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goooooooboooobooobobboooobboooobboooboboooooan
ooocooOobOoOoooooooao

uggon oggooao
o ez es anti-PD-1 Antibody Variable Domain Sequences
ags 23 €8 &% -
£a2 42 g2 22 PD-01
2gg._8¢ 28 =292 VH (SEQ ID NO: 29):
&8veds LELTTLL EVQLVESGGGLVQPGGSLRLSCA ASGFTFSNFLMSWVRQAPGKGLEW VSTISGGGR
DTYYVDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKRTTYSMDYWGQGT
€ . SVTVSS
LERA %
ECEA,, °f -
:vtégs $ EeERZ: VL (SEQ ID NO: 30): .
g2£% 8% 3 EEEZZ DIQMTQSPSSVSASVGDRVIITCLASQTIGTWLAWYQQKPGKAPKLLIY AATSLADG
LEEEBE C Z4gde VPSRFSGSGSGTDFTLTISSLQPEDFATY YCQQFY SIPWTFGGGTKLEIK
s E =& =
£ E2EREE 5 88833
e PD-02
¢ =2 VH (SEQ IDNO: 31):
g2 424 QVQLVQSGAEVKKPGASVKVSCKASDY TFTNSYLY WLRQAPGQGLEWMGGINPSN
2g__8% GGTNFNEKFKTRTTSTRDTSISTAYMELSRLRSDDTVVYYCTRRDYNYDGGFDSWG
LELTLE QGTLVTVSS
- gz g8 - VL (SEQ IDNO: 32):
EEE EE 2& . DIQMTQSPSSLSASVGDRVTFTCRASSTLY SNY LHWY QQKPGKAPKLLIYRASFLAS
EgE oo oo O GVPSRFSGSGSGTDFTLTISSLQPEDFATY YCQQGSSIPLTFGGGTKVEIK
] ? 59 FEEERS S
FrrEe g 2¢IZge L
g2z 8
EEEER © 5
%888 £ auaqy FD-03
$E¥Z3 & <444 VH (SEQ ID NO: 33)
£ge ; £ ¢ PEEER QVQLVQSGAEVKKPGASVKVSCKASDY TFTNSYTY WVRQAPGQGLEWMGGENPSN
EZEEE 3 f£49%4% GGTNFNEKFKTRVTSTRDTSISTAYMELSRLRSDDTVVYYCARRDYRYDGGFDSWG
TCOCS O <emMzEis e
QGTTLTVSS
Exgdds VL (SEQ ID NO: 34)
A DIQMTQSPSSLSASVGDRVTITCSASSSLY SSYLHWYQQKPGKAPKLLIYRASFLASG
coe o8 SO9EEE VPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQGSSIPLTFGAGTKLDLK
% @3 LLOBLLD
g8 &4 T
§ . gEg.sg
E C2ACLE gz LZ.zmbe
g £ E so=fes FIG. 2A
= < E 7z o =
o F E-] @y &
o B T z
% O S EgA
a g oz gé
= & YR EE
g 2 3 fRgEE3
—
2
)
k-] cnmawe camene
T 2 553383 5 3§33%%
< § 208222 F ££9288
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goooano

PD-04
VH (SEQ 1D NO- 35): .

QVQLVQSGAEVKKPGASVKVSCKASDY TFTNSYIY WVRQAPGQGLEWMGGINPSN
GGTNENEKFKTRVTSTRDTSISTAY MELSRLRSDDTVVYYCARRDYNYDGGFDSWG
QGTLVTVSS

VL (SEQ ID NO: 36)
DIQMTQSPSSLSASVGDRYVTETCRASSSLY SNYLHWYQQKPGKAPKLLIYRASFLAS
GVPSRFSGSGSGTDFYLTISSLOPEDFATY YCQQGSSIPLTFGGGTKVEIK

PD-05 (2P16)

VH (SEQ ID NO: 37)
QVQLVQSGAEVKKPGASVKVSCKASGYTFTTYYTYWVRQAPGQGLEWMGGINPGN
GGTNFNEKFKIRVTMTRDTSISTAY MELSSLRSEDTAVYYCARRYHGYDGGLDYWG
QGTLVTVSS

VL (SEQID NO: 38)
DIVLTQSPASLAVSPGQRATITCRASKSVSTSGFSYIHWY QQKPGQPPKLLIYLASNLE
SGYPARFSGSGSGTDFTLTINPYEANDTANYYCQHTWELPNTFGGGTKVEIK

PD-06 (2P17)

VH (SEQ ID NO: 39):
QVOQLVOSGAEVKKPGASYRKVSCKASGYTFISYYIHWVRQAPGQGLEWMGWIFPGS
GNSKYNENFKGRVTLTADTSTSTVYMELSSLRSEDTAVYYCASETYDYGDYWGQGT
LVTVSS

VL (SEQ 1D NO: 40):
DIQMTQSPSFLSASVGDRVTITCKASQNVGTNVAWY QQKPGKAPKALIYSASYRY SG
VPSRFSGSGSGTEFTLTISSLQPEDFATYYCQQYYSYPYTFGQGTKLEIK

FIG. 2B

gogooano

anti-PD-L1 Antibedy Variable Domain Sequences

PL-O1

VH (SEQ ID NO: 72):
QVQLVQSGAEVKKPGASVKVSCKASGYTFTNYWMHWMKQAPGQGLEWMGMIHPNT
NNYN KFKSRVTSTRDTSISTAYMELSRLRSDDTVVYYCARSDYGSSPY YFDYWGQ
GTLVTVSS

VL (SEQ ID NO. 73)
DIQMTQSPSSLSASVGDRVTISCRASQDIDNYLNWYQQKPGKAPKLLIKYTSRLHSGVPS
RFSGSGSGTDFTLTISSLOPEDFATYFCQQGYTLPWTFGGGTKVEIK

PL-02
VH (SEQ ID NO: 74):

QVOLVQSGAEVKKPGASVKVSCKASGY TFTS Y WMHWVRQAPGQGLEWMGMIHPNVG
STNYNEKFKSKATMTRDKSSSTVYMELSSLRSEDTAVYYCARSRY GSSPY YFDYWGQG
TLVTVSS

VL (SEQ ID NO: 75):
DIQMTQSPSSLSASVGDRY TISCRASQDISNYLNW YQOKPGKAPKLLIY Y TSRLQSGVPS
RFSGSGSGTDFTFTISSLQPEDIATYFCQQGNTLPWTFGQGTKVEIK

PL-03

VH (SEQ ID NO: 76)

QVOLVQSGAEVKKPGASVKVSCKASGYTFTSYWMHW VRQAPGQGLEWMGMIHPNSG
GNNYNEKFKSRVIMTRDTSISTAYMELSRLRSDDTAVYYCARSWYGSSPYYFDYWGQ
GTILVTVSS

VL (SEQ ID NO: 77):
DIQMTQSPSSLSASVGDRYVTISCRASQDISNYLNWYQQKPGKAPKLLIYYTSRLHSGVPS
RF$GSGSGIDFTFTISSLQPEDIATYFCQQGNTLPWTFGQGTKVEIK

FIG. 4A
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PL-04

VH (SEQ ID NO: 78):
QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYWMHWVRQAPGQGLEWMGMIHPTGY
STDYNEKFKSRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARSDYGSSPYYFDYWGQG
TLVTVSS

VL (SEQ ID NO: 79):
DIQMTQSPSSLSASVGDRVTISCRASQDISN YLNW YQOKPGKAPKLLIK YTSRLHSGVPS
RFSGSGSGTDFTLTISSLQPEDFATYFCQQGDTLPWTFGGGTKVEIK

PL-05
VH (SEQ ID NO: 80):
DVQLQESGPGLVKPSQSLSLTCTVTIGYSITSDYAWNWIRQFPGNKLEWMGYISDSGSTS
YNPSLKSRISITRD TSKNQFELQLNSVTTEDTATY YCANSFLRLRS YFDHWGQGTTLTVS
S

VL (SEQ ID NO: 81):
DIVMTQSHKFMS TSVGDRVSITCKASQDVNVAVAWYQQKPGQSPKLLIFWASTRHIGY
PDRFTGSGSGTDYTLTISSVQAEDLALYYCQQHYSTPYTFGGGTKLEIK

PL-06
VH (SEQ ID NO: 82):
QVOLVQSGAEVKKPGASVKVSCKASGYTFTSYGINWVRQAPGQRLEWMGWCIYIGND
YTNYNEKFKGRVTITRDTSASTAYMELSSLRSEDTAVYYCARAYYGSRVDY WGQGTLV
TVSS

VI (SEQ [D NO: 83):
DIQMTQSPSSLSAFVGDRVTITCKASQDINK YIAWYQQKPGKAPKLLIHY TSTLQPGVPS
RFSGSGSGRDFTFTISSLQPEDIATY YCLOYDNLYTFGGGTKVEIK

PL-07

VH (SEQ ID NO: 84):
QVOLVQSGAEVKKPGASVKVSCKASGYTFTSYGINWVRQAPGQRLEWMGWCIYIGND
YTNYNEKFKGRVTITRDTSASTAYMELSSLRSEDTAVYYCARAYYGSRVDYWGQGTLYV
TVSS

VL (SEQ ID NO: 85):
FIVLTQSPVTLSLSPGERATLSCQSISDYLHWYLQKPGQAPRLLIKCASQSISGIPARFSGS
GSGSDFTLTISSLEPEDFAVY YCQNGHSFPY TFGGGTK VEIK

FIG. 4B
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PL-08
VH (SEQID N

: 86):

(68)

oggoao

QVOQLVQSGAEVKKPGASVKVSCKASGYTFTSY WMHWVRQAPGQGLEWMGMIHPNSG

GNNYNEKFKSRVIMTRDTSISTAYMELSRLRSDDTAVYYCARSWYGSSPYYFDYWGQ

GTILVTVSS

VL (SEQ 1D NO: 87);

DIQMTQSPSSLSASVGDRVTISCRASQDIDNYLNWY QQKPGKAPKLLIKYTSRLHSGVPS

RFSGSGSGTDFTLTISSLOPEDFATYFCQQGYTLPWTFGGGTKVEIK

ggono

FIG. 4C

Exemplary Functional Domain Sequences in FIG. 5

VH/VL or Fusion
Protein Domain

Amino Acid Sequences of Functionat Domains

Anti-PD-1 HCVR
(2p17)

[AVALVQSGAEVKKPGASVKVSCKASGY TFTSYYIHWVROQAPGQGLEWMGWIEP
IGSGNSKYNENFKGRVTLTADTSTSTVYMELSSLRSEDTAVYYCASETYDYGDYWG
IQGTLVTVSS {SEQ ID NO: 39}

IAnti-PD-1 LCVR
(2P17)

DIGMTQSPSFLSASVGDRVTITCKASQNVGTNVAWYQQKPGKAPKALIYSASYRYS|
JGVPSRFSGSGSGTEFTLTISSLOPEDFATYYCQQYYSYPYTFGQGTKLEIK (SEQ 1D
NO: 40)

Anti-PD-L1 HCVR
(PL-08)

[AQVQLVQSGAEVKKPGASYKVSCKASGYTFTSYWMHWVRQAPGQGLEWMGMI
HPNSGGNNYNEKFKSRVTMTRDTSISTAYMELSRLRSDDTAVYYCARSWYGSSPY
FDYWGQGTLVTVSS (SEQ 1D NO: 86}

lAnti-PD-L1 LCVR
(PL-08)

. DIQMTQSPSSLSASVGDRVTISCRASQDIDNYLNWYQQKPGKAPKLLIKYTSRLHS

[EVPSRFSGSGSGTDFTLTISSLQPEDFATYFCQOGYTLPWTFGGGTKVEIK (SEQ ID
NO: 87)

[FGF-B RI-ECD

IPPHVQKSYNNDMIVTDNNGAVKFPQLCKFCDVRFSTCONQKSCMSNCSITSICEK
PQEVCVAVWRKNDENITLETVCHDPKLPYHDFILEDAASPKCIMKEKKKPGETFFM
ICSCSSDECNDNIFSEEYNTSNPD (SEQ ID NO: 89)

Vi1

JP 2021-529556 A 2021.11.4

oggoao

Bi-PB-1
(or Bi-PLB-1)

Anti-PD-1 VR or
Anti-PD-L1 VR

FIG. 5A

&

Bi-PB-2
{or Bi-PLB-2)

ggoano

Exemplary heavy chain (HC) and light chain {LC)

. sequences in FIG. 5

Bispecific
Antagonist Name]

Amino acid sequence

Functional Domains

Bi-PB-1.1 HC

[QVQLVQSGAEVKKPGASYKVSCKASGYTFTSYYIHWVRQAPGQGLEWMGWIFPG
SGNSKYNENFKGRVTLTADTSTSTVYMELSSLRSEDTAVYYCASETYDYGDYWGQG
[TLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDY FPEPVTVSWNSGALTSGVH,
[TFPAVEQSSGLYSLSSVVTVYPSSSLGTKTYTCNVDHKPSNTKVOKRVESKYGPPCPPC
PAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVH
INAKTKPREEQFNSTYRVVSVITVLHQDWINGKEYKCKVSNKGLEPSSIEKTISKAKGQ
PREPQVYTLPPSQEEMTKNQVSLTCLYKGFYPSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSRUTVDKSRWQEGNVFSCSVMHEALHNHYTQXSLSLSLGKGGGEGSG

[GGGSGGGGSIPPHVQXSYNNDMIVTDNNGAVKFPQLCKFCDVRFSTCDNQKSCM;
ENCSITSICEKPQEVCVAVWRKNDEN ! TLETVCHDPKLPYHDFILEDAASPKCIMKEK
KKPGETFFMCSCSSDECNDNIIFSEEYNTSNPD (SEQ 1D NO: 92)

Bi-PR-1 11C

DIQMTQSPSFLSASYGDRVTITCKASQNVGTNVAWYQOKPGKAPKALIYSASYRYS
IGVPSRFSGSGSGTEFTLTISSLQPEDFATYYCQQYYSYPYTFGQGTKLEIKRTVAAPSY
FIFPPSDEQLKSGTASVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDS
[TYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC {SEQ 1D NO: 93}

anti-PD-1
TGF-B-RIECD

8i-PLB-1.1 HC

[QVQLVQSGAEVKKPGASYKVSCKASGYTFTSYWMHWVRQAPGQGLEWMGMIH
PNSGGNNYNEKFKSRVTMTRDTSISTAYMELSRLRSDDTAVYYCARSWYGSSPYYF
DYWGQGTLVTVSSASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQIYICNVNHKPSNTKVDKRVEPK|
ISCOKTHTCPPCPAPELLGGPSVFLEPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKF
INWYVDGVEVHNAKTKPREEQYNSTYRVVSVITVLHODWLNGKEYKCKVSNKALP
JAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLYKGFYPSDIAVEWESNGQ
PENNYKTTPPVIDSDGSFFLYSKLTVDKSRWQQGNVFSCSYMHEALHNHYTQOKSL
[SLSPGA PHVQXSVNNDMIVTDNNGAVKFPQ
LCKFCOVRFSTCONQKSCMSNCSITSICEKPOEVCVAVWRKNDENITLETVCHOPKL
PYHDFILEDAASPKCIMKEKKKPGETFFMCSCSSDECNDNHFSEEYNTSNPD (SEQ
iD NO: 94)

FIG. 6

Bi-PLB-1.1LC

DIQMTQSPSFLSASVGDRVTITCKASQNVGTNVAWYQOKPGKAPKALIYSASYRYS
IGVPSRFSGSGSGTEFTLTISSLOPEDFATYYCQQYYSYPYTFGQGTKLEIKRTVAAPSY
FIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDS
[TYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQLID NO: 95)

anti-PD-L1
TGF-B-RHECD

FiG. 7
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Bi-AB-1

/{y//mmm}m,,ﬂmwﬂ}ﬂ,}‘%

1961 Fo
]
{RaA3¥A) Aflibercept (Zaltrap)
§m§aﬁ TGF-B RILECD
TOFBRNR

FIG. 8C

gogooano

(69)

Bi-A1B-1
(E6Q/L11V)
ey

TEFbRE

FIG. 8B

Avastin VH wide type {A)
or Avastin VH mutant (AL}

Functional Domain Sequences in FIGs. 8A-8C (CONT)

Functional Amino Acid Sequences of Functional Domains Antagonist(s)
Domain
lct
[L0) RTVAAPSVFIFPPSDEQLKSGTASYVCLLNNFYPREAKVQWKVDN
IALOSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTH Bi-AB-1
QGLSSPVTKSFNRGEC Bi-ALB-1
(SEQ 1D NO:100)
645),G GGGGSGGGGSGGGGSGGGESG (SEQ 1D NO: 101) Bi-AB-1
Bi-A1B-1
8i-78-1
[TGF-BRI-ECD  |IPPHVQKSVNNDMIVTDNNGAVKFPQLCKFCDVRFSTCDNQKSC
MSNCSITSICEKPQEVCVAVWRKNDENITLETVCHDPKLPYHDFIL Bi-AB-1
[EDAASPKCIMKEKKKPGETFFMCSCSSDECNDNHFSEEYNTSNPD Bi-A18-1
{SEQ ID NO: 89) Bi-Z8-1
EGF binding  |SDTGRPFVEMYSEIPEHMTEGRELVIPCRVTSPNITVTLKKFPLDT
domain from LIPDGKRIWDSRKGFIISNATYKEIGLLTCEATVNGHLYKTNYLTHR
laflibercept QTNTHDVVLSPSHGIELSVGEKLVLNCTARTELNVGIDFNWEY PSS Bi-Z8-1
KHQHKKLYNRDLKTQSGSEMKKFLSTLTIDGVTRSDQGLYTCAAS
SGLMTKKNSTFVRVHEK (SEQ ID NO: 88)

FIG. 9B

JP 2021-529556 A 2021.11.4
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Functional Domain Sequences in FIGs. 8A-8C

Functional Amino Acid Sequences of Functional Domains Antagonist(s)
Domain

Bevacizumab EVQLVESGGGLVOQPGGSLRLSCAASGYTFTNYGMNWYRQAPGKGL| Bi-AB-1

[(Avastin) VH (wt]  [EWVGWINTYTGEPTYAADFKRRFTFSLDTSKSTAYLOMNSLRAEDT
IAVYYCAKYPHYYGSSHWYFDVWGQGTLVTVSS {SEQ ID NO: 90)

Bevacizumab EVQLVQSGGGYVQAPGGSLRLSCAASGYTFTNYGMNWVRQAPGKG Bi-A1B-1

{Avastin) VH {mt) JLEWVGWINTYTGEPTYAADFKRRFTFSLDTSKSTAYLOMNSLRAEDT
IAVYYCAKYPHYYGSSHWYFDVWGQGTLVTYSS (SEQ 1D NO: 96)

Bevacizumab DIQMTQSPSSLSASVGDRVTITCSASODISNYLNWYQQKPGKAPK VL

(Avastin} Vi YFTSSLHSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYSTVPW Bi-AB-1
[TFGQGTKVEIK (SEQ ID NO: 91) Bi-A1B-1

EG1 CH1-CH2-CH3

(N297A HC) IASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTS
IGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
KVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC
[VVVDBVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLT]

LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPS
REEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTFPPVLDS
[DGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG
K (SEQ ID NQ:97)

lgG1 CH1-CH2-CH3

(K447A HC) IASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTS) Bi-AB-1
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK Bi-A18-1
RVEPKSCOKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC

VDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVL
[TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPP
SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLD
ISDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSP
IGA (SEQ ID NO:98)

lgG1 Fc {CH2-CH3})

(k4474 HC) DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSH
EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODW Bi-ZB-1
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKN
IQVSLTCLVKGFYPSDIAVEWESNGQOPENNYKTTPPVLDSDGSFFLYS
KLTVDKSRWQQGNVFSCSYMHEALHNHYTQKSLSLSPGA {SEQ ID
INO:99)

FIG. 9A
goood

Heavy chain (HC) and light chain (LC) sequences in FIG. 8

Antibody
(HC/LC)
in FiGs. 12-13

HC or LC amino acid sequence

Functional
Domains

Bi-AB-1 HC
FiG. 8A)

EVGEVESGGGLVAPGGSLRESCAASGYTFTNYGMNWVROAPGKGLEWVG
INTYTGEPTYAADFKRRFTFSLDTSKSTAYLOMNSLRAEDTAVYYCAKYPHYYG
SSHWYFDVWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYRP
EPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTATYICNVNHK]
PSNTKYDKRVEPKSCDKTHTCPPCRAPELLGGPSVFLFPPKPKDTLMISRTPEVT]
ICVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHO
[DWLNGKEYKCKVSNKAL PAPIEKTISKAKXGGPREPQVYTLPPSREEMTKNQVS

IGIPPHVQKSYNNDMIVTDNNGAVKFPQLCKFCDVRFSTCDNOKSCMSNCSIT|

PGETFFMCSCSSOECNDNIIFSEEYNTSNPD {SEQ 1D NO: 107]

Bi-AB-1LC
FIG. 8A}

DIQMTQASPSSLSASVGDRVTITCSASQDISNYLNWYCQQKPGKAPKVLIYFTSSL
HSGVPSRFSGSGSGTDFTLTISSLAPEDFATYYCOQQYSTVPWTFGQGTKVEIKR
[TVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQE|
SVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
(SEQ 1D NO: 91)

L TCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRW | Anti-VEGF
QG NVFSCSYMHEALHNHYTQKSLSLSPGAGGGGSGEGGSEGGGSGEGES  (bevacizumab)

CEKPQEVEVAVWRKNDENITLETVCHDPKLPYHDFILEDAASPKCIMKEKKK TGFPRIF ECD

Bi-A1B-1 HC
(FIG. 88)

EVQLVQSGGGYVQPGGSLRLSCAASGYTFTNYG MNWVRQAPGKGLEWVG
VINTYTGEPTYAADFKRRFTFSLDTSKSTAYLOMNSLRAEDTAVYYCAKYPH
IGSSHWYFDVWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF|

KPSNTKVDKRVEPKSCOKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPE

IGCDWINGKEYKCKYSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVY]
[SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRW
IQGGNVFSCSYMHEALHNHYTQKSLSLSPGAGGGGSGGGGSGGGGESGGEGES)
[GIPPHVOKSYNNDMIVTDNNGAVKFPQLCKFCDVRFSTCDNOKSCMSNCSIT|
BICEKPQEVCVAVWRKNDENITLETVCHDPKLPYHDFILEDAASPKCIMKEKKK
PGETFFMCSCSSDECNDNHFSEEYNTSNPD (SEQ 1D NO: 104}

Bi-A1B-1 LC
FiG. 88}

DiGMTQSPSSLSASVGIRVTITCSASQDISNYLNWYOQKPGKAPKVLIYFTSSL
HSGVPSRFSGSGSGTDFTLTISSLAPEDFATYYCQQYSTVPWTFGOGTKVEIKR
[FYAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQE]
SVTEQDSKDSTYSLSSTLTLSKADY EKHKVYACEVTHQGLSSPVTKSFNRGEC
(SEQID NO: 81)

PEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH|  Anti-VEGF

{mutant
VTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH E6Q/L11V

bevacizumab)

TGFRRIL ECD

Bi-Z8-1 HC
FIG. 8C)

SDTGRPFVEMYSEIPEIHMTEGRELVIPCRVTSPNITVTLKKFPLDTUPDGKRI!
DSRKGFISNATYKEIGLLT CEATYNGHLYKTNYLTHROTNTHOVVLSPSHGIE,
LSVGEKLVLNCTARTELNVGIDFNWEYPSSKHQHKKLVYNRDLKTQSGSEMKKF,

IGGPSVFLFPPKPKDTLMISRTPEVTICVVVDVSHEDPEVKFNWYVDGVEVHNA

[QPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMHEALHNHYTQKSLSLSPG
GSGGGGS PHVOKSVNNDMIVIBNNGAVKFPQL]
KECDVRFSTCDNQOKSCMSNCSITSICEKPQEVCVAVWRKNDENITLETVCHDP
[KLPYHDFILEDAASPKCIMKEKKKPGETFFMCSCSSDECNDNIFSEEYNTSNPD

SEQ D NO: 105}

LSTLTIDGVTRSDQGLYTCAASSGLMTKKNSTFVRVHEKDKYHTCPPCPAPELL | VEGFR-Fc

(Zaltrap;
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG aflivercept)

TGFBRII ECD

FIG. 10
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Transient Expression of Bi-ZB-1

mAU

Bi-AB-1

Non-reducing

KDa

250 &

Bi-ATBT

N

150

Minutes...,

100

FiG. 13A

50
37

FIG. 14A

Reducing Bi-ZB-1 expression
1.2 220ug/mi, 8 days
*STD 1.0ug
1. Transfection Control
2. Bi-ZB-1

FIG. 14B



goooano

Protein A purified Bi-ZB-1 has low levels of high molecular
weight (HMW) and low molecular weight (LMW) species

in comparison to

dimers
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Functional Domain Sequences in FIGs. 20A, 20B

(72)

Bi-PB-1.2

FiG. 20A

JP 2021-529556 A

oooooooooan

Bi-PLB-1.2

TGFRRINECD

FiG. 20B
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2021.11.4

Heavy chain (HC) and Light chain {LC) Sequences

of Antagonists in FIGs. 20A, 20B

THQGLSSPVTKSFNRGEC (SEQ 1D NO: 100)

FiG. 21

FIG. 22

Functional Amino Acid Sequences of Functional Domains Antagonist(s}
Domain .
Anti-PD-1 VH [QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYYIHWVRQAPGQ | 8i-P8-1.1,-1.2 Antibody Functional
(217} [GLEWMGWIFPGSGNSKYNENFKGRVTLTADTSTSTVYMELSSLR (HC/LC) Amino acid sequence Domains
SEDTAVYYCASETYDYGDYWGQGTLVTVSS (SEQ ID NO: 39) in FIG. 27A/B
Anti-PD-11 VH QVOLVASGAEVKKPGASVKYSCKASGYTFTSYWMHWVRQAPG| Bi-PLB-1.1, -1.2 Bi-PB 1.2 HC  [QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYYIHWVROAPGQGLEWMGW
IQGLEWMGMIHPNSGGNNYNEKFKSRVTMTRDTSISTAYMELS | FPGSGNSKYNENFXGRVTLTADTSTSTVYMELSSLRSEDTAVYYCASETYDYG
RLRSDDTAVYYCARSWYGSSPYYFDYWGQGTLYTVSS (SEQ 1D DYWGQGTLVTVSSASTKGPSYFPLAPCSRSTSESTAALGCLVKDYFPEPVIVS
NO: 85) R NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTK
" DKRVESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVODVS
:iij;z; 1H‘éH2 CH3 ?:;5?&:?;;3&; CSSGRLSYTSSIZimb‘;g;:fg:;x:ﬁ;ﬁxf@ Bi-PB-1.2 IEDPEVOFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWINGK
~ o EYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKG
[<VDKRVESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPE FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVF | Anti-PD-1
VTCVVVDVSQEDPEVAFNWYVDGVEVHNAKTKPREEQFNSTYR ISCSVMHEALHNHYTOKSLSLSLGAGGGGSGGGGSGGGGSIPPHVAKSYNND]
SVLTVLHQODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREP MIVTONNGAVKFPOLCKFCDVRFSTCONQKSCMSNCSITSICEKPQEVCVAY | TGFRRH ECD
JQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN /RKNDENITLETVCHDPKLPYHDFILEDAASPKCIMKEKKKPGETFFMCSCSS
KTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHN DECNDNiFSEEYNTSNPD (SEQID NO: 108)
HYTQKSLSLSLGA (SEQ 1D NO: 130) Bi-PB-12LC  [DIGMTQSPSTLSASYGDRVITTCRASQNVGTNVAWYQQKPGKAPRALIYSAS
gG1 CH1-CH2-CH3 [ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGA|  Bi-PLB-1.2 N RYSGVPSRESGSGSGTEFTLTISSLAPEDFATYVCQQYYSYPYTFGAGTKLEIK
{K447A) HC LTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTATYICNVNHKPSN RTVAAPSVEIFPPSDEQLKSGTASYVCLENNFYPREAKVOQWKYDNALQSGNS
[TKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMIS QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGE
RTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN € (SEQID NO: 93)
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGO, Bi-PL8-1.2 HC  [QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYWMHWVRQAPGQGLEWM
PR EPOVYTLPPSREEMTKNOVSLTCLVKGEYPSDIAVEWESNGQ [GM IHPNSGGNNYNEKFKSRVTMTRDTSISTAYMELSRLRSDDTAVYYCARS!
o ENNYKTTPPVLDSDGSFFLYSKLTVOKSRWQQGNVESCSYMHE VGSSPYYFDYWGQGTLYTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY
IALHNHYTOKSLSLSPGA (SEQ 1D NO: 129) FPEPVTVSWINSGALTSGYHT FPAVLASSGLYSLSSWIVPSSSLGTQTYICNYN
- n HKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP!
(G453 [FGGGSGEEGSGEGES (SEQID NO: 114) Bi-P8-1.1.-1.2 VTCVWVDVSHEDPEVKENWYVOGVEVHNAKTKPREEQYNSTYRWSVLTVL Anti-pD-L1
HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKN
(GAS)4G GGGGSGGGGSGGGESGGGGSE (SEQID NO: 101) Bi-PLB-1.1,-1.2 [VSLTCLVKGEYPSOIAVEWESNGQPENNYKTTPPVLDSOGSEFLYSKLIVK | 1 ceapy eery
KRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGAGGGGSGGGGSGGGESG i
[TGF-B RI-ECD IPPHVQKSVNNDMIVTDNNGAVKFPQLCKFCDVRFSTCONGKS | Bi-PB-1.1,-1.2 IGGGSGIPPHVQKSYNNDMIVTDNNGAVKFPQLCKFCDVRFSTCONQKSCM
[CMSNCSITSICEKPOEVCVAVWRKNDENITLETVCHDPKLPYHDF | Bi-PLB-1.1, -1.2 SNCSITSICEKPQEVCYAVWRKNDENITLETVCHDPKLPYHDFILEDAASPKC!
1L EDAASPKCIMKEKKKPGETFFMCSCSSDECNDNHFSEEYNTSN MKEKKKPGETFFMCSCSSDECNDNIIFSEEYNTSNPD (SEQID NO: 128)
PD (SEQID NO: 89) Bi-PLB-1.2LC  [DIQMTQSPSSLSASVGDRVTISCRASQDIDNYLNWYQQKPGKAPKLLIKYTSR
lAnti-PD-1 VL (2P17) [DIQMTQSPSFLSASVGDRVTITCKASQNVGTNVAWYQOKPGKA | Bi-PB-1.1, 1.2 L HSGVPSRFSGSGSGTDFTLTISSLQPEDFATYFCQAGYTLPWTFGGGTKLEIK
IPKALIYSASYRYSGVPSRFSGSGSGTEFTLTISSLQPEDFATYYCQQ RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNS
YYSYPYTFGQGTKLEIK {SEQ 1D NO: 40) IQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQG LSSPVTKSFNRGE
lAnti-PD-LT VL DIQMTQSPSSLSASYGDRVTISCRASQDIDNYLNWYQQKPGKAP | Bi-PLB-1.1, -1.2 £ (5EQ 1D NO: 99)
KLLIKYTSRLHSGVPSRFSGSGSGTDFTLTISSLQPEDFATYFCQQG
[YTLPWTFGGGTKVEIK {SEQ ID NO: 87)
cL (o) RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVD | Bi-PB-1.1, -1.2
INALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV |Bi-PLB-1.1, -1.2
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Bi-PB-1.2 Anti-PD-1 Benchmark
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FiIG. 26A FIG. 26C
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SEGI0ND Sequence arigtion

0 VALVESGGGLIOPGGSLASTARSGRTFS -0 HFRL

31 WVROAPGKGLEWYS - 0-01 HFR2

) F(SRONSKITLYL QNS RAED] AVYYCAK 0.0: FieRs

33 VGaGISVTY 0-BLHERT

13¢ 1OMT QS PSSVSASVGERVTTTC Po-or LrR:

I AYOQKFGRAFKLLIY -0t 02,03, 04 P12, 03 LFiz

136 NVPRFSGaGSGTOFLTISSLOPEDFATYYC D01, 02, 03, 04 LFR3

I B 'D-01; PLOS LFRA

138 JAVELVOSG AR VRKPGASVRVS CRASDVFFT. 0-02, 03, 04 R

35 NLRGAPGAGLEWNG 0-02 HER

P (T STROTSIST AYMELSKLRSDDTVVYYCTR D-02 KRS

a1 WGGRTLV VoS 0-02, 04, 05, 06: PLO1, 02. 03, 04, 06, 07, 08 HFRE
I T PIGMIOSPSSISASVGURVIFIC D-02, 04 LFRL

pve) CGATRVEIK D07, 04, 05; PLOL, 04, 06, 07, 03 LiR6

s FAVRQAPCQBLEAMG 0-03, 04, 05, 06; PLG2, 03, 04, 98 HER2

TG VTSTROTSST AYMEL SRIRSDDTVVWYCA D03, 4; PLOL HERS

a5 casTioves FD 03 PLOs HiRe

167 DICMTQSPSSLSASVG ERVITIC P05 LFRL

148 GAGTRLDLK F-03 (FR4

GGOTRVEIK

[Po-04, 05; L0, 04, 06, 07, 08 LFRY

oV GLVGSGAEVKKGASVKVSCKASGYTTT

D08, 05; PL-O1, 02. 03, 04, 06, 07, OB HFRY,

VTMTRDT SIS AVPALLESLRSEDT AVTYEAR o 05 HER3.
IUTOSPASLAVSPGORATITC bo-0s s
SV GQRPGUPPRLLI. 0-05 LFR?
GUPARES DFTLIINPYEANDTANYYC. 0-05 LFR3
VTLT ADTSTSTVYMELSSLRSECTAVYYCA 0-08 HIRS.
T QR PSFLSASVGTRY T C D 05 LFR:
YQQNPERAPYALIY 0.5 LFK2,
g JGVPSRFSCAESGTERTLTIRSLAPEOFATYVG, 0-05 1FR3
159 COGTHLER 0-05 LFRY
150 WMEQAPGOGLEWMG LOLHFR2
61 diGHAT QSPSSLSASVGDRVTISC (01, 02, 03, 04, 08 LFRL
162 AYGQRPSKAPKLLIK
163 §GVPSRFSGSG5GTDF TLTISSLAPEDFATVFC
| 16s__ KATMIRDKSSSTVYMEL SSLRSEDTAVYCAR Puo2 HERS
T IGVPSRFSGSGIGTDF TFEISSLAPEDIATYFC 1.6, 03 LFR5
FGQGTRVEN 102,03 LFRE
TRYMELSRLRSDUTAVYYCAR 1-03. 08 HFRY
NTMIRDTSTSTVYMELSSLRSEDTAVICAR L o4 neRa
[VOLQE SEPGLVKPSQS LT CTVTG VST 105 HERE
ViRGFPGNKLEWNG 105 HFR2

[ER ISTTROTSKNQFFLQLNSVTTEDTATYWOA

172 PVMTGSHKPMSTSVGORVSTIC
173 W QOKPGOEPRLLIF L05 LFR2
178 GVPDRF I GEGSGTDYTLTISSVIAEDUALYYC 105 LFRS
75 FVRAAPGORLEWMGIY 05, 67 HFR2
76 VTITRGY SAST AVIELSS LRSECTAY VYCAR L5, 07 HFRS
e TG GSPASLAF VG CRVTT 106 LFRL
178 VQOKPGKAPKLLIH bLas ifR2
179 fOVPSRISGSGSGRDFTFISSLAPEDINTYVG, 105 LFR3
50 FIVITGSPVTSSPGERATIST 107 (6
181 WYLOKPGCAPRULIK 107 LFR2
Tt JPARTSGEGSCRr T PRI AL 107 1FR3

FIG. 36
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because I.hey relate to subject matter not required to be searched by this Authority, namely:

2, I:I Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed reql.urements to such an
extent that no meaningful intermational search can be carried out, spemﬁcally

3. lz Claims Nos.: 4-10, 20, 26-34
because they are dependent claims and are not drafted in accardance with the second and third sentences of Rule. 6.4(a).

Box No. II1  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:

-"**Plpase See Supplemental Page-"*"-

1. D As alt required additional search fees were timely paid by the applicant, this interhational search report covérs all searchable
claims.

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

4. E Mo required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
1o the invention first mentioned in the ¢laims; it is covered by claims Nos.:

-~**_Please See Supplemantal Page-***-

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

El 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,
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information on patent family members International application No.

PCTIUS18/39979
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-Continued from Box No. i Observations where unity of invention is lacking: -***-

This application contains the following inventions or groups of Inventions which are not so linked as to form a single general inventive
concapt under PCT Rule 13.1. In ardar for all inventlons to ba axamined, the appropriate additional examination feas must be paid,

Group I+, Claims 1-3, 11-19, 21-22; PD-L1 binding antagonist (binding antagonist) encompassing SEQ ID NO: 41 (HCDR1); SEQ ID NO:
42 (HCDR2); SEQ ID NO: 43 (HCDR3), SEQ ID NO: 56 (LCDR1), SEQ ID NO: 57 (LCDR2); SEQ 1D NO: 58 (LCDR3); SEQ ID NO: 72
(HCVR}); SEQ ID NO: 73 (LCVRY: SEQ ID NO: 94 {(heavy chain}; SEQ 1D NO: 85 {light chain) are directed toward antitumaor antagonists
that bind specifically to immuna checkpeint ragulators, angiogenesis pathway regulators and/or TGF pathway ragulators.

The antitumor antagonists will be searchad to the extent that they encompass a PD-1.1 binding antagonist (first exernplary binding
antagonist) encompassing SEQ [D NO: 41 (first exemplary HCDR1); SEQ ID NO: 42 (first exemplary HCDR2); SEQ ID NO: 43 (first
exemplary HCDR3); SEQ ID NOQ: 56 (first exemplary LCDR1); SEQ |0 NG: 57 {first exemplary LCDR2); SEQ 1D NO: 58 {first axemplary
LCDR3): SEQ ID NO: 72 (first exemplary HCVR); SEQ ID NO: 73 {first exemplary LCVRY): SEQ ID NO: 94 (first exemptary heavy chain);
and SEQ 1D NO: 85 (first exemplary light chain). Applicant is invitad to elect addltional binding antagenlst{s), with specified associaled VL
and VH, and assoclated CDR(s) theraof, with specified SEQ 1D NO: for aach, or with specified substitution(s) at spacified site(s) of a SEQ
1D NCx, such that the sequence of each alected species |s fully specified (i.e. no aptional or variable residues or substituents}, and
available as an option within at least ons searchabla claim, to ba searched. Additicnal binding antagonisk(s) and associated sel(s) of
sequences will be searched upon the payment of additional fees. It is believed that claims 1-2 {each in-part) and 11-13(each in-part), and
15 {in-part) ancompass this first namad invention and thus these claims will be searched without fee to the extent that they encompass
SEQ ID NC: 41 (HCDR1); SEQ ID NO: 42 {HCDR2); SEQ ID NO: 43 (HCDR3); SEQ ID NC: 56 (LCDOR1); SEQ ID NO: 57 (LCDR2); SEQ
1D NC: 58 (LCDR3); SEQ 1D NO: 72 (HCVR); SEQ 1D NO: 73 (LCVR); SEQ ID NO: 94 [(heavy chain); and SEQ ID NO: 95 (light chain).
Applicants must speclly the searchable clalms that encompass any additionally electad sequance(s). Applicants must further indicate, if
applicabla, the claims which encompass the first named invention, if differant than what was indicated above for this group. Failure to
clearly identify how any paid additional invention fees are to be applied to the "+" graup(s) will result in only the first claimed invention to
be searched/examined. An exsmplary election would be a PD-L1 binding antagonist (binding antagonist) encompassing SEQ ID NO: 44
(HCDR1); SEQ ID NO: 45 (HCDR2); SEQ ID NO: 46 {(HCDR3); SEQ ID NO: 59 (LCDR1}); SEQ ID NO: 60 (LCDR2); SEQ ID NO: 81
(LCDR3); SEQ ID NC: 74 {HCVR); SEQ ID NCO: 75 (LCVR); SEQ ID NO: 126 (heavy chain).

Group I, Claims 23-25 are directed toward an antitumor antagonist that binds VEGF, wherein the antagonist comprisas mutations that
provide improved expression in mammalian cells.

The inventions listed ag Groups |+ and Ii do not relats 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 reasons: the spacial technical featuras of
Groups I+ include a first and sacond targeting domain and first targeting domain comprising a TGF-Bl Ril extracellular domain (ECD}, not
prasent in any of Groups Ii; tha special technical features of Groups 1 include a VEGF antagonist comprising mutations that provide
improved expression in mammalian cells, not present in any of Groups I+.

However, these sharad technical features ara previausly disclosed by the publication entitied 'M7824, a Novel Blfunctianal
Anti-PD-L1/TGFb Trap Fuslon Protein, Promotes Anti-tumor Efficacy as Monotherapy and in Combination with Vaccine' by Knudson, et
al. (herainafter ‘Knudson'}.

Knudson discloses an antitumor antagonist (abstract; page e1426513-8, column 2, first paragraph).

No technical features are shared between the binding antagonists and sequencas of Groups |+ and, accordingly, thesa groups lack unity
a prieri. .

Additionally, even if Groups |+ were considered to share the technical features including: an antitumnor antagonist comprising: a first
targeting domain comprising a TGF-B1 R} extracellular domain (ECD}; and a second targeting domain that comprises a PD-1 binding
antagonlst, a PD-L1 binding antagonist, 8 VEGF binding antagonist, or a Tie2 tyrosine kinase receptor binding antagenist; these shared
technical features ara previously disclosed by Kundson, as above.

Knudson discloses an antitumor antagonist (abstract; page e1426519-8, column 2, first paragraph} comprising: a first targeting domain
comprising a TGF-B81 RI| extracellular domain (ECD) {abstract; page a1426510-8, column 2, first paragraph); and a second targeting -
domain that comprises a PD-L 1 binding antagonist (abstract; page e1426519-8, column 2, first paragraph).

Sinca none of tha spaclal technical featuras of the Groups I+ and Il inventions is found in more than one of the inventions, and sirice all of
the shared technical features are previously disclosed by the Knudson referenca, unity of invention is facking.

No required additional search fees wera timely paid by the applicant. Consequently, this intarnational search repor is restricted to the
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