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PO1A11 13)(Chothia) (Chothia) IDV (BC5I&ES
_75VH 18)(Chothia / Kabat)
SYAIS (E25I&E 14) | GISPIFGTANYAQKF
(Kabat) QG (E25I1&ES 17)
(Kabat)
GYTFSSYAIS (&5l
EE 15)(ER)
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P06B05_245 KGLEWVGRIKTKADGGTTDYAAPVKGRFTISRDDSKNTLYLQMN
VH SLKTEDTAVYYCTTDPGEYWDSVYGGMDYWGQGTLVTVSS (&2
5EE 4)
PDL1_ EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGK
P04D09_113 GLEWVSAIGVRGGITYYADSVKGRFTISRDNSKNTLYLQMNSLR
VH AEDTAVYYCARERSVGELVGIDQMDHWGQGTLVTVSS (& 5l
&5 5)
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PDL1_
P0O6B05_i VH
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SLKTEDTAVYYCTTDPGSYWDSVYGGMDYWGQGTLVTVSS

(BLHEE 1)
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EVQLVESGGGLVKPGGSLRLSCAASGFTFSNAWMNWVRQAPG
KGLEWVGRIKSESDGGTTDYAAPVKGRFTISRDDSKNTLYLQMN
SLKTEDTAVYYCTTDYRIDDWGYPYPGMDYWGQGTLVTVSS

(BLHIEE 12)

HBEEEE1VL

QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNYVYWYQQLPGT
APKLLIYRNNQRPSGVPDRFSGSKSGTSASLAISGLRSEDEADY
YCAAWDDSLSGVVFGGGTKLTVL (B25IHES 2)
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DIQMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKPGKAP
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QSYSTPLTFGQGTKVEIK (B3I 2 6)
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VH CDRs
mAb VH CDR1 VH CDR2 VH CDR3
PDL1_ GFTFSNA (B2%I%E | KTKADGGT (A% | DPGEYWDSVYGGMD
PO6B05_245 £ 41)(Chothia) £ 44) (Chothia) Y (BES&ES
VH 46)(Chothia / Kabat)
NAWMN (BE25I&E | RIKTKADGGTTDYA
42) (Kabat) APVKG (E25I&S
45) (Kabat)
GFTFSNAWMN
(E2FIFES 43)((ER)
PDL1_ GFTFSSY (E2%51%& | GVRGGI (Bc5|&FES | ERSVGELVGIDQMDH
P04D09_113 | & 47) (Chothia) 50) (Chothia) (25135 52) (Chothia
VH / Kabat)
SYAMS (B5I%S | AIGVRGGITYYADS
48) (Kabat) VKG (E25|&S 51)
(Kabat)
GFTFSSYAMS
(F25I1&E S 49) (EER)
PDL1_ GFTFSSY (E251%E | GVRGGI (E25I&ES | ERSVGELVGIDWMD
P04D09_ % 47) (Chothia) 50) (Chothia) H (B3I 56)
#H VH (Chothia / Kabat)
SYAMS (E25I&E | AIGVRGGITYYADS
48) (Kabat) VKG (B23I&ES 51)
(Kabat)
GFTFSSYAMS
(FR5I1&5 49) (EER)
PDL1_ GFTFSNA (E251% | KTKADGGT (F251%& | DPGSYWDSVYGGMD
PO6BOS_ £ 41)(Chothia) £ 44) (Chothia) | Y (BL5I&ES 57)
# VH (Chothia / Kabat)
NAWMN (BE23I&E | RIKTKADGGTTDYA
42) (Kabat) APVKG (E25IES
45) (Kabat)
GFTFSNAWMN
(F25I&ES 43)(ER)
PDL1_ GFTFSNA (E231% | KSESDGGT (&5l | DYRIDDWGYPYPGM
POBAOY_ £ 41)(Chothia) #5 58) (Chothia) DY (Ec51%ES 60)
# VH (Chothia / Kabat)
NAWMN (BE25I&E | RIKSESDGGTTDYA
42) (Kabat) APVKG (E25I&EE
59) (Kabat)
GFTFSNAWNMN
(FR5IFES 43)(ER)
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# 10— K L T | 9ottcgtcctcgaacatcggcagcaactacgtgtactggtaccagcaactccctgggactgccccaaag
WaARYX4Y ctgctcatctatcggaacaatcagcggcecttccggagtgccggacaggtictccggaagcaaatcggge
L+ F K (@3l actagcgcctcactggctattagcggtttgcgetccgaggacgaagecgactactactgtgeegegtggg
2 2) atgattccctttccggegtegtgttcgggggecggaaccaagetgactgtgceta (B2 51 &S 68)
CD47_ Caagtgcagcttgtgcagtcgggcgcetgaagtcaagaagectgggtcatcggtgaaagtgtcctgcaa
PO1A11_497 ggcctctgggggaaccttcacgtcctacgegattagetgggtcecgecaagecaccgggacagggactgg
VH #3a— K L | agtggatgggcggaatcagccccatcttcggcactgccaactacgeccagaagtttcagggtcgegtga
T L3 R 1) %X | ctatcaccgccgacgaatccacctcaaccgectacatggaactgagcetceectgeggtccgaggacact
HLAF R(E gccgtgtattactgtgcgagagatgctggacggtegtccgatgtcggttggtacgtgggagecctecgacgt
FIEE 3) ctggggacagggcaccctggtcaccgtctectca (EL5E S 69)
PDL1_ Gaagtgcagctggttgaaageggtggtggcctggtcaaacctggtggtagectgegtctgagetgtgeg
P06B05_245 gcgtcaggttttacgtictcaaatgcgtggatgaattgggtcagacaggcgcccggaaagggactggaa
VH Z#3— K L | tgggtcgggcgcattaaaacaaaggctgatggcggtactaccgattatgcagecgecggtgaaaggacg
T V5 R 1y x | ttttaccatctcacgtgacgaticgaaaaacaccctgtaccttcagatgaacagcctgaaaaccgaggac
2Lt F R(E accgcagtatactattgcactaccgacccgggegagtactgggatagegtttatggcggtatggattactg
FIEES 4) gggccaaggtacactggtcaccgtctectca (51 &S 70)
CD47_ caagtgcaactggtgcagtcaggcgeccgaagtcaagaagecggggtctagegtgaaagtgtegtgea
P01A11_75 E | aggcctcaggctacaccttctectectatgcgatcagetgggtcagacaggegectggacagggactcg
& # 0 — K L | agtggatgggtggcatttcccccatcticggaaccgcaaactacgcccagaagtttcagggecgegtga
TWAHRY X ccatcactgccgacgagagcacttcgaccgcectacatggaactgtcctcgetgecggtccgaagataceg
5L+ F @@ ccgtgtactactgtgctcgggatgctggaaggtectccgacgteggtiggtacgtgggggcecattgacgtc
FIEE 61) tggggacagggaactctggtcaccgtctcctcagegtcgaccaagggceccateggtettcceectggea
ccctectccaagagceacctetgggggcacageggcecctgggetgectggtcaaggactacttceeecga
accggtgacggtgtcgtggaactcaggegcecctgaccageggegtgcacaccttceceggctgtectaca
gtcctcaggactctactcectcagcagegtggtgaccgtgecctccageagettgggcacccagaccta
catctgcaacgtgaatcacaagcccagcaacaccaaggtggacaagaaagtigagcccaaatcttgt
gacaaaactcacacatgcccaccgtgcccagcacctgaactcctggggggaccgtcagtcttectcettc
cccccaaaacccaaggacaccctcatgatctcccggacccectgaggtcacatgegtggtagtggacgt
gagccacgaagaccctgaggtcaagticaactggtacgtggacggcgtggaggtgcataatgccaag
acaaagccgcgggaggagcagtacaacagcacgtaccgtgtggtcagegtectcaccegtectgcace
aggactggctgaatggcaaggagtacaagtgcaaggtctccaacaaagcecctcccageccccatcga
gaaaaccatctccaaagccaaagggcagccccgagaaccacaggtgtacaccctgecccccatgecg
ggaggagatgaccaagaaccaggtcagcctgtcectgegeggtcaaaggcttctatcccagegacateg
ccgtggagtgggagagcaatgggcagcecggagaacaactacaagaccacgcctceegtgetggact
ccgacggctccttcticctegttagcaagetcaccgtggacaagagcaggtggcagcaggggaacgtct
tctcatgceteegtgatgcatgaggctetgcacaaccactacacgcagaagagcectcteectgtceceecegg
aaaa (FLFIEE 71)
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HEEHE 15
eRHEEI—
FKLTW3 R
)Xo LF*F
(B3 &S
62)

Caatcagtgctgacccagcctccctctgcatccggaaccccgggacagagagtcaccatctectgetee
ggttcgtcctcgaacatcggcagcaactacgtgtactggtaccagcaactccctgggactgccccaaag
ctgctcatctatcggaacaatcageggcecttccggagtgecggacaggtictccggaagcaaatcggge
actagcgcctcactggctattageggtttgcgectccgaggacgaagecgactactactgtgecegegtggg
atgattccctttccggegtegtgticgggggcggaaccaagcetgactgtgctaggtcagcccaaggcetge
ccccteggtcactcetgttcccaccctectctgaggagceticaagccaacaaggecacactggtgtgtctca
taagtgacttctacccgggagcecgtgacagtggectggaaggcagatagcagecccgtcaaggegag
agtggagaccaccacaccctccaaacaaagcaacaacaagtacgcggcecagcagctacctgagece
tgacgcctgagcagtggaagtcccacagaagctacagcetgecaggtcacgcatgaagggagceaccg
tggagaagacagtggcccctacagaatgttca (B2 51&S 72)

CD47_
PO1A11_497

B EI— K
LTWaRY
R LAF R
(B FIES 63)

caagtgcagcttgtgcagtcgggcgctgaagtcaagaagcectgggtcatcggtgaaagtgtectgcaag
gcctetgggggaaccttcacgtcctacgegattagetgggtccgecaagcaccgggacagggactgga
gtggatgggcggaatcagccccatcttcggcactgccaactacgcccagaagtttcagggtcgegtgac
tatcaccgccgacgaatccacctcaaccgcectacatggaactgagcetccctgeggtccgaggacactg

ccgtgtattactgtgcgagagatgctggacggtcgtccgatgtecggttggtacgtgggagecctcgacgtc
tggggacagggcaccctggtcaccgtctcctcagegtcgaccaagggceccatcggtcticecectggea
ccctectccaagagceacctetgggggcacageggcecctgggcetgectggtcaaggactacticceccga

accggtgacggtgtcgtggaactcaggegcecctgaccageggegtgcacaccticceggcetgtectaca
gtcctcaggactctactccctcagcagegtggtgaccgtgecctccagcagettgggcacccagaccta

catctgcaacgtgaatcacaagcccagcaacaccaaggtggacaagaaagtigagcccaaatcttgt

gacaaaactcacacatgcccaccgtgcccagcacctgaactcctggggggaccgtcagtcticctcttc

cccccaaaacccaaggacaccctcatgatctcccggacccectgaggtcacatgegtggtggtggacgt
gagccacgaagaccctgaggtcaagttcaactggtacgtggacggcegtggaggtgcataatgccaag

acaaagccgcgggaggagcagtacaacagcacgtaccgtgtggtcagegtcectcaccgtectgcace
aggactggctgaatggcaaggagtacaagtgcaaggtctccaacaaagcecctcccageccccatecga
gaaaaccatctccaaagccaaagggcagcecccgagaaccacaggtgtacaccctgeccccatgecg
ggaggagatgaccaagaaccaggtcagcctgtcctgegeggtcaaaggcttctatcccagegacateg
ccgtggagtgggagagcaatgggcagccggagaacaactacaagaccacgcctccegtgetggact
ccgacggctccttcttectegttagcaagcetcaccgtggacaagagcaggtggcagcaggggaacgtct
tctcatgetecegtgatgecatgaggctetgcacaaccactacacgcagaagagcctcteccetgtececeeegg
aaaa (B25I&ES 73)
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PDL1_
P0O6B05_245

EfEEa—F
LTWadARY
X9 ULAFE
(Bc5I& = 64)

gaagtgcagctggttgaaagcggtgatggcectggtcaaacctggtggtagectgegtctgagetgtgegg
cgtcaggttttacgttctcaaatgcgtggatgaattgggtcagacaggegeccggaaagggactggaat

gggatcgggcgceattaaaacaaaggctgatggcggtactaccgattatgcagecgecggtgaaaggacgt
tttaccatctcacgtgacgatticgaaaaacaccctgtaccttcagatgaacagcctgaaaaccgaggac

accgcagtatactattgcactaccgacccgggcgagtactgggatagegtttatggeggtatggattactg
gggccaaggtacactggtcaccgtctcctcagegtcgaccaagggceccateggtcttccecectggeacce
ctcctccaagagceacctctgggggcacageggcecctgggcetgectggtcaaggactacticccecgaac

cggtgacggtgtcgtggaactcaggcgcecctgaccageggegtgcacaccttccecggctgtectacagt
cctcaggactctactccctcagcagcegtggtgaccgtgecctccagcagcettgggcacccagacctaca
tctgcaacgtgaatcacaagcccagcaacaccaaggtggacaagaaagttgagcccaaatcttgtga

caaaactcacacatgcccaccgtgcccagceacctgaactectggggggaccgtcagtcettectcettccee
Cccaaaacccaaggacaccctcatgatctcccggacccctgaggtcacatgegtggtggtggacgtgag
ccacgaagaccctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaagaca

aagccgcgggaggagcagtacaacagcacgtaccgtgtggtcagcegtectcaccgtectgcaccagg
actggctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcccageccccatcgagaa
aaccatctccaaagccaaagggcagccccgagaaccacaggtgtgcaccctgeccccatcceggga
ggagatgaccaagaaccaggtcagcctgtggtgcctggtcaaaggcttctatcccagegacatcgecgt
ggagtgggagagcaatgggcagccggagaacaactacaagaccacgcctccegtgetggactececg

acggctecttcticctctatagcaagctcaccgtggacaagagcaggtggcagcaggggaacgtcttctc
atgctcegtgatgcatgaggctctgcacaaccactacacgcagaagagcctctcectgtccccecggaaa

a (Bchl&= 74)
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RT:TI/BRER

TTDFERE
(RAIZHFET BT
2/ ) RENER BRI T B
Ala (A) Val Val; Leu; lle
Arg (R) Lys Lys; GIn; Asn
Asn (N) GIn GIn; His; Asp, Lys; Arg
Asp (D) Glu Glu; Asn
Cys (C) Ser Ser; Ala
GIn (Q) Asn Asn; Glu
Glu (E) Asp Asp; GIn
Gly (G) Ala Ala
His (H) Arg Asn; GIn; Lys; Arg
lle (1) Leu Leu: VaI;~Met; Ala; Phe;
V17 =R
JnuaAq ;e Val
Leu (L) lle Met; Ala; Phe
Lys (K) Arg Arg; GIn; Asn
Met (M) Leu Leu; Phe; lle
Phe (F) Tyr Leu; Val; lle; Ala; Tyr
Pro (P) Ala Ala
Ser (S) Thr Thr
Thr (T) Ser Ser
Trp (W) Tyr Tyr; Phe
Tyr (Y) Phe Trp; Phe; Thr; Ser
lle; Leu; Met; Phe; Ala;
val (V) Leu V17 = B
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Kp Ko Tir
. Tip (h=o4 _ IORED PD-1
Bk | (E ). ; h=b4 | YA PD
M (e M) & HIL), HIL). 4 KX? WEHT?
nM
P04D09 0.56 43.6 1.15 20.1 Y (20.4 nM) HY 40
P06B05 442 28.2 8.07 10.2 Y (207 nM) HY
P0O6A09 2.97 513 575 2.79 Y (113 nM) HY
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ooooao
$i PD-L1 Hidk hPD-L1 cyPD-L1 mPD-L1
EERE& Ko (nM) Ko (nM) Ko (nM)
P06B05_i 2.36 3.1 ND
P06B05_G103| 8.06 8.11 ND
P06B05_S104A 3.50 3.93 ND
P06B05_S104H 7.90 6.11 ND
P06B05_ S104Y 9.75 5.79 ND
P06B05_ S104E 0.80 0.45 23.1
P06B05_ S104I <0.74 0.99 ND
P06B05_Y105H 12.8 6.58 ND
P06B05_D107S 23.9 26.3 ND
P06B05_D107L 90.2 83.0 ND
P06B05_D107Y 3.03 3.23 ND
P06B05_V109S 76.5 >100 ND
P06B05_G112A 3.71 3.72 131
P06B05_G112S 1.69 1.74 77.7
P06B05_M113L 6.82 6.55 ND
P06B05_D56E_G57E 69.7 60.6 ND
P06B05_ D56E_G57A 95.5 92.2 >1500
P06B05_D61Q_Y62E 5.81 4.43 ND
P06B05_D61Q_Y62S 5.02 5.54 ND
P06B05_ D61E_Y62E 9.49 8.39 ND
P06B05_D61A_Y62Q 5.97 4.96 ND
P06B05_D61A_Y62E 3.28 3.17 ND
P06B05_D61A_Y62A 4.01 3.67 ND
P06B05_D61A_Y62S 5.37 2.75 ND
P06B05_D61S_Y62Q 5.98 3.73 ND
P06B05_D61S_Y62A 6.71 <1.19 ND
P06B05_D61S_Y62S 6.10 2.15 ND
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7 16:BsAb1 O 7 = / B&FER I

RYRFFF 7 =/ BE5

1 CD47 E88 | QVQLVQSGAEVKKPGSSVKVSCKASGYTFSSYAISWVRQAPGQGL

(Fc#ithiz | EWMGGISPIFGTANYAQKFQGRVTITADESTSTAYMELSSLRSEDTA

[#—JL1 | VYYCARDAGRSSDVGWYVGAIDVWGQGTLVTVSSASTKGPSVFPL

wuER% | APSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL

'Y 3) QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
HEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPCREEM
TKNQVSLSCAVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSF
FLVSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
(B25IEE 61)

1 PD-L1 284 | EVQLVESGGGLVKPGGSLRLSCAASGFTFSNAWMNWYRQAPGKG
(Fc#4hiz | LEWVGRIKTKADGGTTDYAAPVKGRFTISRDDSKNTLYLQMNSLKTE
rJ 7] DTAVYYCTTDPGEYWDSVYGGMDYWGQGTLVTVSSASTKGPSVF
EHRER%4 | PLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
5T 3) VLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKS

CDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQ

DWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVCTLPPSREE

MTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

(B251&ES 64)

#8884 | QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNYVYWYQQLPGTAPK
LLIYRNNQRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAAW
DDSLSGVVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCL
ISDFYPGAVTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTP
EQWKSHRSYSCQVTHEGSTVEKTVAPTECS (Et5IEE 62)
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RYRTFE

7 =/ BEes

}1 CD47 i
(Fc #HHRIc
[FR—JL]
EREES
9 %)

QVQLVQSGAEVKKPGSSVKVSCKASGGTFTSYAISWVRQAPGQGL
EWMGGISPIFGTANYAQKFQGRVTITADESTSTAYMELSSLRSEDTA
VYYCARDAGRSSDVGWYVGALDVWGQGTLVTVSSASTKGPSVFP
LAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHT
FPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVD
KKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISR
TPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPCREEMTKNQVSLSCAVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLVYSKLTVDKSRWQQGNVFS
CSVMHEALHNHYTQKSLSLSPCK (B 5125 63)

1 PD-L1 E5E
(Fc eI
/7]
EREE%

£593)

EVQLVESGGGLVKPGGSLRLSCAASGFTFSNAWMNWYRQAPGKG
LEWVGRIKTKADGGTTDYAAPVKGRFTISRDDSKNTLYLQMNSLKTE
DTAVYYCTTDPGEYWDSVYGGMDYWGQGTLVTVSSASTKGPSVFP
LAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
HEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVCTLPPSREEMT
KNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFF
LYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

(Fe5&S 64)

QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNYVYWYQQLPGTAPK
LLIYRNNQRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAAW
DDSLSGVVFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCL
ISDFYPGAVTVAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTP
EQWKSHRSYSCQVTHEGSTVEKTVAPTECS (B23I&EE 62)
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CD47/ |CD47 |44 | R PD- |44 |PD-L1
1 PD- | Kp H+)L | CD47 | L1 +)L | Ko

L1 (nM) cD47 | Ko Kb PD- | (NM)
—=5 Kp (nM) | (M) | 1

RN (nM) Kb

mAb: (nM)

BsAb1 | 75,82* | 99 >6800 | 0.21 |0.21 |ND
BsAb2 | 496 638 |>6800(0.21 [ 021 |ND
BsAb3 | ND ND 14 ND |[ND |1.84
*=2 B O L-8IFE. NDJ =T—4%27%4 L,
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%* 20a:

i+ CD8+ DCs (CD11c D %)

pizd 15 | SEM

Pogiict 29.84 | 4.80
BsAb3_5mg/kg | 26.32 | 3.50
BsAb3_10 mg/kg | 52.50 | 4.02
BsAb3_20 mg/kg | 60.80 | 1.53

%< 20b:
[t CD103+ DCs (CD11c M%)
pixd T | SEM
pofiic] 8.76 | 3.21
BsAb3_5mg/kg | 9.17 | 2.09
BsAb3_10 mg/kg | 17.23 | 5.22
BsAb3_20 mg/kg | 31.16 | 1.69
%= 20c:
BB T #lka(CD45 M%)
i 15 | SEM
xi B8 19.08 | 2.49
BsAb3_5mg/kg | 33.02 | 257
BsAb3_10 mg/kg | 39.12 | 3.83
BsAb3_20 mg/kg | 41.02 | 3.19
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% 20d:
fE#ha CD8 T i (CD45 ) %)
FiE2 15 | SEM
x B 6.44 | 0.77
BsAb3 _5mg/kg | 1448 | 1.68
BsAb3_10 mg/kg | 19.52 | 1.71
BsAb3_20 mg/kg | 19.40 | 1.61
F= 20e:
[E&ha) CD4 T #lia(CD45 1) %)
FiE2 15 | SEM
x B 8.79 | 1.46
BsAb3_5mg/kg | 14.00 | 0.78
BsAb3_10mg/kg | 1461 | 2.63
BsAb3 20 mg/kg | 15.15 | 1.90
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Z 21:CD47/PD-L1 BsAb1 Z# AL - &R EHila D& {L/IETE

JP 2022-551345 A 2022.12.8

EeoiL 10 30 100
mg/kg/ A= mg/kg/ A& mg/kg/ &£
%;E ML (0.42x-1.63x) 7 1/1 2/3
(2.64x) (3.20x) (2.86x-3.07x)
(CD69+) CD4+
T #HAa
%5 (0.52x-1.96x) NC 1M
3.61x
(CD25+) CD8+ (3.61%) 213
(4.01x-6.47x)
T #Afa
%I 5E (1.00x-1.76x) NC NC 3/3
. (2.56x-3.28x)
(Ki-67+) CD4+
T #HAa
oGl R (0.62x-2.94%) NC NC 173
_ (6.46x)
(Ki-67+) CD8+
T #fa
%iE e (0.36x-1.82x) NC 1/1
P (21.94x) 33
- (4.40x-39.40x)
B Bk
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R2HA bHA U LARNJITKT 5 CD47/PD-L1 BsAb1 DxhR
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EesiL 10 30 100
mg/kg/ £ mg/kg/ £ mg/kg/ £
IL-6 (<1.0x-1.9x) NC 11 3/3
(4.9%) (4.0x-9.2x)
IFN- vy (<1.0) NC NC 1/3
(4.9x)
MCP-1/CCL2 (0.9x-2.7x) NC 1M 3/3
(>4.8x) (4.4x-5.6x)
IP-10/CXCL10 (0.4x-1.0x) NC 11 2/3
(5.6x) (5.7x-7.2x)
oooooaon
00000
Z 23:CD47/PD-L1 BsAb2 Z FL f- & a0 & 1L /1458
EEoL 10 30 100
mg/kg/ £ mg/kg/ £ mg/kg/ £
%EMEAL (0.42x-1.63x) 171 NC
4.07x
(CD69+) CD4+ (4.07%) 3/3
(2.44x-6.21x)
T #f2
%;E ML (0.52x-1.96x) NC 7 1/3
(3.40x) (12.75x)
(CD25+) CD8+
T #f2
%I FEH (1.00x-1.76x) NC 1M
3.29x
(Ki-67+) CD4+ (3-29x) 2/3
(2.26x-4.23x)
T #f2
%% 15l R (0.62x-2.94x) NC 1/1 NC
| (4.68x)
(Ki-67+) CD8+
T #f2
%iETEE (0.36x-1.82x) 11 17 2/3
(4.58x) (12.80x) (4.66x-6.80x)
(CD83+)
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FR24HA bhA 2 LARLIZHT 5 CD47/PD-L1 BsAb2 D3R

EEoL 10 30 100
mg/kg/ £ mg/kg/ = mg/kg/ £
IL-6 (<1.0x-1.9x) NC 1M 2/3
(4.4%) (7.8x-13.3x)
MCP-1/CCL2 (0.9x-2.7x) NC 1M 3/3
(>3.6x) (3.3x->7.1x)
IP-10/CXCL10 (0.4x-1.0x) NC 1M 1/3
(4.4x) (9.8%)
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INTERNATIONAL SEARCH REPORT

International appilcation No

PCT/I1B2020/061896

. GLASSIFICATION OF BUBJEGT MATTER
INV. CO7K16/28 AB1P35/00
ADD.

A61K31/00

Anocrding to Intemational Patent Classifioation |PC) or to both national slassification and IPC

B. FIELDSSEARCHED

Minimum documentation searched (classification eystem followed by classification symbala)

CO7K A6IP AB1K

Documentation searchad other than minimum decumentation to the extent that such documents ares included in the fiskls ssarched

Elagtronic data basa conaulted during the imtamational searsh (name of data bass and, where prasticabls, ssarsh tarma usad)

EPO-Internal, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X W0 20197109876 Al (BEIJING HANMI
PHARMACEUTICAL CO LTD [CN])

13 June 2019 (2019-06-13)

The whole document, in particular the
antibodies of the examples

1-4,9-34

X WO 201971759434 Al (WUXI BIOLOGICS SHANGHAI
CO LTD [CN]; WUXI BIOLOGICS IRELAND LTD
[IE]) 26 September 2015 (2019-09-26)

The whole document, in particular, the
examples of bispecific CD47/PD-L1
antibodies

1-4,9-34

_/_-

Further documents are listed inthe sontinuation of Box C.

See patent family annex.

* Special categories of cited documents :

"A" decument defining the general state of the art whish is not considered
to be of particular relevance

"E" sariiet application or patent but published on or after the international
filing date

"L" daoumentwhioh may throw doubts on priarity olaim(s) or whioh is
cited to establish the publication date of anather citation ar other
special reason (as speciiscd)

"0" dooument refetring to an oral disclosure, use, exhibition or other
means

"P* documesnt publishad prior ta the intsmational filing date but later than
the priarity date olaimed

*T* later dooument published after the intemationalfiling date or priority
date and not in oonflict with the applioation but oited o understand
the prinviple or thecry underlying the invention

X" document of particular relevanca; the claimed invention cannot ba
oonsidered novel or cannot be considered to involve an inventive
step when the dooument is taken alone

"Y" docurmeant of particu lar relevanca; the slaimead invention cannot be
eoneidered to involve an inventive atep when the decument ia
combined with one or more other such doouments, such oombination
being obvious to a persan skilled in the art

"&" dooument member of the same patent family

Date of the actual camplstion of ths intsmational search

25 February 2021

Dats of mailing of the intemational saarch report

29/604/2021

Mame and mailing address of the ISA/
European Patent Offioe, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk
Tel. (+31-70) 340-2040,
Fax: {+31-70) 340-3016

Authorized officer

Chapman, Rob

Form PCTASA/210 {secand aheet) {(April 2005)
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International appilcation No

PCT/I1B2020/061896

G{Continuation). DGOGUMENTS GONSIDERED TO BE RELEVANT

Category*

Citation of dooument, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X

XIAOJUAN LIU ET AL: "Dual Targeting of
Innate and Adaptive Checkpoints on Tumor
Cells Limits Immune Evasion",

CELL REPORTS,

vol. 24, no. 8,

21 August 2018 (2018-08-21), pages
2101-2111, XP055593953,

us

ISSN: 2211-1247, DOI:
10.1016/j.celrep.2018.07.062

The whole document, in particular, the
results.;

figure 3

CAMILLA DE NARDIS ET AL: "A new approach
for generating bispecific antibodies based

on a common light chain format and the
stable architecture of human
immunoglobulin G 1",

JOURNAL OF BIOLOGICAL CHEMISTRY,

vol. 292, no. 35,

1 September 2017 (2017-89-01), pages
14706-14717, XP055403663,

ISSN: 0021-9258, DOI:
10.1074/jbc.M117.793497

the whole document

SUURS FRANS ¥V ET AL: "A review of
bispecific antibodies and antibody
constructs in oncology and clinical
challenges",

PHARMACOLOGY AND THERAPEUTICS, ELSEVIER,
GB,

vol. 201, 24 April 2019 (2019-04-24),
pages 103-119, XP085764019,

ISSN: B163-7258, DOI:
10.1016/J.PHARMTHERA.2019.04.606
[retrieved on 2019-04-24]

cited in the application

the whole document

WO 2010/032060 Al (MEDIMMUNE LLC [US];
MEDIMMUNE LTD [GB] ET AL.)

25 March 2010 (2010-03-25)

seguences 64,66

US 20197359705 Al (CHI ELLEN [US] ET AL)
28 November 2019 (2019-11-28)

sequence 29

1-4,9-34

1-4,9-24

1-4,5-24

Fom PCT/ASA/210 {continuation of aecond aheet) {April 2005)
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International application No.

INTERNATIONAL SEARCH REPORT PCTAB2020/061896

Box No. | Nucleotide and/or amino acld sequence(s) (Contlnuation of Hem 1.c of the first sheet)

1. With regard te any nuclectide and/or amine acid sequence disclosed in the international applieation, the international search was
carried out on the basis of a sequence listing:

a. forming part of the international application as filed:
inthe form of an Annex G/ST.25 text file.

D on paper or in the form of an image file.

b. furnished together with the international application under PCT Rule 13fer.1{a) for the purmposes of international search
ohly in the folm of an Annex G/ST.25 text file.

o. D furnished subsequent te the international filing date for the purposes of international search only:

D inthe form of an Annex G/ST.25 text file (Rule 13ker.1{a)).
D on papar ar in the form of an image file (Rule 13#er.1(b) and Administrative Instructicns, Section 713).

2 D In addition, in the case that meore than one version or copy of a sequencs listing has been filed or fumished, the required
statements that the information in the subsequent or adklitional copiss is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additicnal comments:

Form PCT/ISA/210 {continuation of first shast (1)} (January 2015)
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International application No.
INTERNATIONAL SEARCH REFORT PCT/1B2020/061836
Box No. Il Observations where certaln clalms were found unsearchable (Continuation of Item 2 of first sheet)

This international search report has not been established in respect of cedain claims under Aricle 17(2){a) for the fellowing reasons:

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

2. m Claime Nos.: 1-3, 9-34(all partially)

bacausa thay relata to parts of tha internaticnal applicaticn that do not comply with the preseribed requiremants to such
an extent that nc meaningful international search can be camied out, specifically:

see FURTHER INFORMATION sheet PCT/I15A/210

3. I:l Claims Nos.:

bacausa thay are dapandant claime and ara not drafted in accardanca with tha sacond and third sentsnces of Rula 6.4{a).

Box No. lll  Observations where unlty of Inventlon Is lacking (Continuation of kem 3 of first sheet)

This International Searching Autherity found multiple inventions in this international application, as folkows:

see additional sheet

As all required acditional search fees were timely paid by the applicant, this intematienal search report covers all searchable
claims,

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Authority did net invite payment of
additional fees.

3. As only soms of tha required additional 2earch fees were timaly paid by the applicant, this intsrnaticnal search report covers
enly thoze claims for which fees wara paid, spacifieally claime Nas.:

4. No required additional search fees wers timely paid by the applicant. Genssguently, this internatienal seareh report is
restricted te the inventian first mentioned in the claims; it is covered by claims Nos.:

4(completely); 1-3, 9-34(partially)

Remark on Protest The additional search fees were accempanied by the applicant's protest and, where applicable, the

payment of a protest fea.

The additional search fees were acccmpanied by the applicant's protest but the applicable protest
fos was not paid within the time limit specifie! in the invitation.

I:l No protest accompanied the payment of additional search feas.

Form PCTASA/210 (continuation of first sheet (2)) (April 2005)
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International Application No. PCT/ IB2020/ 061896

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 4(completely); 1-3, 9-34(partially)

An anti-CD47 antibody (CD47 PO1All 75VH) according to SEQ ID
NO: (HCDR1) 13,14,15; (HCDRZ) 16,17; (HCDR3) 18, and related
subject-matter

2. claims: 1-3, 9-34(all partially)

An anti-CD47 antibody (CD47_PO1A1l _479VH) according to SEQ
ID NO: (HCDR1) 14,22,23; (HCDRZ2) 16,17; (HCDR3) 24, and
related subject-matter

3. claims: 1-3, 9-34{(all partially)

An anti-CD47 antibody (CD47_P@1A1l parentVH) according to
SEQ 1D NO: (HCDR1) 25,726,277 (HCDRZ) 28,29; (HCDR3) 30, and
related subject-matter

4. claims: 1-3, 9-34{all partially)

An anti-CD47 antibody (CD47_P14D04 parentVH) according to
SEQ 1D NO: (HCDR1) 31,32,337 (HCDRZ) 34,35 (HCDR3) 36, and
related subject-matter

5. claims: 1-3, 9-34(all partially)

An anti-CD47 antibody (CD47_PO1AB8 parentVH) according to
SEQ 1D NO: (HCDR1) 37,38,39; (HCDRZ2) 16,17 (HCDR3) 40, and
related subject-matter

6-10. claims: 5=34(partially)

An isolated antibedy that specifically binds to PD-L1 and
comprises a heavy chain variable region (VH) and a light
chain variable region (VL), wherein the YH comprises (i) a
YH complementarity determining region {CDR) 1 comprising the
amino acid sequence of SEQ ID NO: 41, 42, 43, 47, 48, or 49;
(ii) a VH CDR2 comprising the amino acid sequence of SEQ ID
NO: 44, 45, 50, 51, 58, or 59; and (iii) a VH CDR3
comprising the amino acid sequence of SEQ ID NO: 46, 52, 56,
57, or 60; (iv) a VL CDR1 comprising the amino acid sequence
of SEQ ID NO: 19 or 53; (v) a VL CDRZ comprising the amino
acid sequence of SEQ ID NO: 20 or 54; and (vi) a VL CDR3
comprising the amino acid sequence of SEQ ID NO: 21 or 55.
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International Application No. PCT/ IB2020/ 061896

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Continuation of Box II.2

Claims Nos.: 1-3, 9-34(all partially)

Present claim 1 relates to an extremely large number of possible
compounds {3360 combinations of CDRs). Support and disclosure in the
sense of Article 6 and 5 PCT is to be found however for only a very small
proportion of the compounds claimed, see Tables 1 and 2.

The
non-cempliance with the substantive provisions is to such an extent, that
the search was performed taking into consideration the non-compliance in
detegmining the extent of the search of claim 1 (PCT Guidelines 9.19 and
9.23).

The search of claim 1 was restricted to those claimed compounds

which appear to be supported by nature of their CDRs calculated by
different methods {Chothia, Kabat etc).

The inventions have also been

formulated according to Table 2.

The applicant/representative was

informed that the search is the responsibility of the ISA under Chapter I
of the PCT, the procedure before the ISA is closed and that there is no
provision in the PCT for a review of or an appeal against the findings of
the ISA by the 1PEA.

The applicant's attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO ({see EPO Guidelines C-IV, 7.2),
should the problems which led to the Article 17(2) PCT declaration be
overcome.
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