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goooaoano

#£1. FrMHBKIR3DL 30T X VBE X 7 LA NELF,

QAQLVQSGAEVKKPGASVKVSCKASGYTFTSYNIHWVRQAPGQG
LEWMGYIYPGDAVTNYNQKFKGRVTMTADTSTSTVYMELSSLRS
EDTAVYYCARSGNYGNYEGFAYWGQGTLVTVSS

7 a— | B BLAE =

g

Hu26E | HEéH

10z7p7 | HCDR1(IMGT) BlFIE

(NPX2Z | GYTFTSYN 1

67)
HCDR2(IMGT) BLFE =
IYPGDAVT 2
HCDR3(IMGT) BLA & 5
ARSGNYGNYEGFAY 3
HCDR 1 (Kabat) BLd &5
SYNIH 4
HCDR2(Kabat) BLs &5
YIYPGDAVTNYNQKFKG 5
HCDR3(Kabat) BLAH =
SGNYGNYEGFAY 6
HCDRI1({1AA >t Kabat/IMGT) BLFIFE 5
GYTFTSYNIH 7
HCDR2(¥L A& >t Kabat/IMGT) BLFIE 5
YIYPGDAVTNYNQKFKG 8
HCDR3 (1744 > Kabat/IMGT) BlFIE 5
SGNYGNYEGFAY 9
VH-7 X/ FRELS YIS
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goooaoano

VH-DNA BL%| BLA 5
CAGGCGCAGCTGGTGCAGAGCGGCGCGGAAGTGAAAAAACCGG | 11
GCGCGAGCGTGAAAGTGAGCTGCAAAGCGAGCGGCTATACCTTT
ACCAGCTATAACATTCATTGGGTGCGCCAGGCGCCGGGCCAGGG
CCTGGAATGGATGGGCTATATTTATCCGGGCGATGCGGTGACCA
ACTATAACCAGAAATTTAAAGGCCGCGTGACCATGACCGCGGAT
ACCAGCACCAGCACCGTGTATATGGAACTGAGCAGCCTGCGCAG 10
CGAAGATACCGCGGTGTATTATTGCGCGCGCAGCGGCAACTATG
GCAACTATGAAGGCTTTGCGTATTGGGGCCAGGGCACCCTGGTG
ACCGTGAGCAGC

HH-7 X FRELS BLA =5
QAQLVQSGAEVKKPGASVKVSCKASGYTFTSYNIHWVRQAPGQGL | 12
EWMGYIYPGDAVTNYNQKFKGRVTMTADTSTSTVYMELSSLRSED
TAVYYCARSGNYGNYEGFAYWGQGTLVTVSSASTKGPSVFPLAPC
SRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPC
PPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEV
QFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVS
LTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLT
VDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK
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HEHH-DNA K5
CAGGCGCAGCTGGTGCAGAGCGGCGCGGAAGTGAAAAAACCGG
GCGCGAGCGTGAAAGTGAGCTGCAAAGCGAGCGGCTATACCTTT
ACCAGCTATAACATTCATTGGGTGCGCCAGGCGCCGGGCCAGGG
CCTGGAATGGATGGGCTATATTTATCCGGGCGATGCGGTGACCA
ACTATAACCAGAAATTTAAAGGCCGCGTGACCATGACCGCGGAT
ACCAGCACCAGCACCGTGTATATGGAACTGAGCAGCCTGCGCAG
CGAAGATACCGCGGTGTATTATTGCGCGCGCAGCGGCAACTATG
GCAACTATGAAGGCTTTGCGTATTGGGGCCAGGGCACCCTGGTG
ACCGTGAGCAGCGCGAGCACCAAAGGCCCGAGCGTGTTTCCGCT
GGCGCCGTGCAGCCGCAGCACCAGCGAAAGCACCGCGGCGCTGG
GCTGCCTGGTGAAAGATTATTTTCCGGAACCGGTGACCGTGAGCT
GGAACAGCGGCGCGCTGACCAGCGGCGTGCATACCTTTCCGGCG
GTGCTGCAGAGCAGCGGCCTGTATAGCCTGAGCAGCGTGGTGAC
CGTGCCGAGCAGCAGCCTGGGCACCAAAACCTATACCTGCAACG
TGGATCATAAACCGAGCAACACCAAAGTGGATAAACGCGTGGAA
AGCAAATATGGCCCGCCGTGCCCGCCGTGCCCGGCGCCGGAATT
TCTGGGCGGCCCGAGCGTGTTTCTGTTTCCGCCGAAACCGAAAGA
TACCCTGATGATTAGCCGCACCCCGGAAGTGACCTGCGTGGTGGT
GGATGTGAGCCAGGAAGATCCGGAAGTGCAGTTTAACTGGTATG
TGGATGGCGTGGAAGTGCATAACGCGAAAACCAAACCGCGCGAA
GAACAGTTTAACAGCACCTATCGCGTGGTGAGCGTGCTGACCGT
GCTGCATCAGGATTGGCTGAACGGCAAAGAATATAAATGCAAAG
TGAGCAACAAAGGCCTGCCGAGCAGCATTGAAAAAACCATTAGC
AAAGCGAAAGGCCAGCCGCGCGAACCGCAGGTGTATACCCTGCC
GCCGAGCCAGGAAGAAATGACCAAAAACCAGGTGAGCCTGACCT
GCCTGGTGAAAGGCTTTTATCCGAGCGATATTGCGGTGGAATGG
GAAAGCAACGGCCAGCCGGAAAACAACTATAAAACCACCCCGCC
GGTGCTGGATAGCGATGGCAGCTTTTTTCTGTATAGCCGCCTGAC
CGTGGATAAAAGCCGCTGGCAGGAAGGCAACGTGTTTAGCTGCA
GCGTGATGCATGAAGCGCTGCATAACCATTATACCCAGAAAAGC
CTGAGCCTGAGCCTGGGCAAA

BLAE 5
13

LCDRI(IMGT)
QDTQSY

BLAIE &
14

LCDR2(IMGT)
RA

BB &
15
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LCDR3(IMGT)
LQYDEFPYT

ALAIE
16

LCDR1(Kabat)
KASQDTQSYLS

A8
17

LCDR2(Kabat)
RANRLVD

ALY
18

LCDR3(Kabat)
LQYDEFPYT

A5
19

LCDRI1(fLA 6+t Kabat/IMGT)
KASQDTQSYLS

FLZ I 7
20

LCDR2($i.A & #>H Kabat/IMGT)
RANRLVD

ALS %
21

LCDR3(#1A& ¥ Kabat/IMGT)
LQYDEFPYT

B 5
22

VL-7 3/ BRELF
DIQMTQSPSSLSASVGDRVTITCKASQDTQSYLSWFQQKPGKAPKTL
IYRANRLVDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCLQYDEFP
YTFGGGTKVEIK

A5 7
23

VL-DNA &%
GATATTCAGATGACCCAGAGCCCGAGCAGCCTGAGCGCGAGCGT
GGGCGATCGCGTGACCATTACCTGCAAAGCGAGCCAGGATACCC
AGAGCTATCTGAGCTGGTTTCAGCAGAAACCGGGCAAAGCGCCG
AAAACCCTGATTTATCGCGCGAACCGCCTGGTGGATGGCGTGCC
GAGCCGCTTTAGCGGCAGCGGCAGCGGCACCGATTTTACCCTGA
CCATTAGCAGCCTGCAGCCGGAAGATTTTGCGACCTATTATTGCC
TGCAGTATGATGAATTTCCGTATACCTTTGGCGGCGGCACCAAA
GTGGAAATTAAA

Be%E =
24

WREH-T 3 BEERS
DIQMTQSPSSLSASVGDRVTITCKASQDTQSYLSWFQQKPGKAPKTL
IYRANRLVDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCLQYDEFP
YTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPR
EAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYE
KHKVYACEVTHQGLSSPVTKSFNRGEC

LRdIE:cey
25
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BRH4-DNA ELH|
GATATTCAGATGACCCAGAGCCCGAGCAGCCTGAGCGCGAGCGT
GGGCGATCGCGTGACCATTACCTGCAAAGCGAGCCAGGATACCC
AGAGCTATCTGAGCTGGTTTCAGCAGAAACCGGGCAAAGCGCCG
AAAACCCTGATTTATCGCGCGAACCGCCTGGTGGATGGCGTGCC
GAGCCGCTTTAGCGGCAGCGGCAGCGGCACCGATTTTACCCTGA
CCATTAGCAGCCTGCAGCCGGAAGATTTTGCGACCTATTATTGC
CTGCAGTATGATGAATTTCCGTATACCTTTGGCGGCGGCACCAA
AGTGGAAATTAAACGCACCGTGGCGGCGCCGAGCGTGTTTATTT
TTCCGCCGAGCGATGAACAGCTGAAAAGCGGCACCGCGAGCGT
GGTGTGCCTGCTGAACAACTTTTATCCGCGCGAAGCGAAAGTGC
AGTGGAAAGTGGATAACGCGCTGCAGAGCGGCAACAGCCAGGA
AAGCGTGACCGAACAGGATAGCAAAGATAGCACCTATAGCCTG
AGCAGCACCCTGACCCTGAGCAAAGCGGATTATGAAAAACATA
AAGTGTATGCGTGCGAAGTGACCCATCAGGGCCTGAGCAGCCCG
GTGACCAAAAGCTTTAACCGCGGCGAATGC

[ dlkice=s
26

Hul2A
10z4p7

HCDR1(IMGT)
GYTFTSYN

[ dlkicess
27

HCDR2(IMGT)
IFPGDAGT

[ dlk:cass
28

HCDR3(IMGT)
ARSGYYGNYEGFAY

Bl
29

HCDRI1(Kabat)
SYNMH

[Redlkies
30

HCDR2(Kabat)
YIFPGDAGTNYNQKFKG

[Redlkies
31

HCDR3(Kabat)
SGYYGNYEGFAY

L5112
32

HCDRI1(#1#4 & 1 Kabat/IMGT)
GYTFTSYNMH

B 5112
33
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O

HCDR2(¥1 A& >t Kabat/IMGT)
YIFPGDAGTNYNQKFKG

BRI &
34

HCDR3 (A& 1>+ Kabat/IMGT)
SGYYGNYEGFAY

BB 7
35

VH-7 X/ BRELS
QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQG
LEWMGYIFPGDAGTNYNQKFKGRVTMTADTSTSTVYMELSSLRSE
DTAVYYCARSGYYGNYEGFAYWGQGTLVTVSS

ALAI& =
36

VH-DNA E %1
CAGGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAAAAAACCGG
GCGCGAGCGTGAAAGTGAGCTGCAAAGCGAGCGGCTATACCTTT
ACCAGCTATAACATGCATTGGGTGCGCCAGGCGCCGGGCCAGGG
CCTGGAATGGATGGGCTATATTTTTCCGGGCGATGCGGGCACCA
ACTATAACCAGAAATTTAAAGGCCGCGTGACCATGACCGCGGAT
ACCAGCACCAGCACCGTGTATATGGAACTGAGCAGCCTGCGCAG
CGAAGATACCGCGGTGTATTATTGCGCGCGCAGCGGCTATTATG
GCAACTATGAAGGCTTTGCGTATTGGGGCCAGGGCACCCTGGTG
ACCGTGAGCAGC

[Pl ESes
37

gooaoaaod

O

BHE-7 I BREF
QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYNMHWVRQAPGQG
LEWMGYIFPGDAGTNYNQKFKGRVTMTADTSTSTVYMELSSLRSE
DTAVYYCARSGYYGNYEGFAYWGQGTLVTVSSASTKGPSVFPLAP
CSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPC
PPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQ
FNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKGLPSSIEKTISKAKGQPREPQVY TLPPSQEEMTKNQVSL
TCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTV
DKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK
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HE-DNA B4
CAGGTGCAGCTGGTGCAGAGCGGCGCGGAAGTGAAAAAACCG
GGCGCGAGCGTGAAAGTGAGCTGCAAAGCGAGCGGCTATACCT
TTACCAGCTATAACATGCATTGGGTGCGCCAGGCGCCGGGCCA
GGGCCTGGAATGGATGGGCTATATTTTTCCGGGCGATGCGGGC
ACCAACTATAACCAGAAATTTAAAGGCCGCGTGACCATGACCG
CGGATACCAGCACCAGCACCGTGTATATGGAACTGAGCAGCCT
GCGCAGCGAAGATACCGCGGTGTATTATTGCGCGCGCAGCGGC
TATTATGGCAACTATGAAGGCTTTGCGTATTGGGGCCAGGGCAC
CCTGGTGACCGTGAGCAGCGCGAGCACCAAAGGCCCGAGCGTG
TTTCCGCTGGCGCCGTGCAGCCGCAGCACCAGCGAAAGCACCG
CGGCGCTGGGCTGCCTGGTGAAAGATTATTTTCCGGAACCGGTG
ACCGTGAGCTGGAACAGCGGCGCGCTGACCAGCGGCGTGCATA
CCTTTCCGGCGGTGCTGCAGAGCAGCGGCCTGTATAGCCTGAGC
AGCGTGGTGACCGTGCCGAGCAGCAGCCTGGGCACCAAAACCT
ATACCTGCAACGTGGATCATAAACCGAGCAACACCAAAGTGGA
TAAACGCGTGGAAAGCAAATATGGCCCGCCGTGCCCGCCGTGC
CCGGCGCCGGAATTTCTGGGCGGCCCGAGCGTGTTTCTGTTTCC
GCCGAAACCGAAAGATACCCTGATGATTAGCCGCACCCCGGAA
GTGACCTGCGTGGTGGTGGATGTGAGCCAGGAAGATCCGGAAG
TGCAGTTTAACTGGTATGTGGATGGCGTGGAAGTGCATAACGC
GAAAACCAAACCGCGCGAAGAACAGTTTAACAGCACCTATCGC
GTGGTGAGCGTGCTGACCGTGCTGCATCAGGATTGGCTGAACG
GCAAAGAATATAAATGCAAAGTGAGCAACAAAGGCCTGCCGAG
CAGCATTGAAAAAACCATTAGCAAAGCGAAAGGCCAGCCGCGC
GAACCGCAGGTGTATACCCTGCCGCCGAGCCAGGAAGAAATGA
CCAAAAACCAGGTGAGCCTGACCTGCCTGGTGAAAGGCTTTTAT
CCGAGCGATATTGCGGTGGAATGGGAAAGCAACGGCCAGCCGG
AAAACAACTATAAAACCACCCCGCCGGTGCTGGATAGCGATGG
CAGCTTTTTTCTGTATAGCCGCCTGACCGTGGATAAAAGCCGCT
GGCAGGAAGGCAACGTGTTTAGCTGCAGCGTGATGCATGAAGC
GCTGCATAACCATTATACCCAGAAAAGCCTGAGCCTGAGCCTG
GGCAAA

BLAIE 5
39

B

LCDR1(IMGT)
QDIQSY
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GATATTCAGATGACCCAGAGCCCGAGCAGCCTGAGCGCGAGCGT
GGGCGATCGCGTGACCATTACCTGCAAAGCGAGCCAGGATATTC
AGAGCTATCTGAGCTGGTTTCAGCAGAAACCGGGCAAAGCGCCG
AAAACCCTGATTTATCGCGCGAACCGCCTGGTGGATGGCGTGCC
GAGCCGCTTTAGCGGCAGCGGCAGCGGCACCGATTTTACCCTGA
CCATTAGCAGCCTGCAGCCGGAAGATTTTGCGACCTATTATTGCC
TGCATTATGCGGAATTTCCGTATACCTTTGGCGGCGGCACCAAAG
TGGAAATTAAA

ooooodd
LCDR2(IMGT) BLSIZE &
RA 41
LCDR3(IMGT) KAz =
LHYAEFPYT 42
LCDRI1(Kabat) KA IS
KASQDIQSYLS 43
LCDR2(Kabat) LWk =y
RANRLVD 44
LCDR3(Kabat) IS
LHYAEFPYT 45
LCDRI1(#1#AA 4>t Kabat/IMGT) BA I
KASQDIQSYLS 46
LCDR2(# A1 i Kabat/IMGT) BA 25
RANRLVD 47
LCDR3(#1#4 & i Kabat/IMGT) Al5 %5
LHYAEFPYT 48
VL-7 X/ FEELS [ReIEiass
DIQMTQSPSSLSASVGDRVTITCKASQDIQSYLSWFQQKPGKAPKTL | 49
IYRANRLVDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCLHY AEFP
YTFGGGTKVEIK
VL-DNA 51 KA %5
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goooooand

HEEH-7 X BERLA
DIQMTQSPSSLSASVGDRVTITCKASQDIQSYLSWFQQKPGKAPKT
LIYRANRLVDGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCLHYA
EFPYTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNN
FYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSK
ADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

BLAIE =
51

HREH-DNA B 51
GATATTCAGATGACCCAGAGCCCGAGCAGCCTGAGCGCGAGC
GTGGGCGATCGCGTGACCATTACCTGCAAAGCGAGCCAGGATA
TTCAGAGCTATCTGAGCTGGTTTCAGCAGAAACCGGGCAAAGC
GCCGAAAACCCTGATTTATCGCGCGAACCGCCTGGTGGATGGC
GTGCCGAGCCGCTTTAGCGGCAGCGGCAGCGGCACCGATTTTA
CCCTGACCATTAGCAGCCTGCAGCCGGAAGATTTTGCGACCTA
TTATTGCCTGCATTATGCGGAATTTCCGTATACCTTTGGCGGCG
GCACCAAAGTGGAAATTAAACGCACCGTGGCGGCGCCGAGCG
TGTTTATTTTTCCGCCGAGCGATGAACAGCTGAAAAGCGGCAC
CGCGAGCGTGGTGTGCCTGCTGAACAACTTTTATCCGCGCGAA
GCGAAAGTGCAGTGGAAAGTGGATAACGCGCTGCAGAGCGGC
AACAGCCAGGAAAGCGTGACCGAACAGGATAGCAAAGATAGC
ACCTATAGCCTGAGCAGCACCCTGACCCTGAGCAAAGCGGATT
ATGAAAAACATAAAGTGTATGCGTGCGAAGTGACCCATCAGG
GCCTGAGCAGCCCGGTGACCAAAAGCTTTAACCGCGGCGAATG
C

Bl 5
52
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HulG7
79

HCDR1(IMGT)
GFTFSNYW

BLAIE B
53

HCDR2(IMGT)
IRLKSNNYAT

Bl 512 5
54

HCDR3(IMGT)
TPFYGSSFPY

BB 7
55

HCDR1(Kabat)
NYWMN

BB =
56

HCDR2(Kabat)
EIRLKSNNYATHYAESVKG

AL 5
57

HCDR3(Kabat)
FYGSSFPY

FLA % 5
58

HCDRI1($i7 5 $>H Kabat/IMGT)
GFTFSNYWMN

BlsE =
59

HCDR2($H.A A 8 Kabat/IMGT)
EIRLKSNNYATHYAESVKG

BlY I &
60

HCDR3(#1 44 1>t Kabat/IMGT)
FYGSSFPY

BLA %=
61

VH-7 X/ FEEL5)
ELQLVESGGGLVQPGGSLRLSCAASGFTFSNYWMNWVRQAPGKG
LEWVAEIRLKSNNYATHYAESVKGRFTISRDNAKNSLYLQMNSLR
AEDTAVYYCTPFYGSSFPYWGQGTLVTVSS

BLA %=
62

VH-DNA #25|
GAACTGCAGCTGGTGGAAAGCGGCGGCGGCCTGGTGCAGCCG
GGCGGCAGCCTGCGCCTGAGCTGCGCGGCGAGCGGCTTTACCT
TTAGCAACTATTGGATGAACTGGGTGCGCCAGGCGCCGGGCAA
AGGCCTGGAATGGGTGGCGGAAATTCGCCTGAAAAGCAACAA
CTATGCGACCCATTATGCGGAAAGCGTGAAAGGCCGCTTTACC
ATTAGCCGCGATAACGCGAAAAACAGCCTGTATCTGCAGATGA
ACAGCCTGCGCGCGGAAGATACCGCGGTGTATTATTGCACCCC
GTTTTATGGCAGCAGCTTTCCGTATTGGGGCCAGGGCACCCTGG
TGACCGTGAGCAGC

AL 5
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goooooand

HEH-7 I BB
ELQLVESGGGLVQPGGSLRLSCAASGFTFSNYWMNWVRQAPGKGL
EWVAEIRLKSNNYATHYAESVKGRFTISRDNAKNSLYLQMNSLRAE
DTAVYYCTPFYGSSFPYWGQGTLVTVSSASTKGPSVFPLAPCSRSTS
ESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSL
SSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKY GPPCPPCPAP
EFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYV
DGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKV
SNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSR
WQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

BLAIZ 5
64
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goooooand

EHH-DNA fid31|
GAACTGCAGCTGGTGGAAAGCGGCGGCGGCCTGGTGCAGCCGG
GCGGCAGCCTGCGCCTGAGCTGCGCGGCGAGCGGCTTTACCTTT
AGCAACTATTGGATGAACTGGGTGCGCCAGGCGCCGGGCAAAG
GCCTGGAATGGGTGGCGGAAATTCGCCTGAAAAGCAACAACTA
TGCGACCCATTATGCGGAAAGCGTGAAAGGCCGCTTTACCATTA
GCCGCGATAACGCGAAAAACAGCCTGTATCTGCAGATGAACAG
CCTGCGCGCGGAAGATACCGCGGTGTATTATTGCACCCCGTTTT
ATGGCAGCAGCTTTCCGTATTGGGGCCAGGGCACCCTGGTGACC
GTGAGCAGCGCGAGCACCAAAGGCCCGAGCGTGTTTCCGCTGG
CGCCGTGCAGCCGCAGCACCAGCGAAAGCACCGCGGCGCTGGG
CTGCCTGGTGAAAGATTATTTTCCGGAACCGGTGACCGTGAGCT
GGAACAGCGGCGCGCTGACCAGCGGCGTGCATACCTTTCCGGC
GGTGCTGCAGAGCAGCGGCCTGTATAGCCTGAGCAGCGTGGTG
ACCGTGCCGAGCAGCAGCCTGGGCACCAAAACCTATACCTGCA
ACGTGGATCATAAACCGAGCAACACCAAAGTGGATAAACGCGT
GGAAAGCAAATATGGCCCGCCGTGCCCGCCGTGCCCGGCGCCG
GAATTTCTGGGCGGCCCGAGCGTGTTTCTGTTTCCGCCGAAACC
GAAAGATACCCTGATGATTAGCCGCACCCCGGAAGTGACCTGC
GTGGTGGTGGATGTGAGCCAGGAAGATCCGGAAGTGCAGTTTA
ACTGGTATGTGGATGGCGTGGAAGTGCATAACGCGAAAACCAA
ACCGCGCGAAGAACAGTTTAACAGCACCTATCGCGTGGTGAGC
GTGCTGACCGTGCTGCATCAGGATTGGCTGAACGGCAAAGAAT
ATAAATGCAAAGTGAGCAACAAAGGCCTGCCGAGCAGCATTGA
AAAAACCATTAGCAAAGCGAAAGGCCAGCCGCGCGAACCGCAG
GTGTATACCCTGCCGCCGAGCCAGGAAGAAATGACCAAAAACC
AGGTGAGCCTGACCTGCCTGGTGAAAGGCTTTTATCCGAGCGAT
ATTGCGGTGGAATGGGAAAGCAACGGCCAGCCGGAAAACAACT
ATAAAACCACCCCGCCGGTGCTGGATAGCGATGGCAGCTTTTTT
CTGTATAGCCGCCTGACCGTGGATAAAAGCCGCTGGCAGGAAG
GCAACGTGTTTAGCTGCAGCGTGATGCATGAAGCGCTGCATAAC
CATTATACCCAGAAAAGCCTGAGCCTGAGCCTGGGCAAA

113 =
65
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LCDR1(IMGT)
QDISNY

BLBIE
66

LCDR2(IMGT)
YT

LRl
67

LCDR3(IMGT)
QQGNALPFT

[[R2dIE: s
68

LCDR1(Kabat)
RASQDISNYLN

BLSE
69

LCDR2(Kabat)
YTSILQL

BLAIRE 5
70

LCDR3(Kabat)
QQGNALPFT

BLB
71

LCDRI(## & 38 Kabat/IMGT)
RASQDISNYLN

ALB I &
72

LCDR2({ A& t>H Kabat/IMGT)
YTSILQL

ALBIIE 5
73

LCDR3(#H7& 1o¥ Kabat/IMGT)
QQGNALPFT

[inglEsess
74

VL-7 X/ [REc5
DIQMTQSPSSLSASVGDRVTITCRASQDISNYLNWYQQKPGKVPK
LLIYYTSILQLGVPSRFSGSGSGTDYTLTISSLQPEDVATYYCQQGN
ALPFTFGGGTKVEIK

BLBI
75

VL-DNA E2%1|
GATATTCAGATGACCCAGAGCCCGAGCAGCCTGAGCGCGAGC
GTGGGCGATCGCGTGACCATTACCTGCCGCGCGAGCCAGGATA
TTAGCAACTATCTGAACTGGTATCAGCAGAAACCGGGCAAAGT
GCCGAAACTGCTGATTTATTATACCAGCATTCTGCAGCTGGGC
GTGCCGAGCCGCTTTAGCGGCAGCGGCAGCGGCACCGATTATA
CCCTGACCATTAGCAGCCTGCAGCCGGAAGATGTGGCGACCTA
TTATTGCCAGCAGGGCAACGCGCTGCCGTTTACCTTTGGCGGC
GGCACCAAAGTGGAAATTAAA

HeAIE
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BEEH-T < RECS
DIQMTQSPSSLSASVGDRVTITCRASQDISNYLNWYQQKPGKVPKL
LIYYTSILQLGVPSRFSGSGSGTDYTLTISSLQPEDVATYYCQQGNA
LPFTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFY
PREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKAD
YEKHKVYACEVTHQGLSSPVTKSFNRGEC

BB =
77

HE4H-DNA EL5
GATATTCAGATGACCCAGAGCCCGAGCAGCCTGAGCGCGAGCG
TGGGCGATCGCGTGACCATTACCTGCCGCGCGAGCCAGGATATT
AGCAACTATCTGAACTGGTATCAGCAGAAACCGGGCAAAGTGC
CGAAACTGCTGATTTATTATACCAGCATTCTGCAGCTGGGCGTG
CCGAGCCGCTTTAGCGGCAGCGGCAGCGGCACCGATTATACCC
TGACCATTAGCAGCCTGCAGCCGGAAGATGTGGCGACCTATTAT
TGCCAGCAGGGCAACGCGCTGCCGTTTACCTTTGGCGGCGGCAC
CAAAGTGGAAATTAAACGCACCGTGGCGGCGCCGAGCGTGTTT
ATTTTTCCGCCGAGCGATGAACAGCTGAAAAGCGGCACCGCGA
GCGTGGTGTGCCTGCTGAACAACTTTTATCCGCGCGAAGCGAAA
GTGCAGTGGAAAGTGGATAACGCGCTGCAGAGCGGCAACAGCC
AGGAAAGCGTGACCGAACAGGATAGCAAAGATAGCACCTATAG
CCTGAGCAGCACCCTGACCCTGAGCAAAGCGGATTATGAAAAA
CATAAAGTGTATGCGTGCGAAGTGACCCATCAGGGCCTGAGCA
GCCCGGTGACCAAAAGCTTTAACCGCGGCGAATGC

BLAIE
78
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gooooboag

INTERNATIONAL SEARCH REPORT International application No.
PCT/US2023/013537

Box No. 1 Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:
a D forming part of the international application as filed.
b. furnished subsequent to the international filing date for the purposes of international search (Rule 13zer.1(a}),
accompanied by a statement to the effect that the sequence listing does not go beyond the disclosure in the
international application as filed.

10

2. D ‘With regard to any nucleotide andfor amino acid sequence disclosed in the international application, this report has been
established to the extent that a meaningful search conld be carried ont without a WIPQ Standard ST.26 compliant sequence

listing.

3. Additional comments:

20
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Form PCT/ASA/210 (continuation of first sheet) (July 2022)
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INTERNATIONAL SEARCH REPORT International application No.
PCT/US2023/013537

Box No. 11 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. D Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2 D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an

extent that no meaningful international search can be carried out, specifically:

3. Claims Nos.: 5, 7-42, 52-65
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. IIT Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

This application contains the following inventions or groups of inventions which are not so linked as to
form a single general inventive concept under PCT Rule 13.1. In order for all inventions to be examined, the
appropriate additional examination fees need to be paid.

Group I+: claims 14, 6, and 43-51 are drawn to methods of treating a subject having a disease, disorder or
condition, a method of making a population of modified immune effector cells, compositions, kits, and anti-
KIR3DL3 antibodies.

The first invention of Group I+ is restricted to an anti-KIR3DL3 antibody comprising a heavy chain comprising
SEQ ID NO: 10 and a light chain comprising SEQ ID NO: 23, methods of treating a subject having a disease,
disorder or condition comprising the same, a method of making a population of medified immune effector

cells comprising the same, compositions comprising the same, kits comprising the same. The first named
invention has been selected based on the guidance set forth in section 10.54 of the PCT International Search
and Preliminary Examination Guidelines. Specifically, the first named invention was selected based on the first
listed compound species presented in the claims (see claim 48). It is believed that claims 1-4 and 43-51 read

on this first named invention and thus these claims will be searched without fee to the extent that they read on
an anti-KIR3DL3 antibody comprising a heavy chain comprising SEQ ID) NO: 10 and a light chain comprising
SEQID NO: 23,

Applicant is invited to elect additional anti-KIR3DL3 antibodies and their respective, corresponding, SEQ ID
NOs to be searched by paying an additional fee for each election. An exemplary election would be an anti-
KIR3DL3 comprising a heavy chain comprising SEQ ID} NO: 12 and a light chain comprising SEQ 1D NO:

25, and immunogenic peptide compositions comprising the same. Additional antibodies and their respective,
corresponding, SEQ ID NOs will be searched upon the payment of additional fees. Applicants must specify the
claims that read on any additional elected inventions. Applicants must further indieate, if applicable, the claims
which read on the first named invention if different than what was indicated abowve for this group. Failure to
clearly identify how any paid additional invention fees are to be applied to the “+” group(s) will result in only
the first claimed invention to be searched/examined .

The inventions listed in Groups I+ do not relate to a single general inventive concept under PCT Rule 13.1,
because under PCT Rule 13.2 they lack the same or corresponding special technical features for the following
Teasons:

Form PCT/ASA/210 (continuation of first sheet) (July 2022)
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INTERNATIONAL SEARCH REPORT International application No.
PCT/US2023/013537
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The Group I+ formulas do not share a significant structural element responsible for anti-KIR3DL 3 antibodies
requiring the selection of alternative heavy and light chain sequences “which is or comprises: (a) a heavy chain
variable region (VH) comprising one, two, or three VH CDR sequences each with at least about 90% identity
toa VH CDR of Table 1; andfor (b) a light chain variable region (VL) comprising one, two, or three VL CDR
sequences each with at least about 90% identity to a VL CDR of Table 1.”

Additionally, even if Groups I+ were considered to share the technical features of a method of treating a subject
having a disease, disorder or condition comprising administering a population of modified immune effector
cells, wherein, prior to administering, a population of immune effector cells were contacted with at least one
immune cell activating agent and at least one KIR3DL3 inhibitor, thereby forming a population of medified
immune effector cells; A method of treating a subject having a disease, disorder, or condition comprising: (i)
administering a population of modified immune effector cells to the subject, wherein a population of immune
effector cells were contacted with at least one immune cell activating agent prior to administering, thereby
forming a population of modified immune effector cells, and (ii) administering at least one KIR3DL3 inhibitor
to the subject; A method of making a population of modified immune effector cells comprising: (i) contacting
a population of immune effector cells with at least one immune cell activating agent, and (ii} contacting the
population of immune effector cells with at least one KIR3DL3 inhibitor, thereby creating a population of
maodified immune effector cells; A composition comprising a population of modified immune effector cells,

at least one immune cell activating agent, and at least one KIR3DL3 inhibitor; A composition comprising

a population of medified immune effector cells and at least one KIR3DL3 inhibitor, wherein the immune
effector cells were contacted with at least one immune cell activating agent; A kit comprising at least one
immurne cell activating agent, at least one KIR3DL.3 inhibitor, and instructions for use and/or administration;

A kit comprising a population of modified immune effector cells and at least one KIR3DL3 inhibitor, and
instructions for use and/or administration, wherein the immune effector cells were contacted with at least one
immune cell activating agent; and An anti-KIR3DL3 antibody or an antigen-binding fragment thereof, which is
or comprises: (a) a heavy chain variable region (VH) comprising one, two, or three VH CDR sequences; and/or
(b) a light chain variable region (VL) comprising one, two, or three VL CDR sequences, these shared technical
features do not represent a contribution over the prior art.

Specifically, US 2021/0246423 Al to Novartis AG teaches a method of treating a subject having a disease,
disorder or condition comprising administering a population of modified immune effector cells, wherein,
prior to administering, a population of immune effector cells were contacted with at least one immune cell
activating agent, thereby forming a population of modified immune effector cells (The method includes
introducing a CAR molecule (e.g., a nucleic acid encoding a CAR molecule) into the immune cell population,
under conditions snitable for expression (e.g., transient expression) of the CAR molecule (e.g., thereby
producing a “first CAR-expressing cell population,” or a “transient CAR-expressing cell population” as
referred to herein). In certain emboediments, the CAR melecule comprises an antigen binding domain (e.g.,

an antipen binding domain of an antibody molecule). The method includes contacting the first or transient
CAR-expressing cell population with a ligand of the CAR molecule, e.g., a ligand of the CAR antigen binding
domain (e.g., a cognate antigen molecule (e.g., a recombinant antigen) or an anti-idiotypic antibody molecule),
under conditions such that immune cell expansion and/or activation occurs, thereby producing an “expanded
and/or activated immune cell population,” Para. [(0071]); A method of treating a subject having a disease,
disorder, or condition comprising: (i) administering a population of modified immune effector cells to the
subject, wherein a population of immune effector cells were contacted with at least one immune cell activating
agent prior to administering, thereby forming a population of modified immune effector cells (The method
includes introducing a CAR molecuke (e.g., a nucleic acid encoding a CAR molecule) into the immune cell
population, under conditions suitable for expression (e.g., transient expression) of the CAR molecule (e.g.,
thereby producing a “first CAR-expressing cell population,” or a “transient CAR-expressing cell population™
as referred to herein). In certain embodiments, the CAR molecule comprises an antigen binding domain (e.g.,
an antigen binding domain of an antibody molecule). The method includes contacting the first or transient
CAR-expressing cell population with a ligand of the CAR molecule, e.g., a ligand of the CAR antigen
binding domain (e.g., a cognate antigen molecule (e.g., a recombinant antigen) or an anti-idiotypic antibody
molecule}, under conditions such that immune cell expansion and/or activation occurs, thereby producing

an “expanded and/or activated immune cell population,” Para. [0007]; The method includes administering

to the subject an expanded and/or activated immune cell population made according to one or more of the
methods described herein, Para. [0036]); A method of making a population of medified immune effector

cells comprising: (i} contacting a population of immune effector cells with at least one immune cell activating
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agent, and (ii) contacting the population of immune effector cells with at least one KIR3DL3 inhibitor,

thereby creating a population of modified immune effector cells (The method includes introducing a CAR
molecule {e.g., a nucleic acid encoding a CAR molecule} into the immune cell population, under conditions
suitable for expression (e.g., transient expression} of the CAR molecule (e.g., thereby producing a “first CAR-
expressing cell population,” or a “transient CAR-expressing cell population™ as referred to herein). In certain
embodiments, the CAR molecule comprises an antigen binding domain (e.g., an antigen binding domain of

an antibody molecule). The method includes contacting the first or transient CAR-cxpressing cell population
with a ligand of the CAR melecule, e.g., a ligand of the CAR antigen binding domain (e.g., a cognate antigen
molecule (e.g., a recombinant antigen) or an anti-idiotypic antibody molecule), under conditions such that
immune eell expansion and/or activation occurs, thereby producing an “expanded and/or activated immune cell
population,” Para. [00071); kits comprising modified immune cells and cell activating agents (compositions
(e.g., medified immune cell populations, reaction mixtures) disclosed herein, Para. [0006]; contacting said
CAR-expressing cell population with a ligand of the CAR molecule, Para. [0008]}; compositions comprising
meoedified immune cells and cell activating agents {compositions (e.g., modified immune cell populations,
reaction mixtures) disclosed herein, Para. [0006]; contacting said CAR-expressing cell population with a ligand
of the CAR molecule, Para. [Q008]).

Further, "KIR3DL3-HHLA?Z is a human immunosuppressive pathway and a therapeutic target," to Wei et al.
teaches a KIR3DL3 inhibitory antibody (KIR3DL3 blockade promoted NK cell-based anti-tumor immunity in
vitro... Treatment with... anti-KIR3DL3 {clone 26E10 or 34B10}... restored the cytotoxicity of the KIR3DL3+
NK92 cell line against HHLA2+ K562 cells, Pg. 7, right column, first full paragraph).

Further, WO 2021/67800 A1 to Dana-Farber Cancer Institute, Inc. teaches administering an anti-KIR3DL3
antibody (kit comprising at least one antibody, or antigen-binding fragment thereof, Claim 24); a composition
comprising an anti-KIR3DL3 antibody; and a kit comprising an anti-KIR3DL3 antibody (provided herein are
compositions and methods for targeting KIR3DL3 to modulate immune respense, Pg. 2, first full paragraph);
and an anti-KIR3DL3 antibedy or an antigen-binding fragment thereof, which is or comprises: (a) a heavy
chain variable region (VH) comprising one, two, or three VH CDR sequences; and/or (b) a light chain variable
region (VL) comprising one, two, or three VL. CDR sequences (Anti-kir3dl3 antibodies and uses thereof, Title;
A monoclonal antibody, or antigen-binding fragment thereof, comprising: a) one, twa, or three heavy chain
CDR sequences, Claim 2).

The inventions listed in Groups I+ therefore lack unity under Rule 13 because they do not share a same or
comesponding special technical features.
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1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchahle
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment
of additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 1-4, 43-51

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant™s protest but the applicahle protest fee
was not paid within the time 1imit specified in the invitation.

D No protest accompanied the payment of additional search fees.
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