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[Fig. 2]
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[Fig. 3]
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[Fig. 4]
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[Fig. 6]
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[Fig. 7]
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[Fig. 8]
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[Fig. 9]
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[Fig. 10]
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[Fig. 11]
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[Fig. 12]
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[Fig. 13]
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[Fig. 14]
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[Fig. 15]
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[Fig. 17]
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[Fig. 18]
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[Fig. 22]
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[Fig. 241
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[Fig. 26]
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[Fig. 27]
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[Fig. 28]
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[Fig. 29]
MRAH-G1T4 L179C 20
MRAH-G1T4,G178C 20
MRAH-G1T4.8177C 20
MRAH-G1T4.8176C 20
MRAHG1T4.Q175C 20
MRAH-G1T4.L174C 20
MRAH-G1T4.V173C 20
MRAH-G1T4 V167C 20
MRAH-G1T4.G166C 20
MRAH-G1T4.8165C 20
MRAH-G1T4.T164C 20
MRAH-G1T4.L163C 20
MRAH-G1T4.A162C 20
MRAH-G1T4.G161C 20
MRAH-G1T4.S160C 20
MRAH-G1T4.N159C 20
MRAH-G1T4 W158C 20
MRAH-G1T4.3157C 20
MRAH-G1T4. V156G 20
MRAH-G1T4 . T155C 20
MRAH-G1T4.V154C 20
MRAH-G1T4.P153C 20
MRAH-G1T4.E 152C 20
MRAH-G1T4.P151C 20 ;
Antibody name Antibod()/”t:gc}r:ncir;tration

kDa }



WO 2021/157679
[Fig. 30]
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[Fig. 31]
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[Fig. 32]
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[Fig. 33]
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[Fig. 34]
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[Fig. 35]
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[Fig. 36]
MRAL-k0.S127C 20
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MRAL-k0.A112C 20
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[Fig. 37]
MRAL-k0.G157C 20
MRAL-K0.S156C 20
MRAL-k0.Q155C 20
MRAL-k0.L 154C 20
MRAL-k0.A153C 20
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MRAL-k0.E143C 20
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MRAL-k0.Y140C 20
MRAL-k0.F138C 20
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MRAL-k0.N137C 20
MRAL-k0.L136C 20
MRAL-KQ.S131C 20
MRAL-k0.T429C 20
MRAL-k0.G128C 20
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[Fig. 38]
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[Fig. 39]
MRAL-K0.T206C 20
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MRAL-k0.P204C 20
MRAL-k0,5203C 20
MRAL-k0.5202C 20
MRAL-k0.L201C 20
MRAL-k0.G200C 20
MRAL-k0.Q189C 20
MRAL-k0.H198C 20
MRAL-K0.T197C 20
MRAL-k0 V196C 20
MRAL-k0 E195C 20
MRAL-k0.A193C 20
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[Fig. 40]
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[Fig. 42]
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[Fig. 44]
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[Fig. 46]
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[Fig. 51D]
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[Fig. 53A]
100

fou o) co
o o o

h
ow]

Cell Growth Inhibition (%)

-20
[Fig. 53B]
100

o
O

o]
o

N
o

Cell Growth Inhibition(%)
L
[

-20

=%=GPC3/attCE115

~~GPC3/attCE115 + GPC3/clamp CD3
~#-GPC3/attCE115 + KLH/clamp CD3
—4—-GPC3/attCE115 + CD28/clamp CD3
—@—-GPC3/attCE115 + CD28/clamp CD3_HH |

0.001 0.01 0.1 1 10

Antibody Concentration (ug/mL)

=%~GPC3/attCE115_LL
—A—GPC3/attCE115_LL + GPC3/clamp CD3
-M-GPC3/attCE115_LL + KLH/clamp CD3
"—4—GPC3/attCE115_LL + CD28/clamp CD3
-8-GPC3/attCE115_LL + CD28/clamp CD3_HH

0.001 0.01 0.1 1 10
Antibody Concentration (ug/mL)




43/54

WO 2021/157679 PCT/JP2021/004206

[Fig. 54A]
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[Fig. 54C]
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[Fig. 55B]
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[Fig. 56B]
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[Fig. 57A]
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[Fig. 60]
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[Fig. 61A]
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[Fig. 61B]
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[Fig. 62A]
Without additional mutation, With additional mutation (X)
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[Fig. 62B]
Without additional mutation With additional mutation (X)
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