H chain consisting of the amino acid sequence of SEQ ID NO: 11, the second
polypeptide is an H chain consisting of the amino acid sequence of SEQ 1D NO: 4, and
the third polypeptide and the fourth polypeptide are a commonly shared L chain of SEQ

ID NO: 33;

(h) a bispecific antibody (Q85-G4k/J321-G4h/1.334-k), wherein the first polypeptide is an H

chain consisting of the amino acid sequence of SEQ ID NO: 11, the second polypeptide
is an H chain consisting of the amino acid sequence of SEQ ID NO: §, and the third
polypeptide and the fourth polypeptide are a commonly shared L. chain of SEQ ID NO:
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30;

a bispecific antibody (Q153-G4k/¥232-G4h/1.406-k), wherein the first polypeptide is an
H chain consisting of the amino acid sequence of SEQ ID NO: 12, the second
polypeptide is an H chain consisting of the amino acid sequence of SEQ ID NO: 21,
and the third polypeptide and the fourth polypeptide are a commonly shared L chain of
SEQ ID NO: 33;

a bispecific antibody {Q354-2106/1259-z107/1.324-k), wherein the first polypeptide is
an H chain consisting of the amino acid sequence of SEQ ID NO: 13, the second
polypeptide is an H chain consisting of the amino acid sequence of SEQ 1D NO: 22,
and the third polypeptide and the fourth polypeptide are a commonly shared L chain of
SEQ ID NO: 29;

a bispecific antibody (Q360-G4k/J232-G4h/L406-k), wherein the first polypeptide is an
H chain consisting of the amino acid sequence of SEQ ID NO: 14, the second
polypeptide is an H chain consisting of the amino acid sequence of SEQ ID NO: 21,
and the third polypeptide and the fourth polypeptide are a commonly shared L chain of
SEQ ID NO: 33;

a bispecific antibody (Q360-z118/J300-2107/L.334-k), wherein the first polypeptide is
an H chain consisting of the amino acid sequence of SEQ ID NO: 15, the second
polypeptide is an H chain consisting of the amino acid sequence of SEQ ID NQO: 23,
and the third polypeptide and the fourth polypeptide are a commonly shared L chain of
SEQ ID NO: 30;

a bispecific antibody (Q405-G4k/J232-G4h/L248-k), wherein the first polypeptide is
an H chain consisting of the amino acid sequence of SEQ ID NO: 16, the second
polypeptide is an H chain consisting of the amino acid sequence of SEQ ID NO: 21,
and the third polypeptide and the fourth polypeptide are a commonly shared L chain of
SEQ 1D NO: 28;

a bispecific antibody (Q458-z106/J346-2107/1408-k), wherein the first polypeptide is
an H chain consisting of the amino acid sequence of SEQ 1D NO: 17, the second
polypeptide is an H chain consisting of the amino acid sequence of SEQ 1D NO: 27,
and the third polypeptide and the fourth polypeptide are a commonly shared L chain of
SEQ ID NO: 34,

a bispecific antibody (Q460-z121/1327-2119/1.334-k), wherein the first polypeptide is
an H chain consisting of the amino acid sequence of SEQ ID NO: 18, the second
polypeptide is an H chain consisting of the amino acid sequence of SEQ ID NO: 25,
and the third polypeptide and the fourth polypeptide are a commonly shared L chain of
SEQ ID NO: 30,

a bispecific antibody (Q499-z118/1327-2107/1.334-k), wherein the first polypeptide is
an H chain consisting of the amino acid sequence of SEQ ID NO: 19, the second
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polypeptide 1s an H chain consisting of the amino acid sequence of SEQ 1D NO: 24,
and the third polypeptide and the fourth polypeptide are a commonly shared L chain of
SEQ ID NO: 30;

a bispecific antibody (Q499-z118/1327-z107/L377-k), wherein the first polypeptide is
an H chain consisting of the amino acid sequence of SEQ 1D NO: 19, the second
polypeptide is an H chain consisting of the amino acid sequence of SEQ 1D NO: 24,
and the third polypeptide and the fourth polypeptide are a commonly shared L chain of
SEQ ID NO: 31;

a bispecific antibody (Q499-z118/1346-2107/L248-k), wherein the first polypeptide is
an H chain consisting of the amino acid sequence of SEQ 1D NO: 19, the second
polypeptide is an H chain consisting of the amino acid sequence of SEQ ID NO: 27,
and the third polypeptide and the fourth polypeptide are a commonly shared L chain of
SEQ ID NO: 28;

a bispecific antibody (Q499-z121/1327-z119/L404-k), wherein the first polypeptide is
an H chain consisting of the amino acid sequence of SEQ 1D NO: 20, the second
polypeptide is an H chain consisting of the amino acid sequence of SEQ 1D NO: 25,
and the third polypeptide and the fourth polypeptide are a commonly shared L chain of
SEQ ID NO: 32;

a bispecific antibody (Q499-z121/1339-2119/1.377-k), wherein the first polypeptide is
an H chain consisting of the aminoe acid sequence of SEQ 1D NO: 20, the second
polypeptide is an H chain consisting of the amino acid seguence of SEQ ID NO: 26,
and the third polypeptide and the fourth polypeptide are a commonly shared L chain of
SEQ ID NO: 31; and

a bispecific antibody (Q153-G4k/J142-G4h/L180-k), wherein the first polypeptide is an
H chain consisting of the amino acid sequence of SEQ ID NO: 12, the second
polypeptide 1s an H chain consisting of the amino acid sequence of SEQ ID NO: 170,
and the third polypeptide and the fourth polypeptide are a commonly shared L chain of
SEQ ID NO: 171.

A nucleic acid encoding the bispecific antibody of any one of claims 1 to 4.

A vector inserted with the nucleic acid of claim 5.

A cell comprising the nucleic acid of claim 5 or the vector of claim 6.

A method for producing the bispecific antibody of any one of claims 1 to 4 by culturing

the cell of claim 7.
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9. A pharmaceutical composition comprising the bispecific antibody of any one of claims 1

to 4, and a pharmaceutically acceptable carrier.

10.  The composition of claim 9, which is a pharmaceutical composition used for prevention
and/or treatment of bleeding, a disease accompanying bleeding, or a disease caused by

bleeding.

11.  The composition of claim 10, wherein the bleeding, the disease accompanying bleeding,
or the disease caused by bleeding is a disease that develops and/or progresses due to a
decrease or deficiency in the activity of blood coagulation factor VIII and/or activated blood

coagulation factor VIIL

12.  The composition of claim 11, wherein the disease that develops and/or progresses due
to a decrease or deficiency in the activity of blood coagulation factor V1II and/or activated

blood coagulation factor VI is hemophilia A.

13.  The composition of ¢laim 11, wherein the disease that develops and/or progresses due
to a decrease or deficiency in the activity of blood coagulation factor VIII and/or activated
blood coagulation factor VIIT is a disease showing emergence of an inhibitor against blood

coagulation factor VIII and/or activated blood coagulation factor VIIL

14.  The composition of claim 11, wherein the disease that develops and/or progresses due
to a decrease or deficiency in the activity of blood coagulation factor VIII and/or activated

blood coagulation factor VIII is acquired hemophilia.

15. The composition of claim 11, wherein the disease that develops and/or progresses due
to a decrease in the activity of blood coagulation factor VIII and/or activated blood

coagulation factor VIII is von Willebrand disease.

16. Use of the bispecific antibody of any one of claims 1 to 4 for the manufacture of a
pharmaceutical composition for preventing and/or treating bleeding, a disease accompanying

bleeding, or a disease caused by bleeding.

17. Akt for use in the prevention and/or treatment of bleeding, a disease accompanying
bleeding, or a disease caused by bleeding, which comprises the bispecific antibody of any one

of claims 1 to 4, or the composition of any one of claims 9 to 15.
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CLAIMS

1. A multispecific antigen-binding molecule that functionally substitutes for blood cgédgulation
factor V111, which comprises a first antigen-binding site that recognizes blood ccaggation factor
IX and/or activated blood coagulation factor IX and a second antigen-binding si é that recognizes
blood coagulation facior X, wherein the functional substitution for biood coaglilation factor VI
results from an activated blood coagulation factor X (F.Xa) generation-promoting activity higher
than the activity of a bispecific antibody (hA69~KQ/hBZG*PPIhAL~AQZ/dhiCh comprises an H
chain comprising SEQ ID NOs: 165 and 166, and a commonly shared/]

ID NO: 167,

chain comprising SEQ

2. The multispecific antigen-binding molecule of claim 1, whith comprises a first polypeptide
comprising a first antigen-binding site that recognizes blood coagulation factor IX and/or
activated blood coagulation factor [X and a third polypeptide comprising a third antigen-binding
site that recognizes blood coagulation factor IX and/opactivated blood coagulation factor IX, as

well as a second polypeptide comprising a seconc?, tigen-binding site that recognizes blood

coagulation factor X and a fourth polypeptide cophprising a fourth antigen-binding site that

recognizes blood coagulation factor X.

3. The multispecific antigen-binding mokecule of claim 2, wherein the {irst polypeptide and the
third polypeptide each comprises an aptigen-binding site of an H chain or L chain of an antibody
against blood coagulation factor IX 6Or activated blood coagulation factor IX, respectively; and

the second polypeptide and the fi polypeptide each comprises an antigen-binding site of an

H chain or L chain of an antibgdy against blood coagulation factor X, respectively.

4, The multispecific antigen-binding molecule of claim 3, wherein the antigen-binding site of
the first polypeptide comprises an antigen-binding site which comprises H chain CDRs
consisting of any oné of the amino acid sequences selected from the following (al} to (ali), or
an antigen—binding/ site functionally equivalent thereto, and the antigen-binding site of the second
polypeptide ¢ ;é)fises an antigen-binding site which comprises H chain CDRs consisting of any
one of the ?{?no acid sequences selected from the following (b1) to (b11), or an antigen-binding
site functibnally equivalent thereto:

(alY an antigen-binding site comprising an H chain CDR 1, 2, and 3 amino acid sequences

of SEQ ID NOs: 75, 76, and 77 (H chain CDRs of Q1), respectively;
(a2) anantigen-binding site comprising an H chain CDR 1, 2, and 3 amino acid sequences

of SEQ 1D NOs: 78, 79, and 80 (H chain CDRs of Q31), respectively;
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(a3}  an antigen-binding site comprising an H chain CPR 1, 2, and 3 amino acid sequefices
of SEQ ID' NOs: 81, 82, and 83 (H chain CDRs of Q64), respectively; _
{24}  an antigen-binding site comprising an H chain CDR 1, 2, and 3 amino acid gequences
of SEQ ID NOs: 84, 85, and 86 (H chain CDRs of Q85), respectively;
5 (a5} an antigen-binding site comprising the H chain CDR 1, 2, and 3 amingy/acid sequences
of SEQ ID NOs: 87, 88, and 89 (H chain CDRs of Q153), respectively,
{a6) an antigen-binding site comprising an H chain CDR 1, 2, and 3 }mino acid sequences
of SEQ I} NOs: 90, 91, and 92 (H chain CDRs of Q354), re?ectiveiy;
(a7)  an antigen-binding site comprising the H chain CDR 1, 2, ayfd 3 amino acid sequences
10 of SEQ ID NOs: 93, 94, and 95 (H chain CDRs of Q360) respectively;
(a8) an antfigen-binding site comprising the of H chain CDR 1, 2, and 3 amino acid
sequences of SEQ ID NOs: 96, 97, and 98 (H Chail},g;RS of Q405), respectively,
(a9)  an antigen-binding site comprising an H chain CPR 1, 2, and 3 amino acid sequences
of SEQ ID NGs: 99, 100, and 101 (H chain C 1%)
I8 (al0) an antigen-binding site comprising an H chain CDR 1, 2, and 3 amino acid sequences
of SEQ ID NGs: 102, 103, and 104 (H chdin CDRs of Q460), respectively;
(all) an antigen-binding site comprising an }
of SEQ ID NOs: 105, 106, and 107 (H chain CDRs of Q499), respectively;
(b1) an antigen-binding site comprising an H chain CDR 1, 2, and 3 amino acid sequences
20 of SEQ ID NOs: 108, 109, and 110 (H chain CDRs of J232), respectively;
(h2) an antigen-binding site compéing an H chain CDR 1, 2, and 3 amino acid sequences
of SEQ IID NOs: 111, 112/and 113 (H chain CDRs of 1259), respectively; _
(b3)  an antigen-binding site Comprising an H chain CDR 1, 2, and 3 amino acid sequences
of SEQ 1D NOs: 1144115, and 116 (H chain CDRs of J268), respectively;
25 (b4}  an antigen-binding’site comprising an H chain CDR 1, 2, and 3 amino acid sequences
of SEQ ID NOg¢/ 117, 118, and 119 (H chain CDRs of J300), respectively;
(b5) an antigen—b'éiing gite comprising an H chain CDR 1, 2, and 3 amino acid sequences
of SEQ II¥NOs: 120, 121, and 122 {H chain CDRs of J321), respectively;
(b6) an anti
30 " of §
b7y a

s of Q458), respectively;

chain CDR 1, 2, and 3 amino acid sequences

n-binding site comprising the H chain CDR 1, 2, and 3 amino acid sequences
ID NOs: 123, 124, and 125 (H chain CDRs of J326), respectively;
atigen-binding site comprising an H chain CDR 1, 2, and 3 amino acid sequences
fSEQ ID NOs: 126, 127, and 128 {H chain CDRs of I327), respectively;
(b&)/ an antigen-binding site comprising an H chain CDR 1, 2, and 3 amino acid sequences
of SEQ ID NOs: 129, 130, and 131 (H chain CDRs of 1339), respectively;
35 b9)  an antigen-binding site comprising an H chain CDR 1, 2, and 3 amine acid sequences
of SEQ 1D NOs: 132, 133, and 134 (H chain CDDRs of 1344), respectively;
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{b10) an antigen-binding site comprising an ¥ chain CDR 1, 2, and 3 amino acid sequénces
of SEQ ID NOs: 135, 136, and 137 (H chain CDRs of J346), respectively; a/n
(b11) an antigen-binding site comprising an H chain CDR 1, 2, and 3 amino acid’sequences
of SEQ ID NOs; 174, 175, and 176 (H chain CDRs of J142), respective {d
5. The multispecific antigen-binding molecule of claim 3, wherein the antiggh-binding site of
the first polypeptide comprises an antigen-binding site which comprises % chain variable
region consisting of any one of the amino acid sequences selected from the following (al) to
{all), or an antigen-binding site functionally equivalent thereto, and/ e antigen-binding site of

the second polypeptide comprises an antigen-binding site which coinprises an H chain variable

region consisting of any one of the amino acid sequences selectgd from the following (b1} to
(b11}), or an antigen-hinding site functionally equivalent thereto:
(al)  an antigen-binding site comprising an H chain vdriable region amino acid sequence of
(a2}

(a3)

(ad)

{a5)  an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 39 (H chain/variable region of Q153);

{a6)  an antigen-binding sit¢ comprising an H chain variable region amino acid sequence of
SEQ ID NO: 40 (H/thain variable region of Q354); '

(a7)  an antigen-bindipg site comprising an H chain variable region amino acid sequence of
SEQ 1D NO: 41 (H chain variable region of Q360);

{aB) an antigen-Binding site comprising an H chain variable region amino acid sequence of
SEQ ID XO: 42 (H chain variable region of Q405);

(a9)  an anttgen-binding site comprising an H chain variable region amino acid sequence of

SEQ ID NO: 43 (H chain variable region of Q458);

antigen-binding site comprising an H chain variable region aminc acid sequence of

SEQ ID NO: 44 (H chain variable region of Q460);

an antigen-binding site comprising an H chain variable region amino acid sequence of

SEQ ID NO: 45 (H chain variable region of Q459);

an antigen-binding site comprising an H chain variable region amino acid sequence of

SEQ ID NO: 46 (H chain variable region of J232);

(al0)
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(b2} an antigen-binding site comprising an H chain variable region amino acid sequepte of
SEQ ID NO: 47 (H chain variable region of 1259},

(b3} an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 48 (H chain variable region of 1268);

(b4) an antigen-binding site comprising an H chain variable region amino 4 sequence of
SEQ D NO: 49 (H chain variable region of J300); /

(b5)  an antigen-binding site comprising an H chain variable region amino acid sequence of
SEQ ID NO: 30 (H chain variable region of 1321}, / ’

(b6} an antigen-binding sife comprising an H chain variable regioh amino acid sequence of
SEQ ID NO: 51 (H chain variable region of 1326); /

(b7}  an antigen-binding site comprising an H chain Variabli;/fegion amino acid sequence of
SEQ ID NO: 532 (H chain variable region of J327);

(b8) an antigen-binding site comprising an H chain vapable region amino acid sequence of
SEQ ID NO: 53 (H chain variable region of E?g);

(b9)  an antigen-binding site comprising an H cha/iw variable region amino acid sequence of
SEQ ID NO: 54 (H chain variable region /Q/f j344y;

(b10) an antigen-binding site comprising an F chain variable region amino acid sequence of
SEQ ID NO: 55 (H chain variable region of J346); and

(bll} an antigen-binding site comprising’an H chain variable region amino acid sequence of
SEQ ID NO: 172 (H chain variable region of J142).

6. The multispecific antigen-bindingmolecule of claim 3, wherein the antigen-binding sites

included in the third polypeptide ard the fourth polypeptide comprise an antigen-binding site

which comprises L chain CDRs/Gonsisting of any one of the amino acid sequences selected from

the following (¢1) to (¢10), ofan antigen-binding site functionally equivalent thereto:

{c1) an antigen-bindidg site comprising an L chain CDRI, 2, and 3 amino acid sequences
of SEQ ID N@s: 138, 139, and 140 (L chain CDR of L2), respectively;

inding site comprising an L chain CDR1, 2, and 3 amino acid sequences
of SEQ 1D NOs: 141, 142, and 143 (L chain CDR of 145), respectively;

{e3) an aniigen-binding site comprising an L chain CDRI, 2, and 3 amino acid sequences
of S 1D NOs: 144, 145, and 146 (L. chain CDR of L248), respeciively;

antigen-binding site comprising an L chain CDRI, 2, and 3 amino acid sequences

of SEQ ID NOs: 147, 148, and 149 (L chain CDR of L324), respectively;

an antigen-binding site comprising an L chain CDR1, 2, and 3 amino acid sequences

of SEQ 1D NOs: 150, 151, and 152 (L chain CDR of L334}, respectively;

an antigen-binding site comprising an L chain CDR1, 2, and 3 amino acid sequences

{c2)

(c4)
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of SEQ ID NOs: 153, 154, and 155 (L chain CDR of 1.377), respectively;
an antigen-binding site comprising an L chain CDR1, 2, and 3 amino acid seglences
of SEQ ID NOs: 156, 157, and 158 (L chain CDR of L404), respectively;

an antigen-binding sife comprising an L chain CDRI, 2, and 3 ammo acid sequences
of SEQ ID NOs: 159, 160, and 161 (L chain CDR of L400), resmctivé(y;

an antigen-binding site comprising an L chain CDRY, 2, and 3 amivg acid sequences
of SEQ ID NOs: 137, 138, and 139 (L chain CDR of L408), respéctively; and

an antigen-binding site comprising an L chain CDR], 2, and ¥amino acid sequences
of SEQ ID NQOs: 177, 178, and 179 (L. chain CDR of L180); respectively.

7. The multispecific antigen-binding molecule of claim 3, wheréin the antigen-binding sites

included in the third polypeptide and the fourth polypeptide comprise an antigen-binding site

which comprises an L chain variable region consisting of any one of the amino acid sequences

selected from the following (c1) to (¢10), or an antigen-Binding site functionally equivalent

thereto:

{cl)

(c2)

(¢3)

(c4)

(c3)

(c6)

«7

(c8)

{c9)

an antigen-binding site comprising an L éhain variable region amino acid sequence of
SEQ 1D NO: 56 (L chain variable region of L2);

an antigen-binding site comprisin L chain variable region amino acid sequence of
SEQ I NO: 57 (L chain variablé region of L45);

an antigen-binding site comp: ?éng an L chain variable region amino acid sequence of
SEQ ID NQ: 38 (L chain x;m{abfe region of [.248);

an antigen-binding site comprising an L chain variable region amino acid sequence of
SEQIDNO:59(Lc
an antigen-binding&ite comprising an L chain variable region amino acid sequence of
SEQ ID NO: 601 chain variable region of L334);

in variable region of 1.324);

SEQ JD NO: 62 (L chain variable region of L404};

an Antigen-binding site comprising an L chain variable region amino acid sequence of
EQ) ID NO: 63 (L. chain variable region of L406};

an antigen-binding site comprising an L chain variable region amino acid sequence of
SEQ ID NO: 64 (L chain variable region of 1.408); and

an antigen-binding site comprising an L chain variable region amino acid sequence of
SEQ 1D NO: 173 (L chain variable region of L.180).
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8. The multispecific antigen-binding molecule of claim 3, wherein the first and second

polypeptides further comprise an antibody H chain constant region, and the third and fowth

/

9. The multispecific antigen-binding molecule of claim 3, wherein the first and §e/c<md

polypeptides comprise an antibody L chain constant region.

polypeptides comprise an antibody H chain constant region, and the third and/”c/mri'h
polypeptides comprise an antibody L chain constant region, and wherein the'third polypeptide
and the fourth polypeptide are a commonly shared L chain,

10. The multispecific antigen-binding molecule of claim 8 or 9, wherein the first polypeptide
comprises an antibody H chain constant region consisting of an};,cﬁw of the amino acid
sequences selected from the group consisting of the fcilowing/f{’fil) to {d6} or the group
consisting of the following (d7) to (d9), and the second poly//,p/eptide comprises an antibody H
chain constant region consisting of any one of the amino a’éid sequences selected from a group
different from that of the above-mentioned first polypeptide:

(d1) an H chain constant region of SEQ ID NO: ?z{p@ﬁik);

(d2) an H chain constant region of SEQ ID NOY 66 (27);

(d3) an H chain constant region of SEQ ID)O: 67 {z55);

(d4) an H chain constant region DfSEQ}D NO: 68 (z106);

{d5) an H chain constant region of SE}Q ID NO: 69 (z118);

(d6) an H chain constant region of SEQ ID NO: 70 (z121);

{(d7) an H chain constant region of SEQ ID NO: 71 (G4h);

(d8) an H chain constant regio of SEQ ID NO: 72 (z107); and

(d9) an H chain constant region of SEQ ID NO: 73 (z119).

11. The multispecific antigen-binding molecule of ¢laim 8 or 9, wherein the third and fourth
polypeptides comprise the antibody L chain constant region consisting of the following amino
acid sequence of!

{e} an L chain congtant region of SEQ 1D NO: 74 (k).

12. The mulflspecific antigen-binding molecule of claim 8 or 9, wherein the first polypeptide

comprisesany one antibody H chain selected from the following (al) to (a14), the second

polypepfide comprises any one antibody H chain selected from the following (b1) to (b12}, and

the third polypeptide and the fourth polypeptide comprise any one antibody L chain selected
the following (c1}1i0 {c10):

{al} anantibody H chain consisting of the amino acid sequence of SEQ ID NG: 1 (QI-




10

15

20

25

30

335

(a2)

(a3)

(ad)

(a5)

(af)

(a7)

(a8)

(a9)

(al0)

(all)

(s12)

(al3)

(ald)

(b1)

(b2)

{b3)
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G4k);

an antibody H chain consisting of the amino acid sequence of SEQ ID NO:

z7);
an antibody H chain consisting of the amino acid sequence of SEQ ID NO
z55%;

an antibody H chain consisting of the amino acid sequence of SE@ 1D NO
27y,

G4k,
an antibody H chain consisting of the amino acid sequeyice of SEQ ID NO
G4k);
an antibody H chain consisting of the amine acid séquence of SEQ 1D NO

an antibody H chain consisting of the amino a¢id sequence of SEQ 1D NO
G4k);

an antibody H chain consisting of the amino acid sequer?f SEQ ID NO: 11 {Q85-

(Q31-

£ 3 (Q64-

£ 10 (Q64-

: 12 (Q153-

£ 13 (Q354-

: 14 (Q360-

an antibody H chain consisting of the amino acid sequence of SEQ ID NO: 15 (Q360-

z118);
an antibody H chain consisting of the amino acid sequence of SEQ ID NO
G4ak);
an antibody H chain consisting/of the amme acid sequence of SEQ ID NO
z106);
an antibody H chain consisting of the amino acid sequence of SEQ ID NO
z121%;
an antibody H chain onsisting of the amino acid sequence of SEQ ID NO
z118);

an antibody H

ain consisting of the amino acid sequence of SEQ ID NO

1 antibody H chain consisting of the amino acid sequence of SEQ 1D NO
zi07)
an antibody H chain consisting of the amino acid sequence of SEQ ID NO
2107);
an antibody H chain consisting of the amino acid sequence of SEQ ID NO

: 16 (Q405-

117 (Q458-

I8 (Q460-

: 19 (Q499-

2 20 (Q499-

£ 4 (1268-

L5 (J321-

£ 6 (J326-

L7 (1344-

£ 21 (3232~
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Gdh); ,

(b6) an antibody H chain consisting of the amino acid sequence of SEQ 1D NO»22 (J259-
z107y; /

(b7}  an antibody H chain consisting of the amino acid sequence of SEQ IE}/I(IO: 23 (1300-

5 zL07); 7/

(b8) an antibody H chain consisting of the amino acid sequence of § é ID NO: 24 (J327-
z107Y;

(b9)  an antibody H chain consisting of the amino acid SEQUCHC@/G{SEQ D NO: 25 (1327-
z119y;

10 (b10) an antibody H chain consisting of the amino acid seque{ce of SEQ ID NO: 26 {J339-

z119y;

(b11) an antibody H chain consisting of the amino acid %’gquence of SEQ ID NO: 27 (J346-~
Z107);

{b12) an antibody H chain consisting of the amino dcid sequence of SEQ ID NO: 170 (J142-
15 G4h);
(c1y  an antibody L chain consisting of the apiino acid sequence of SEQ 1D NO: § (L.2-k);
(¢2) anantibody L chain consisting of the/amino acid sequence of SEQ 1D NO: 9 (1.45-k);
{c3) anantibody L chain consisting of}/ﬁfe amino acid sequence of SEQ 1D NO: 28 (1.248-

k),

20 {c4} znantibody L chain consisti 41“ the amino acid sequence of SEQ ID NG: 29 (L324-
k)

(c5)  an antibody L chain congisting of the amino acid sequence of SEQ ID NO: 30 (L.334-
k),

(c6)  an antibody L chaid consisting of the amino acid sequence of SEQ ID NO: 31 (L377-
25 k),
(¢?y anantibody
k);
(c8) an antibgdy L chain consisting of the amino acid sequence of SEQ ID NO: 33 (L406-
ky; :
30 {c9) an dAntibody L chain consisting of the amine acid sequence of SEQ 1D NO: 34 (L408-

» and

chain consisting of the amino acid sequence of SEQ ID NO: 32 (1404~

an antibody L chain consisting of the amino acid sequence of SEQ ID NO: 171 (L180-
k).

35 J3. The multispecific antigen-binding molecule of claim 1, wherein the first polypeptide
comprises an antigen-binding site which binds to an epitope overlapping with an epitope that
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hinds to an antibody consisting of the antibody H chain of any one of (al) to (al4) and the

antibody L chain of any one of (c1) to {c10) of claim 12, and the second polypeptide copiprises

an antigen-binding site which binds to an epitope overlapping with an epitope that bipds to an

antibody consisting of the antibody H chain of any one of (bi) to (b12) and the an/ﬁf ody L chain
5  ofany one of (¢1) to (¢c10) of claim 12.

14. The multispecific antigen-binding molecule of claim & or 9, wherein the first polypeptide

comprises any one aniibody H chain selected from the following (el) to @2), the second
polypeptide comprises any one antibody H cham selected from the fo iéwing (f1) to (£3), and the

10 third polypeptide and the fourth polypeptide comprise any one antibody L chain selected from
the following (g1) to (g4):

(el) an H chain of an antibody which binds to an epitopg/overlapping with an epitope

bound by an antibody consisting of an antibody B chain of any one of (al) to (al4)
and an antibody L chain of any one of (¢1) to (£10), of claim 12;

i5 (¢2) an antibody H chain, wherein at least one anpfino acid residue selected from the amine
acid residues at positions 34, 35, 49, 61, 62, 96, 98, 100, 100b, and 102 by Kabat
numbering in any one antibody H chaip selected from (el) is substituted with another

aming acid;

(e3) an antibody H chain, wherein by Kabat numbering, the amino acid residue at position
20 34 is isoleucine, the amino acid/tesidue at position 35 is asparagine, glutamine, or
serine, the amino acid residug at position 49 is serine, the amino acid residue at
position 61 is arginine, the/amino acid residue at position 62 is glutamic acid, the
amino acid residue at pgsition 96 is serine or threonine, the amino acid residue at
position 98 is lysine g arginine, the amino acid residue at position 100 is

25 phenylalanine or tyrosine, the amino acid residue at position 100b is glycine, or the

(f1y  an H chain/of an antibody which binds to an epitope overlapping with an epitope

30 im/12 and an antibody L chain of any of {¢1) to (c10) of claim 12;

(2} tibody H chain, wherein at least one amino acid residue selected from the amino
dcid residues at positions 35, 53, 73, 76, 96, 98, 100, and 1002 by Kabat numbering in
any antibody H chain of (f1) is substituted with another amino acid,;
an antibody H chain, wherein by Kabat numbering, the amino acid residue at position
35 35 is aspartic acid, the amino acid residue at position 53 is arginine, the amino acid

residue at position 73 is lysine, the amino acid residue at position 76 is glycine, the
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amine acid residue at position 96 is lysine or arginine, the amino acid resid
position 9§ is tyrosine, the amino acid residue at position 100 is tyrosine,
acid residue at position 100a is histidine in any one antibody H chain s¢lected from
(f13;
5 (g1} anL chain of an antibody which binds to an epitope overlapping with an epitope
bound by an antibody which consists of an antibody H chain of dny one of (al) to
{al4) and an antibody L chain of any one of (c1) to (c10), of @{:ijm 12,
{22} anL chain of an antibody which binds to an epitope overlagping with an epitope
bound by an antibody which consists of an antibody H ¢Hain of any one of (b1} o

16 (t12) and an antibody L chain of any one of (c1) to (ct0), of claim 12;
o

{g3) anantibody L chain, wherein at least one amino acid residue selected from the amino
acid residues at positions 27, 30, 31, 32, 50, 52, 53, 54, 55, 92, 93,94, and 95 by
Kabat numbering in the antibody L. chain of eigher (g1) or (g2} is substituted with
another amino acid; and
15 (g4) an antibody L chain, wherein by Kabat n}1 rbering, the amino acid residue at position

amino acid residue at position 31 is afginine, the amino acid residue at position 32 is

27 is lysine or arginine, the amino acid fesidue at position 30 is glutamic acid, the
glutamine, the amino acid residue (‘:isition 50 is arginine or glutamine, the amino
acid residue at position 52 is se K:e, the amino acid residue at position 53 is arginine,
20 the amino acid residue at posi{;n 54 is lysine, the amino acid residue at position 55 is
glutamic acid, the amino agid residue at position 92 is serine, the amino acid residue at
position 93 is serine, the/amino acid residue at position 94 is proline, or the amino acid

residue at position 95 s proline in the antibody L chain of either (g1) or (g2).

25 15, The multispecific antigén-binding molecule of any one of claims 1 to 14, wherein the

multispecific antigen-binding molecule is a multispecific antibody.

16. A bispecific anjibody of any one of the following (a) to (u}:
{a) = bispecific/antibody (Q1-G4k/J268-G4h/1.45-k), wherein the first polypeptide is an H
30 chain copfsisting of the amino acid sequence of SEQ} 1D NO: 1, the second polypeptide is
an H chain consisting of the amino acid sequence of SEQ ID NO: 4, and the third
polypeptide and the fourth polypeptide are a commonly shared L chain of SEQ 1D NO: 9;
(b) abispecific antibody (Q1-G4k/T321-G4h/1.45-k), wherein the first polypeptide is an H
chain consisting of the amino acid sequence of SEQ ID NO: 1, the second polypeptide is
an H chain consisting of the amino acid sequence of SEQ ID NQ: 5, and the third
polypeptide and the fourth polypeptide are a commonly shared L chain of SEQ ID NO: 9;
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{c} abispecific antibody (Q31-27/J326-2107/L2-k), wherein the first polypeptide is an H/chain
consisting of the amino acid sequence of SEQ ID NO: 2, the second polypeptide is’an H
chain consisting of the amino acid sequence of SEQ 1D NO: 6, and the third py ‘peptide
and the fourth polypeptide are a commeonly shared L chain of SEQ ID NO: &;,

(d) abispecific antibody (Q064-255/1344-2107/L45-k), wherein the first polypgﬁ“ide isan H
chain consisting of the amino acid sequence of SEQ ID NO: 3, the secor d polypeptide is
an H chain consisting of the amino acid sequence of SEQ ID NO: 7, anhd the third
polypeptide and the fourth polypeptide are a2 commonly shared L ghain of SEQ ID NO: 9;

(e) a bispecific antibody (Q64-27/1326-z107/L334-k), wherein the fitst polypeptide is an H
chain consisting of the amino acid sequence of SEQ ID NO: 1, the second polypeptide 1s
an I chain consisting of the amino acid sequence of SEQ 1D NO: 6, and the third
polypeptide and the fourth polypeptide are a commeonly shared L chain of SEQ 1D NO: 30;

(f) a bispecific antibody (Q64-z7/1344-z107/L406-k), wherein the first polypeptide is an 1
chain consisting of the amino acid sequence of SEQY'ID NO: 10, the second polypeptide is
an H chain consisting of the amino acid Sequence’{)f SEQ ID NO: 7, and the third
polypeptide and the fourth polypeptide are a cgmmonly shared L chain of SEQ 1D NO: 33;

(2) abispecific antibody ((Q83-G4k/1268-G4l/12406-k), wherein the first polypeptide is an H
chain consisting of the amino acid sequepce of SEQ 1D NO: 11, the second polypeptide is
an H chain consisting of the amino acidj sequence of SEQ ID NO: 4, and the third
polypeptide and the fourth poiype;?i’é{e are a commonly shared L chain of SEQ ID NO: 33;

(h) a bispecific antibody (Q85-G4k/I1321-G4l/1.334-k), wherein the first polypeptide is an H
chain consisting of the amino atid sequence of SEQ ID NO: 11, the second polypeptide is
an H chain consisting of the/amino acid sequence of SEQ ID NO: 5, and the third
polypeptide and the fourtd polypeptide are a commonly shared L chain of SEQ ID NO: 30;

(i) abispecific antibody (@153-G4k/J232-G4h/1.406-k), wherein the first polypeptide is an H
chain consisting of tHe amino acid sequence of SEQ ID NO: 12, the second polypeptide is
an H chain consisting of the amino acid sequence of SEQ ID NO: 21, and the third
polypeptide and the fourth polypeptide are a commonly shared L chain of SEQ ID NO: 33;

(i) abispecific ahtibody (Q354-2106/1259-2107/L324-k), wherein the first polypeptide is an H
chain con éing of the amino acid sequence of SEQ ID NO: 13, the second polypeptide is

(k) aWispecific antibody ((Q360-G4%/J232-G4h/L406-k), wherein the first polypeptide is an H
hain consisting of the amino acid seguence of SEQ 1D NO: 14, the second polypeptide is
an H chain consisting of the amino acid sequence of SEQ 1D NO: 21, and the third

polypeptide and the fourth polypeptide are a commonly shared L chain of SEQ 1D NO: 33,
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(m) a bispecific antibody (Q405-G4k/J232-G4h/L248-k), wherein the first

(n)

(o)

{p)

(q}

(r)

(s}

a bispecific antibody (Q360-2118/1300-2107/1.334-k), wherein the first polypeptide is an H
chain consisting of the amino acid sequence of SEQ ID NO: 13, the second polypeptide is
an H chain consisting of the amino acid sequence of SEQ IDNO: 23, and t é third
polypeptide and the fourth polypeptide are a commonly shared L chain of SEQ ID NO: 30;
}{oflypeptide isan H
chain consisting of the amino acid sequence of SEQ 1D NO: 16, the fecond polypeptide is
an H chain congisting of the amino acid sequence of SEQ ID NOy/21, and the third
polypeptide and the fourth polypeptide are a commonly shared 1. chain of SEQ ID NO: 28;
a bispecific antibody (Q458-2106/1346-z107/1.408-k), wh.eg&i’;t the first polypeptide is an H
chain consisting of the amino acid sequence of SEQ 1D NZ@: 17, the second polypeptide is
an H chain cousisting of the amino acid sequence ofSEé 1D NO: 27, and the third
polypeptide and the fourth polypeptide are a commo}ﬂy shared L chain of SEQ ID NO: 34,
& bispecific antibody (Q460-2121/J327-z1 19!’[,33?,4(}, wherein the first polypeptide is an H
chain consisting of the amino acid sequence of $EQ 1D NO: 18, the second polypeptide is
an H chain consisting of the amino acid sequge of SEQ ID NO: 25, and the third
polypeptide and the fourth polypeptide are/a commeonly shared L chain of SEQ ID NO: 3¢;
a bispecific antibody (Q499-z118/J327-2107/L334-k), wherein the first polypeptide is an H
chain consisting of the amino acid seqtience of SEQ 1D NO: 19, the second polypeptide is
an H chain consisting of the amino/cid sequence of SEQ 1D NO: 24, and the third
polypeptide and the fourth polypéptide are a commonty shared L chain of SEQ ID NO: 30;
a bispecific antibody (Q499-z1'18/1327-2107/L.377-k), wherein the first polypeptide is an H
chain consisting of the aminz acid sequence of SEQ 1D NO: 19, the second polypeptide is
ar H chain consisting of the amino acid sequence of SEQ 1D NO: 24, and the third
polypeptide and the fodrth polypeptide are a commonly shared L chain of SEQ ID NO: 31;
a bispecific antibody (Q499-2118/1346-2107/1.248-%), wherein the first polypeptide is an H
chain consisting @f the amino acid sequence of SEQ ID NO: 19, the second polypeptide is
isting of the amino acid sequence of SEQ 1D NO: 27, and the third
polypeptide/and the fourth polypeptide are a commonly shared L chain of SEQ ID NO: 28;
a bispecific antibody (Q499-2121/1327-z119/L.404-k), wherein the first polypeptide s an H
chain ¢onsisting of the amino acid sequence of SEQ ID NO: 20, the second polypeptide is

an H/chain consisting of the amino acid sequence of SEQ ID NO: 25, and the third
pelypeptide and the fourth polypeptide are a commeonly shared L chain of SEGQ 1D NO: 32;
a bispecific antibody (Q499-2121/1339-2119/L.377-k), wherein the first polypeptide is an H
chain consisting of the amino acid sequence of SEQ ID NO:; 20, the second polypeptide is
an H chain consisting of the amino acid sequence of SEQ 1D NO: 26, and the third
polypeptide and the fourth polypeptide are a commonly shared L chain of SEQ ID NQ: 31,
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and

(u) abigpecific antibody (Q153-G4k/J142-G4h/L180-k), wherein the first polypeptide’is an H
chain consisting of the amino acid sequence of SEQ 1D NO: 12, the second polypeptide 1
an H chain consisting of the amino acid sequence of SEQ ID NO: 170, and the third
polypeptide and the fourth polypeptide are a commonly shared L chain of; S/EQ 1D NO:

171. , /

17. A pucleic acid encoding the multispecific antigen-binding molecule ,sf{f any one of claims i to
15 or the bispecific antibody of claim 16. //

18. A vector inserted with the nucleic acid of claim 17.
19. A cell comprising the nucleic acid of claim 17 or the vegtor of claim 18.

20. A method for producing the multispecific antigenﬁzmding molecule of any one of claims 1 to
15 or the bispecific antibody of claim 16 by culturing the cell of claim 19.

21. A pharmaceutical composition comprising the multispecific antigen-binding molecule of any
one of claims 1 to 15 or the bispecific antibody of claim 16, and a pharmaceutically acceptable

carrier.

22, The composition of claim 21, y ch 1s a pharmaceutical composition used for prevention

and/or treatment of bleeding, a dis¢ase accompanying bleeding, or a disease caused by bleeding.

23. The composition of claimy22, wherein the bleeding, the disease accompanying bleeding, or
the disease caused by bleeding is a disease that develops and/or progresses due to a decrease or
deficiency in the activity/of blood coagulation factor VIII and/or activated blood coagulation

factor VIIL

24. The composifion of claim 23, wherein the disease that develops and/or progresses due to a
decrease or deficiency in the activity of blood coagulation factor VIII and/or activated blood
coagulationdactor VIII is hemophilia A.

25. T}
decréase or deficiency in the activity of blood coagulation factor VIIT and/or activated blood

composition of claim 23, wherein the disease that develops and/or progresses due to a

coagulation factor VI is a disease showing emergence of an inhibitor against blood coagulation
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factor VIII and/or activated blood coagulation factor VIIL.

26. The composition of claim 23, wherein the disease that develops and/or pmgreées duetoa
decrease or deficiency in the activity of blood coagulation factor VIii and/or %S:tzvated blood

coagulation factor VIIT is acquired hemophilia. S

/

4
A
27. The composition of claim 23, wherein the disease that develops and/or progresses duetoa

decrease in the activity of blood coagulation factor VIII and/or activated blood coagulation factor
VI is von Willebrand disease. /

s

s

28. A method for preventing and/or freating bleeding, a disease accompanying bleeding, or a
disease caused by bleeding, which comprises the step of adiministering the multispecific antigen-
binding molecule of any one of claims 1 to 135 or the bispecific antibody of claim 16, or the

composition of any one of claims 21 to 27.

29. Akit for use in the prevention and/or treatmeht method of claim 28, which comprises af Jeast
the multigpecific antigen-binding molecule of dny one of claims 1 to 15 or the bispecific
antibody of claim 16, or the composition of/Any one of claims 21 to 27.




