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Figure 14
Version 1: 66650 lineage (VH1-03; VL-kappa-1-5)
What Sequence SEQ ID NO:
CDR-H1 Y-T-F-X-X2-Y-A-X3-H, 1
wherein XisN,R,D,GorK; X2isS,H,lorQ; X3isMorV
CDR-H2 W-I-H-A-G-T-G-X-T-X2-Y-S-Q-K-F-Q-G, 2
wherein Xis N, AorV; X2 isKorlL
CDR-H3 A-R-G-L-G-X-V-G-P-T-G-T-S-W-F-D-P 3
wherein XisSorE
CDR-L1 R-A-S-Q-G-I-S-S-W-L-A 4
CDR-L2 E-A-S-S-L-E-S 5
CDR-L3 Q-Q-Y-R-X-X2-P-F-T, 6
wherein XisS,V,Y,LorQ; X2isF;SorG
Figure 1B
Version 1: 66670 lineage (VH1-69; VL-kappa-1-12)
What Sequence SEQ ID NO:
CDR-H1 G-T-F-X-X2-Y-X3-I-S 7
wherein XisSorN; X2isEorS; X3isVorP
CDR-H2 G-I-I-P-X-X2-G-T-A-X3-Y-A-Q-K-F-Q-G 8
whereinXisGorY,X2isAorS;X3isN,l,orV
CDR-H3 A-R-G-R-H-X-H-E-T 9
wherein XisS,Gor F
CDR-L1 R-A-S-Q-G-I-S-S-W-L-A 10
CDR-L2 A-A-S-S-L-Q-S 11
CDR-L3 Q-Q-V-Y-X-X2-P-W-T 12
wherein XisSorR; X2isL,lorF
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Figure 1C
Version 1: 66692 lineage (VH3-23, VL-kappa-1-12)
What Sequence SEQ ID NO:
CDR-H1 F-T-F-X-N-X2-A-M-S 13
whereinXisGorDorS; X2isTorVorY
CDR-H2 A-I-5-X-X1-X2-G-S-T-Y-Y-A-D-S-V-K-G, 14
wherein XisGor A; X2isNorS; X3isAor G
CDR-H3 A-K-G-P-D-R-Q-V-F-D-Y 15
CDR-L1 R-A-S-Q-G-I-X-S-W-L-A 16
wherein Xis S or D
CDR-L2 A-A-S-S-L-Q-S 17
CDR-L3 Q-H-A-X-X1-F-P-Y-T, 18
wherein XisYorL; X1isSorF
Figure 1D
Version 1: 66716 lineage (VH1-39; VL-kappa-1-12)
What Sequence SEQ ID NO:
CDR-H1 G-5-1-5-5-X-X2-Y-X3-W-G 19
whereinXisSorP; X2isEorD; X3is G, Y, orP
CDR-H2 S-1-X-X2-X3-G-X4-T-Y-Y-N-P-S-L-K-S, 20
wherein XisYorV; X2isYor N; X3isQorS; X4isSor A
CDR-H3 A-R-G-P-X-R-Q-X2-F-D-Y, 21
wherein XisYorH, X2isVorlL
CDR-L1 R-A-S-Q-G-I-S-S-W-L-A 22
CDR-L2 A-A-S-S5-L-Q-S 23
CDR-L3 Q-Q-G-X-X2-F-P-Y-T, 24
wherein XisSorF; X2isSorV
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Figure 1E
Version 2: 66650 lineage (VH1-03; VL-kappa-1-5)
What Sequence SEQ ID NO:
CDR-H1 Y-T-F-X-X2-Y-A-X3-H, 25
wherein X, X2 and/or X3 is any amino acid
CDR-H2 W-I-H-A-G-T-G-X-T-X2-Y-S-Q-K-F-Q-G 26
wherein X and/or X2 is any amino acid
CDR-H3 A-R-G-L-G-X-V-G-P-T-G-T-S-W-F-D-P 27
wherein X is any amino acid
CDR-L1 R-A-S-Q-G-I-5-S-W-L-A 28
CDR-L2 E-A-S-S-L-E-S 29
CDR-L3 Q-Q-Y-R-X-X2-P-F-T, 30
wherein X and/or X2 is any amino acid
Figure 1F
Version 2: 66670 lineage (VH1-69; VL-kappa-1-12)
What Sequence SEQ ID NO:
CDR-H1 G-T-F-X-X2-Y-X3-I-S, 31
wherein X, X2 and/or X3 is any amino acid
CDR-H2 G-I-I-P-G-X2-G-T-A-X3-Y-A-Q-K-F-Q-G, 32
wherein X, X2 and/or X3 is any amino acid
CDR-H3 A-R-G-R-H-X-H-E-T, 33
wherein X is any amino acid
CDR-L1 R-A-S-Q-G-|-S-S-W-L-A 34
CDR-L2 A-A-S-5-L-Q-S 35
CDR-L3 Q-Q-V-Y-X-X2-P-W-T, 36
wherein X and/or X2 is any amino acid
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Figure 1G
Version 2: 66692 lineage (VH3-23, VL-kappa-1-12)
What Sequence SEQ ID NO:
CDR-H1 F-T-F-X-N-X2-A-M-S, 37
wherein X and/or X2 is any amino acid
CDR-H2 A-I-5-X-X1-X2-G-S-T-Y-Y-A-D-S-V-K-G, 38
wherein X, X2 and/or X3 is any amino acid
CDR-H3 A-K-G-P-D-R-Q-V-F-D-Y 39
CDR-L1 R-A-S-Q-G-I-X-S-W-L-A, 40
wherein X is any amino acid
CDR-L2 A-A-S-5-L-Q-S 41
CDR-L3 Q-H-A-X-X1-F-P-Y-T, 42
wherein X and/or X1 is any amino acid
Figure 1H
Version 2: 66716 lineage (VH1-39; VL-kappa-1-12)
What Sequence SEQ ID NO:
CDR-H1 G-S-1-5-5-X-X2-Y-X3-W-G 43
wherein X, X2 and/or X3 is any amino acid
CDR-H2 S-1-X-X2-X3-G-X4-T-Y-Y-N-P-S-L-K-S, 44
wherein X, X2, X3 and/or X4 is any amino acid
CDR-H3 A-R-G-P-X-R-Q-X2-F-D-Y, 45
wherein X is any amino acid; X2 is any amino acid
CDR-L1 R-A-S-Q-G-I-S-S-W-L-A 46
CDR-L2 A-A-S-5-L-Q-S 47
CDR-L3 Q-Q-G-X-X2-F-P-Y-T, 48
wherein X is any amino acid, X2 is any amino acid

SUBSTITUTE SHEET (RULE

26)




5/299

WO 2023/178192 PCT/US2023/064460
Figure 11
Version 3: 66650 lineage (VH1-03; VL-kappa-1-5)
What Sequence SEQ ID NO:
CDR-H1 Y-T-F-X-X2-Y-A-X3-H 844
whereinXisN,R,D, G, T,Q,S,AorK; X2isS,H,,N,L,YorQ;
X3isMorV
CDR-H2 X-1-X2-A-G-X3-X4-X5-T-X6-Y-S-Q-K-F-Q-G 845
wherein XisWorY; X2isHor N; X3isS,TorA; X4isGorA;
X5isN,A, TorV;X6isE,KorlL
CDR-H3 A-R-G-L-G-X-V-G-P-T-G-T-S-W-F-D-P 846
wherein XisS, L, A, Kor E
CDR-L1 R-A-S-Q-G-I-S-S-W-L-A 847
CDR-L2 E-A-S-S-X-E-S 848
wherein Xis Lor S
CDR-L3 Q-Q-Y-R-X-X2-P-F-T 849
wherein XisS,V,Y,L, TorQ; X2isF,S,YorG
Figure 1J
Version 3: 66670 lineage (VH1-69; VL-kappa-1-12)
What Sequence SEQ ID NO:
CDR-H1 G-T-F-X-X2-Y-X3-I-S 850
wherein XisSorN; X2isEorS; X3 isVor P
CDR-H2 G-I-I-P-X-X2-G-T-A-X3-Y-A-Q-K-F-Q-G 851
wherein Xis G, S, lorY; X2isA,VorS; X3isN,lorV
CDR-H3 A-R-G-R-H-X-H-E-T 852
wherein Xis S, Gor F
CDR-L1 R-A-S-Q-G-I-S-S-W-L-A 853
CDR-L2 A-A-S-S-L-Q-S 854
CDR-L3 Q-Q-X-Y-X2-X3-P-W-T 855
wherein XisVorL; X2isSorR; X3isL,lorF
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Figure 1K
Version 3: 66692 lineage (VH3-23, VL-kappa-1-12)
What Sequence SEQ ID NO:
CDR-H1 F-T-F-X-X2-X3-X4-M-S 856
wherein XisG,S,PorDorS; X2isN,SorP; X3isT,VorY; X4
isA,Horl
CDR-H2 A-I-5-X-X2-X3-X4-X5-T-X6-Y-A-D-S-V-K-G 857
wherein Xis GorA; X2isN,T,EorS; X3isAor G; X4isAorG;
X5isSorG; X6isYorF
CDR-H3 A-K-G-P-D-R-Q-V-F-D-Y 858
CDR-L1 R-A-S-Q-G-I-X-S-W-L-A 859
wherein XisSor D
CDR-L2 A-A-S-S-L-Q-S 860
CDR-L3 Q-H-X-X2-X3-F-P-Y-T 861
wherein XisAor G; X2isY,RorL; X3isS,R,LorF
Figure 1L
Version 3: 66716 lineage (VH1-39; VL-kappa-1-12)
What Sequence SEQ ID NO:
CDR-H1 G-5-1-X-5-X2-X3-Y-X4-W-X5 862
wherein XisSorF; X2isSorP; X3isEorD; X4is G, PorY; X5
isGorS
CDR-H2 X-1-X2-X3-X4-G-X5-T-Y-Y-N-P-S-L-K-S 863
wherein XisSorV; X2isY,V,ForA;X3isY,ForN; X4isQ, A
orS; X5isS,AorN
CDR-H3 A-R-G-P-X-R-Q-X2-F-D-Y 864
wherein XisY,HorF,X2isVorlL
CDR-L1 R-A-S-Q-G-I-5-S-W-L-A 865
CDR-L2 A-A-S-S-L-Q-S 866
CDR-L3 Q-Q-G-X-X2-F-P-Y-T 867
wherein XisS,N, WorF; X2isSorV
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Figure IM

1gG1:

ASTKGPSVFP LAPSSKSTSG
GLYSLSSVVT VPSSSLGTQT
PSVFLFPPKP KDTLMISRTP
STYRVVSVLT VLHQDWLNGK
LTKNQVSLTC LVKGFYPSDI
QQGNVFSCSV MHEALHNHYT

(SEQ ID NO:49)

IgG2:
ASTKGPSVFP LAPCSRSTSE
GLYSLSSVVT VPSSNFGTQT
LFPPKPKDTL MISRTPEVTC
VVSVLTVVHQ DWLNGKEYKC
QVSLTCLVKG FYPSDIAVEW
VFSCSVMHEA LHNHYTQKSL

(SEQ.ID NO:50)

1gG3:

ASTKGPSVFP LAPCSRSTSG
GLYSLSSVVT VPSSSLGTQT
DTPPPCPRCP EPKSCDTPPP
ILMISRTPEVT CVVVDVSHED
QDWLNGKEYK CKVSNKALPA
GFYPSDIAVE WESSGQPENN
ALHNRFTQKS LSLSPGK

(SEQ ID NO:51)

1gG4:

ASTKGPSVFP LAPCSRSTSE
GLYSLSSVVT VPSSSLGTKT
FLFPPKPKDT LMISRTPEVT
RVVSVLTVLH QDWLNGKEYK
NQVSLTCLVK GFYPSDIAVE
NVFSCSVMHE ALHNHYTQKS

(SEQ ID NO:52)

IgG4:
ASTKGPSVFP LAPCSRSTSE
GLYSLSSVVT VPSSSLGTKT
FLFPPKPKDT LMISRTPEVT
RVVSVLTVLH QDWLNGKEYK
NQVSLTCLVK GFYPSDIAVE
NVFSCSVMHE ALHNHYTQKS

(SEQID NO:53)

1gG4:

ASTKGPSVFP LAPCSRSTSE
GLYSLSSVVT VPSSSLGTKT
FLFPPKPKDT LMISRTPEVT
RVVSVLTVLH QDWLNGKEYK
NQVSLTCLVK GFYPSDIAVE
NVFSCSVMHE ALHNHYTQKS

(SEQ ID NO:868)

GTAALGCLVK
YICNVNHKPS
EVTCVVVDVS
EYKCKVSNKA
AVEWESNGQP
QKSLSLSPGK

STAALGCLVK
YTCNVDHKPS
VVVDVSHEDP
KVSNKGLPAP
ESNGQPENNY
SLSPGK

GTAALGCLVK
YTCNVNHKPS
CPRCPEPKSC
PEVQFKWYVD
PIEKTISKTK
YNTTPPMLDS

STAALGCLVK
YTCNVDHKPS
CVVVDVSQED
CKVSNKGLPS
WESNGQPENN
LSLSLGK

STAALGCLVK
YTCNVDHKPS
CVVVDVSQED
CKVSNKGLPS
WESNGQPENN
LSLSPGK

STAALGCLVK
YTCNVDHKPS
CVVVDVSQED
CKVSNKGLPS
WESNGQPENN
LSLSG

DYFPEPVTVS
NTKVDKKVEP
HEDPEVKFNW
LPAPIEKTIS
ENNYKTTPPV

DYFPEPVTVS
NTKVDKTVER
EVQFNWYVDG
IEKTISKTKG
KTTPPMLDSD

DYFPEPVTVS
NTKVDKRVEL
DTPPPCPRCP
GVEVHNAKTK
GQPREPQVYT
DGSFFLYSKL

DYFPEPVTVS
NTKVDKRVES
PEVQFNWYVD
SIEKTISKAK
YKTTPPVLDS

DYFPEPVTVS
NTKVDKRVES
PEVQFNWYVD
SIEKTISKAK
YKTTPPVLDS

DYFPEPVTVS
NTKVDKRVES
PEVQFNWYVD
SIEKTISKAK
YKTTPPVLDS
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WNSGALTSGV
KSCDKTHTCP
YVDGVEVHNA
KAKGQPREPQ
LDSDGSFFLY

WNSGALTSGV
KCCVECPPCP
VEVHNAKTKP
QPREPQVYTL
GSFFLYSKLT

WNSGALTSGV
KTPLGDTTHT
APELLGGPSV
PREEQYNSTF
LPPSREEMTK
TVDKSRWQQG

WNSGALTSGV
KYGPPCPSCP
GVEVHNAKTK
GQPREPQVYT
DGSFFLYSRL

WNSGALTSGV
KYGPPCPPCP
GVEVHNAKTK
GQPREPQVYT
DGSFFLYSRL

WNSGALTSGV
KYGPPCPPCP
GVEVHNAKTK
GQPREPQVYT
DGSFFLYSRL

SUBSTITUTE SHEET

HTFPAVLQSS
PCPAPELLGG
KTKPREEQYN
VYTLPPSRDE
SKLTVDKSRW

HTFPAVLQSS
APPVAGPSVF
REEQFNSTFR
PPSREEMTKN
VDKSRWQQGN

HTFPAVLQSS
CPRCPEPKSC
FLFPPKPKDT
RVVSVLTVLH
NQVSLTCLVK
NIFSCSVMHE

HTFPAVLQSS
APEFLGGPSV
PREEQFNSTY
LPPSQEEMTK
TVDKSRWQEG

HTFPAVLQSS
APEFLGGPSV
PREEQFNSTY
LPPSQEEMTK
TVDKSRWQEG

HTFPAVLQSS
APEFLGGPSV
PREEQFNSTY
LPPSQEEMTK
TVDKSRWQEG
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Figure 2A: ADI-71709 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QVQLVQSGAEVKKPGASVKVSCEASGYTFDIYAVHWVRQAPGQRLEWMGWIHAGTGATKYSQ

domain ADI-71709 KFQGRVTITRDTSASTAYMELSSLRSEDTAVYYCARGLGEVGPTGTSWFDPWGQGTLVTVSS | °F
hlgG4 S228P kappa | — —
vhCDR1
YTFDIYAVH
ADI-71709 higG4 —_— 35
5228P kappa
vhCDR2
WIHAGTGATKYSQKFQG
ADI-71709 hlgG4 QKFQ 36
5228P kappa
vhCDR3
ARGLGEVGPTGTSWFDP
ADI-71709 hlgG4 57
$228P kappa
QVQLVQSGAEVKKPGASVKVSCEASGYTFDI YAVHWVRQAPGQRLEWMGWI HAGTGATKYSQ
KFQGRVTITRDTSASTAYMELSSLRSEDTAVYYCARGLGEVGPTGTSWFDPWGQGTLVTVSS
Fw[hnﬁhhemN ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSV
ADI-71709 higG4 FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY 58
$228P kappa RVVSVLTVLHEQDWLNGKEYKCKVSNKGL PSS IEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL.DSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Z:;a::‘e light (vi) DIQMTQSPSTLSASVGDRVTITCRASQS TSSWLAWYQQKPGKAPKILTYEASSLESGVPLRF | o
! SGSGSGTEFTLTISSLOPDDFATYYCQQYRQSPFTFGGGTKVEIK
ADI-71709 hlgG4 _————
5228P kappa
viCDR1
RASQSISSWLA
ADI-71709 hlgG4 RASQSISSWLA 60
5228P kappa
viCDR2
EASSLES
ADI-71709 hlgG4 —_— 61
$228P kappa
viCDR3
YRQSPFT 2
ADI-71709 higG4 QOYRQSPFT 6
$228P kappa
Full length lieh DIQMTQSPSTLSASVGDRVTITCRASQSISSWLAWYQQKPGKAPKLLIYEASSLESGVPLRF
ull length light SGSGSGTEFTLTISSLOPDDFATYYCQOQYRQSPFTFGGGTKVEIK
chain sequence RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSK | g3

ADI-71709 hlgG4
$228P kappa

DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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Figure 2B: ADI-71719 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QVQLVQSGAEVKKPGSSVKVSCKASGGTFNSYVISWVRQAPGQGLEWMGGI TPGAGTANYA

domain ADI-71719 QKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARGRHSHETWGQGTLVTVSS 64
hlgG4 S228P kappa | = ——
vhCDR1
TFNSYVI
ADI-71719 higGs | STERSYVIS 65
5228P kappa
vhCDR2
GIIPGAGTANYAQKFQG
ADI-71719 hlgG4 QKFQ 66
5228P kappa
vhCDR3
ARGRHSHET
ADI-71719 hlgG4 E——— 67
$228P kappa
QVQLVQSGAEVKKPGSSVKVSCKASGGTFNSYVI SWVRQAPGQGLEWMGGI I PGAGTANYA
QKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARGRHSHETWGQGTLVTVSS
Full length heavy | ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSV
ADI-71719 higG4 FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY 68
$228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Variable light (vl)
domain DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQOKPGKAPKLLIYAASSLOSGVPSR | o
FSGSGSGTDFTLTISSLQPEDFATYYCQQVYSLPWTFGGGTKVEIK
ADI-71719 hlgG4 Q QOVYSLPWT
$228P kappa
viCDR1
RASQGISSWLA
ADI-71719 higG4 RASQGISSWLA 70
$228P kappa
viICDR2
AASSLQS
ADI-71719 higG4 ARSSLOS n
$228P kappa
viCDR3
VYSLPWT
ADI-71719 higG4 QOVYSLPWT 72
5228P kappa
Full length lieh DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKL LI YAASSL.QSGVPSR
ull length light FSGSGSGTDFTLTISSLQPEDFATYYCQQVYSLPWTFGGGTKVEIK
chain sequence RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS | 73

ADI-71719 higG4
$228P kappa

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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Figure 2C: ADI-71720 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSEYVISWVRQAPGQGLEWMGGI TPGAGTANYAQ

domain ADI-71720 | y s ey TADESTSTAYMELSSLRSEDTAVYYCARGRHSHETHGOGTLVTVSS 74

hlgG4 S228P kappa | — — —

VhCDR1

ADI-71720 higGa | STESEYVIS 75

5228P kappa

vhCDR2

ADI-71720 higGs | CLIEGAGTANYAQKFQG 76

5228P kappa

vhCDR3

ADI-71720 hlgG4 ARGRHSHET 77

$228P kappa
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSEYVI SWVRQAPGQGLEWMGGI I PGAGTANYAQ
KFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARGRHSHETWGQGTLVTVSSASTKGESY

Full length heavy | FPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSS

chain sequence GLYSLSSVVTVPSSSLETKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSY

ADI-71720 higG4 | FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY 78

5228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGL PSS IEKTI SKAKGQPREPQVYTL.PPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG

Variable light (vl)

domain DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKLLTYAASSLOSGVPSRF | o
SGSESGTDFTLTIGSLQPEDFATYYCQQVYSLPWTFGGGTKVEIK

ADI-71720 higG4 =

5228P kappa

viCDR1

ADI-71720 hlgG4 RASQGISSWLA 80

$228P kappa

viCDR2

ADI-71720 hlgG4 AASSLOS 81

$228P kappa

viCDR3

ADI-71720 higG4 QQVYSLEWT 82

$228P kappa
DIQMTQSPSSVSASVGDRVTITCRASQG ISSWLAWYQQKPGKAPKLL I YARSSLOSCVDPSRF

Full length light SGSESCTDFTLTIGSLQPEDFATYYCQOVYSLPWTFGGGTKVEIK

chain sequence RTVAADPSVFIFPPSDEQLKSCTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSK | 83

ADI-71720 higG4
$228P kappa

DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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Figure 2D: ADI-71722 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSEYPISWVRQAPGQGLEWMGGI TPGAGTATIYA

domain ADI-71722 | Ay oo Ry TTTADESTSTAYMELSSLRSEDTAVYY CARGRHFHETHGQGTLVTVSS 84
hlgG4 S228P kappa | = —
VhCDR1
PI
ADI-71722 higGs | CTESEYPIS 85
5228P kappa
vhCDR2
GIIPGAGTAIYAQKFQG
ADI-71722 hlgG4 QKFQ 86
5228P kappa
vhCDR3
ARGRHFHET
ADI-71722 hlgG4 _— 87
$228P kappa
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSEYPI SWVRQAPGQGLEWMGGI IPGAGTAIYA
QKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARGRHFHETWGQGTLVTVSS
Full length heavy | ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSY
ADI-71722 higG4 | FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY | gg
$228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSTEKTI SKAKGQPREPQVYTL. PPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Z::"qaa?:‘e light (V) | 11 OMTQSPSSVSASVGDRVTITCRASOGT SSWLAWYQOKPGKAPKLLT YAASSLOSGVPSR 89
FSGSGSCTDFTLTISSLQPEDFATYYCQOVYRFPWTFGGGTKVEIK
ADI-71722 hlgG4 Q QOVYRFPWT
$228P kappa
viCDR1
RASQGISSWLA
ADI-71722 higG4 RASQGISSWLA %0
$228P kappa
viICDR2
AASSLQS 1
ADI-71722 higGa | 2RSSLQS 9
$228P kappa
viCDR3
VYRFDWT
ADI-71722 higG4 QQVYRFPWT 92
5228P kappa
_ DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKLLI YARSSLQSGVPSR
Full length light FSGSGSGTDFTLTISSLQPEDFATYYCQQVYRFPWTFGGGTKVEIK
chain sequence RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSCNSQESVTEQDS | 93

ADI-71722 higG4
$228P kappa

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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WO 2023/178192 PCT/US2023/064460
Figure 2E: ADI-71701 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

domain ADI-71701 | QVQLVQSGAEVKKPGASVKVSCKASGYTFNSYAMHWVRQAPGQRLEWMGWIHAGTGNTKYSQ | 94
higG4 5228P kappa | KFQGRVTITRDTSASTAYMELSSLRSEDTAVYYCARGLGEVGPTGTSWFDPWGQGTLVIVSS
vhCDR1
YTFNSYAMH
ADI-71701 higga | TEoNStAME 9
5228P kappa
vhCDR2
WIHAGTGNTKYSQKFQG
ADI-71701 hlgG4 QKFQ 36
5228P kappa
vhCDR3
ARGLGEVGPTGTSWFDP
ADI-71701 hlgG4 37
S228P kappa
QVQLVQSGAEVKKPGASVKVSCKASGY TFNSYAMHWVRQAPGQRLEWMGW IHAGTGNTKYSQ
KFQGRVTITRDTSASTAYMELSSLRSEDTAVYYCARGLGEVGPTGTSWFDPWGQGTLVTVSS
FM[hngﬂnhemN ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
:E?g;;g:::cg4 GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSY o8
SZZéPka ag FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY
PP RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Variable light (vl)
domain DIQMTQSPPTLSASVGDRVTITCRASQSISSWLAWYQQKPGKAPKLLIYEASSLESGVPSRF | oo
SGSGSGTEFTLTISSLQPDDFATYYCQQYRVFPFTFGGGTKVEIK
ADI-71701 higG4 Q QOYRVEPET
$228P kappa
viCDR1
RASQSISSWLA
ADI-71701 higG4 RASQSISSWLA 100
$228P kappa
VICDR2
EASSLES
ADI-71701 higG4 —_— 101
5228P kappa
vICDR3
YRVFPFT
ADI-71701 hlgG4 QQYRVFPET 102
5228P kappa
Full length light DIQMTQSPPTLSASVGDRVTITCRASQSISSWLAWYQQKPGKAPKLLIYEASSLESGVPSRF
chain sequence SGSGSGTEFTLTISSLOPDDFATYYCQQYRVFPFTFGGGTKVEIK 163

ADI-71701 higG4
S228P kappa

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSK
DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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WO 2023/178192 PCT/US2023/064460
Figure 2F: ADI-71663 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

EVQLLESGGGLVQPGGSLRLSCAASGFTFGNTAMSWVRQAPGKGLEWVSAISANAGSTYYA

domain ADI-71663 | 1o ap e T SRDONSKNTLYLQMNSLRAEDTAVYY CAKGPDROVFDYWGQGTLVTVSS 104
higG4 S228P kappa | —— —
VhCDR1
ADI-71663 higGs | L CNTAMS 105
5228P kappa
vhCDR2
ATSANAGSTYYADSVKG
ADI-71663 hlgG4 106
5228P kappa
vhCDR3
AKGPDRQVFDY
ADI-71663 hlgG4 ARGPDRQVFDY 107
$228P kappa
EVQLLESGGGLVQPGGSLRLSCAASGFTFGNTAMSWVRQAPGKGLEWVSAISANAGSTYYA
DSVKGRFT ISRDNSKNTLYLQMNSLRAEDTAVYYCAKGPDRQVFDYWGQGTLVTVSS
Full length heavy | AgTKRGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSY
ADI-71663 hlgG4 | p1,FPPKPKDTLMISRTPEVICVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY | 108
$228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSTEKTI SKAKGQPREPQVYTL PPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Zi;']a:;r']e light (vi) DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQOKPGKAPKLLIYAASSLOSGVPSR |, 0o
FSGSGSGTDFTLTISSLQPEDFATYYCQHALFFPYTFGGGTKVEIK
ADI-71663 hlgG4 Q QUALFFPYT
$228P kappa
viCDR1
RASQGISSWLA
ADI-71663 hlgG4 RASQGISSWLA 110
$228P kappa
viCDR2
AASSL
ADI-71663 higGa | 2RSSLQS 111
$228P kappa
viCDR3
HALFFDYT
ADI-71663 higG4 QUALFFPYT 112
$228P kappa
Full length light DIQMTQSPSSVSASVGDRVTITCRASQC ISSWLAWYQQKPGKAPKLLI YARSSLOSGVPSR
chain sequence FSGSGSGTDFTLTISSLQPEDFATYYCQHALFFPYTFGGGTKVEIK 113

ADI-71663 higG4
$228P kappa

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS
KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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WO 2023/178192 PCT/US2023/064460
Figure 2G: ADI-71662 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

EVQLLESGGGLVQPGGSLRLSCAASGFTFDNVAMSWVRQAPGKGLEWVSAISGNAGSTYYA

domain ADI-71662 | 1o iap e T SRDONSKNTLHLQMNSLRAEDTAVYY CAKGPDROVFDYWGQGTLVTVSS 114
higG4 S228P kappa | ——— —
VhCDR1
ADI-71662 higGs | LT DNVAMS 115
5228P kappa
vhCDR2
ATSGNAGSTYYADSVKG 11
ADI-71662 hlgG4 6
5228P kappa
vhCDR3
AKGPDRQVFDY 11
ADI-71662 hlgG4 ARGPDRQVEFDY 7
$228P kappa
EVQLLESGGGLVQPGGSLRLSCAASGFTFDNVAMSWVRQAPGKGLEWVSAISGNAGSTYYA
DSVKGRFT ISRDNSKNTLHLQMNSLRAEDTAVYYCAKGPDRQVFDYWGQGTLVTVSS
Full length heavy | AgTKRGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSY
ADI-71662 hlgG4 | p1,FPPKPKDTLMISRTPEVICVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY | 118
$228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSTEKTI SKAKGQPREPQVYTL PPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Za”al?le light (vi) DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKLLIYAASSLOSGVESR | .o
omain FSGSGSCETDFTLTISSLQPEDFATYYCQHAYSFPYTFGCATKVEIK
ADI-71662 hlgG4 —
$228P kappa
viCDR1
RASQGISSWLA 12
ADI-71662 hlgG4 RASQGISSWLA 0
$228P kappa
viCDR2
AASSL
ADI-71662 higcs | 22SSLOS 121
$228P kappa
viCDR3
HAYSFDYT 122
ADI-71662 higG4 QUAYSFPYT
$228P kappa
Full length light DIQMTQSPSSVSASVGDRVTITCRASQG ISSWLAWYQQKPGKAPKLLI YARSSLOSGVDSR
chain sequence FSGSGSGTDFTLTISSLQPEDFATYYCQHAYSFPYTFGGGTKVEIK 123

ADI-71662 higG4
$228P kappa

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS
KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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WO 2023/178192 PCT/US2023/064460
Figure 2H: ADI-66692 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

EVQLLESGGGLVQPGGSLRLSCAASGFTFSNYAMSWVRQAPGKGLEWVSAISGSGGSTYYA

domain ADI-66692 | 1o ap T SRDONSKNTLYLQMNSLRAEDTAVYY CAKGPDROVFDYWGQGTLVTVSS 124
higG4 S228P kappa | —— —
VhCDR1
ADI-66692 higGs | LT SNYAMS 125
5228P kappa
vhCDR2
ATSGSGGSTYYADSVKG
ADI-66692 hlgG4 126
5228P kappa
vhCDR3
AKGPDRQVFDY
ADI-66692 hlgG4 ARGPDRQVEFDY 127
$228P kappa
EVQLLESGGGLVQPGGSLRLSCAASGFTFSNYAMSWVRQAPGKGLEWVSAISGSGGSTYYA
DSVKGRFT ISRDNSKNTLYLQMNSLRAEDTAVYYCAKGPDRQVFDYWGQGTLVTVSS
Full length heavy | AgTKRGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSY
ADI-66692 hlgG4 | p1,FPPKPKDTLMISRTPEVICVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY | 128
$228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSTEKTI SKAKGQPREPQVYTL PPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Zi;']a:;r']e light (vi) DIQMTQSPSSVSASVGDRVTITCRASQGIDSWLAWYQOKPGKAPKLLIYAASSLOSGVESR | oo
FSGSGSGTDFTLTISSLQPEDFATYYCQHAYSFPYTFGGGTKVEIK
ADI-66692 hlgG4 Q QUAYSFPYT
$228P kappa
viCDR1
RASQGIDSWLA
ADI-66692 hlgG4 RASQGIDSWLA 130
$228P kappa
viCDR2
AASSL
ADI-66692 higGa | 2RSSLQS 131
$228P kappa
viCDR3
HAYSFPYT
ADI-66692 higG4 QUAYSFPYT 132
$228P kappa
Full length light DIQMTQSPSSVSASVGDRVTITCRASQC IDSWLAWYQQKPGKAPKLLI YARSSLOQSGVPSR
chain sequence FSGSGSGTDFTLTISSLQPEDFATYYCQHAYSFPYTFGGGTKVEIK 133

ADI-66692 higG4
$228P kappa

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS
KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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WO 2023/178192 PCT/US2023/064460
Figure 2I: ADI-71710 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QVQLVQSGAEVKKPGASVKVSCKASGYTFGIYAMHWVRQAPGQRLEWMGWIHAGTGVTKYSQ

domain ADI-71710 KFQGRVTITRDTSASTAYMELSSLRSEDTAVYYCARGLGEVGPTGTSWFDPWGQGTLVTVSS | 134
higG4 S228P kappa | —
vhCDR1
ADI-71710 hlgG4 YTFCIYAMH 135
5228P kappa
vhCDR2
ADI-71710 higGa WIHAGTGVTKYSQKFQG 136
5228P kappa
vhCDR3
ADL71710 higG4 ARGLGEVGPTGTSWFDP 137
S228P kappa
QVQLVQSGAEVKKPGASVKVSCKASGYTFGIYAMHWVRQAPGQRLEWMGW IHAGTGVTKYSQ
KFQGRVTITRDTSASTAYMELSSLRSEDTAVYYCARGLGEVGPTGTSWFDPWGQGTLVTVSS
Fulllength heavy | ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSV
ADI-71710 higG4 FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY 138
$228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Zg::ati’:]e light (v) DIQMTQSPSTLSASVGDRVTITCRASQS TSSWLAWYQOKPGKAPKLLTYEASSLESGVPSRF | o0
SGSGSGTEFTLTISSLQPDDFATYYCQQYRYSPFTFGGGTKVEIK
ADI-71710 higG4 —_—
5228P kappa
viCDR1
ADI-71710 hlgG4 RASQSISSWLA 140
5228P kappa
viCDR2
ADI-71710 hlgG4 EASSLES 141
S228P kappa
viCDR3
ADI-71710 higG4 QOYRYSPFT 142
$228P kappa
. DIQMTQSPSTLSASVGDRVTITCRASQSISSWLAWYQQKPGKAPKLLIYEASSLESGVPSRF
F“”_'e"gth light SGSGSGTEFTLTISSLOPDDFATYYCQQYRYSPFTFGGGTKVEIK
chain sequence RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSK | 143

ADI-71710 higG4
S228P kappa

DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)




17/299

WO 2023/178192 PCT/US2023/064460
Figure 2J: ADI-71717 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QVQLVQSGAEVKKPGASVKVSCKASGYTFKQYAMHWVRQAPGQRLEWMGWIHAGTGNTKYSQ

domain ADI-71717 KFQGRVTITRDTSASTAYMELSSLRSEDTAVYYCARGLGSVGPTGTSWFDPWGQGTLVTVSS 144
hlgG4 S228P kappa | — —
vhCDR1
ADI-71717 higG4 YTFRQYAMEH 145
5228P kappa
\::I;:I[-):12717 higG4 WIHAGTGNTKYSQKFQG 146
5228P kappa
\::;D: 137 17 higG4 ARGLGSVGPTGTSWFDP 147
$228P kappa
QVQLVQSGAEVKKPGASVKVSCKASGYTFKQYAMHWVRQAPGQRLEWMGWIHAGTGNTKYSQ
KFQGRVTITRDTSASTAYMELSSLRSEDTAVYYCARGLGSVGPTGTSWFDPWGQGTLVTVSS
Full length heavy ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSV
ADI-71717 higG4 FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY 148
5228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Variable light (vl)
domain DIQMTQSPSTLSASVGDRVTITCRASQSISSWLAWYQQKPGKAPKLLIYEASSLESGVPSRF 149
SGSGSGTEFTLTISSLQPDDFATYYCQQYRSGPFTFGGGTKVEIK
ADI-71717 hlgG4 Q QUVREGPFT
$228P kappa
vICDR1
RA ISSWLA
ADI-71717 higG4 RASQSISSWLA 150
$228P kappa
vICDR2
EASSLE
ADI-71717 higG4 EASSLES 151
$228P kappa
vICDR3
ADI-71717 higG4 QOYRSGPHFT 152
5228P kappa
Full length light DIQMTQSPSTLSASVGDRVTITCRASQSISSWLAWYQQKPGKAPKLLIYEASSLESGVPSRF
chain sequence SGSGSGTEFTLTISSLQPDDFATYYCQQYRSGPFTFGGGTKVEIK 153

ADI-71717 higG4
$228P kappa

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSK
DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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WO 2023/178192 PCT/US2023/064460
Figure 2K: ADI-71739 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QLQLQESGPGLVKPSETLSLTCTVSGGSISSPDYPWGWIRQPPGKGLEWIGSIYYQGATYY

domain ADI-71739 | g o ¢ opyTT SVDTSKNQFSLKTL.SSVTAADTAVY YCARGPYRQLFDYWGQGTLVTVSS 154
hlgG4 S228P kappa | — —_—
vhCDR1
ADI-71739 higGs | CSLSSPDYEWG 155
5228P kappa
vhCDR2
ADI-71739 higGd SIYYQGATYYNPSLKS 156
5228P kappa
vhCDR3
ADI-71739 hlgG4 ARGPYRQLFDY 157
$228P kappa
QLOLQESGPGLVKPSETLSLTCTVSGGS ISSPDYPWGWIRQPPGKGLEWIGSIYYQGATYY
NPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARGPYRQLFDYWGQGTLVTVSS
Full length heavy | ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHEKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSV
ADI-71739 higG4 FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY | 158
$228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSS IEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Variable light (vl)
domain DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQOKPGKAPKLLIYAASSLOSGVPSR | oo
FSGSGSGTDFTLTISSLQPEDFATYYCQQGSVFPYTFGGGTKVEIK
ADI-71739 hlgG4 ——
5228P kappa
viCDR1
ADI-71739 hlgG4 RASQGISSWLA 160
$228P kappa
viCDR2
ADI-71739 hlgG4 AASSLOS 161
$228P kappa
viCDR3
ADI-71739 higG4 QOCSVFPYT 162
$228P kappa
) DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKLLIYAASSLOSGVPSR
F“”_'e“gth light FSGSGSGTDFTLTISSLQPEDFATYYCQQGSVFPYTFGGGTKVEIK
chain sequence RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS | 163

ADI-71739 hlgG4
$228P kappa

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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WO 2023/178192 PCT/US2023/064460
Figure 2L: ADI-71736 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QLQLQESGPGLVKPSETLSLTCTVSGGSISSSEYGWGWIRQPPGKGLEWIGSIVNSGSTYY

domain ADI-71736 | Npor ¢ opyTTSVDTSKNOFSLKL.SSVTAADTAVYYCARGPHRQVFDYWGOGTLVTVSS 164
higG4 5228P kappa | ———— sisaL L
VhCDR1
ISSSEYGHW
ADI-71736 higgs | SSISSSEYCWG 165
5228P kappa
vhCDR2
STIVNSGSTYYNPSLKS
ADI-71736 hlgG4 166
5228P kappa
vhCDR3
ARGPHRQVFDY
ADI-71736 hlgG4 ARGPHRQVFDY 167
$228P kappa
QLQLQESGPGLVKPSETLSLTCTVSGGS ISSSEYGWGWIRQPPGKGLEWIGSIVNSGSTYY
NPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARGPHRQVFDYWGQGTLVTVSS
Full length heavy | ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSS
chain sequence GLYSLSSVVTVPSSSLETKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSY
ADI-71736 higG4 | FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY | 168
$228P kappa RVVSVLTVLEQDWLNGKEYKCKVSNKGL PSS IEKT I SKAKGQOPREPQVYTL PPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Variable light (vl)
domain DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQOKPGKAPKHLIYAASSLOSGVESR | , o
FSGSGSCGTDFTLTISSLQPEDFATYYCQQOGFSFPYTFGGCTKVEIK
ADI-71736 hlgG4 Q QOGFSFPYT
$228P kappa
viCDR1
RASQGISSWLA
ADI-71736 higG4 RASQGISSWLA 170
$228P kappa
viICDR2
AASSLQS
ADI-71736 higGa | 22SSLOS 71
$228P kappa
viCDR3
FSFPYT
ADI-71736 higG4 QQGFSFPYT 172
5228P kappa
_ DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKADKHLI YARSSLOSGVDSR
F:”_|e”gth light FSGSGSETDFTLTISSLQPEDFATYYCQQGFSFPYTFGGATKVEIK
chain sequence RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSCNSQESVTEQDS | 173

ADI-71736 higG4
$228P kappa

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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Figure 2M: ADI-71707 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QVQLVQSGAEVKKPGASVKVSCKASGYTFRHYAMHWVRQAPGQRLEWMGWIHAGTGNTLYSQ

domain ADI-71707 KFQGRVTITRDTSASTAYMELSSLRSEDTAVYYCARGLGEVGPTGTSWFDPWGQGTLVTVSS | +/4
hlgG4 S228P kappa | — —
vhCDR1
ADI-71707 hlgG4 YTFRHYAMH 175
5228P kappa
vhCDR2
ADI-71707 higGa WIHAGTGNTLYSQKFQG 176
5228P kappa
vhCDR3
ADI-71707 higGa ARGLGEVGPTGTSWFDP 177
$228P kappa
QVQLVQSGAEVKKPGASVKVSCKASGYTFRHYAMHWVRQAPGQRLEWMGWI HAGTGNTLYSQ
KFQGRVTITRDTSASTAYMELSSLRSEDTAVYYCARGLGEVGPTGTSWFDPWGQGTLVTVSS
Full length heavy ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSV
ADI-71707 higG4 FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY 178
$228P kappa RVVSVLTVLHEQDWLNGKEYKCKVSNKGL PSS IEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Zz:r"a:i’:‘e light (v DIQMTQSPSTLSASVGDRVTITCRASQS ISSWLAWYQQKPGKAPKLLTYEASSLESGVPSRF | o
SGSGSGTEFTLTISSLQPDDFATYYCQQYRLGPFTFGGGTKVEIK
ADI-71707 hlgG4 _——
5228P kappa
viCDR1
ADI-71707 hlgG4 RASQSISSWLA 180
5228P kappa
viCDR2
ADI-71707 hlgG4 ERSSLES 181
$228P kappa
viCDR3
ADI-71707 higG4 QOYRLGPFT 182
$228P kappa
. DIQMTQSPSTLSASVGDRVTITCRASQSISSWLAWYQQKPGKAPKLLIYEASSLESGVPSRF
Full length light SGSGSGTEFTLTISSLOPDDFATYYCQOQYRLGPFTFGGGTKVEIK
chain sequence RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSK | 183

ADI-71707 hlgG4
$228P kappa

DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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Figure 2N: ADI-66716 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QLQLQESGPGLVKPSETLSLTCTVSGGSISSSDYYWGWIRQPPGKGLEWIGSIYYSGSTYY

domain ADI-66716 | N5t ¥ apyTTSVDTSKNOFSLKL.SSVTAADTAVYYCARGPHRQVFDYWGOGTLVTVSS 184
higG4 S228P kappa | ———— —_—
vhCDR1
ADI-66716 higGa GSISSSDYYWG 185
5228P kappa
vhCDR2
SIYYSGSTYYNPSLKS
ADI-66716 hlgG4 186
5228P kappa
vhCDR3
ARGPHRQVFDY
ADI-66716 hlgG4 ARGPHRQVFDY 187
$228P kappa
QLOLQESGPGLVKPSETLSLTCTVSGGSISSSDYYWGWIRQPPGKGLEWIGSIYYSGSTYY
NPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARGPHRQVFDYWGQGTLVTVSS
Full length heayy | ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSYV
ADI-66716 higG4 FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY | 188
$228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Variable light (vl)
domain DIQMTQSPSSVSASVGDRVTITCRASQGTSSWLAWYQQKPGKAPKLLIYAASSLOSGVPSR | o0
FSGSGSGTDFTLTISSLQPEDFATYYCQQGSSFPYTFGGGTKVEIK
ADI-66716 hlgG4 Q QOGSSFPYT
$228P kappa
viCDR1
RASQGISSWLA
ADI-66716 higG4 RASQGISSWLA 190
$228P kappa
viICDR2
AASSLQS
ADI-66716 higGa | 225108 191
$228P kappa
viCDR3
FPYT
ADI-66716 higG4 QOGSSFPYT 192
5228P kappa
Full length lich DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKLLIYAASSLOSGVPSR
ull length light FSGSGSGTDFTLTISSLQPEDFATYYCQQGSSFPYTFGGGTKVEIK
chain sequence RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS | 193

ADI-66716 higG4
$228P kappa

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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Figure 20: ADI-71728 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSEYPISWVRQAPGQGLEWMGGIIPYSGTAVYA

domain ADI-71728 QKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARGRHGHETWGQGTLVTVSS 194
higG4 S228P kappa | = — —
vhCDR1
PI
ADI-71728 higG4 GIFSEYPIS 195
5228P kappa
vhCDR2
GIIPYSGTAVYAQKFQG 1
ADI-71728 higG4 QKFQ 96
5228P kappa
vhCDR3
ARGRHGHET 197
ADI-71728 higG4 —
S228P kappa
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSEYPI SWVRQAPGQGLEWMGGI IPYSGTAVYA
QKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARGRHGHETWGQGTLVTVSS
Fulllength heavy | ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSV
ADI-71728 higG4 | g1, pppKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVENAKTKPREEQFNSTY | 198
$228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Za”at.’le light (vi) DIQMTQSPSSVSASVGDRVTITCRASQGTSSWLAWYQQKPGKAPKLLIYAASSIQSGVPSR | o0
omain FSGSGSETDFTLTISSLQPEDFATYYCQQVYSIPWTIFGGGTKVEIK
ADI-71728 higG4 _——
5228P kappa
viCDR1
RASQGISSWLA 2
ADI-71728 higG4 RASQGISSWLA 00
5228P kappa
viCDR2
AASSL
ADI-71728 higG4 AASSLOS 201
S228P kappa
viCDR3
VYSIPWT 202
ADI-71728 higG4 QOVYSIPWT 0
$228P kappa
Full length ligh DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKLL IYAASSL.QSGVPSR
ull length light FSGSGSGTDFTLTISSLQPEDFATYYCQQVYSIPWTFGGGTKVEIK
chain sequence RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS | 203

ADI-71728 hlgG4
S228P kappa

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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Figure 2P: ADI-71741 higGa4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QLQLQESGPGLVKPSETLSLTCTVSGGSISSSDYPWGWIRQPPGKGLEWIGSIYYSGSTYY

domain ADI-71741 | Moot ¥ opvTTSVDTSKNOFSLKL.SSVTAADTAVYYCARGPYRQVFDYWGOGTLVTVSS 204
higG4 S228P kappa | — e —
vhCDR1
ADI-71741 higG4 GSISSSDYPWG 205
5228P kappa
vhCDR2
SIYYSGSTYYNPSLKS 2
ADI-71741 higG4 06
5228P kappa
vhCDR3
ARGPYRQVFDY 2
ADI-71741 higG4 ARGPYRQVFDY 07
S228P kappa
QLOLQESGPGLVKPSETLSLTCTVSGGSISSSDYPWGWIRQPPGKGLEWIGSIYYSGSTYY
NPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARGPYRQVFDYWGQGTLVTVSS
Fulllength heavy | ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSV
ADI-71741 higG4 | g1, pppKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVENAKTKPREEQFNSTY | 208
$228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Za”at.’le light (vi) DIQMTQSPSSVSASVGDRVTITCRASQGTSSWLAWYQQKPGKAPKLLTYAASSIQSGVPSR | o
omain FSGSGSGTDFTLTISSLQPEDFATYYCQQGNSFPYTFGGGTKVEIK
ADI-71741 higG4 _———
5228P kappa
viCDR1
RASQGISSWLA 210
ADI-71741 higG4 RASQGISSWLA
5228P kappa
viCDR2
AASSL
ADI-71741 higG4 AASSLOS 211
S228P kappa
viCDR3
GNSFPYT 212
ADI-71741 higG4 QOGNSEPYT
$228P kappa
Full length ligh DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKLL IYAASSL.QSGVPSR
ull length light FSGSGSGTDFTLTISSLQPEDFATYYCQQGNSFPYTFGGGTKVEIK
chain sequence RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS | 213

ADI-71741 hlgG4
S228P kappa

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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Figure 2Q: ADI-71742 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QLQLQESSPGLVKPSETLSLTCTVSGGSISSPDYPWGWIRQPPGKGLEWIGSIFYSGNTYY

domain ADI-71742 | Gp ot ¥ opyTT SVDTSKNOFSLKL.SSVTAADTAVYYCARGPHRQVFDYWGOGTLVTVSS 214
hlgG4 S228P kappa | ————— —_—
vhCDR1
ISSPDYPW
ADI-71742 higG4 GSISSPDYPWG 215
5228P kappa
vhCDR2
SIFYSGNTYYNPSLKS
ADI-71742 hlgG4 216
5228P kappa
vhCDR3
ARGPHRQVFDY
ADI-71742 hlgG4 ARGPHRQVFDY 217
$228P kappa
QLQLQESSPGLVKPSETLSLTCTVSGGSISSPDYPWGWIRQPPGKGLEWIGSIFYSGNTYY
NPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARGPHRQVFDYWGQGTLVTVSS
Fw[hnﬁhhemN ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSV
ADI-71742 higG4 FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVENAKTKPREEQFNSTY | 218
$228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Z:;a::‘e light (vi) DIQMTQSPSSVSASVGDRVTITCRASQGTSSWLAWYQQKPGKAPKLLTYAASSLQSGVPSR |, o
! FSGSGSGTDFTLTISSLQPEDFATYYCQQGWSFPYTFGGGTKVEIK
ADI-71742 hlgG4 _——
5228P kappa
viCDR1
RASQGISSWLA
ADI-71742 hlgG4 RASQGISSWLA 220
5228P kappa
viCDR2
AASSL
ADI-71742 hlgG4 ARSSLOS 221
$228P kappa
viCDR3
GWSFPYT
ADI-71742 higG4 QOGWSFPYT 222
$228P kappa
Full length lieh DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKLLIYAASSLQSGVPSR
ull length light FSGSGSGTDFTLTISSLQPEDFATYYCQQGWSFPYTFGGGTKVEIK
chain sequence RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS | 223

ADI-71742 higG4
$228P kappa

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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Figure 2R: ADI-71744 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QLQLQESGPGLVKPSETLSLTCTVSGGSISSSEYGWGWIRQPPGKGLEWIGSIVNSGSTYY

domain ADI-71744 | Moot ¥ oRVTTSVDTSKNOFSLKL.SSVTAADTAVYYCARGPYRQVFDYWGOGTLVTVSS 24
hlgG4 5228P kappa | ————— —_—
vhCDR1
ADI-71744 higG4 GSISSSEYGHG 225
5228P kappa
vhCDR2
STVNSGSTYYNPSLKS
ADI-71744 hlgG4 226
5228P kappa
vhCDR3
ARGPYRQVFDY
ADI-71744 hlgG4 ARGPYRQVFDY 227
S228P kappa
QLOLQESGPGLVKPSETLSLTCTVSGGSISSSEYGWGWIRQPPGKGLEWIGSIVNSGSTYY
NPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARGPYRQVFDYWGQGTLVTVSS
Fw[hngthheavv ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLETKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSV
ADI-71744 higG4 FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVENAKTKPREEQFNSTY | 228
$228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTL.PPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Zg::;.’:\e light (vi) DIQMTQSPSSVSASVGDRVTITCRASQGTSSWLAWYQQKPGKAPKLLTYAASSIQSGVPSR | 0
! FSGSGSGTDFTLTISSLQPEDFATYYCQQGWSFPYTFGGGTKVEIK
ADI-71744 higG4 =
5228P kappa
viCDR1
RASQGISSWLA
ADI-71744 hlgG4 RASQGISSWLA 230
5228P kappa
viCDR2
AASSL
ADI-71744 hlgG4 AASSLOS 231
S228P kappa
viCDR3
GWSFPYT
ADI-71744 higG4 QOGWSEPYT 232
$228P kappa
Full length ligh DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKLL IYAASSL.QSGVPSR
ull length light FSGSGSGTDFTLTISSLQPEDFATYYCQQGWSFPYTFGGGTKVEIK
chain sequence RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS | 233

ADI-71744 higG4
S228P kappa

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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Figure 28: ADI-71753 higG4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QLQLQESGPGLVKPSETLSLTCTVSGGSIFSSDYYWSWIRQPPGKGLEWIGVIAYSGSTYY

domain ADI-71753 | Np ot ¢ opyTTSVDTSKNOFSLKL.SSATAADTAVYYCARGPFRQVFDYWGOGTLVTVSS 234
hlgG4 S228P kappa | ————— —_—
vhCDR1
ADI-71753 hlgG4 GSIFSSDYYWS 235
5228P kappa
vhCDR2
VIAYSGSTYYNPSLKS
ADI-71753 hlgG4 236
5228P kappa
vhCDR3
ARGPFRQVFDY
ADI-71753 hlgG4 ARGPFRQVFDY 237
$228P kappa
QLOLQESGPGLVKPSETLSLTCTVSGGSIFSSDYYWSWIRQPPGKGLEWIGVIAYSGSTYY
NPSLKSRVTISVDTSKNQFSLKLSSATAADTAVYYCARGPFRQVFDYWGQGTLVTVSS
Fw[hnﬁhhemN ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSV
ADI-71753 higG4 FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVENAKTKPREEQFNSTY | 238
$228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Zz:::.’:‘e light (vi) DIQMTQSPSSVSASVGDRVTITCRASQGTSSWLAWYQQKPGKAPKLLTYAASSLQSGVPSR | o0
! FSGSGSGTDFTLTISSLQPEDFATYYCQQGSSFPYTFGGGTKVEIK
ADI-71753 hlgG4 _——
5228P kappa
viCDR1
RASQGISSWLA
ADI-71753 hlgG4 RASQGISSWLA 240
5228P kappa
viCDR2
AASSL
ADI-71753 higGa | 2RSSLAS 241
$228P kappa
viCDR3
GSSFPYT
ADI-71753 higG4 QOGSSFPYT 242
$228P kappa
Full length lieh DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKLLIYAASSLQSGVPSR
ull length light FSGSGSGTDFTLTISSLQPEDFATYYCQQGSSFPYTFGGGTKVEIK
chain sequence RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS | 243

ADI-71753 hlgG4
$228P kappa

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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Figure 2T: ADI-71755 higGa4 S228P kappa
What Sequence SEQ ID NO:

Variable heavy (vh)

QLQLQESGPGLVKPSETLSLTCTVSGGSISSPDYPWGWIRQPPGKGLEWIGSIFYSGNTYY

domain ADI-71755 | Npor ¢ oRyTTSVDTSKNOFSLKL.SSVTAADTAVYYCARGPFRQVFDYWGOGTLVTVSS 244
hlgG4 S228P kappa | ————— —_—
vhCDR1
ADI-71755 hlgG4 GSISSPDYPWG 245
5228P kappa
vhCDR2
SIFYSGNTYYNPSLKS
ADI-71755 hlgG4 246
5228P kappa
vhCDR3
ARGPFRQVFDY
ADI-71755 hlgG4 ARGPFRQVFDY 247
$228P kappa
QLOLQESGPGLVKPSETLSLTCTVSGGS ISSPDYPWGWIRQPPGKGLEWIGSIFYSGNTYY
NPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARGPFRQVFDYWGQGTLVTVSS
Fw[hnﬁhhemN ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
chain sequence GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSV
ADI-71755 higG4 FLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVENAKTKPREEQFNSTY | 248
$228P kappa RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG
Z:;a::‘e light (vi) DIQMTQSPSSVSASVGDRVTITCRASQGTSSWLAWYQQKPGKAPKLLTYAASSLQSGVPSR | /o
! FSGSGSGTDFTLTISSLQPEDFATYYCQQGWSFPYTFGGGTKVEIK
ADI-71755 hlgG4 e
5228P kappa
viCDR1
RASQGISSWLA
ADI-71755 hlgG4 RASQGISSWLA 250
5228P kappa
viCDR2
AASSL
ADI-71755 hlgG4 ARSSLOS 251
$228P kappa
viCDR3
GWSFPYT
ADI-71755 higG4 QOGWSFPYT 252
$228P kappa
Full length lieh DIQMTQSPSSVSASVGDRVTITCRASQGISSWLAWYQQKPGKAPKLLIYAASSLQSGVPSR
ull length light FSGSGSGTDFTLTISSLQPEDFATYYCQQGWSFPYTFGGGTKVEIK
chain sequence RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS | 253

ADI-71755 hlgG4
$228P kappa

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SUBSTITUTE SHEET (RULE 26)
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Figure 2U: AB-837 migG1 D265A lambda

PCT/US2023/064460

What

Sequence

SEQ ID NO:

Variable heavy (vh)

EVQLVQSGAEVKKPGESLKISCKGSGYSFTSYWIGWVRQMPGKGLEWMGLIDPTNSD

domain AB-837 TRYSPSFQGQVTISADKSISTAYLOWSSLKASDTAMYYCAREPSLYVSDTGYPWRGY | 874

migG1 D265A DYPGFAYWGQGTLVTVSS

lambda

vhCDR1 AB-837

mlgG1 D265A GYSFTSYW 875

lambda

vhCDR2 AB-837

mlgG1 D265A IDPTNSDT 876

lambda

vhCDR3 AB-837

mligG1 D265A AREPSLYVSDTGYPWRGYDYPGFAY 877

lambda
EVQLVQSGAEVKKPGESLKISCKGSGYSFTSYWIGWVRQMPGKGLEWMGL IDPTNSD
TRYSPSFQGQVTISADKSISTAYLOWSSLKASDTAMYYCAREPSLYVSDTGYPWRGY

Full length heavy chai | DYPGFAYWGQGTLVTVSSAKTTPPSVY PLAPGSAAQTNSMVTLGCLVKGYFPEPVTV

sequence AB-837 TWNSGSLSSGVHTFPAVLQSDLYTLSSSVTVPSSTWPSETVTCNVAHPAS STKVDKK

mlgG1 D265A IVPRDCGCKPCICTVPEVSSVFIFPPKPKDVLTITLTPKVTCVVVAISKDDPEVQFS 878

lambda WFVDDVEVHTAQTQPREEQFNSTFRSVSELP IMHQDWLNGKEFKCRVNSAAFPAPIE
KTISKTKGRPKAPQVYTIPPPKEQMAKDKVSLTCMITDFFPEDI TVEWQWNGQPAEN
YKNTQPIMDTDGSYFVYSKLNVQKSNWEAGNTFTCSVLHEGLHNHHTEKSLSHS PGK

Variable light (vl)

domain AB-837 DIELTQPPSVSVSPGQTASITCSGDNLPSKSVHWYQQKPGQAPVLVIYSYKSERPSG | 879

migG1 D265A IPERFSGSNSGNTATLTISGTQAEDEADYYCSAYDFTSVVFGGGTKLTVL

lambda

vICDR1 AB-837

mlgG1 D265A NLPSKS 880

lambda

vICDR2 AB-837

mlgG1 D265A SYKSER 881

lambda

vICDR3 AB-837

mlgG1 D265A SAYDFTSVV 882

lambda

Full length light chain | DIELTQPPSVSVSPGQTASTTCSGDNLPSKSVHWYQQKPGQAPVLVIYSYKSERPSG

sequence AB-837 IPERFSGSNSGNTATLTISGTQAEDEADYYCSAYDFTSVVFGGGTKLTVL
GQPKSSPSVTLFPPSSEELETNKATLVCTITDFYPGVVTVDWKVDGTPVTQG 883

lmlg;i; D265A METTQPSKQSNNKYMASSYLTLTARAWERHSSYSCQVTHEGHTVEKSLSRADCS

ambda
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Figure 18
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Figure 224-22F
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Figure 23G-23L
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Figure 244-24G
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Figure 254-25G
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Figure 264-26G
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Figure 274-27F

‘ ] Rv HaHenge PRIy
A Nen RGP
Y PRSOR EERS

THORe e hialangy post BET nugBhORRES

BB 5\ -

b2

formy

Tastestst s

00 T S

Yomeor volume o’y
b
E
g
G

e R e o

®wOW» W R
Ly pogt infeaiian

a w 20 N T T $
Liapy prost iniedien

Laps post Rusulation

B ooy

QN ............. 5 g &
§ 2 T W
2 = 5 bl
o : 2 b
;§ S e * ) 355
S § 4 S =
g 3 S
N & P &
B 3§ 2 & i~

¥ v % R
3 ® £ 8% & g fd
F LRI~

ST

Axi

$OI% collsimy spiven

SUBSTITUTE SHEET (RULE 26)



68/299
WO 2023/178192 PCT/US2023/064460

Figure 284-28F

A. Human IL18BP Full length

MTMRHNWTPDLSPLWVLLLCAHVVTLLVRATPVSQTTTAATASVRSTKDPCPSQPPVFPAAKQCPALEVT
WPEVEVPLNGTLSLSCVACSRFPNFSILYWLGNGSFIEHLPGRLWEGSTSRERGSTGTQLCKALVLEQLT
PALHSTNFSCVLVDPEQVVQRHVVLAQLWAGLRATLPPTQEALPSSHSSPQQQG (SEQ ID NO:254)

B. Human IL18BP secreted chain

TPVSQTTTAATASVRSTKDPCPSQPPVFPAAKQCPALEVT
WPEVEVPLNGTLSLSCVACSRFPNFSILYWLGNGSFIEHLPGRLWEGSTSRERGSTGTQLCKALVLEQLT
PALHSTNFSCVLVDPEQVVQRHVVLAQLWAGLRATLPPTQEALPSSHSSPQQQG (SEQ ID NO:255)

C. Mouse IL18BP Full length

MTMRHCWTAGPSSWWVLLLYVHVILARATSAPQTTATVLTGSSKDPCSSWSPAVPTKQYPALDVIWPEKE
VPLNGTLTLSCTACSRFPYFSILYWLGNGSFIEHLPGRLKEGHTSREHRNTSTWLHRALVLEELSPTLRS
TNFSCLFVDPGQVAQYHI ILAQLWDGLKTAPSPSQETLSSHSPVSRSAGPGVA (SEQ ID NO:256)

D. Mouse IL18BP secreted chain

TSAPQTTATVLTGSSKDPCSSWSPAVPTKQYPALDVIWPEKE
VPLNGTLTLSCTACSRFPYFSILYWLGNGSFIEHLPGRLKEGHTSREHRNTSTWLHRALVLEELSPTLRS
TNFSCLFVDPGQVAQYHI ILAQLWDGLKTAPSPSQETLSSHSPVSRSAGPGVA (SEQ ID NO:257)

E. Human IL18

MAAEPVEDNCINFVAMKFIDNTLYFIAEDDENLESDYFGKLESKLSVIRNLNDQVLFIDQ
GNRPLFEDMTDSDCRDNAPRTIFIISMYKDSQPRGMAVTISVKCEKISTLSCENKIISFK
EMNPPDNIKDTKSDIIFFQRSVPGHDNKMQFESSSYEGYFLACEKERDLFKLILKKEDEL
GDRSIMFTVQNED (SEQ ID NO:258)

F. Mouse IL18

MAAMSEDSCVNFKEMMFIDNTLYFIPEENGDLESDNFGRLHCTTAVIRNINDQVLFVDKR
QPVFEDMTDIDQSASEPQTRLIIYMYKDSEVRGLAVTLSVKDSKMSTLSCKNKIISFEEM
DPPENIDDIQSDLIFFQKRVPGHNKMEFESSLYEGHFLACQKEDDAFKLILKKKDENGDK
SVMFTLTNLHQS (SEQ ID NO:259)
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Figure 44

Fab Ko {M)
human IL1BBP
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Figure 45

Human IL18-IL18BP Ko {M]) yno IL18-IL18BP Ko {M)

SUBSTITUTE SHEET (RULE 26)



wd1 smojeg (UBWINYH







264/299

PCT/US2023/064460

WO 2023/178192

JDIT-AVL ~7

Sbd

ATAZ A3«

suonrindod projaA] - syusied Jy0 wWouy eiep

8% 24n81y

SUBSTITUTE SHEET (RULE 26)



265/299

PCT/US2023/064460

WO 2023/178192

A,.,
\\ . spnded nodd
I 5007 ;
{ 3 X
S AB-L R0 /ol ronm
)Jf).t z
LA %

et

GY 1049/49BT-UE F d48I-HF

e £,

5
Lo S i

B

o

fri 4

ey

Bixg

{iser %

i /80] A

(a

@
g
Anidt

TjufBd}

ru,‘aa (9

sazAroydiuiy
Sureryu
caang L

d4881-11= (v

\\ ]

S

-
§§§§

z:
s

\\\\\\\\\\\\\\\S\\
\\\\&.&“«\\\X\m\\\w

R

i

S

467-V6b 24n81y

SUBSTITUTE SHEET (RULE 26)



266/299

PCT/US2023/064460

WO 2023/178192

(i Bot qasb- vy -08 .2

g & g & o1~ &
| 1 1 - L. .l & %
L+

e 5

P FOE o

\ %

L -8WW

% 1\,\.\ M %

t o8t g

WL 050 - ooz £

Yl
sajdooy iy ; 3
ey A
WY 1L e \.“...\

ANBL TR 0328+ B5Y u&f

o

.sox
1

A P PR &

3 R ] 25 4 S . 4 4 ~
w? w%.v .@ae F i 6«.%./ ﬂw? mw,o &5 o

Auw Auv huv ¥ /.v« /@ &..vy & 4

ZCE

"
........................... . Tttt i

-

3
Q777227272

dE8T-HF

Bi-H=F

fru/8d] I

d0S-V0S 24n81f

SUBSTITUTE SHEET (RULE 26)



267/299

PCT/US2023/064460

WO 2023/178192

2
umm.ﬁ.w?ﬁw .= amw.n-.:.__..mﬂ..:

f 1 f .

s - W - =

g :

WM. + WM £ % = W 2 W £ iz % A

g = T LB = & % g = T L.E . ZFE Z =

g ¢ Fg g T E z 5% L% F: 7 IE 7 B
g£% g& % 2 g2 2 = £4% £z z% 3z 2% 2 %
S =z 3 1 13 4 zZ : Z o =2 Z
52z 252 £% & %% % % E E2% Ez 2% ¢ EB% B i

C Q¥ JHRT e

\\\\\\\
s \mﬁ\w\\\\\\%\

7
HO-RUEOIHAG-IUR/ DHRUSA/TZ -0V F  JERTIHET T

.\“\\\\\ i

JEETHTY

R

oo iy

qIG-VIG 24n81f

SUBSTITUTE SHEET (RULE 26)



PCT/US2023/064460

268/299

WO 2023/178192

U0 GELTLIOY O RELTENOY

WU~ P 5300 ET-200°7 £1-300°T -200°7 TI-300°T £1-300°T “
AN T WHT6T~ PR
- v Y ey
m I m B f B
- - o 0
........................ g 3! g
m o u.nl 1 “
i -

488T- U SSNOWGELTLICY d4881-1] CUATRE/ TL-1OY d981-1 vewinHgE / T2-10Y

BUGR §T-U Snow “BUGT RT3 SNDEIRL SHESY U0 R UewnY
$300°T 013807 ZT300°T - €1-300'T. ST-3007

. Nishe- B -

,1
%
el
b

RS IAB

“
P
o E
PosZrrng, worrras

d9RT-IRT-H OUKY 44981711811 veWwing

7

Z§ aan3yy

SUBSTITUTE SHEET (RULE 26)



Figure 53

269/299

WO 2023/178192

™

=)

N

S

o2/
O ® 6
Ry O O
O X N o c©
®» ., N € 5
N 99 N g 2
-« O o) O
o gRSE
T S m 9 s
= < O < Oon
= s \\\

l&}\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ @a
Y 4,
%\

.
.

Y %{‘90
A Y lo lo,
i I R ‘% <. o

Y l&
L) R @a o
AN NN N NN NN NN\ Z

P&\&W\\'\\\\\\\\\\\\N\%‘\\\\\\\\\\\\N{%\ N
e lc."
B > )
[ £, .
. Y Jé%o o
s
R N o

|
|
ol %
v,
|
]

i )
- \9‘;2 o

R A A A AR AR ARARAARANANY “‘é
R B R A AR 2,
e e e e ‘%8%0

T e 2,
R R R R R R R R R RS ‘%0(0‘
R R R R L,
R A R R AR AT ARARRRRRRERRR \9‘&%

Ab Concentration (ug/ml)

SUBSTITUTE SHEET (RULE 26)

PCT/US2023/064460



Figure 54

WO 2023/178192

IL18-IL18BP complex detection in the presence of AB15249
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Average Plasma levels of IL18BP and IL18 at Baseline
are Higher in Patients Responding to Therapy
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IL18 and IL18BP levels in Plasma Increase in Non-responding
Patients Following Single Treatment with Anti-PD-1
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IL18 and IL18BP Levels in Plasma Increase in Responding
Patients Following Single Treatment with Anti-PD-1+Chemotherapy
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FIG. 65C

Percent of Change in IL18 and IL18BP From Baseline in R/NR
Following Combo Treatment with aPD1=Chemotherapy or Anti-PD-1
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Figure 68
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Figure 70
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