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EFEE | 2% [ B (Kabatic &> Ci2s =1 5CDR)

Hip95HER2E ) 7 m—F AHiE

EFIER S 1 Hip95HER2 7 11— R4-3 QITLKESGPTLVKPTQTLTLTCTFSGFSLSSGGVGVGWIRQPPGKALE
HH WLALIYWDDDKRYSPSLKSRLTITKDTSKKQVVLTMTNMDPVDTAT
YYCAHLDYPENYFDQWGKGTLVTVSS
ERFE S 2 $Hip95HER2 7 12— R4-3 DIQMTQSPSSLSASVGDRVTITCRASOQSISSYINWYQQKPGKAPKLLI
(2301 YAASSLOSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQSYSTPTF
GGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKY
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKLYA
CEVTHQGLSSPVTKSFNRGEC
EHEE 3 Pip95HER2Z B — L R4-30 | SGGVGVG
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EFIES 4 Hip95HER2Z 11— R4-3D | LIYWDDDKRYSPSLKS
CDR-H2
EFIEE 5 Hip95HER2Z 1 — > R4-30> | LDYPENYFDQ
CDR-H3
EFIES 6 Hip95HER22 11— R4-3D | RASQSISSYLN
CDR-L1
EFIES 7 HLip95HER2Z 11— R4-30D | AASSLQS
CDR-L2
EFIRE Hip95HER2Z 1 — > R4-30D | QQSYSTPT
CDR-L3
EFIEE 9 $ip95HER2 2 T2 — > R4-5 QITLKESGPALVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALE
HH WLALIYWDDDKRYSPSLKSRLTITKDTSKNQVVLTMTNMDPVDTAT
YYCAHSRLPYNSHGYWGQGTTVTVSS
EFIRE 10 Hip95HER2Z 11— R4-5 DIQMTQSPSSLSASVGDRVTITCQASQAIGNYLSWYQQKPGRAPKLLI
BB YAASTLHSGVPSRFSGSGSGTDFTLTITSLQPDDFATYYCQQSYSVPV
TFGLGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAK
VQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKV
YACEVTHQGLSSPVTKSFNRGEC
EFIRE 11 Hip95HER2 7 m— L R4-50 | TSGVGVG
CDR-HL
EFIEE 12 Hip95HER2Z 1 — 2 R4-5D | LIYWDDDKRYSPSLKS
CDR-H2
EFIBS 13 Hip95HER22 11— R4-50 | SRLPYNSHGY
CDR-H3
EHIRE 14 Hip95HER2Z 11— R4-5MD | QASQAIGNYLS
CDR-L1
[ ET R HLp95HER2Z 11— R4-50 | AASTLHS
CDR-L2
EHIRE 16 Hip95HER2Z 11— R4-50D | QQSYSVPVT
CDR-L3
EFIE S 17 Hip95HER2 7 12— R4-11 QITLKESGPTLVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALE
HH WLALIYWDDDKRYSPSLKSRLTITKDTSKNQVVLTMTNMDPVDTAT
YYCAHAHPFSGSYNFWGQGTLVTVSS
EFIES 18 Hip95HER2 11— R4-11 DIVMTQSPDSLAVSLGERATINCKSSQOSVLEFSSNNKDYLAWYQQRPG
BB QPPKLLIHWASTREPGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCL
OSYSNPPTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNN
FYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKAD
YEKHKVYACEVTHQGLSSPVTKSFNRGEC
EFIE S 19 Hip95HER2 7 11— R4-11D | TSGVGVG
CDR-H1
EFRE 20 $ip95HER2Z 11— R4-11D| LIYWDDDKRYSPSLKS
CDR-H2
EFIEE 21 Hip95HER2 7 1 — R4-11>| AHPFSGSYNF
CDR-H3
EFIBS 22 Hip95HER2Z 10— R4-110D | KSSQSVLFSSNNKDYLA
CDR-L1
EFIE - 23 $ip95HER22 11— R4-110| WASTREP
CDR-L2
EFIRE 24 Hip95HER2Z 1 — > R4-11D| LQSYSNPPT

CDR-L3
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EF|%EE 25 Hip95HER2Z v —2R4-15 | QITLKESGPTLVKPTQTLTLTCTFSGFSLSSGGVGVGWIRQPPGKALE
HH WLALIYWDDDKRYSPSLKSRILTITKDTSKKQVVLTMTNMDPVDTAT
YYCAHLDYPENYFDQWGQGTLVTVSS
EFES 26 Hip95HER2Z 11— R4-15 | DIQMTQSPSSLSASVGDRVTFTCRASOSISTYLNWYQQKPGKAPKLLI
R YAASTLOSGVPSRFSGSGSGTDFTLAISSLQPEDFATYFCQQSYSFPTF
GQGTRLEIKRTMAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC
EFIE S 27 Hip95HER2Z B — L R4-150] SGGVGVG
CDR-H1
EFIES 28 Hip95HER2Z 11— R4-150D| LIYWDDDKRYSPSLKS
CDR-H2
BlFIES 29 Hip95HER2 7 11— R4-150D| LDYPENYFDQ
CDR-H3
EFEE 30 Hip95HER2 7 11— R4-150D| RASQSISTYLN
CDR-L1
EFES 31 Hip95HER2 7 11— R4-15D| AASTLQS
CDR-L2
EFIE S 32 Hip95HER2 7 11— R4-15D| QQSYSFPT
CDR-L3
EFF S 33 Hip95HER2 7 11— R4-38 | QITLKESGPTLVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQHPGKALE
HH WLALIYWDDDKRYSPSLKSRLTITKDTSKNQVVLTMTNMDPVDTAT
YYCAHSTVDVHYFDYWGQGTLVTVSS
EFI&E 34 Pip95HER2Z 11— R4-38 | DIQMTQSPSSLSASVGDRVTITCRASOSISSYLNWYQQKPGKAPKLLI
B YAASSLOSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQSYSTPTF
GQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKYV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSFNRGEC
EF|EE 35 Hip95HER2Z 11— R4-38MD| TSGVGVG
CDR-H1
EFIES 36 Hip95HER2 7 11— R4-38D| LIYWDDDKRYSPSLKS
CDR-H2
ElFIEE 37 Hip95HER2 ~ 11— R4-38D) STVDVHYFDY
CDR-H3
EF&E 38 Hip95HER2 2 11— R4-38D| RASQSISSYLN
CDR-L1
EFES 39 Hip95HER2 7 11— R4-38D| AASSLQS
CDR-L2
EFIEE 40 HIp95HER2 7 11— R4-38MD| QQSYSTPT
CDR-L3
EFIE S 41 BEHPOEE FAL ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTS
(Ig61) GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDK
KVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSR
DELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPG
EFIES 42 BEeSTDEH FAA Y | ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTS
(hIgGleb) GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDK
KVEPKSCDKTHTCPPCPAPELLGGPDVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPLPEEKTISKAKGQPREPQVYTLPPSR
DELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQOQGNVFSCSVMHEALHNHYTQKSLSLSPG
ELF &S 43 SP1 METDTLLLWVLLLWVPGSTG
BFIES 44 GS Y h— GGGGS
B &S 45 (G484 ) v A — GGGGSGGGGSGGGGSGGGGS

Hip95HER2—CD137 _ H B A MEHLiA
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BlFI|Z%E = 46

HL p9SHER2#4-11-
CD137#54 bsAb B

QITLKESGPTLVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW
LALIYWDDDKRYSPSLKSRLTITKDTSKNQVVLTMTNMDPVDTATYY
CAHAHPFSGSYNFWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPA
PIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGGGGGSGGGGSQVQLVQSGAEVKKPGS
TVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRIPILGIANYAQKF
QGRVTITADKSTSTAYMELSSLRSEDTAVYYCASPPYYDSSGYYPLGA
FDIWGQGTMVTVSSAGGGGSGGGGSGGGGSGGGGSSYELTQPPSVSY
SPGQTASITCSGDKLGEKYASWYQQKAGQSPILVIYQDSKRPSGIPERF
SGSNSGNTATLTISGLQAGDEADYYCQAWDGSSTYVFGTGTKVTVLG

BlZE R 47

L p9SHER2#4-11-
CDI137#54 bsAb B
(hIgGles)

QITLKESGPTLVKPTQTLTLTCTFSGFSLSTSGVGVGWIRQPPGKALEW
LALIYWDDDKRYSPSLKSRLTITKDTSKNQVVLTMTNMDPVDTATYY
CAHAHPFSGSYNFWGQGTLVTVSSASTKGPSVEPLAPSSKSTSGGTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGG
PDVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEY
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPL
PEEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGGGGGSGGGGSQVQLVQSGAEVKKPGS
TVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRIIPILGIANYAQKF
QGRVTITADKSTSTAYMELSSLRSEDTAVYYCASPPYYDSSGYYPLGA
FDIWGQGTMVTVSSAGGGGSGGGGSGGGGSGGGGSSYELTQPPSVSY
SPGQTASITCSGDKLGEKYASWYQQKAGQSPILVIYQDSKRPSGIPERF
SGSNSGNTATLTISGLQAGDEADYYCQAWDGSSTYVFGTGTKVTVLG

EFIE R 48

CD137#54-scFv

QVQLVQSGAEVKKPGSTVKVSCKASGGTFSSYAISWVRQAPGQGLE
WMGRIIPILGIANY AQKFQGRVTITADKSTSTAYMELSSLRSEDTAVY
YCASPPYYDSSGYYPLGAFDIWGQGTMVTVSSAGGGGSGGGGSGGG
GSGGGGSSYELTQPPSVSVSPGQTASITCSGDKLGEKYASWYQQKAG
QSPILVIYQDSKRPSGIPERFSGSNSGNTATLTISGLQAGDEADYYCQA
WDGSSTYVFEGTGTKVTVLG

HCDT3E ) 7 u—F Ak

BFIES 49 HLCD737 m— CR3I-4EEH | QVQLVQSGAEVKKPGSSVKVSCKASGYTFTGYYMHWVRQAPGQGL
EWMGWINPNSGGTNYAQEFOGRVTMTRDTSISTAYMELSRLRSDDT
AVYYCARESMVRGVSGAFDIWGQGTMVTVSSA
FIES 50 HLCD732 11— CR3-4EEH | QSALTQPASVSGSPGQSITISCIGTSSDVGSYNLVSWYQQHPGKAPKL
MIYEGSKRPSGVSNRFSGSKSGNTASLTISGLQAEDEADYYCCSYAG
SSGWDIGTGTKVTVLGQPKANPTVTLFPPSSEELQANKATLVCLISDF
YPGAVTVAWKADGSPVKAGVETTKPSKQSNNKYAASSYLSLTPEQW
KSHRSYSCQVTHEGSTVEKTVAPTECS
EFIR S 51 HiCD73% 11— CR3-4D GYYMH
CDR-H1

EF|E S 52 $ICD732 1 — 2 CR3-4D WINPNSGGTNYAQEFQG
CDR-H2

BlF| &S 53 $1CD737 v — 1 CR3-4D ESMVRGVSGAFDI
CDR-H3

B &S 54 $1CD737 1 — 1 CR3-4D TGTSSDVGSYNLVS
CDR-L1

%/ 55 HICD737 v —>CR3-4D EGSKRPS
CDR-L2

BlFIE S 56 $iCD737 11— CR3-4D CSYAGSSGWD
CDR-L3

EF| &S 57 $iCD732 1 — CR3-16 QVQLVQSGAEVKKPGASVKVSCKASGYTFTDEYTHWVRQAPGQGLE

HEH

WMGWINPYSGSTNYPOKFOGRVIMTRDTSISTAYMDLSSLTSDDTA
VYLCVRGRWFDFDYWGQGTTVTVSSA
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P& 5 58 $iCD732 1 — CR3-16 QSALTQPPSVSGSPGQSITISCTGTSSDVGTYNFVSWYQQHPGKVPKL
R ITYDVSNRPSGVSIRFSGSKSGNTASLTISGLQAEDEADYYCSSFRSGST
YVFGTGTRVTVLGQPKANPTVTLFPPSSEELQANKATLVCLISDFYPG
AVTVAWKADGSPVKAGVETTKPSKQSNNKYAASSYLSLTPEQWKSH
RSYSCQVTHEGSTVEKTVAPAECS
BFE S 59 $LCD737 n—>CR3-160> | DFYIH
CDR-H1
EFIHE 60 FICD737 m— CR3-160> | WINPYSGSTNYPQKFQG
CDR-H2
EFIEE 61 $iCD737 u—CR3B®D | GRWFDFDY
CDR-H3
B &S 62 PiCD737 v — > CRPIGD | TGTSSDVGTYNFVS
CDR-L1
ElFIE S 63 $LCD737 v — > CRPISD | DVSNRPS
CDR-L2
EFIES 64 HiCD737 u—>CRPIED | SSFRSGSTYV
CDR-L3
EFIES 65 $LCD737 = —CR3-1-28 | QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLE
HH WMGRITPILGIANYAQKFQGRVTITADKSTSTAYMELSSLRSEDTAV
YYCARDSPVHYYGSGSYYRDAFDIWGQGTMVTVSS
EFIES 66 $LCD737 1 — CR3-1-28 | QSVLTQPPSASGTPGQRVIISCSGSSSNIGSNSVYWYQQLPGTAPKLLIL
B YSNNQRPSGVPGRFSGSKSGTSASLAISGLRSEDEADYYCAAWDDSL
RGPVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFY
PGAVTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKS
HRSYSCQVTHEGSTVEKTVAPTECS
3% 5 67 $LCD732 v — > CR3-1-28D] SYAIS
CDR-H1
5B 5 68 $iCD737 11— CR3-1-28D| RIPILGIANYAQKFQG
CDR-H2
EFIE S 69 $LCD737 1 — 1 CR3-1-28M| DSPVHYYGSGSYYRDAFDI
CDR-H3
EFIES 70 $iCD732 1 — > CR3-1-28D| SGSSSNIGSNSVY
CDR-L1
EFI#&E 71 PICD737 1 — > CR3-1-28| SNNQRPS
CDR-L2
BFIE S 72 $iCD732 n— CR3-1-28] AAWDDSLRGPV
CDR-L3
EF|ES 73 $iCD7327 1— 1 /CR3-1-37 | QVQLVQSGAEVKRPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLE
BHH WMGGIIPIFGTANYAQKFQGRVTITADESTSTAYMELSSLRSEDTAV
YYCARGVSYYYGMHVWGQGTTVTVSS
ElFIES 74 $ICD737 v — CR3-1-37 | SYVLTQPPSVSVTPGKTARIACGGNNLESKIVSWYQQKPGQAPVLVIF
B YDTDRPSGISERFSGSNSGNTATLTISRVEAGDEADYYCQVWDSNSD
HVIFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPG
AVTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSH
RSYSCQVTHEGSTVEKTVAPAECS
5B 5 75 HiCD732 v — > CR3-1-37D| SYAIS
CDR-H1
E5|H 5 76 $iCD732 v — > CR3-1-37D| GIIPIFGTANYAQKFQG
CDR-H2
BFIEE 77 $iCD732 v — CR3-1-37D| GVSYYYGMHV

CDR-H3
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EFIE S 78 HLCD737 11— CR3-1-37D| GGNNLESKIVS
CDR-L1
EHIEE 79 $ICD737 m— > CR3-1-37d| YDTDRPS
CDR-L2
EHIRE 80 $iCD737 1 — > CR3-1-370| QVWDSNSDHVI
CDR-L3
EFIEE 81 $LCDT37 m— . CR3-1- QSVLTQPPSASGTPGQRVIISCSGSSSNIGSNSVYWYQQLPGTAPKLLI
28-v RS NERPSGVPGRFSGSKSGTSASLAISGLRSEDEADY YCAAWDDSL
RGPVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFY
PGAVTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKS
HRSYSCQVTHEGSTVEKTVAPTECS
EIFE&E 82 #iCD737 u— > CR3-1- ANNERPS
28-v1DCDR-L2
EFEE 83 $LCD737 m— > CR3-1- QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLE
28-v2ES WMGRIPILGIANYAQKFQGRVTITADKSTSTAYMELSSLRSEDTAV
YYCARDSPVHYY(‘E@’YRDAFDIWGQGTMVTVSS
HHIEE 84 $iCD737 m— > CR3-1- DSPVHYYGDGHYYRDAFDI
28-v20DCDR-H3
EFIES 85 $ICD737 1 — L CR3-1- QVOQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLE
28-v3EHY WMGRIPILGIANYAQKFQGRVTITADKSTSTAYMELSSLRSEDTAV
YYCARDSPVHYY(.‘E YRDISFDIWGQGTMVTVSS
EHIEE 86 HiCD737 B— > CR3-1— DSPVHYYGDGTYYRDSFDI
28-v3(DCDR-H3
EFES 87 EHTFORE ALY ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTS
(BEENI-1g61) GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
KVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTV
LHQDWLNGKEYKCAVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE
EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGS
FFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPG
5% S 43 SP1 METDTLLLWVLLLWVPGSTG
HFIES 44 GS U vh— GGGGS
EFIEE 160 (G482 Vv Hi— GGGGSGGGGS
HiCD73-CD137 — B B Hilk
EFIEE 88 $L CD73#CR3-1-28- QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLE
CD137#54 bsAb E WMGRIIPILGIANY AQKFQGRVTITADKSTSTAYMELSSLRSEDTAVY
YCARDSPVHYYGSGSYYRDAFDIWGQGTMVTVSSASTKGPSVEPLAP
SSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTC
PPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKF
NWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLNGKEYK
CAVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WQQGNVFSCSVMHEALHNHY TQKSLSLSPGGGGGSGGGGSQVQLVQ
SGAEVKKPGSTVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRIIPI
LGIANYAQKFQGRVTITADKSTSTAYMELSSLRSEDTAVYYCASPPYY
DSSGYYPLGAFDIWGQGTMVTVSSAGGGGSGGGGSGGGGSGGGGSS
YELTQPPSVSVSPGQTASITCSGDKLGEK YASWYQQKAGQSPILVIYQ
DSKRPSGIPERFSGSNSGNTATLTISGLQAGDEADYYCQAWDGSSTYV
FGTGTKVTVLG
EFIE 5 89 HLCD73 #CR3-1-28- QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLE

v2-CD137#54 B

WMGRIPILGIANYAQKFQGRVTITADKSTSTAYMELSSLRSEDTAVY
YCARDSPVHYYGDGHYYRDAFDIWGQGTMVTVSSASTKGPSVFPLA
PSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHT
CPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVK
FNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLNGKEY
KCAVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTC
LVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSLSPGGGGGSGGGGSQVQLY
QSGAEVKKPGSTVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRIL
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PILGIANYAQKFQGRVTITADKSTSTAYMELSSLRSEDTAVYYCASPP

YYDSSGYYPLGAFDIWGQGTMVTVSSAGGGGSGGGGSGGGGSGGGG
SSYELTQPPSVSVSPGQTASITCSGDKLGEKYASWYQQKAGQSPILVIY
QDSKRPSGIPERFSGSNSGNTATLTISGLQAGDEADYYCQAWDGSSTY

VEGTGTKVTVLG
BlF &= 90 $1L CD73 #CR3-1-28- QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLE
v3-CD137#54 E# WMGRIIPILGIANY AQKFQGRVTITADKSTSTAYMELSSLRSEDTAVY

YCARDSPVHYYGDGTY YRDSFDIWGQGTMVTVSSASTKGPSVFPLAP
SSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSG
LYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTC
PPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKF
NWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLNGKEYK
CAVSNKALPAPIEK TISKAKGQPREPQVY TLPPSREEMTKNQVSLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WQQGNVFSCSVMHEALHNHY TQKSLSLSPGGGGGSGGGGSQVQLYQ
SGAEVKKPGSTVKVSCKASGGTFSSY AISWVRQAPGQGLEWMGRIIPI
LGIANYAQKFQGRVTITADKSTSTAYMELSSLRSEDTAVYYCASPPYY
DSSGYYPLGAFDIWGQGTMVTVSSAGGGGSGGGGSGGGGSGGGGSS
YELTQPPSVSVSPGQTASITCSGDKLGEK YASWYQQKAGQSPILVIYQ
DSKRPSGIPERFSGSNSGNTATLTISGLQAGDEADY YCQAWDGSSTYV
FGTGTKVTVLG

EFE S 01 CD137#54-scFv QVQLVQSGAEVKKPGSTVKVSCKASGGTFSSYAISWVRQAPGQGLE
WMGRIIPILGIANY AQKFQGRVTITADKSTSTAYMELSSLRSEDTAVY
YCASPPYYDSSGYYPLGAFDIWGQGTMVTVSSAGGGGSGGGGSGGG
GSGGGGSSYELTQPPSVSVSPGQTASITCSGDKLGEKYASWYQQKAG
QSPILVIYQDSKRPSGIPERFSGSNSGNTATLTISGLQAGDEADY YCQA
WDGSSTYVFGTGTKVIVLG

oooOoooao
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* Special categories of cited documents:

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

“D” document cited by the applicant in the intemational application

“E™ earlier application or patent but published on or after the international
filing date

"L document which maﬁemmw: doubts on priorty claim(s) or which
is cited to establish the publication date of anofher citation or other
special reason (as specified)

“0" document referringtoan oral disclosure, use, exhibitionor other means

“P"  document published prior to the international filing date but later than
the priority date claimed

"T” later document publithed after the international filing date or priority
date and pot in conflict with the apﬁhgatlon but cited to understand
the principle or theory underlying the invention

*X” document of particular relevarce; the claimed invention cannot be
considered novel or cannet be sonsidered to involve an inventive step
when the document is faken alone

“Y” document of particular relevance; the claimed invention catnot
be considered to involve an inventive step when the document is
combined with ohe or mare 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 international search

03 March 2023

Date of mailing of the international search report

MAR 30 2023

Name and mailing address of the ISA/

Mail Stop PCT, Aitn: ISA/US, Commissloner for Patants
P.O. Box 1450, Alexandria, VA 22313-1450

Facsimile No. 571.273-8300

Authorized officer
Taina Matos

Telephone No. PCT Helpdesk: 571-272-4300
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Box No. [ Nucleotide and/or amino acid sequence(s) (Continuation of item 1.¢ of the first sheet)

L. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

—
a, forming patt of the international application as filed.

b. I:[ fumnished subsequent to the international filing date for the purposes of international search (Rule 13fer1(a)),

accompanied by a statement to the effect that the sequence listing does not go beyond the disclosure in the
international application as filed.

2 |:| With regard o0 ahy nucleotide and/or amino acid sequence disclosed in the international application, this report has been
established to the ¢xtent that a meaningful search could be carried out witheut a WIPO Standard ST.26 compliant sequence

listing.

3. Additional comments:
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INTERNATIONAL SEARCH REPORT

International application No,

PCTIUS2022/050472

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

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

L. D Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2, I:] Claims Nos.:
because they relate to parts of the international application that do nat comply with the prescribed requirements to such an
extent that no meeaningful intemational search can be carried out, specifically:

3. [ X Claims Nos.: 2609, 58-61
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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

This International Searching Autherity found multiple inventions in this internationa! application, as follows:
Ses extra shest(s).

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

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

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

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

1-6, 30-32

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

]:l 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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PCTAIS2022/050472

Continued from Box Ne. Ill Observations where unity of invention [s lacking

This applicatlon contalns the following Inventions or groups of Inventions which are not 5o linked as to farm a single general inventlve
concept under PCT Rule 13.1. In order for all Inventions to be examined, the appropriate additional examination fees need to be paid.

Group I+: daims 1-25 and 30-32 are drawn to anti-p@5HER?2 antibodies, and nudieic acids ancoding the same.
Group Il+: claims 33-57 and 62-84 drawn to anti-C073 antibedies, and nuclelc acids encoding tha same.

The first invention of Group i+ is restricted to an antibody comprising a VH and VL, where the VH |s selected to bg SEQ ID NO: 1, which
further contains a CDRH1 (SEQ ID NO: 3), CDRH2 {(SEQ ID NO: 4}, CDRH3 {SEQ ID NO: 5), and the VL Is selected ta bs SEQ ID
NQ:2, which further contalns CORL1 (SEQ ID NO: 6), CDRL2 (SEQ ID NO: 7), and GDRLS3 (8EQ D NO: 8), and sucleic acids encoding
the same. Itis believed that claims 1-8, and 30-32 read on this first named invention and thus these claims will be searchad without fee
to the extent that they read on SEQ ID NQs: 1 and 2.

The first Invention of Group 11+ Is restricted to an antibody comprising a VH and VL, where the VH is selectad to be SEG ID NO: 48,
which further contains a CDRH1 (SEQ ID NO: 51), CDRH2 (SEQ D NO: 52), CDRH3 (SEQ ID NO: 53), and the VL Is selected to be
SEQ ID NO: 50, which further contalns CDRL1 {SEQ ID NO: 54), CDRL2 (SEQ ID NG: 55), and GDRL3 (SEQ ID NO: 58), and nuclels
acids encoding the same.

Applicant is invited to elect additional antibody VK, VL, isolated amino acid sequences, encoding nucleic acid sequences, and thelr
respaciive, comesponding SEQ ID NOs to be searched In a specific combination by paying additional fee for each set of election. An
exemgplary election would be an antibody comprising a VH and VL, [solated amino acid sequences, encoding nuciele acld sequences,
and their respective, corresponding SEQ 12 NOs where the VH is selected to be SEQ ID NO: 1, which further contalns a CDRH1 (SEQ
ID NO: 3), CDRH2 (SEQ D NO: 4}, CDRH3 (SEQ ID NQ: 5), and the VL is selected to be SEQ ID NO: 2, which further contains CDRL1
(SEQ ID NO: 8), CDRL2 (SEQ ID NOQ: 7), and CDRL3 (SEQ ID NO: 8). Additional antibady VH, VL, isolated emine acid sequences,
encoding nucleic acid sequences will be searched upon the payment of additional fees, Applicants must specify the claims that read on
any additional alected inventions. Applicants must further Indlcate, If applicable, the olaims which read on the first namad invention if
different than what was indicated above for this group. Fallure to clearly identify how any paid additional invention fees are to be applied
fo the "+" group{s} will result in only the first clalmed invention to be searched/examined.

The inventions listed In Groups I+ and [1+ do not relate to a single general inventive concept under PCT Rule 13.1, because under PCT
Rula 13.2 they lack the same or comesponding speclal tachnical features for the following reasons:

The Groups |+ and |1+ formulas do not share a significant structural slement regponsible for treating cancer, requiring the salection of
alternative VH and VL where “An antibedy or antigen binding fragment thereof comprising: (i) a VH ragion comprising
complementarity-determining region {CDR}-H1, CDR-H2, and CDR-H3, wherein CDR-H1 is set forth in SEQ ID NO; 3, CDR-H2 is set
forth in SEQ ID NO: 4, and CDR-H3 is sst forth in SEQ D NO: 5 or sequences having 90% Idenilty to SEQ ID NO: 3, 4, or 5 and the
antigen binding specificity thereof; and a VL region comprising COR-L1, COR-L2, and CDR-L3, whareln CDR-L1 Is set forth In SEQ ID
NO: 8, GDR-L2 is set forth in SEQ [D NO: 7, and CDR-L3 is set forth In SEQ ID NG: 8 or sequences having 80% identity to SEQ ID NO:
6, 7, ar 8 and the antigen binding spacificity thereof; {ii) a VH region comprising COR-H1, CDR-HZ, and CDR-H3, wherein GDR-H1 is set
forth in SEQ iD NO: 11, CDR-H2 is set forth in SEQ ID NO: 12, and CDR-H3 is set forth in SEQ ID NO: 13 or sequences having 90%
identity to SEQ [D NQ: 11, 12, or 13 and the antigen binding speclificily thereof; and a VL region compeising CDR-L1, CDR-L2, and
CDR-L3, wheraln CDR-L1 |5 set forth in SEQ ID NO: 14, CDR-L2 is set forth in SEQ [D NO: 15, and CDR-L3 is set farth in SEQ ID NO:
16 or sequences having 90% Identity to SEQ ID NO: 14, 15, or 16 and the antigen binding speciflcity theraef; (Ill) a VH reglen comprising
CDR-H1, COR-H2, and COR-H3, wherein CDR-H1 is set farth In SEG ID NO: 18, CDR-H2 1s set forth in SEQ ID NO: 20, and COR-H3 Is
sat forth in SEQ ID NO: 21 or sequences having 80% Identity to SEQ ID NO: 18, 20, or 21 and the antigen binding specificity thereof;
and a VL reglon comprising CDR-{11, CDR-1.2, and CDR-L3, wherein CDR-L1 Is set forth in SEQ ID NO: 22, CDR-L.2 is set forth in SEQ
ID NO: 23, and CDR-L3 s set forth in SEQ 1D NO; 24 or sequences having 90% Identity to $2Q ID NQ: 22, 23, or 24 and the antigen
binding specificity thareof; {iv) a VH region comprising CDR-H1, CDR-HZ, and CDR-H3, wherein CDR-H1 is sat forth in SEQ [D NO: 27,
CDR-H2 is et forth in SEQ ID NO: 28, and CDR-H3 is set forth in SEQ ID NO: 29 or sequencas having 90% identity to SEQ ID NO: 27,
28, er 29 and the antlgen binding specificity thereof; and a VL region comprising CDR-L1, CDR-L2, and CDR-L3, wherein CDR-L1 Is set
forth in SEQ D NO: 30, CDOR-L2 is sat forth in 8EQ ID NO: 31, and CDR-L3 is set forth in SEQ ID NC: 32 or sequences having 90%
Identity to SEQ ID NQ; 30, 31, or 32 and the antlgen binding specificity thereof; {v) a VH reglon comprising CDR-H{, CDR-H2, and
CDR-H3, wherein CDR-H1 is sef forth In SEQ ID NO: 35, CDR-H2 is set forth in SEQ 1D NO: 36, and CDR-H3 is set forth in SEQ ID NO:
37 or sequences having 50% Identity to SEQ ID NO: 35, 38, or 37 and the antigen binding specificity thereof; and a VL region
comprising CDR-L1, CDR-L2, and CDR-L3, whereln CDR-L1 s set forth in SEQ ID NO: 38, CDR-L2 is set forth in SEQ 1D NO: 39, and
CDR-L3 is sel forth in BEQ 1D NO: 40 or sequences having 90% identity to SEQ I NO: 38, 39, or 40 and the antigen bindfing specificity
thereof, wherein the antibody or antigen binding fragment binds to p95HER2."

The speclal technical features of Groups I+, SEQ ID NOs: 1-42 or 46-47, are not prasent on Groups |1+; and the special technical
features of Groups I+, SEQ |D NOs: 45-86 or 88-91, are not pregent in Groups I+,

Additionally, even if Groups [+ and i1+ were considered fo share the tachnical features of an antibedy er antigen binding fragment thereaf
comprising: (i) a VH region comprising complementarity-determining reglon (CDR)-H1, CDR-H2, and COR-H3; and a V1. region
comprising COR-L1, CDR-L2, and CDR-L3, a bispecific antibedy, en Isolated amino acld sequence, and an Isolated nucleic acid
sequence. Howevar, these shared tachnical features do not represent a contribution over the prior art.
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Specifically, US 2020/0407456 to Ap Bloscisnces Inc. discloses an anfibody or antigen binding fragment thereof {antibody, Para. [0011])
comprising: () a VH region {the antibady or antigen binding fragment having a VH region, Para. [0011]) comprising
compiementasity-determining reglon (CDOR)}-H1, CDR-H2, and CDR-H3 (CDR-H1, CDR-H2, and CDR-H3, Para. [0011]); and a VL ragion
{and a VL. region, Para. [0011]) comprising COR-L1, CDR-L2, and CDR-L3 {CDR-L1, SDR-L2, and CDR-L3, Para. [0011]), a bispecific
antibody (bispacific antibody, Para. [0010]), an isolated amino acid sequence (an Isolated amino acid sequence, Para, [0027]), and an
Isolated nudleic acid sequence (an isolated nucleic acid sequence, Para, [0028]).

The inventfone lsted in Groups |+ and |1+ therefore lack unity under Rule 13 because they do not share a same or corresponding special
technical features.
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