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DRAWINGS
Figure 1
Common Light Chain | SEQ ID No. Amino Acid Sequence
DIQMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKPGKAPK
Variable Region 25 LLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQS
YSTPPTFGQGTKVEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVD
Constant Region 29 NALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE
VTHQGLSSPVTKSFNRGEC
Figure 2
Common Light _ _ § .
Py SEQ ID No. CDR1 SEQ ID No. CDR2 SEQ 1D No. CDR3
CDRs 26 RASQSISSYLN 27 AASSLQS 28 QQSYSTPPT
Figure 3
Germline V gene | SEQ ID No. Amino Acid Sequence
QVQLVQSGSELKXPGASVKVSCKASGYTFTSYAMNWVRQ
IGHV7-4-1 21 APGQGLEWMGWINTNTGNPTYAQGFTGRFVFSLDTSVST
AYLQICSLKAEDTAVYYCAR
QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQ
IGHV3-33 22 APGKGLEWVAVIWYDGSNKYYADSVKGRFTISRDNSKNT
LYLQMNSLRAEDTAVYYCAR
Figure 4

Alignment between the respective VH of PD1-1 to PDI-5 and IGHV7-4-1/JH6¢
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Figure 5
Clone No. SEQ ID No. Amine Acid Sequence
QVQLVQSGSELKQPGASVKVSCKASGYTFTHYGLHWVRQAPGQGLEWMGW
PD1-1 1 LNTNTENPTFAQGFTGRFVFSLDTSVTITAYLQISSLKAEDTAVYYCARGDMVY
VPTTIWNYYHFMDVWGNGTLVTVSS
QVQLVQSGSELKQPGVSVKVSCKASGYTFTHYGLHWVRQAPGQGLEWMGWI
PD1-2 Z NINTGNPTYAQGFTGRFVFSLDTSVSTAYLQISSLKAEDTAVYYCARGDLVV
PTTIWNYYHYMEVWGKGTLVTVSS
QVQLVQSGSELKKPGASVMVSCKASGYTFTHYALHWVRQAPGQGLEWMGW
PD1-3 3 LNTNTENPTYAQGFTGRFVEFSLDTSVITAYLQINSLKAEDTAVYYCARGDMV
VPTTIWNYYYYMDVWGKGTTVTVSS
QVQLVQSGSELKQPGASVKVSCKASGYTFTHYALHWLRQAPGQGLEWMGWL
PD1-4 4 NTINTENPTFAQGFTGRFVFSLDTSVTTAYLQISSLKAEDTAVYYCARGDMVY
PTTIWNYYHFMDVWGNGTTVTVSS
QVQLVQSGSELKQPGASVKVSCKASGYTFTHYALHWLRQAPGQGLEWMGWL
PD1-5 5 NTNTENPTFAQGFTGRFVFSLDTSVITAYLQISSLKAEDTAVYYCARGDMVV
PTTIWNYYHFMDVWGQGTTVTVSS
Figure 6
Cione No. SEQ ID No. CDR1 SEQ ID No. CDR2 SEQ ID No, CDR3
PDI1-1 6 HYGLH 7 WLNTNTENPTFAQGFTG 8 GDMVVPTTIWNY YHFMDV
PD1-2 9 HYGLH 10 WINTNTGNPTYAQGFTG 11 GDLVVPTTIWNYYHYMEV
PD1-3 12 HYALH 13 WLNTNTENPTYAQGFTG 14 GDMVVPTTIWNYYYYMDV
PD1-4 15 HYALH 16 WLNTNTENPTFAQGFTG 17 GDMVVPTTIWNYYHFMDV
PDI1-5 18 HYALH 19 WLNTNTENPTFAQGFTG 20 GDMVVPTTIWNYYHFMDV
Figure 7
Clone No. SEQ ID No. Amino Acid Sequence
QVQLVQSGGGVVQPGRSLRLSCVASGFTFSSYGMHWVRQAPGKGLEWVY
CD3-2 36 AQIWYNARKQEYSDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCT
RGTGYNWEDPWGQGTLVTVSS
Figure 8
Clone No. SEQID No. | CDR1 | SEQID Ne. CDR2 SEQ ID No. CDR3
CD3-2 37 SYGMH 38 QIWYNARKQEYSDSVKG 358 GTGYNWFDP
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SEQ ID No.

Amino Acid Sequence

The constant region in heavy

chain having the VH of the first
arm speciically binding to PD-
1

23

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYTFPEPVIVSWN
SGALTSGVHTFPAVLQSSGLYSLESVVTVPSSSLGTQTYICNVY
NHKPSNTEKVDKRVEPKSCDKTHTCPPCPAPELGRGPSVFLFP
PKPKDTLMISRTPEVTICVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSN
KALPAPIEKTISKAKGQPREPQVYTDPPSREEMTKNQVSLTC
EVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

The constant region in heavy
chain having the VH of the
second arm specifically binding
to CD3

24

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWN
SGALTSGVHTFPAVLQSSGLYSLESVVTVPSSSLGTQTYICNY
NHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELGRGPSVFELFP
PKPKDTLMISRTPEVTICVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSN
KATPAPIEKTISKAKGQPREPQVYTKPPSREEMTKNQVSLKC
LVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

The constant region in heavy

chain having the VH of the first
arm specifically binding to PD-
1

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWN
SGALTSGVHTFPAVLQSSGLY SLESSVVTVPSSSLGTQTYICNY
NHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELGRGPSVELFP
PKPKDTLDISRTPEVICVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSN
KALPAPIEKTISKAKGQPREPQVYTDPPSREEMTKNQVSLTC
EVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQOQGNVFSCSVMHEALHNHYTQKSLSLSPG

The constant region in heavy
chain having the VH of the
second arm specifically binding
to CD3

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVEWN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNY
NHEKPSNTKVDKRVEPKSCDKTHTCPPCPAPELGRGPSVELFP
PKPKDTLDISRTPEVICVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSN
KATPAPIEKTISKAKGQPREPQVYTKPPSREEMTKNQVSLKC
LVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGEFFLYSK
LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

Figure 10

Amino acid sequence of the VH of the 15C3 clone
QVQLVQSGGGVVAPGRSLRLSCVASGFTFSSYGMHWVRQAPGKGLERVAA TWYNGRKQDYADSVEGRFT ISRDNSKN
TLYLQMNSLRAEDTAVYYCTRGTGYNWFDPWGQGTLVTVSS
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Figure 11
Binding activity to PD-1 of the first arm
Cynomolgus
Clone No. Humats] monkey PD-1
Kd (nmol/L) Kd (nmol/L)
PDI-1(Bi) 0.6 03
PD1-2(Bi) 0.7 0.4
PD1-3(B1) 3.8 2.0
PD1-4(Bi) 0.9 0.7
PD1-5(B1) 0.7 0.4
PD1-6(B1) 0.8 21.8
Binding activity to CD3 of the second arm
Human CD36/CD3s
Chyne Ho. Kd (nmol/L)
CD3-2 19.2
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Figure 12
PD1-1(Bi) PD1-4(Bi)
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Figure 13
PD1-1(Bi) PD1-2(Bi)
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Figure 14
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Figure 15

Neurological symptom score
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Figure 17
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Neurological symptom score
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Figure 18
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Figure 19
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Figure 20

The number of CD8 positive cells
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Figure 22

PD1-5(Bi)-administration group
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Figure 23
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Figure 24
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Figure 25
PD1-5(Bi)
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