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FIGURES
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 3 - : "
Chain SEQ ID No. CDR1 SEQ ID No. CDR2 SEQ ID No. CDR3
CDRs 26 RASQSISSYLN 27 AASSLQS 28 QQSYSTPPT
Figure 3
Germline V gene | SEQ ID No. Amino Acid Sequence
QVQLVQSGSELKKPGASVKVSCKASGYTFTSYAMNWVRQ
IGHV7-4-1 21 APGQGLEWMGWINTNTGNPTYAQGFTGRFVFSLDTSVST
AYLQICSLKAEDTAVYYCAR
QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQ
IGHV3-33 22 APGKGLEWVAVIWYDGSNKYYADSVKGRFTISRDNSKNT
LYLQMNSLRAEDTAVYYCAR
Figure 4

Alignment between each VH of PD1-1 to PDI-5 and IGHV7?-4-1/Ti6c
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Figure 5

Clone No. SEQ ID No. Amine Acid Sequence

QVQLVQSGSELKQPGASVKVSCKASGYTFTHYGLHWVRQAPGQGLEWMGW
PDI1-1 1 LNTNTENPTFAQGFTGRFVFSLDTSVTTAYLQISSLKAEDTAVYYCARGDMV
VPTTIWNY YHFMDVWGNGTLVTVSS

QVQLVQSGSELKQPGVSVKVSCKASGYTFTHYGLHWVRQAPGQGLEWMGWI
NTNTGNPTYAQGFTGRFVFSLDTSVSTAYLQISSLKAEDTAVYYCARGDLVV
PTTIWNYYHYMEVWGKGTLVTVSS

QVQLVQSGSELKKPGASVMVSCKASGYTFTHYALHWVRQAPGQGLEWMGW
PD1-3 3 LNTNTENPTYAQGFTGRFVESLDTSVTTAYLQINSLKAEDTAVYYCARGDMV
VPTTIWNYYYYMDVWGKGTTVTVSS

QVQLVQSGSELKQPGASVKVSCKASGYTFTHY ALHWLRQAPGQGLEWMGWL
PD1-4 4 NTNTENPTFAQGFTGRFVFSLDTSVITAYLQISSLKAEDTAVYYCARGDMVV
PTTIWNYYHFMDVWGNGTTVTVSS

QVQLVQSGSELKQPGASVKVSCKASGYTFTHYALHWLRQAPGQGLEWMGWL
PDI1-5 5 NTNTENPTFAQGFTGRFVFSLDTSVTTAYLQISSLKAEDTAVYYCARGDMVY
PTTIWNYYHFMDVWGQGTTVTVSS

PDI-2
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Figure 6
CloneNo. | SEQIDNo. [ CDRI [ SEQ ID No. CDR2 SEQ ID No. CDR3
PDI1-1 6 HYGLH 7 WLNTNTENPTFAQGFTG 8 GDMVVPTTIWNY YHFMDV
PDI1-2 9 HYGLH 10 WINTNTGNPTYAQGFTG 11 GDLVVPTTIWNYYHYMEV
PD1-3 12 HYALH 13 WLNTNTENPTYAQGFTG 14 GDMVVPTTIWNYYYYMDV
PDI1-4 15 HYALH 16 WLNTNTENPTFAQGFTG 17 GDMVVPTTIWNY YHFMDV
PDI1-5 18 HYALH 19 WLNTNTENPTFAQGFTG 20 GDMVVPTTIWNY YHFMDV
Figure 7
Clone No. SEQ ID No. Amino Acid Sequence
QVQLVQSGGGVVQPGRSLRLSCVASGFTF SSYGMHWVRQAPGKGLEWV
CD3-2 36 AQIWYNARKQEYSDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCT
RGTGYNWFDPWGQGTLVTVSS
Figure 8
Clone No. SEQID No. | CDR1 | SEQ ID No. CDR2 SEQ ID No. CDR3

CD3-2 37 SYGMH 38 QIWYNARKQEYSDSVKG 39 GTGYNWFDP
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SEQ ID No.

Amino Acid Sequence

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

23

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPP
CPAPELGRGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTDPPSREEMTKNQVSLTCEVKGF YPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

Heavy chain constant region
having the VH of the second
arm specifically binding to
CD3

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDK THTCPP
CPAPELGRGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTKPPSREEMTKNQVSLKCLVKGF YPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPG

Figure 10

Amino acid sequence of the VH of the 15C3 clone

QVQLVQSGGGYVQPGRSLRLSCVASGFTFSSYGMHWVRQAPGKGLEWVAATWYNGRKQDYADSVKGRFT I SRDNSKN
TLYLQMNSLRAEDTAVYYCTRGTGYNWFDPRGQGTLVTVSS

Figure 11
Binding activity to PD-1 of the first arm
Cynomolgus
Clone No. HumaakD-} monkey PD-1
Kd (nmol/L) Kd (nmol/L)
PD1-1(Bi) 0.6 0.3
PD1-2(Bi) 0.7 04
PD1-3(Bi) 3.8 2.0
PD1-4(Bi) 0.9 0.7
PDI1-5(Bi) 0.7 0.4
PD1-6(Bi) 0.8 21.8
Binding activity to CD3 of the second arm
Human CD38/CD3e
1 !
Libtaalie 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 15
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Figure 16

Neurological symptom score
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Neurological symptom score
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Figure 17
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Figure 19

Biotin PD1-1(Bi) Biotin PD1-2(Bi)
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