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0OOEGFROEGFRA289VO EGFRA289D0 EGFRAZ289TO EGFRR108
KOEGFRR108GO EGFRG598V O EGFRD126YO EGFRC628FO0 EGFRR108K/A28
O9VO EGFRR108K/D126Y ] EGERA289V/G598V ] EGFRA289V/C628FO 0 O0DOE

gonooooobogobogobooboboobao

O0ODO0DO0ODO0ODEGFROODODODODODOOODODODODODDDDODDODDDDDDDOGDODRDO
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UobCARODODODOODOODODODOODODODDCARODDDODOODDODODOODO
OOCARODEGFROOOOOOOOOOODUOUOUUODUOOOOOOoOoOooOoOoO
gcbspoonooobOoocpbsguonoouobooob4-1BBZO0O0O0ODOO
boooboooouoouoooooooooobooDcCcARODOD DD DD ODOOO
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oooooogocbspgooooououoocecpspoooouOooOoUo4-1BBZOODODODO
ooooooooooooooooobobDboao

goodad
gooooboooboogbogobooobobooobooobo0ogKIRDOOGODOCARODDO
KIR-CAROOOOOGOGOoooooNKOOOOOOODOOOOOOOoGOoououooooo
oooooouogKIRODODOOOOOOOOOOODOOOUOUOUOUOEGFROD DD DO
gbooooboooboooboogoobooboobobobooobooobOoKIRODDODOOODOODODOKIR
boooooooouooooooKIR-CAROOOOOOO0OO0DO0DO0DO0ODO0OO0OO0OOOOOO
KIR-CARODOOODOODOODODODODDODOODDOKIR-CARODOEGFROODODOODOODO
ooooooooooooooobooobobobobobboKIRODOOOOGOGOoogoKIRDDODO
goooooboogoobogobogooboogoobooobooboobobooboobbooboobobooon
KIR-CARO O OUOUOOUOOOOO0OO0OO0OO0ODO0OO0OO0OOOKIR-CAROOEGFRODODOODOODOODOADO

dodooooooobobobbibodd0o0ooo oo bobOKIRDODDODODOOGOGOKIROOO
1 I I 1 I o 0 6 R A B A O B A AR N R |
ooooodd
0o ouoobb0bbDbODO0ODEGFR CARODODODODOD 0D Do b bobbobboboooada
O0O0000OEGFR CAROO OO
oooOoooao
gobooooooooooboooobooood
SEQ
D
NG
806-s¢Fv GATGTCCAGCTGCAAGAGTCTGGCCCTAGCCTOGTCAAGCCTA
{(VE>-VL) GCCAGAGCCTGAGCCTGACATGTACCOTCGACCGGCTACAGCA

TCACCAGCGACTTCGCCTGGAACTGGATCAGACAGTTCCCCGG
CAACAAGCTGGAATGOATGGOCTACATCAGCTACAGCGGLAA
CACCCGGTACAACCCCAGCCTGAAGTCCCGGATCTCCATCACT
AGAGACACCAGCAAGAACCAGTICTICCTGCAGCTGAACAGC
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GTGACCATCGAGGACACCGCCACCTACTACTGTGTGACAGCCG
GCAGAGGUTTCCCTTATTGOGGACAGGCGAACCCTGUTCACAGT
GTCTGUTCGTGEGCGGAGGATCTGGCGGAGGCGGATCTTCTGGE
GGTGOGCTCTGATATCCTGATGACACAGAGUCCCAGCAGCATGT
CTGTGTCCCTGGGLGATACCOTGTCCATCACCTGTCACAGCAG
CCAGGACATCAACAGCAACATCGGOTGOCTGCAGCAGAGGCC
TGGCAAGTCTTITTAAGGGCCTGATCTACCACGGCACCAACCTG
GATGATCGAGGTGCCCAGCAGATTITCCGGCTCTGGAAGCGGA
GCCCACTACTCCOTCGACAATCAGCAGCCTGGAAAGCGAGGALC
TTCGCCGATTACTACTGCGTGCAGTACGUCCAGTTICCTTGGA
CCTTTGGAGGCOGCACAAAGCTGGAAATCAAGCGG

806-scFy
{(VH>VL)

DVQLOESGPSLVKPSQSLELTCTVTGY SITSDFAWNWIRQFPGNK

LEWMGYISYSGNTRYNPSLKSRISITRDTSKNQFFLOLNSVTIEDT

ATYYCVTAGRGFPYWOQOTLVTVSAGGGGSGGGGSSGGGEDIL

MTQSPSSMSVSLODTVSITCHSSQDINSNIGWLQOQRPOESFKGLIY
HGTNLDDEVPSRFSGSGSGADYSLTISSLESEDFADYYCVQYAQF
PWITFGGGTKLEIKR

806 scFv
(VE>VH)

GATATTCTGATCACTCAATCTCCGTCTICTATGAGCGTGAGCTT
GOOTGACACCGTCAGCATCACCTETCATICCAGCCAGGATATA
AACTCAAATATCGOCTGGCTCCAGCAACGUCCAGGCAAGTCA
TTCAAGGOOGCTTATITATCATGOCACCAATCTIGACGATGAAG
TCCCATCACGUTTCAGCGGATCAGGCTCAGGTGCGGACTATIC
CTTGACTATAAGTTCCOTCCGAATCTGAGGATTICGCCGACTAT
TATTGCOTACAATACGCCCAGTTTCCCTGOACCTTICGGAGGCO
GCACCAAATTOGAGATAAAAAGGGGTGOAGGAGGATCAGGC
GOGOOTGGAAGCGGLGGAGGAGGCAGCGACGTACAACTGCA
AGAATCCOGGCCCCGAGTTTOOTCAAGCCCTCTCAATCTCITICT
CTCACTTGCACGOGTCACCGGATACTCCATAACCAGCGATTTIC
COTGOGAATTGGATTCGACAATTTCCAGGGAATAAATTGGAATG
GATGOGATATATCAGTTATTCTGGTAATACCAGATACAACCCG
TCATTGAAAAGTCGCATCTCTATAACACGAGACACTTICAAAGA
ATCAGTICTICCTTCAGCTCAATTICTGTAACCATCGAAGATACT
GUTACTTATTACTGTGTAACGGCGGGTCGAGGATTCCCCTALT
GOGOGGCCAGGOTACACTOGOGTTACTGTTICCGLC

[9%)
[

806 scFv
(VL>VH)

DIEMTQSPSSMSVSLGDTV SITCHSSQDINSNIGWLQOQRPGKSFEG
LIYHGTNLDDEVPSRFSGSGSGADYSLTISSLESEDFADYYCVQY
AQFPWTFGGGTRLEIKRGGOGGSGGOGSGGGGSDVOLOESGPSLY
KPSQSLSLTCTVTGY SITSDFAWNWIRQFPOGNKLEWMGYISYSGN
TRYNPSLKSRISITRDTSKNQFFLOENSVTIEDTATYYCVTAGRGF
PYWGQGTLVIVSA

[

X AT 806
VL

DILMTQSPRSMSVSLGDTVSITCHSSQUINSNIGWLOORPGKSFRG
LIYHGTNLDDEVPSRESGSGSGADYSLTISSLESEDFADYYCVQY
AQFPWTFGGGTELEIKR

[9S)

L9

* A7 306
YL

gatatcctgatgacacagagecccageagcatgictgtgicociggpegatacegtgiceatcaccigtc
acagcagocaggacatcaacagcaacatcggoiggctgeageagaggcciggcaagicititangay

cetgatetaccacggeaccaacciggatzatgaggtecccageagatiticcgocictegaagcggas

cegaciactoccigacaatcagoageciggaaagegaggacticgoegattactactigegigcagiacg
ceeagtitectigpacctiiggagacgacacadageiggaaaicasgogy

XA 7 806
VH

DVQLOESGPSLYKPSQSLSLTCTVTGY SITSDFAWNWIRQFPGNK
LEWMGYISYSGNTRYNPSLKSRISITRDTSKENQFFLQLNSVTIEDT
ATYYCVTAGRGFPYWGQGTLVTVSA

x A 7 806
YH

gatgtccagotgeaagagictegeoctagectgotoaagectagecagagecigagcectgacaigtac
cgtgaccggctacageatcaccagegacticgectggaaciggatcagacagiiccocggeancange

tggaatggatgsoctacatcagctacagoggcaacacccggiacaaceecagecigaagicccgaat
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(26)

ctecatcaccagagacaccageaagaaccagticttecigeageigaacagegtgaccaicgaggaca

cegocacciactacigigigacagoecggcagaggcticcotiatiggggacagggaaccciggicaca
gfgictact

5 LCDRI HSSQDINSNIG
G LCDR2 HGTNLDD
7 LCDR2 VQYAQFPWT
8 HCDRI GYSITSDFAWN
9 HCDR2 GYISYSGNTRYNPSLK
10 HCDR3 VTAGRGFPYW
11 e v ACCACTACCCCAGCACCCGAGGUCACCCACCCCGGUTCCTACCA
TCGCCTCCCAGCCTCTGTCCCTGUGTCCGGAGGCATGTAGALC
CGCAGCTGGTGGGGCCOTGUATACCCGGGGTUTTGACTTCGLT
TGCGAT
71 D8 vy | ACCACGACGUCAGUGCUGUGACCACCAACACCGGCGCCCALCT
ATCGCGTUGCAGCCCCTOTCCCTGCGCCCAGAGGCOTGUUGGC
CAGCGGCGOGOGGLGCAGTGCACACGAGGGOGCTGGACTICG
CCTGTGAT
72 Chie v TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACD
i2 Chy ATCTACATTTGGGCCCCTCTGGUTGGTACTTIGCGGGGTCCTGC
I B TOCTTTCACTCGTGATCACTCTTTACTGTY
FAA YV
73 CD3 ATCTACATCTGGGCCCCTOTGGCCGGCACCTGTGGCGTGUTGC
HE®E TGCTGTCCCTGOTCATCACCCTGTACTGC
FAAL v
74 Chy IYIWAPLAGTCGVLLLILVITLYC
M
FAALV
13 4-1BB AAGCGCGOGTCGGAAGAAGCTGCTGTACATCTTITAAGCAACCCTY
AHREN TCATGAGGUCTGTGCAGATUTACTCAAGAGGAGGACGGUTIGTT
FAAL YV CATGCCOGTTICCCAGAGGAGGAGGAAGGCGGITGCGAACTG
73 4-1BB AAGUGGGGCAGAAAGAAGCTGCTCTACATCTTCAAGCAGCCC
MR TTCATGCGGUCTGTOCAGACCACACAGGAAGAGGACGGCTGT
FAA YV AGCTGTAGATTCCCCGAGGAAGAGGAAGGUGGUTGLGAGCTG
74 4-1BB KRGRKKLLYIFKQPFMRPVQTTQEEDGUSCREFPEEEEGGCEL
MEN
FAA Y
14 Ch3¥—# CGCGTGAAATTCAGCCGCAGCGCAGATGCTCCAGCCTACAAG
CAGGGGCAGAACCAGCTCTACAACGAACTCAATCITGGTCGE
AGAGAGGAGTACGACGTGCTGGACAAGCGGAGAGGACGGOA
CCCAGAAATGOGCGGGAAGCCGCGCAGAAAGAATCCCCAAGA
GGGCCTGTACAACGAGUTCCAAAAGGATAAGATGGCAGAAGC
CTATAGUCGAGATTGGTATGAAAGGGGAACGCAGAAGAGGUAA
AGGCCACGACGOGACTGTACCAGGGACTCAGCACCGCCACTCAA
GOACACCTATGACGCTCTICACATGCAGGCCCTGCCGUCTCGG
77 CD3¥—% AGAGTGAAGTTCAGCAGAAGUGUCGACGCCCCTGUCTATCAG
CAGGGCCAGAACCAGUTGTACAACGAGCTGAACCTGGGCAGA
CGOGUAGGAATACGACGTGUTGCGACAAGAGAAGAGGCCGGGA
CCCTGAGATGGGCGGCAAGCCCAGACGGAAGAACCCCCAGGA
AGGCCTGTATAACGAACTGCAGAAAGACAAGATGGCCGAGGC
CTACAGCGAGATCOGGCATGAAGGGCGAGCGGAGAAGAGGCA
AGGGUCATGACGGCCTGTACCAGGGCCTGAGCACCGUCACCA
AGGACACCTACGACGCCCTGCACATGCAGGCCCTGCCTCCAA
GA
78 CD3P—# RVKFSRSADAPAYQOQGONGLYNELNLGRREEYDVLDKRRGRDP

JP 2022-526856 A 2022.5.26
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EMGGKPRRENPOEGLYNELQKDKMAEAYSEIGMKGERRRGKG
HDGLYQGLSTATKDTYDALHMOALPPR

i5 g ATGGCCTTACCAGTGACCGCCTTGCTCOTGCCOCTGGOCTTGE
7R | TGCTCCACGCCGCCAGGLCG
_TF R
70 CDy MALPVTALLLPLALLLHAARP
T VERE
~_7F K
16 DAPIZ ATGGGGGGACTTGAACCCTGCAGCAGGTTCCTGCTCCTGCCTC
TCCTGCTGGUTGTAAGTGGTCTCCGTCOTGTCCAGGTCCAGGO
CCAGAGCGATTGCAGTTGUTCTACGGTGAGCCCGGGCGTIGLTG
GUAGGGATCGTGATGGGAGACCTGGTGUTGACAGTGCTCATT
GCCCTGGCCCTOTACTTCCTGOOCCGLUTGOGTCOCTCGLOOGL
GAGGOGCTGUGCAGGCAGCGACCCGGAAACAGCGTATCACTG
AGACCGAGTCGCCTTATCAGGAGCTCCAGGGTCAGAGGTCGE
ATGTCTACAGCGACCTCAACACACAGAGGUCGTATTACAAA
17 T2A GTCGAGGGUGGUGGAGAGGGCAGAGGAAGTCTTCTAACATGC
GGTGACGTGGAGGAGAATCCCGGCCCTAGG
i8 Jri—+ GGTGGCGGAGGTTCTGGAGGTGGGGUTTCCTCACCCACTGAA
KIRSZ CCAAGCTCCAAAACCGOTAACCCCAGACACCTGCATOTTICTGA
TIGGGACCTCAGTGGTCAAAATCCOTTTCACCATCCTCCTCTIC
TTTCTCCTTCATCGCTGGTGCTCCAACAAAAAAAATGCTGUIG
TAATGGACCAAGAGCCTGCAGGGAACAGAACAGTGAACAGCG
AGGATTUTGATGAACAAGACCATCAGGAGGTGTCATACGCAT
AA
19 306-BBZ- ATGGUCTTACCAGTGACCGUUTTGUTCLTGCLGLTGGICTTIGC

CAR

TGCTCCACGCCGCCAGGCCGGUATCCGATOTCCAGCTGCAAG
AGTCTGGCCCTAGCCTGGTCAAGCCTAGCCAGAGCCTGAGOCT
GACATGTACCGTGACCGGCTACAGCATCACCAGCGACTTCGCC
TGGAACTGGATCAGACAGTTCCCCGUGCAACAAGCTGGAATGO
ATGGGCTACATCAGLTACAGCGGCAACACCCGUTACAALLCC
AGCCTGAAGTCCCGGATCTCCATCACCAGAGACACCAGCAAG
AACCAGTTCTTCCTOCAGCTCAACAGUGTCACCATCGAGGACA
CCGUCACCTACTACTOTGTGACAGCCGOGCAGAGGCTTCCCTTA
TTGGGGACAGGGAACCOTGGTCACAGTGTCIGUTGGTGGUGE
AGGATCTGGCGGAGGCGGATCTTCTGGCGGTGGCOTCTGATATC
CTGATGACACAGAGCCCCAGCAGCATOTCUTIGTGTCCUTGGGLG
ATACCGTGTCCATCACCTGTCACAGCAGCCAGGACATCAACAG
CAACATCGGCTGGCTGCAGCAGAGGUCTGGCAAGTOTTTTAAG
GOGCCTOGATCTACCACGGCACCAACCTOGATGATGAGGTGCCC
AGCAGATTTITCCGGUTCTGGAAGCGGAGCCGACTACTCCCTGA
CAATCAGCAGCCTGGAAAGUGAGGACTTCGCCGATTACTALT
GUGTGCAGTACGCCCAGTTTCCTTGGACCTTIGGAGGCGGCAL
AAAGCTGGAAATCAAGCGGGUTAGCACCACTACCCCAGCALC
GAGGCCACCCACCCCOGGCTCCTACCATCOCCTCCCAGCOTCTG
TCCCTOCOTCCOGAGGCATGTAGACCCGCAGCTGGTGGOGCC
GTGCATACCCGOGOTOTTGACTICGCCTGCGATATCTACATYY
GOGCCCCTCTGGCTGUTACTTIGUGGOGTCCTGUTGCTTTCACT
COTGATCACTCTTTACTOTAAGCGCGGTCOGAAGAAGOTGCTG
TACATCTTTAAGCAACCCTTCATGAGGCOTGTGCAGACTACTC
AAGAGCGAGGACGGCTOTTICATGCOGOTTCCCAGAGGAGGAGG
AAGGCGGCTCCCAACTGCGCOTCGAAATTCAGCCGCAGCGCAG
ATGCTCCAGCCTACAAGCAGGGGCAGAACCAGUTCTACAALG
AACTCAATCTTIGCTCGCAGACGAGGAGTACGACGTGCTGGACA
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(28)

AGCGGAGAGGACGGGACCCAGAAATGGUCGGGAAGCCGCGC
AGAAAGAATCCCCAAGAGGUGCUTCGTACAACGAGCTCCAAAAG
GATAAGATGGUAGAAGCCTATAGCGAGATTGOTATCGAAAGGG
GAACGCAGAAGAGGCAAAGGUUACGACGOACTGTACCAGGG
ACTCAGCACCGCCACCAAGGACACCTATGACGCTCTTCACATG
CAGGCCCTGCCGCCTCGGTGA

806-BBZ-
CAR

MALPVTALLLPLALLLHAARPGSDVQLQESGPSLVKPSQSLSLTC
TVTGYSITSDFAWNWIRQFPGNKLEWMGYISYSGNTRYNPSLKS
RISITRDTSKNQFFLQLNSVTIEDTATYYCVTAGRGFPYWGQGTL
VTVSAGGGGSGGGGSSGGGSDILMTQSPSSMSVSLGDTVSITCHS
SQDINSNIGWLQQRPGKSFKGLIYHGTNLDDEVPSRFSGSGSGAD
YSLTISSLESEDFADYYCVQYAQFPWTFGGGTKLEIKRASTTTPAP
RPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACDIYIWAPL
AGTCGVLLLSLVITLY CKRGRKKLLYIFKQPFMRPVQTTQEEDGC
SCRFPEEEEGGCELRVKFSRSADAPAYKQGQNQLYNELNLGRRE
EYDVLDKRRGRDPEMGGKPRRKNPQEGLYNELQKDKMAEAYSE
IGMKGERRRGKGHDGLYQGLSTATKDTYDALHMQALPPR

21

806-KIR-
CAR

ATGGGGGGACTTGAACCCTGCAGCAGGTTCCTGCTCCTGCCTC
TCCTGCTGOCTGTAAGTOGTCTCCGTCCTGTCCAGGTCCAGGL
CCAGAGCOATTGCAGTTGUTCTACGGTGAGCCCGGGCGTECTG
GUAGGCGATCOGTGATGGCGAGACCTOOTGCTGACAGTGCTCATT
GCCCTGGCCOTGTACTTICCTGGGUCGGUTGGTCCCTCGGGOGC
GAGGOGGCTGCOGGAGGCAGCGATCCCGGAAACAGCGTATCACTG
AGACCGAGTCGLCTTATCAGGAGCTCCAGGGTCAGAGHTCGE
ATGTCTACAGCGACCTCAACACACAGAGGCCOTATTACAAAG
TCCAGGGCGUGUGHAGAGGGCAGAGGAAGTCTICTAACATGCG
GTGACGTGGAGGAGAATCCCGOCOCTAGGATGGCCTTACCALG
TGACCGCCTTGCTCCTGCCGCTOGCCTTGUTGCTCCACGCCGO
CAGGCCOGGOATCCOGATUTCCAGCTGCAAGAGTCTGOCCUTAG
CCTGGTCAAGCCTAGCCAGAGUCTGAGCCTGACATGTACCGTG
ACCGGUTACAGCATCACCAGCGACTTCGCCTOGAACTGGATCA
GACAGTTCCCCGGCAACAAGCTGGAATCGCGATGGGCTACATCA
GUTACAGCGGCAACACCCOGOTACAACCCCAGCCTGAAGTICC
GGATCTCCATCACCAGAGACACCAGCAAGAACCAGTTICTTICCT
GCAGCTGAACAGOGTGACCATCCGAGGACACCGCCACCTACTA
CTGTGTGACAGCCGGCAGAGGCTTCCCTTATTIGGGGACAGGG
AACCCTGGTCACAGTGTCTGCTGGTGGCGCAGGATCTGGCGE
AGGCGGATCTTCTGGCGOTOGCTCTGATATCCTGATGACACAG
AGCCCCAGCAGCATOTCTGTGTCCCTOOGCCGATACCGTGTCCA
TCACCTGTCACAGCAGCCAGGACATCAACAGCAACATCGGCT
GGCTGCAGCAGAGGCCTOGCAAGTCTTTITAAGGGCCTGATCTA
CCACGGCACCAACCTGOATCGATGAGGTGCCCAGCAGATTTTCC
GGCTCTGOAAGCGGAGCCCACTACTCCCTGACAATCAGCAGC
CTGGAAAGCGAGCACTTCGCCGATTACTACTGCGTOCAGTALG
CCCAGTTTCOTTGGACCTTTIGCGAGGUGOCACAAAGCTGGAAAT
CAAGCGGGCTAGCGGTOGCGGAGOGTTCTGGAGGTGGGGGTIC
CTCACCCACTGAACCAAGCTCCAAAACCGQTAACCCCAGACA
CCTGCATGTTCTGATTGGGACCTCAGTGGTCAAAATCCOTTIC
ACCATCCTCCICTTICTTICTCCTICATCGCTGOTGUTCCAALAA
AAAAAATOCTGOTOTAATGOACCAAGAGCCTGCAGGGAACAG
AACAGTGAACAGCGAGGATTCTGATGAACAAGACCATCAGGA
GGTGTCATACGCATAA

806-KIR-
CAR

MGGLEPCSRFLLLPLLLAVSGLRPVQVQAQSDCSCSTVSPGVLAG
IVMGDLVLTVLIALAVYFLGRLVPRGRGAAEAATRKQRITETESP
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(29)

YQELQGQRSDVYSDLNTQRPYYKVEGGGEGRGSLLTCGDVEEN
PGPRMALPVTALLLPLALLLHAARPGSDVQLQESGPSLVKPSQSL
SLTCTVTGYSITSDFAWNWIRQFPGNKLEWMGYISYSGNTRYNPS
LKSRISITRDTSKNQFFLQLNSVTIEDTATYYCVTAGRGFPYWGQ
GTLVTVSAGGGGSGGGGSSGGGSDILMTQSPSSMSVSLGDTVSIT
CHSSQDINSNIGWLQQRPGKSFKGLIYHGTNLDDEVPSRFSGSGS
GADYSLTISSLESEDFADYYCVQYAQFPWTFGGGTKLEIKRASGG
GGSGGGGSSPTEPSSKTGNPRHLHVLIGTSVVKIPFTILLFFLLHR
WCSNKKNAAVMDQEPAGNRTVNSEDSDEQDHQEVSY A

23

ABT-806
{t ML
806) VH

CAGGTTCAGCTGCAAGAGTCTGGCCCTGGCCTGGTCAAGCCTA
GCCAAACACTGAGCCTGACCTGTACCGTGTCCGGCTACAGCAT
CAGCAGCGACTTCGCCTGGAACTGGATCAGACAGCCTCCTGGC
AAAGGACTGGAATGGATGGGCTACATCAGCTACAGCGGCAAC
ACCAGATACCAGCCTAGCCTGAAGTCCCGGATCACCATCAGC
AGAGACACCAGCAAGAACCAGTTCTTCCTGAAGCTGAACAGC
GTGACAGCCGCCGATACCGCCACCTACTATTGTGTGACAGCTG
GCAGAGGCTTCCCCTATTGGGGACAGGGAACACTGGTCACCG
TTAGCTCT

ABT-806
(t Mt
806) VL

GATATCCAGATGACACAGAGCCCCAGCAGCATGTCCGTGTCC
GTGGGAGACAGAGTGACCATCACCTGTCACAGCAGCCAGGAC
ATCAACAGCAACATCGGCTGGCTGCAGCAGAAGCCCGGCAAG
TCTTTTAAGGGCCTGATCTACCACGGCACCAACCTGGATGATG
GCGTGCCCAGCAGATTTTCTGGCAGCGGCTCTGGCACCGACTA
CACCCTGACCATATCTAGCCTGCAGCCTGAGGACTTCGCCACC
TATTACTGCGTGCAGTACGCCCAGTTTCCTTGGACCTTTGGAG
GCGGCACAAAGCTGGAAATCAAGCGG

N
[

ABT-806
{t Mk
806 scEv

CAGGTTCAGCTGCAAGAGTCTGGCCCTGGCCTGGTCAAGCCTA
GCCAAACACTGAGCCTGACCTGTACCGTGTCCGGCTACAGCAT
CAGCAGCGACTTCGCCTGGAACTGGATCAGACAGCCTCCTGGC
AAAGGACTGGAATGGATGGGCTACATCAGCTACAGCGGCAAC
ACCAGATACCAGCCTAGCCTGAAGTCCCGGATCACCATCAGC
AGAGACACCAGCAAGAACCAGTTCTTCCTGAAGCTGAACAGC
GTGACAGCCGCCGATACCGCCACCTACTATTGTGTGACAGCTG
GCAGAGGCTTCCCCTATTGGGGACAGGGAACACTGGTCACCG
TTAGCTCTGATATCCAGATGACACAGAGCCCCAGCAGCATGTC
CGTGTCCGTGGGAGACAGAGTGACCATCACCTGTCACAGCAG
CCAGGACATCAACAGCAACATCGGCTGGCTGCAGCAGAAGCC
CGGCAAGTCTTTTAAGGGCCTGATCTACCACGGCACCAACCTG
GATGATGGCGTGCCCAGCAGATTITTCTGGCAGCGGCTCTGGCA
CCGACTACACCCTGACCATATCTAGCCTGCAGCCTGAGGACTT
CGCCACCTATTACTGCGTGCAGTACGCCCAGTTTCCTTGGACC
TITGGAGGCGGCACAAAGCTGGAAATCAAGCGG

79

ABT-&06
{t Mk
806) scFv
VHVL

CAGGTTCAGCTGCAAGAGTCTGGCCCTGGCCTGGTCAAGCCTA
GCCAAACACTGAGCCTGACCTGTACCGTGTCCGGCTACAGCAT
CAGCAGCGACTTCGCCTGGAACTGGATCAGACAGCCTCCTGGC
AAAGGACTGGAATGGATGGGCTACATCAGCTACAGCGGCAAC
ACCAGATACCAGCCTAGCCTGAAGTCCCGGATCACCATCAGC
AGAGACACCAGCAAGAACCAGTTCTTCCTGAAGCTGAACAGC
GTGACAGCCGCCGATACCGCCACCTACTATTGTGTGACAGCTG
GCAGAGGCTTCCCCTATTGGGGACAGGGAACACTGGTCACCG
TTAGCTCTGGTGGCGGAGGATCTGGCGGAGGCGGATCTTCTGG
CGGTGGCTCTGATATCCAGATGACACAGAGCCCCAGCAGCAT
GTCCGTGTCCGTGGGAGACAGAGTGACCATCACCTGTCACAGC
AGCCAGGACATCAACAGCAACATCGGCTGGCTGCAGCAGAAG
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(30)

CCCGGCAAGTCTTTTAAGGGCCTGATCTACCACGGCACCAACC
TGGATGATGGCGTGCCCAGCAGATTTTCTGGCAGCGGCTCTGG
CACCGACTACACCCTGACCATATCTAGCCTGCAGCCTGAGGAC
TTCGCCACCTATTACTGCGTGCAGTACGCCCAGTTTCCTTGGA
CCTTTGGAGGCGGCACAAAGCTGGAAATCAAGCGG

81 | ABT-806 GGCGAACTAAAGGTCGAAACACGGCGGAGGTTTCCAGGTTCC
(b Mt TTTGACCCGCATGACGTGCGTCATTATCCACCGCTTCAGGAGT
806) scFv CCGACGTCCGATCTATACCAGTCCCACATCAGCCACGGTCTCG
VE>VH GCGACGGTCTTTTAGACGACCCGTGCGGTAGTAGGTCCAACCA
CGGCACCATCTAGTCCGGGAATTTTCTGAACGGCCCGAAGACG
ACGTCGGTCGGCTACAACGACAACTACAGGACCGACGACACT
GTCCACTACCAGTGAGACAGAGGGTGCCTGTGCCTGTACGAC
GACCCCGAGACACAGTAGACCTATAGTCTCGGTGGCGGTCTTC
TAGGCGGAGGCGGTCTAGGAGGCGGTGGTCTCGATTGCCACT
GGTCACAAGGGACAGGGGTTATCCCCTTCGGAGACGGTCGAC
AGTGTGTTATCATCCACCGCCATAGCCGCCGACAGTGCGACAA
GTCGAAGTCCTTCTTGACCAAGAACGACCACAGAGACGACTA
CCACTAGGCCCTGAAGTCCGATCCGACCATAGACCACAACGG
CGACATCGACTACATCGGGTAGGTAAGGTCAGGAAACGGTCC
TCCGACAGACTAGGTCAAGGTCCGCTTCAGCGACGACTACGA
CATCGGCCTGTGCCATGTCCAGTCCGAGTCACAAACCGATCCG
AACTGGTCCGGTCCCGGTCTGAGAACGTCGACTTGGAC
26 | ABT-806 QVQ LQE SGP GLV KPS QTL SLT CTV SGY SIS SDF AWN WIR
(e Mt QPP GKG LEW MGY ISY SGN TRY QPS LKS RIT ISR DTS KNQ
306y VH FFL KLN SVT AAD TAT YYC VTA GRG FPY WGQ GTL VTV SS
I
B3]
27 | ABT-806 DIQ MTQ SPSS MSVS VGDR VTIT CHSS QDIN SNIG WLQQ
(e Mt KPGK SFKGLIYHG TNLD DGVP SRFS GSGS GTDY TLTI SSLQ
8063 VL PEDF ATYY CVQY AQFP WTFG GGTK LEIKR
28 | ABT-806 QVQ LQE SGP GLV KPS QTL SLT CTV SGY SIS SDF AWN WIR
(e Mt QPP GKG LEW MGY ISY SGN TRY QPS LKS RIT ISR DTS KNQ
206 scFy FFL KLN SVT AAD TAT YYC VTA GRG FPY WGQ GTL VTV
VIBVL SSDIQ MTQ SPSS MSVS VGDR VTIT CHSS QDIN SNIG WLQQ
KPGK SFKGLIYHG TNLD DGVP SRFS GSGS GTDY TLTI SSLQ
PEDF ATYY CVQY AQFP WTFG GGTK LEIKR
80 | ABT-806 QVQLQESGPGLVKPSQTLSLTCIVSGYSISSDFAWNWIRQPPGKG
(e Mt LEWMGYISYSGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAAD
806) scFv TATYYCVTAGRGFPYWGQGTLVTVSSGGGGSGGGGSSGGGSDI
VH>VL QMTQSPSSMSVSVGDRVTITCHSSQDINSNIGWLQQKPGKSFKGL
IYHGTNLDDGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQYA
QFPWTFGGGTKLEIKR
82 | ADT-806 RKIELK TGGGFTWPFQAYQVCY Y TAFDEPQLSSITLTYDTGSGSG
(b Mt SFRSPVGDDLNTGHYILGKFSKGPKQQLWGINSNIDQSSHCTITVR
806) soFv DGVSVSMSSPSQTMQIDSGGGSSGGGGSGGGGSSVTVLTGQGW
VL>VH YPFGRGATVCYYTATDAATVSNLKLFFQNKSTDRSITIRSKLSPQ
YRTNGSY SIYGMWELGKGPPQRIWNWAFDSSISYGSVTCTLSLTQ
SPKVLGPGSEQLQVQ
29 | gma EVQLOESGPGLVKPSQTLSLTCTVSGY SISRDFAWNWIRQPPGRG
PRI LEWMGYISYNGNTRY QPSLKSRITISRDTSKNOQFFLKLNSVTAAD
t Mt TATYYCVTASRGFPYWGQGTLYTVSS
806 VH
30| g BIQMTOSPSSMSYSVGDRY TITCHSSODINSNIGWLQQKPGKSFK
53 ) GLIYHGTNLDDGVPSRFSGSGSGTDY TLTISSLOPEDFATY YOV
£ Mk YAQFPWTFGGGTKLEIK
806 VL
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(31) JP 2022-526856 A 2022.5.26

B0
R

t Mk
806 VH

GAGGTTCAGCTGCAAGAGTCTGGCCCTGGUCTGOTCAAGCCTA
GCCAAACACTGAGCCTGACCTOTACCGTGTCCGGCTACAGCAT
CAGCAGAGACTTCGCCTGGAACTGGATCAGACAGCCTCCTGG
CAAAGCGACTGUAATGUATGGOLTACATCAGCTACAACGGLAA
CACCAGATACCAGCCTAGCCTGAAGTCCCOGATCACCATCTCC
AGAGACACCAGCAAGAACCAGTTICTTCCTGAAGCTGAACAGC
GTGACAGCCGCCGATACCGCCACCTACTATTOTGTGACAGCCA
GCAGAGGUTTCCCCTATTGGGUACAGGGAACCCTGGTCACAG
TTAGCTCT

63

BlAntE

R

t Mk

806 VL

GATATCCAGATGACACAGAGCCCLCAGCAGCATGTCOGTGTCC
GTGOGAGACAGAGTGACCATCACCTGTCACAGCAGCCAGQGAC
ATCAACAGCAACATCGOCTGGUTGCAGCAGAAGUCCGGCAAG
TCTTTTAAGGGCCTGATCTACCACGGCACCAACCTGGATGATG
GUGTGCCCAGCAGATTTTCTGOCAGCOGCTCTGGCACCGACTA
CACCCTGACCATATCTAGCCTGCAGCCTGAGGACTTCGUCACC
TATTACTGCGTGCAGTACGCCCAGTTTCCTIGGACCTITGGAG
GCGGUACAAAGCTGGAAATCAAG

83

BLFndE
R

v M
806 scFv
VH>VL

GAGGTTCAGCTGCAAGAGTCTGGLCCTGGCCTGGTCAAGCCTA
GCCAAACACTGAGCCTGACCTGTACCGTGTCCGGCTACAGCAT
CAGCAGAGACTTCGCCTGGAACTGGATCAGACAGCCTCCTGG
CAAAGGACTGGAATGCGATGGOCTACATCAGCTACAACGGCAA
CACCAGATACCAGCCTAGCCTGAAGTCCCGGATCACCATCTCC
AGAGACACCAGCAAGAACCAGTICTTICCTGAAGCTGAACAGO
GTGACAGCCGCCGATACCGCCACCTACTATTIGTGTGACAGCCA
GCAGAGGCTTCCCCTATTGGGGACAGGGAACCCTGGTCACAG
TTAGCTCTGGTGUGCGGAGGATCTGOUCGOAGGCGCGATCTTCTIGEG
CGGTGGCTCTGATATCCAGATGACACAGAGCCCCAGCAGCAT
GTCCOTOTCCGTGGGAGACAGAGTGACCATCACCTGTCACAGC
AGCCAGGACATCAACAGCAACATCOGCTOGGCTGCAGCAGAAG
CCCGOCAAGTOTTTTAAGGGCCTGATCTACCACGGCACCAALC
TGGATGATGGCGTGCCCAGCAGATTTICTGGCAGCGGUTCTGE
CACCGACTACACCCTGACCATATCTAGCCTGCAGCLTGAGGAL
TICGCCACCTATTACTGCGTGCAGTACGCCCAGTTTICCTTGGA
CCTTTGGAGGCGGCACAAAGCTGGAAATCAAG

84

BlAntE
R

b MMk
806 scFv
VH>VL

EVQLQESGPGLVKPSQTLSLTCTVSGYSISRDFAWNWIRQPPGKG
LEWMGYISYNGNTRYQPSLESRITISRDTSKNQFFLKLNSVTAAD
TATYYCVTASRGFPYWGQOTLVTVS3GGGGSGOGOSSGEEEDIO
MTQSPSSMSVSVEDRVTITCHSSQDINSNIGWLQOKPGESFKGLI
YHOTNUDDGVPSRFSGSGSGTDYTLTISSLGPEDFATYYCVQYAQ
FPWTFGGGTKLEIK

&5

BLFndE
5228

t Mk
806 scFv
VL>VH

GAACTAAAGGTCGAAACACGGUGGAGGTITCCAGGTICCTTTG
ACCCGCATCGACGTOCOTCATTATCCACCGUTTCAGGAQTCCGA
COTCCCGATCTATACCAGTCCCACATCAGCCACGOTCTCGGCGA
COOTCTTTTAGACGACCUGTGCGUGTAGTAGGTCCAACCACGGC
ACCATCTAGTCCGGGAATTTTCTGAACGGCCCGAAGACGACGT
COOTCGOCTACAACGACAACTACAGGACCGACGACACTOTCC
ACTACCAGTGAGACAGAGGGTGCCTGTGCCTGTACGACGALCC
CCGAGACACAGTAGACCTATAGTCTCGGTGGCGOTCTTCTAGG
CGGAGGCGHTCTAGGAGGCGGTGOTCTCGATTGACACTGGTC
CCAAGGGACAGGGOGTTATCCCOTTCGGAGACGACCGACAGTG
TGTTATCATCCACCGCCATAGCCGUCGACAGTGCGACAAGTCG
AAGTCCTICTTGACCAAGAACGACCACAGAGACCTCTACCALT
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(32)

AGGCCCTCGAAGTCCGATCCGACCATAGACCACAACGGCAACA
TCGACTACATCGGOTAGGTAAGGTCAGGAAACGGTCCTCCGA
CAGACTAGGTCAAGGTCCGUTTCAGAGACGACTACGACATCG
GCCTGTGCCATGTCCAQGTCCGAGTCACAAACCCATCCGAALTG
GTCCOGGTCCCGOGTCTGAGAACGTCGACTIGGAG

86

Bt
R

t Mk
806 scFv
VL>VH

KIELKTGGGFTWPFQAYQVCY Y TAFDEPQLSSITLTYDTGSGSGS
FRSPVGDDLNTGHYILGKFSKGPKQQLWGINSNIDOSSHOTITVR
DGVSVSMSSPSOTMOIDSGGGSSGEGGSGGGOSSVTVLTGOGW
YPFGRSATVCYYTATDAATVSNLKLFFQNKSTDRSITIRSKLSPQY
RTNGNY SIYGMWELGKGPPORIWNWAFDRSISYGSVTCTLSLTO
SPKVLGPGSEQLOQVE

4%

Vo T—

GGOGSGGGOGSSGGGSE

49

Vod—

GGTGGCGGAGGATCTGOGCGGAGGUGGATCTTCTGGOGGTGGC
TCT

64

x A7 806
CAR

ATGGCCTTACCAGTGACCGCCTTGCTCOTGCCGOTGGOCTTICC
TGCTCCACGCCGCCAGGCCGGATGTCCAGCTGCAAGAGTCTGO
CCCTAGCCTGOTCAAGCCTAGCCAGAGCCTGAGCCTGACATGT
ACCOTGACCGGCTACAGCATCACCAGCGACTTCGCCTGGAACT
GGATCAGACAGTTCCCCGGCAACAAGCTGGAATGGATGGGCT
ACATCAGCTACAGCGOCAACACCCGGTACAACCCCAGCCTGA
AGTCCCGOGATCTCCATCACCAGAGACACCAGCAAGAACCAGT
TCTTCOTGCAGCTGAACAGCOGTOACCATCGAGGACACCGCCAC
CTACTACTGTOTCGACAGCCOGGCAGAGGCTTCCCTITATTOGGGA
CAGGGAACCCTGGTCACAGTGTICTGCTGGTGGUGGAGGATCY
GGCGGAGGCGOATCTTCTGGCGGTGOCTCTGATATCCTGATGA
CACAGAGCCCCAGCAGCATGTICTGTGTCCCTGGGCGATACCGT
GTCCATCACCTGTCACAGCAGCCAGGACATCAACAGCAACAT
CGOCTOGOGCTGCAGCAGAGGUUTGOCAAGTCTTTITAAGGGCCTG
ATCTACCACGGCACCAACCTGOATGATGAGOTGUCCAGCAGA
TITTCCGGLTCTOGAAGCGGAGCCGACTACTCCCTGACAATCA
GCAGCCTGGAAAGCGAGGACTTCGUCCATTACTACTGLGTIGC
AGTACGCCCAGTTTCCTTGGACCTTTGCAGGCGGLACAAAGCT
GGAAATCAAGCGOGACCACCACGCCAGCGOCGCGACCACCAAL
ACCGGCGCCCACCATCGOGTCOCAGCCOCTOTCCCTGUGUCCA
GAQGCOTGCCGGCCAGCGGCGOGOOGCOCAGTGCACACGAGS
GGGCTGGACTTCGCCTGTGATATCTACATCTGGGCCCCTCTGO
CCGGCACCTGTGGLGTGCTGUTGCTGTCCUTGGTCATCACCOT
GTACTGCAAGCGGOGCAGAAAGAAGCTGUTOTACATCTTICAA
GUAGCCCTTCATGCOGOCCTGTGCAGACCACACAGGAAGAGGA
COGCTGTAGCTOTAGATTCCCCGAGGAAGAGGAAGGCGGCTG
CCAGCTGAGAGTGAAGTICAGCAGAAGCGCCGACGCCCCTOC
CTATCAGCAGGGUCAGAACCAGCTGTACAACGAGUTGAACCT
GGGCAGACGGCGAGGAATACGACGTGCTGGACAAGAGAAGAG
GCCGOGGACCCTCGAGATOOGCGCCAAGCCCAGACGGAAGAACC
CCCAGGAAGGUCTOTATAACGAACTGCAGAAAGACAAGATGH
CCGAGGCUTACAGCGAGATCGGCATGAAGGGUGAGCGLAGAA
GAGGCAAGGGCCATGACGOCCTGTACCAGGGCCTGAGCALCCG
CCACCAAGGACACCTACGACGCCCTOLCACATGCAGGCCOTGE
CTCCAAGA

JP 2022-526856 A 2022.5.26

* A7 806
CAR

MALPVTALLLPLALLLHAARPDVQLOQESGPSLVEPSQSLSLTCTY
TGYSITSDFAWNWIRQGFPGNKLEWMGYISY SGNTRYNPSLKSRISE
TRDTSENQFFLOLNSVTIEDTATYYCVTAGRGFPYWGQGTLVTY
SAGGOGSGGGHGSSGGGSDILMTOSPSSMSYSLGDTVSITCHSSGDIE
NSNIGWLOQORPGKSFRGLIVHGTNLDDEVPSRESGSGSGADYSLT
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(33)

ISSLESEDFADYYCVQYAQFPW TFGGGTRLEIRRTT TPAPRPPTPA
PTIASQPLSLRPEACRPAAGGAVHTRGLDFACDIYIWAPLAGTCG
VLLLSLVITLYCKRGRKKLLYIFKQPFMRPVQTTOEEDGCSCREFPE
EEEGGCELRVKFSRSADAPAYQQGONGLYNELNLGRREEYDVL
DKRRGRDPEMGGKPRREKNPQEGLYNELQKDKMAEAYSEIGMKG
ERRRGKGHDGLYQGLSTATKDTYDALHMOQALPPR

46

t Mbe
806 CAR

TGCTCCACGCCGCCAGGCCOGCAGGTTCAGCTGLAAGAGTITGG
CCCTGGCCTGOTCAAGCCTAGCCAAACACTGAGCCTGACCTGT
ACCGTOTCCGGCTACAGCATCAGCAGCGACTTCGCCTGGAACT
GGATCAGACAGCCTCCTGOGCAAAGGACTGGAATGGATGGOOT
ACATCAGCTACAGCGGCAACACCAGATACCAGCCTAGCCTGA
AGTCCCGGATCACCATCAGCAGAGACACCAGCAAGAACCAGT
TCTTCCTGAAGCTGAACAGCOTCGACAGCCGCCGATACCGCCAL
CTACTATTGTGTCGACAGCTOGGCAGAGGCTTCCOCTATIGGGGA
CAGGGAACACTGOTCACCGTTAGCTCYGGTGGCGGAGGATCT
GGCGGAGGUGGATCTTCTGGCGGTGGUTCTGATATCCAGATGA
CACAGAGCCCCAGCAGCATOTCCGTGTCCGTGOGAGACAGAG
TGACCATCACCTCTCACAGCAGCCAGGACATCAACAGCAACA
TCGGCTGGCTGCAGCAGAAGCCCGGUAAGTCTTTTAAGGGCCT
GATCTACCACGGCACCAACCTGGATGATOGGCGTGCCCAGCAG
ATTTTCTGGCAGCGGCTCTGGCACCGACTACACCCTGACCATA
TCTAGCCTGCAGCCTGAGGACTTCGUCACCTATTACTGCGTGC
AGTACGCCCAGTTTCCTTGCGACCTTTGGAGGCOGCACAAAGCT
GUAAATCAAGCGUACCACGACGCCAGCOCUGUGACTCALCAAC
ACCGGCGCCCACCATCGCOTCGCAGCCCCTGTCOOTGCGCCCA
GAGGCOGTOCCGGCCAGCGGCGGGGHGHUGCAGTGCACACGAGG
GGGCTGCGACTTICGCCIGTGATATCTACATCTGGGCCCCICTGG
CCGOCACCTOTOGCETGLTIGCTGCTIGTCCCTGGTCATCACCCT
GTACTGCAAGCGGGGCAGAAAGAAGCTOCTCTACATCTTICAA
GCAGCCCTTCATGCGGCCTGTGCAGACCACACAGGAAGAGGA
CGOCTOTAGCTGTAGATICCCCGAGGAAGAGGAAGGLGGITG
CGAGCTOAGAGTOAAGTICAGCAGAAGCGCCGACGCCCCTGC
CTATCAGCAGGGCCAGAACCAGUTGTACAACGAGCTGAACCT
GGGCAGACGGGAGGAATACGACGTGCTGGACAAGAGAAGAG
GCCGGGACCCTGAGATOGOUGLCAAGCCCAGACGGAAGAALCT
CCCAGGAAGOCCTGTATAACGAACTGCAGAAAGACAAGATGG
CCGAGGCCTACAGCGAGATCGGCATGAAGGGCGAGCGGAGAA
GAGGCAAGGGCCATGACGGUCTGTACCAGGGCCTGAGCACCG
CCACCAAGGACACCTACGACGCCCTGCACATGCAGGCCCTRL
CT(: C AAA\G;‘%

o
3

t MMk
806 CAR

MALPVTALLLPLALLLHAARPQVQLOESGPGLVKPSQTLSLTCTY
SGYSISSDFAWNWIRQPPGKGLEWMGYISY SGNTRYQPSLKSRITI
SRDTSKNQFFLKLNSVTAADTATYYCVTAGRGFPYWGQGTLVT
VSSGGGGSGGGGESSGGOSDIQMTOSPSSMEVSVGDRVTITCHSEQ
DINSNIGWLQOQEPGKSFRGLIYHGTNLDDGYPSRISGRGSGTDYT
LTISSLOPEDFATYYCVOYAQFPWTFGGGTKLEIKRTTTPAPRPPT
PAPTIASQOPLSLRPEACRPAAGGAVHIRGLDFACDIYIWAPLAGT
COGVLLLSLVITLYCKRGREKLLYIFKQPFMRPVQTTQEEDGCSCR
FPEEEEGGCELRVKFSRSADAPAYQOQGONQLYNELNLGRREEYD
VLDEKRRGRDPEMGGKPRRENPQEGLYNELQREDKMAEAYSEIGM
KGERRRGEGHDGLYOQGLSTATKDTYDALHMQALPPR

68

Blfite
R

ATGGCCTTACCAGTGACCGCOTTGUTCCTGCCOGOTGGOCTICC
TGCTCCACGCCGCCAGGCCGGAGGTTCAGCTGCAAGAGTCTO
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(34) JP 2022-526856 A 2022.5.26

t Mk GCCCTGGCCTGOGTCAAGCCTAGCCAAACACTGAGCCTGALCCTG
806 CAR TACCGTGTCCGGUTACAGCATCAGCAGAGACTTCGLCTGGAALC
TGGATCAGACAGCCTCCTGGCAAAGGACTGGAATGGATGGGC
TACATCAGCTACAACGGCAACACCAGATACCAGCCTAGCCTG
AAGTCCCGGATCACCATCTCCAGAGACACCAGCAAGAACCAG
TICTTCCTGAAGUCTGAACAGOCGTGACAGCCOGCCGATACCGCCA
CCTACTATTETGTGACAGCCAGCAGAGGUTTCCCCTATIGGGG
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DINSMNIGWLQOQKPGKSFRGLIYHGTNLDDGVPSRESGSGSGTDYT
LTISSLOPEDFATYYCVOYAQFPWTFGGGTKLEIKTTTPAPRPPTP

APTIASGPLSLRPEACRPAAGGAVHTRGLDFACDIYIWAPLAGTC

GVLLLSLVITLYCKRGREKKLLYIFKQPFMRPVOQTTQEEDGCSCRY

PEEEEGGCELRVKFSRSADAPAYQQGONQLYNELNLGRREEYDY
LDKRRGRDPEMGGKPRRKNPQEGLYNELQKDEKMAEAYSEIGME
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INTERNATIONAL SEARCH REPORT

JP 2022-526856 A 2022.5.26

International application No.

PCT/US 20/27859

A.

1PC -

CLASSIFICATION OF SUBJECT MATTER

AB1K 3512, AB1K 35/17, AB1K 35/763, AG1K 39/00 (2020.01)
CPC - AB1K 35/17, C12N 15/86, C12N 5/0636, C12N 5/0646, CO7K 16/28

According to International Patent Classification (IPC) or to both national ¢lassification and IPC

B.

FIELDS SEARCHED

Minimum documentation searched (classification system fotlowed by classification symbels)
See Search History document

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
Sao Soarch Hictory documoant

Electronic data base consulied during the intemational search (name of data base and, where practicable, search terms used)
Ses Search History document

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™ Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2015/0017120 A1 {(MASSACHUSETTS INSTITUTE OF TECHNOLOGY) 16 January 2015 | 1-3, 10, 20, 21/1-3, 10,
—- (15.01.2015) para [0039], [0103], [(189-0190], [0057], [0013], [0222], (0196}, [0240] 20)

L 2 e [ — —
- 11-13, 17-18, 2171113,
A 17-18)
4-8, 16, 19, 21/4-9, 16,
19)
Y WO 2017117112 A1 (NOVARTIS AG et al.) 6 July 2017 (06.07.2017) Abstract, pg 134, In 14- | 11-13, 17-18, 21/{11-13,
26; pg 135, In 4-7; pg 176, In 30-31 - pg 177, In 3; pg 34, In 7-11; SEQ 1D NOs: 129-131 17-18}
A WO 2018/102795 A2 (UNIVERSITY OF SOUTHERN CALIFORNIA) 07 June 2018 (07.06.2018) | 4, 21/4
Clalm 14; SEQ ID NO 521
A WQ 2014/138306 A1 (BAYL.OR COLLEGE OF MEDICINE) 12 September 2014 {12.09.2014) §-9, 21/(5-8)
para [0024], SEQ ID NQ 8
A WO 2014/145252 A2 (MILONE &t al.} 18 September 2014 (18.08.2014) pg 73, In 21; SEQ 1D 16, 19, 21/{16,19)
NOB; pg 73, In21; SEQIDNC 7

I:I Further documents are listed in the continuation of Box C.

[:' See patent family annex,

uar

wyr
wn

.

ugn
wp

Special categories of cited documents:

document defining the general state of the art which is not considered
to be of particular relevance

document cited by the applicant in the international application
earlier application or patent but published on or after the internationat
filing date

document which mae; throw doubts on priority ¢laim{s} or which
is cited to establish the f{mblicmion date of another citation or other
special reason (as specified)

document referring to an oral disclosure, use, exhibitionor other means
d published prior to the inter | filing date but later than
the priority dase claimed

e

w3

oym

later document published after the international filing dave or priority
date and not in conflict with the application but cited to understand
the principte or theory underlying the invention

document of panticular relevance; the ctaimed invcnn:on <annot be
considered novel or cannot be considered ta involve an inventive step
when the dotument is taken alone

document of particular relevance; the claimed invention cannot
be considered to involve an inventive step w the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

“&" document member of the same patent family

Date of the actual completion of the intemational search

16 July 2020

Date of mailing of the intenational search report

04 SEP 2020

Name and mailing address of the ISA/US

Mail Stop PCT, Atin: ISA/US, Commissioner for Patents
P.C. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No. 571-273-8300

Authorized officer

Les Young

Telephone No. PCT Helpdesk: 571-272-4300

Form PCT/[SA/210 (secand sheet} (July 2019)
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INTERNATIONAL SEARCH REPORT Internaticnal application No.

PCTIUS 20/27859

Box No. IT Qbservations 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:

L 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. Fﬁ Claims Nos.: 56-84
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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

This International Searching Authority found multipte inventions in this international application, as follows:
This application conlaing the following Inventions or groups of inventlons which are not so linked as to form a single general inventive
concapt under PCT Ruke 13.1. In order for all invantions to be searched, the appropriate additional search fees must be paid.

Please see Supplemantal Sheet

1. l:l As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims,

2. I:I As all searchable ¢laims could be searched without effort justifying additional fees, this Authority did hot 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. > Norequired 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.:
1-13, 16.20 and 21(in part), limited to SEQ 1D NOs: 1-13, 21, 22

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 applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCTASA/210Q (continuation of first sheet (2)) (July 2019
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INTERNATIONAL SEARCH REFORT

Information on patent family members International application No.

PCT/US 20/27859

Continuation of Box No. |1l Observations where unity of invention is lacking:

Group |+, claims 1-21, directed to an isolated nucleic acid molecule encoding a chimeric antigan receptor {CAR) and a vector comprising
the isolated nuglelc acid. The isolated nucleic acid molecule will ba saarched to the extent that the CAR nucleic acid encompasses
whersin the antigen binding domain is encoded by a nucleotide sequence SEQ ID NO: 1, and comprises amine acid sequence SEQ ID
NO: 2 {comprising light chain variable region SEQ ID NO: 3, heavy chain variable region SEQ ID NO: 4, LCDRs SEQ ID NOs: 5, 6, 7,
HCDR2 SEQ 1D NOs: 8, 9, 10), wherein the hinge region is encoded by the nucleotide sequence of SEQ! LD NO: 11, wheraln the
transmembrane domain is encoded by the nuctectide saquence of SEQ 1D NO: 12, wherain the intracellular domain is encoded by the
fnucleotide sequence of SEQ ID NO: 13, wherein the CAR is encoded by a nucleotlde sequence selgcted from the group consisting of
SEQ ID NG: 21, and whergin tha CAR comprises amino acid sequence SEQ ID NO: 22, Itis believed that claims 1-13, 16-20 and 21(in
part) encompass this flrst named invention, and thus these claims will be searched without fee to the exdent that tha CAR nucleic acid
encompasses SEQ ID NOs: 1-13, 21 and 22. Additional CAR nucleic acid(s) will be searched upon the payment of additional fees.
Applicants must specify the claims that encompass any additionally elected CAR nucleic acid(s). Applicanls must further indicate, if
applicable, the clalms which encompass the first named invention, if different than what was indicated above 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. An exemplary alection would be a CAR nuelsic acld comprising, in addition the sequences of the first invention, whersin
the antigen binding domain is encoded by a nucleotide sequence SEQ ID NO: 31, and comprises amino acid sequence SEQ 1D NO: 32,
whereln the hinge region is encoded by the nuclectids sequence of SEQ ID NO: 71, wharein the transmembrane domain is encoded by
the nuclectide sequence of SEQ 1T NO: 73, wherein the intracsllular domain is encoded by the nucleotide sequenca of SEQ ID NO: 75,
wharain the CAR is encoded by a nudeotide sequence selected from the group consisting of SEQ ID NO: 64, wherein the CAR
comprises aming acid sequence SEQ ID NO: 65, (claims 1-13, 16-20 and 21(in part}).

Group |, claims 22-44, directed ta a modified cell comprising a croas-reactive CAR.

Group I+, claims 45-56, directed to a mathod for treating cancer in a subject comprising administering to the subject a modified call
comprising a CAR, wharein the CAR comprises an antigen binding domain capable of binding muitiple isoforms of EGFR. Group lit+ will
be searched upon payment of additional fees. The methad may be searchad, for axample, to encompass CAR sequences SEQ D NOs:
1-13, 21 and 22 for an additional fee and election as such. Itis believed that claims 45-55 read on this exemplary invention. Additional
CAR saquence(s) will ba searched upon the payment of additional fees. Applicants must specify the claims that encompass any
additienally slected CAR sequance(s). Failure to clearly [dentify how any paid additional invention fees ara to be applied to the"+"
graup(s) will rasult in only the first claimed invention to be searched. Another exemplary election would be SEQ 1D NCs: 31, 32, 64, 85,
71, 73 and 75 (claims 45-55).

Group IV, claims 65-72, directed to a methad for treating cancer in a subject comprising culturing a plurality of CAR T calls with a GBM
organoid (GBQ) derived from the subject, :

The invantions listed as Groups K, I, lll+ and IV do not relate to a single spacial technical featurs under PCT Rule 13.1 bacause, under
PCT Rule 13.2, they lack the sama or comresponding epecial technical faatures for the following reasons:

Special tachnical features

Group | has the special technical feature of a composition consisting of an isolated nucielc acld or a vector, that is not required by Group
I AN+, V.

Group Il has the speclal technical feature of a composition consisting of a modified cefl, that is not required by Group 1+, 11+, IV,

Group I+ has the special technical feature of administering to a subject a modified cell comprising a CAR that comprisas an antigen
binding domain capable ¢f binding multiple isoforms of EGFR, that is not required by Group I+, I, 1V,

Group IV has tha spedial technical featurs of culturing a plurality of CAR T cells with a GBM organcid (GBQ) darived from a subject, and
selecting from the plurality of CAR T cells, a GAR T call having the highest efficacy, that is not required by Group [+, H, lil+.

The inventions of Groups I+ and |l1+ each include the speclal technical faature of unique CAR nucleic acid and amino acid sequences,
and is considerad a distinct technical feature.

Common technical features

The Inventions of Graup I+, H and IIi+ share the common technical feature of a cross-reactive chimeric antigen receptor {CAR), wharein
the CAR comprisas an antigen binding domain capable of binding mukiple isoforms of EGFR, a transmembrane domain, and an
intracellular domain.

The inventions of Group Il and fli+ further share the common technical feature of a modified cell comprising said CAR.

—continued on next sheat—
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The inventions of Group I+ and |V share the common technical feature of a method for treating cancer in & subject In need therecf, the
method comprising adminlstering to the subject a modified cell comprising a CAR.

No technical features ara shared between the CAR nucleic acid and amino acid sequences of Groups I+, || and |l1+ and accordingly
these groups lack unity a priori.

Additionally, aven if the inventionsg listed es Greyps I+ and IlI+ wera considered to share the technical features of including:

- an isolated nuclelc acid melecule encoding a chimeric antigen recaptar (CAR), whersin the CAR comprisas an antigen binding domain
capable of binding multiple isoforms of apidermal growth factor receptor (EGFR), a lransmembrane domain, and an intraceallular domain,
and

- @ method for treating cancer in a subject in nead theraof, the method comprising administering o the subject a modified cell comprising
said CAR,

these shared tachnical features are previously disclosed by the prior art, as further discussad below.

‘The features shared by Groups 1+, 1, lli+ and IV and the featuras shared by the Inventions listed as Group I+ and [11+ are taught by US
2015/0017120 At to Massachusetts Institute of Technology (hereinafter "MIT").

MIT teaches an isolated nudeic acid molecule ancading a chimeric antigen receptor {CAR} {para [00389] - "In ona embodiment,
mansferred cells ars englnearad to exprass a chimeric antigan raceptor (CAR)."; para [0103] - "The Isolatad nucleic acid molegules of
the invention ¢an include fragments not found as such in the natural state.”; para [0189-0190] - (C) T Cells Genaglically Modified to
Express a T Cell Recoptor {TCR) that Specifically Recognizes a Tumor Antigen...Genes encoding TCRS can be isolated from T cells
that specifically recognize cancer antigens with high avidity.”; para [0057} - "In an embodiment, the peptides of the invention are
encoded by a nucleotide sequence. Nucleotide sequences of the invention cen be useful for a number of applications, including: cloning,
gene therapy, protein expression and purification, mutatien introduction, DNA vactination of a host in nead tharacf...In an embodiment,
the nucleotids aaquenca of the invention comprises, consists of, or consists essentially of, a nucleotide sequence selected from SEQ ID
NOs: 1"}, wherein the CAR comprises an antigan binding domain capabla of binding muttiple isoforms of epidermal growth factor
racaptor {EGFR) (para [0013] - *In one embodiment, the CAR contains an antigen binding domain, a costimulatory domain, and a CD3
zeta signaling domain."; para [0222] - "In one embodiment, the turmor antigen is an epidermat growth factor recepior (EGFR} antigen.
The EGFR antigan can be an EGFR variant 1 antigen, an EGFR variant 2 antigen, an EGFR variant 3 antigan and/or an EGFR variant 4
antigan.”}, a transmembrane domain, and an intracellular domaln {para [0196] - "In their simplest form, CARs contain an antigen binding
domain coupled with tha transmambrane domain®; para [0240] - "the antire intracallular signaling domain can be used, in many casas a
portion of the intracellular domain may be used, so long as the selacted portion transduces the effector functlon signal.”).

MIT further teaches a method for treating cancer in & subject in need thereof, the method comprlsing administering to the subject a
modified cell comprising the CAR (para [0015] - "T cells genetically engineered to express a chimeric antigen receptor (CAR), and
adminisiering a therapeutic anibody to the subject, wherein the therapeutie antibody and the CAR recognize the same tumor antigen™;
Claim 4 - "A mathod of treating cancer o promoting tumor regression in a subject, comprising administering to the subject an adoplive
cell therapy (ACT)").

As the tachnical features ware known in the art at the time of the invention, they cannct be considered special technical features that
would otherwise unify the groups.

‘Therafora, Group I+, II, I+ and IV inventions lack unity undar PCT Rule 13 because they do not share the same or corresponding
special technical feature. i

NOTE, continuation of ltem 4 above: claims 56-64 are held unsearchable because they are dependent claims and are not drafted in
accordance with the second and third sentences of Rule 6.4{a}.
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