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A HARFNRLARAE 552 & BA F I AU HE 1 B B8 B AR A AR R
Mo

N T RREASHIAAS, B MESC, JFHAREE Y, PLREUE A HIARE
WA AR E S, JTHR 2 R, EIAR, A FRARESUE Jy T iR B4k
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fE—AEETT SN, i A CHTR R R R D AR Bk PR NP
B, R AR IR S AR g D R OR B AR T )

Rifr “CH2X” fEHUAESEL R MNEUL B23 1 EZEUN B340
B BUR SRR fE—NEHETTEW, CH2E5MI8 [0 5 APELL
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BEEDORE RS N2 R AR ERR TR L IRE R I A0 1
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HPXOESEP, £y 5, BHEX A & AR T /IHTCPXCP(SEQ
ID NO:120), HHXESEP, M55, B @iy
CPXCP(SEQ ID NO:121), HHIXJESEkP, fE— e/ 5, Wi R REEX
FHRRE B ERR D R R R PR B X N B A B

KRN Z R R DU LB Rk, A IARGE “BeEk” Z4Ef156e
W E R L R R D URIAED S T 5 F o AL RERIEDUAARIER T 2
(R ST HA ERER R RR SE ) B FE IR B S AR SR A R & W, BFREAMR T2
L RELPEG). BN, REMMBERL R BN _FERHERY), 285
M EA, HEAREHNARE IRk SRR ERA A, Hh b rak
ZHRER DRI AR R T VA, Rk, PrdikikAA
X, HOEDLEBMAN R, H7 U e 4R e AN Tt A
F, AV, IR T DA S AR n] DAA S ARG DL M
BRokkE: Gly. Ser. AlaskThr, A MMESLEIAH AR - 22 RESY, WiHp
LUGS)n, (GSGGS)n, (GGGGS)n., (GGGHNFUGGGGH)NG, Hrhngd & D1(HAR
Y2, 3. 4. 5, 64 7. 8. 9. 10)EL, AAWESKL A HRR-NEIRE &
. WERIR- 22 SR B S A MR,

ARG “BeBiMIR” B “BelX” FEARSCR IR E X e R QB a2
D —EAEE X CHRX I, AR AR RIRT A FX FAARCX . RIRH
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SERPIAN AT CHAZE IR . BN, FERIAPUA, SREEREE (RS ik &

LR BleG. 1eAFNIgD ZSHUARIF 5 B HE 58 S8 — fH g5l (CH2 45 1

S AICH3S ) ; 2 A H IsMATIgEZE BRI S BRI EE . BB=F1
SEPUIE E £ (CH2 &5 M3 . CHBSE IR AICHAZ ) o BRIAEAS R ASNK
B, #5300 FelX Bl B R E 2 X P R IR T 54 S5 AR WK abat % A Sequences of
Proteins of Immunological Interes, 555/, Public Health Service,National Institutes of
Health,Bethesda, MD,1991 TR EUS 5 A R (BRI EFEUR S T4 SR

1M, FelXMICHm SRR (Lys447) Al AFAAEB A AAAAE o PP T AT 5
WLAME R — 2 Fe, PWINAFIIIFcR —RITEBR SR Fe, AEASH, RiE “Fe
X" . “Feifftsy” M ZIRFeilinsy —%Fo)” NOFE IR E AR ERE A AR
X VHATERSE AT A X VLA M B IE i X CHI AR GHIE E X CL, (HAE 2B T
A PAEIETE B IR A X N R BEIX o T — AR R, AIeGEEHEFX M
Asp2215 A Cys226 5 A Asp23 1 JEAATEE BESE 1) F2 By

TE— TR RP, NeGIF X ZIEERFX) WA L N ERERTS

DKTHTCPPCPAPEL LGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVYTLPPSRDELTEKNQVSLTCLVKGEFYPSDIAVEWESNGQPENNYKTTPPVLDSDGS
FFLY SKLTVDKSRWQQGNVFSCSYVMHEALHNHY TQKSLSLSPGK (SEQ 1D NO:122).

NlgG4FclX ZIR(E B WA LA M &R P

PPCPSCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVH
NAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREP
QVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
RLTVDKSRWQEGNVYFSCSYMHEALHNHYTQKSLSLSLGK (SEQ 1D NO:123).

WA AR BT R P A A UA B S FX, fE— AN &, FXATAER A
JRIIFCX o AE— AR R, FX B85 AZMEE XI5 . HUARFIX H
B 5IMREOE . Clagitr. COISUMECT kG &, TE— N, FelX &
ANEcX o TE—E &, FX BT AleGalliZs, FE— AT &, FX B
T AleGLILZE,

A, “RRARFCA A PIANAR EX B RIS ANF I FelX
CRWIETERRISCEE, FAT DR RN B C A A RS S U I S AL S (51 4 v ]
DA RS F- S5 G DR R B RN sl s R X sk bR U S & B, 5T A
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LA TVIXHE,  “A43D” 18, {7 TKabath B 4300 P IR MR R X R
OV SRS TCIXE,  “Q124C” 248, [ TEUM B 124198
R EER (OB, Mih M A AR, AEMRAEZ IS (&R,
“A43D+Q124C" FORAMR AR A43DFIQI24C,, M7E—MEpiE A7 B ] PAE
A LA RTREMER, A4S, EERFS /7 k¥R, B, 548 “K370T/
87 FoR3TOMFRAER AT A RO Tak ST A

TEAR B M B AR R, A0CAii e, S 4BIRIEIeG1 B4 Bikappa iR 5
GETIREIRA T, AHMEET1eG1 BB Kappa R4 40 SRR S,
PAMAE BAb B Gl PR T TR SRR B R AR B .l ARk
C220/, HIAREIgGIEFHHLEUS S MUSE2200 2R, PANAE BAbE g
MM RRERR, BIAHEIeG2. TgG3EIeG4H I EE131 S

PR, ERIARTR, £ —EAME FRRIGEREIR T DU AR
W2, sREATDLRAE N B IR R R 10, MITER, AR
W, B AR X 430 N R IR AL A R E IR, AR BT 28430 A2
NERRI, K RI436 07 B IR ERR TN REEIR, REXA AR5
SR T IZ PR I EAA IR . ARG “fEEgifie” « “EERAR” M “EE
s B AR am s NINEZRR AR, RFE X R
FERe R " M Rmdnie” , XErERE o ani
FMHRTAERTFAR, IS ERXEEL D JFRAT TR &8 77 1A 5%
ARemffseeAlm, SOl AE AR, AP EFEIANRA TR, Tk
TREE N AL 40 b B s de sk se B A AR R RO D RR B AP o

ARG B YA N R AERRERE 5 H AL 55— MEIRIZER 77
Fo BARBREEN B E SRR BIALL XSS BI04 5 NHRTE 3240
N BRI R AR, S BUARRE TR S 5 H AT EAE IR IR R . 1A
BT A SRRy “Rakauk” o
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PR HEE R R ME R IR TS (L, BOME R . BORA DCREERR, (TR 1
, BEIEAR ERrA R A EOR, AT DLRPEDUR . esh, USRI AT A H
HEREERIADNA . AT A, RIE “RA” faiusih Shuior iR a
TR . AE—2e5ChET S, DR IVEARSCHUR B SRR A At e
RIGTUR) BTN RT . AL ARG & 53110 MORIR T HUR AR & X

i, REART M PURT ATAE

WA FRARGE “ERaa X BH4a 0, Bl r s & o Fao
R VRS o) T RS SR E SRR DUR BB o BERRES & X I Bl anduidek
REREARGEGUAS Bro FXMILIRE G XA ARG ST AR A T4
B IR AT =R, FFE P DA SR SR & AN & HLATAR

REAREE G DR TGRS BRI, B R IURBIB 4 SRR SIS, 2R
PEDUABOBUR R PEUAI, R ARG IXT B “PUREEIXT .

WA FIIAE “DUREE X" RIS URS G B, PlinZririt
DURBBURE R R AR R S 5 o E BB DUR RS T o PURS & X AT LGEBI
WP R R EE A A S EUR A B XATUR G S XA AR AT AR A
Shor T2 R TR BN R DT AR RO I I = R, FEEL AT LA
SRR A ERAG G HPUR/ R AR IS &5 13 KRR T HUARAIHERR
SaXn, “ERRSEXT M C“HURGEX” AT .

ARIE LRI S0 17 BRI R IR SRR S o 1, P

W 51, Bk FREEDE MRS GO ERa &1,

HA TR 28 —#EFREs G IX 85 & — ARl U B 26 bR G X a5 i —
DUREACHR. IRIEAR LN 2R e &0 TS 2 MEFRE SIX /4G
R RERES -, WIN=RpR e a0 1o e Eh, ALY
ZRERIEE G0 R 2R DR, 2R T S, AR RBUR R RS
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BT RBUE R TR, A2y S, AR 2RSS o) 1 oTRk
GEA, HATLMIHINEER B Uik REARas & XK B 52 BRI IEhRES &

X

WASCHT A, AR “HRERIET 18, BA -SSR G A2 IR &
AT, FrdbLs i i — MR SRR AR AR R AL S A AR R U
GEEE A =S

WA, iR “ZReERIE” 4o TRkt B = DA RS & 2
sy BT E DRI ERRES & AL AR — MRS & AL SARRHER R AR (2
R/ S A FEERE . ZRERIEEE G e 2 DI A FIREARE AL R/ 85
MEAE SRR G0 1o A DIMITER, ASHRM T X R
Mg &0 1, HEANT S — R — MARR S SRR

WASCHT A, ARif “ZReRiE” SuARERA = DA IR G A bR, AT
B DA PUR GG AL S EE— D UR S A AU S AR SUR AR R AR S
ARTURIIARE S G . SRRIEIURRN = DN ARTUR R B A4 &
R PR UK. Sy S, ASCRME T X R TA, HEA
BN BB —HUR M EE —HUR IS SRR M

SRR MEURBORUR R DA PR X B DURGEIXT Y, AR S5
—PURMEEIX, A EEBREIDUATR I S R IURS & XA, BlanZhs
FrEUAREOR R R EST AR T DA S AN B AN A EROESE—DURSS S X 14N,
B IEBA RS S —HUREEXME RS, EEr ey
PAEREE—PUR S S XAIA B AU RIS — R 51X

UG TR N ARSI I, RRE G RRIEE A X, 1
A EEIRBIEE G 1 T S HRZEA R XA, Blan 2R g oy 12k
BURERIEES &5 T AT A EAA B FREE—ERRES B, BN, B
LG TS E IR G XME IR E X, ATAES T EAEL B
BB RERREE IR EAN LA RS — bREE 51X

BEPUATTR K “HPUREG ST I, REEEHE PRSI, AR
BRI DT AR A S I DUR S S XN, Bl 2 R AR SRR R e
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HRIPAEEAN SO A RS — PR S X . B, BURRMSUA RS E—H
IREEXME DRSS, EETUEEIA AP RS —HUR g & XM
NI FEZPIRE S,

MHE M ERREDUR S S IOCRIET-HuR” i, etz iin/ SR S X
e RO AT B Z VAR R RS S PUR IS S e IR, Blan, PuRgs
HX RS DURI F BB a0 Fab A EAT AR H U AR N Fr B A Q0 Fab
BV G A X A E B AT AR DR/ Bl Fa i FT AR X BT A H 2R Bt rT AR ORI/
BURBERTEIX, BREZPURESIXAIAN 29, 34 44, 5P E6CDR i
PUAHICDR

Kif “ATAEE" RRREDURE GBS H A RIS AR F BEE AR AH ]
, BRSNS R AR, FIEINEA. SRR, 7E— Rk
EHETT R, TR R UARICDR

RAE “EPUR” B “BRPUK” EASON R ERAER], SEHERA KRR

EAD TEMITARS T EFENUBEGHUAREI T, RIS R R
B EENMEEFE MR FRREL) . U EA BB Mk REE i E R DA
BT, 2RIUARS B mREHE AR MRS EREH) . N THEIINHEeGH
P, ROURE R X AR GE S V) ATEFHEE XCE R,
HEGHEEX 2D EE3NEECHT . CH2HICHS, & RKpiiARRaE R A
X (SRS VL AR EHEE R, HHRREEEE X S CLA K,
o TANEREAR X VHAMRAN 4 T X E H = A CDRAMANFR AR, M
BIERELR LA MIRFES]: FR1,CDR1,FR2,CDR2,FR3,CDR3,FR4, Rif “$i
B BRETEREUAR 357 o AEIRIERISERET W, Uik BO R &5 &
FrBo

RIEHUAR) “BUREE R 252 KEARNSF, BaEEekiukmn—
gy, EERSE2KIANTIRS S 2 KRN SHRE & R BATRE 2
Ko msdiahid. PLBETEADNATR, sl d ikt U8 728 rht
Il PURS S B PURSE R B EAR TRab, Fab® | F@b’ )2, Fv.
Py, BUAPTIAR(diabody) . FHIEHUAGIAb) . AKHTAR, Bla, W ANEH
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[0086]

[0087]

BEHIE 2 K DUARRRIE RIS Fab ) B, AN, i F 8 AR D 1) — st MIE
L EDUAT EFEb)2, EoFab’ I RIK, 2 MIHUA B, Fab)2rl A
TEFRPESAT P A X TP R i, IR ab) 2 SR ARFEL
Fab'$L A, Fab"MUARLA | 2 BAARHEX (UFab T B, FvRrBL TR VLA

VHEHIHAA N . o BORIIA S5 VAT VH R DA F by B 4mbs, (EEth
A AT, G R IR E R X A S I DA B S 48R

Bhrere, FEHAEAR R E AP VL RIVHX F DA B 55 Fv(seFv) o

“FabJrP%” B¢ “Fab” AEASCHRIGHEER], FTHR, HPISEZIREEH M.
WA E OB TSI VH, BRHEESMIECHL, BRI VL
FERSEIE E SMIBCLIN sk R B, B, — & ZIEEANIR 2| Com &
VHAE H CHIMCLI—MEEX, Ji—2 2 IREE AN 2] Cofi (2 VAL H CL
MCHI H—EEX, A ArRVHES VLA BB TE R HUR &5 S0
TEASH, WA EGHAE X CHIFab 2 IREEHARIE “FabiEgE” ; AHRME, G5
PEHE X CLIFab Z IR B ARAE “FabBR5E”

“HINREX” 5L “CDRIX” B “CDR”™ EHUAR LM EFY 5
I HIE AT 854 e ERC “RBAZER” RN/ sl S a DU iR L “Puli
B MR, CORFENTTHIUFERME G, ER RN CDRIE R
WHRFAECDRT, CDR2FICDR3, MN-H AT S . T HikEy s
SERIS N CDRBEFMEHCDR 1. HCDR2MHCDR3, [ T Ho ke rl e
SERIS N CDRBEFAFLCDR 1. LCDR2AILCDR3, 71— N4 5458 AT 47
X Bk Bk P X A AL HIH, & CDR ARSI AR 53 ] DL %
AFIPUARCDRIGIRTT AL — M LA &S, Frdt8iRyy S s pian.

T PR = HEE5 MCDR AR T Chothia(Chothia® A .(1989)Nature
342:877—-883, Al-Lazikani® A, “Standard conformations for the canonical structures
of immunoglobulins” Journal of Molecular Biology,273,927—-948(1997)), Tt

PR FE AT AR A Kabat(Kabat % A Sequences of Proteins of Immunological Interest,
ZBAR,U.S.Department of Health and Human Services,National Institutes of Health

(1987)),AbM(University of Bath), Contact(University College London), [ER
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[0088]
[0089]

[0090]
[0091]
[0092]

[0093]

ImMunoGeneTics databaseIMGT)(TE JT4ER | imgt.cines.fr/ [), PLMEETFIFIA
i RS MU SR LR 5 2 (affinity propagation clustering)[JNorth CDRIE M o
EHEGE], BNEARHT, KE “CDR” B “CDRFH]” M= FR(T—
Ry RFERCDRITA . CORWATPAET 555 CORF AN AN AL B~ i
CDRZ fF—) B MR U Kabatdm 5 {7 & e

T AT 2 8 5 [E— PR T

FE AN S SR M sk AR P A A M EE 8, TR A T
b HIOEE X (d5ldn, FTRAN T Lo 17 85— AN EE — S IR P B s 7 1
22— = H RIS A AT DO B s AR A . A — Mk S
Jish, ONtREER, B IS AR KE R ED30% . i ED40%
Bk D50% . 60% AR BRI D70% . 80% . 90% . 100% )5
FFAKIE . S LETEN I S AR (7 B B R (7 B AL A SRRk S i
B2, 58— A iR E B B8 A Hons B i B AL AU AE R S AR R S R
d A, WA S AR EAL AR

K ER

LEs&n+

KR KR, B8 AR G XM hrgs & IX, AR
W AR A BABIEAREE G IX, B, TR Ebrgs G IX i) — A e %
NUEAFIT B R BB/ B R A AR, A2 &
HIFTIASS & o IR A R R T RARAM I AR R, 20T 5
W, AKHIES S TS TIZAE R B A EHZRAT A s B At
AT 1 SRR/ B e — R — A 2R, 2y &,
FERREES S IX FNEE — HEAREE S IX 25 S AR A SR el SR L B0 s/ 854 o 7F —28 50
BET S, SE—HUbRas A X RIS SUhRAS A X 4 A AN E] O S RER bR _L 032 5/
255

TE—SE T R, A& FamaEa, Ha gl ssk 8 bikn
YERREE S IXFIR B A2 Rk AR RO FERRES & X, FE— LSy R, Tk Ec AR sk
SRR SAFI RO AR AR AR F SR AZ AR, AR SRR - (TNF) . 115
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[0094]

[0095]

[0096]

[0097]

[0098]
[0099]
[0100]

MR A= KR F-(VEGH sl A KA -(TGE, IANTGE- B2k, UMY
Bo

TE—LSE T R, TR G o Fabik, 11—y, AR &k —
PR IBUA, BN R EURSR SRR DUk, BIAnBURs S U,
HASE - PURESXMBE PR SIX, PEARE— Ak EAb 54
, b, iR g E XA s A A R T B E RO Bk
et R — N REAN R, 2 R A buA LR A et R —
RIRAMHI AR, 297, AREIITUAR O ETIRAE %
S R S I RGN Wﬁﬁﬁ%ﬁﬁﬁ%ﬂfﬁ%Wi%ﬁ##K%%*
NREANTAE, AE-BIETT R, B -HUREEXME _HREEX 45
FIRIPURER L, AE 2050y 5, S —PURE SIS —HRE GIX 4G

W

AFRIFHUREEEANL .
BT 5, BRE A XA S X AR XA 2 X,
i 5 h, IR SIXEURE G XS REHEEIX CL, 2%

TIEW, R G X E RS GIX A ERHEEX CHL,

FE—REsi 2, CHIX M AIsG CH1, fldn, AlgG1 CH1, AlgG2 CHI,

ANgG3 CH18LAIgG4 CH1, fF— L7 €W, CHIX WS RERTAISEQ ID

NO:116, sRGHBEAZEDO0%[E—ME, Fla195%, 96%, 97%, 99%5L100%[1)

[F]— PR S IR 7 81 Bl b L 4E

TE—BeS /T 5, CLXC AIRappa# 5ECLIX LA I Lamda 5ECLIX , 7F—
ST, CLXAUASREILFHISEQ ID NO:54ESEQ ID NO:55, Bi5H:

HAZD0% Rk, Hli95%, 9%6%, 97%, 99%5k100% [F—E iR ERR

F A sl i HL 4R

AT, WHURES S I IR E RS T br s 51X

-1 g E AR SAR

T g E AT A AT DUE R R B RON Ml A S e 2R

FPEDUARRI AR REARES & XA R 2 [ P RO SRS, 6 T Hrh— e A
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[0101]

[0102]

[0103]

[0104]

[0105]

[0106]

PRES G IX R B R B A TR, B TR IR, SRR
AR REAREA RUE R s

Bt fE—ANEh 5, REHANE G o Foadush, =0 MErs &
Xk PURE G XX /A CHI-CL, HFARCHI-CLI A A FR a8, i
WHERTACHI-CLUS A B A R , S &b, AR
ga o FalapuRt, 2 AR RS S XA A TR CHI-CLL A A R
i IR

ASPrARR) “ R ARG RARRE N AR B FRAE, Hp
PR B E RN AL B AR TR R B, BIAnAT R S R 2 &
RPN R B R B S IR BT S vr Bk R e I

TS50 77 5, A i RS AR R S X (AN A Fab
PUREEEDOMCHI-CLF ) _FRERN A E_FsAs, Hh TR SRR,
ML E IR R IR U . 72T 5, FTR S BN (37
BB R DRI BUR S S vF skl BB e

TS0 S, TR R NI R CHI-CLA A | o IR 2 [RIFUER ES
INT AL BEARIE /N T 6 A TR R DR SR A S RN WP ) SRR R P AR b
Mo AE—RLSfiT R, FTR SRR Hh R BRI SRR A Bk, AF—20 500
T, FrRCHI-CLAA b o BRI 2 [AIRUEE B /N T8A BB R/ N T 6A AR
R R BN R W A EIR B R A R, BT AR iR
EERON HR i R BRI R F R

1E—2esfi i 5, PRk R a5 & IR (lanieGl . 1gG2. TgG3EkleG4MY) &
BECHITENZE 126, 128, 134, 136, 139, 168, 170, 17181734 (EBUS=) A
— M RREER T — PRI AR U . 28T 5, BT
RPURS S X PR CLAE R B 114, 116, 118, 124, 160, 16251644 EUZ
SYREA MR ERREER T M EIRE R U

E—EEs0E i b, TSRS S IXICHI-CLH, (541G .
18G2. 1gG38kIeG4) EERECHITE (] B 12640 EUSR ) B A — R E R SRR =
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[0107]

[0108]

[0109]

[0110]

[0111]

[0112]

[0113]

— AV AR U, HARBECLIE A B 12440 BUR S B — MR
PREFIR T — AL IR S SRR HU

2 &, AERTABURES S X BICHI-CLH, (BiliniegG1.
IgG2. 1gG3EkIgGH) EHECHITEN B 168 EUS 5 BEA — MR EIR AR 2
—AEBE R R AR 1R, BERSECLAE R B 1644 BUS S BA —MEERE
RIRFEM T — PR PRE TR U

25T 5, AT S X FICHI-CLH, (Bili1eG1.
IgG2. IgG3EkleGH ERECHIFEN B 17040 EUS 5) B A MBI EME AR 2
— AR RS AR, BRRECLAE (L B 1628016440 EUS 5 B — AR
PIRERR AR T — R S AR AU

fE—2esfp b, FERTAHURS A X ICHI—CL, (liniegG1 .
IgG2. 1gG3EklgGHHHECHIME M B 17340 EUS 5) B A — MNP IR A AL 2
— AP ER R AR EUR,  BRRSECLAE 7 B 16051624 EUSHS) A —ANE
LRI S EIR 2 — R S IR AU

E—2shE &h, AERTAHURES S X FICHI-CLH, (BiliiegG1.
1eG2. 1gG3EkIeGH ERECHI /R B 12840 (BUSR 5) B — MR EMR AR E
— AP EIRERRIEUL, HRSECLIEN B 118 EUH S EA — M EEME
MR R AR — P R AR HU

25T 5, AT S X FICHI-CLH, (Bili1eG1.
IgG2. IeG3EkIeGH ERECHIFEN B 13440 EUS5) B — MBI EMRE AR 2
— AR ERRAUIU, HREECLIER B 1168 EUSE) B — MR
RERRE PR E A R,

B R, ETRPURE S X CHI-CL, (linieGl .,
IgG2. 1gG3kleGH) HHECHITEN B 13640 EUSR 5) B — MEE R E AR 2
— AR E SRR UL, HRSECLIE M B 114400 BUH S BB — M EEE
MRE IR T — PR IR R AR UL,

E—2Es0E ) &, AERT R HURE S X BICHI-CLH, (Bili1eG1.
1gG2. 1eG3EklgGH EHECHI /N H 17140 EUS 5) B A — N EREER 2
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[0114]

[0115]

[0116]

[0117]

[0118]

[0119]

[0120]

[0121]

[0122]

— LB AR AT, HERBECLIE B 16240 BUS 5 R A — MM
MRS RIR = — PR IR R R I AU

E—SsE S, AT PURE S IXICHI-CL, (Flin1eG .
IgG2. 1gG3EkleG4) HAECHITE N B 13940 EUSR ) B — MR A AR 2
— L MEARR IR UE, HERRECLIEN B 11640 EUS 5 EA — MR
RS AL = — P R IR A BRI U

AR PR S B R A — L85 TR A RIRFAAE A/ B AR AR . RIRSF
AR RIS R AR (A H 2R . NI, SRR, SRR . RamR.
R . 2%, &R, Pmaik. 458K . EKR. BER. A58,
RERMR . Al REMEE. RN MERRU L BEIR. TR al i
AN AT AZ A Rs R dlilan, Rz sz stk R 40 % f
No FEEMEERISHIERE DR, R & TR, ERER. e NalR ey
rylalanine), BERSNZANR . 2SR SIR A MREEH &R

TS TT 5, nd i B e bR g 5 X CHIh S F
126C, HAECLHIEQI2ACEUHS),

20577 5, Fnd s iR e R g e X P iCHIh 5 H
168C, HAFCLHHHISTI64CEUSS),

TE—SSE T 5, nd it R b g & X CHIFR S F
170C, HAECLHHEATI64CEUHS),

TE—BESf 7T 5, Ik i IR WA bR S S X CHI R EF
170C, HAECLHHEESI62CEURS).

25T S, P s AR A A bR S S X CHI R AV
173C, HAECLHIES162CEUHRS).

TS T7 5, rd i B e bR g e X cHIh v
173C, HAECLHIEQ160CEUSR ),

20577 5, IR s R e R g e X P iCHIh 5L
128C, HAFCLHIAFI18CEUSS),
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[0123]

[0124]

[0125]

[0126]

[0127]

[0128]

[0129]

[0130]

[0131]

[0132]

[0133]

[0134]

[0135]

[0136]

[0137]

[0138]

[0139]

TE 2505 S, Bl i EIRATATE bR A S X CHIP LSS
134C, HAECLHEAFI16CEUSS),

TE—LESTH 7T 5 rp, BT iR A N HUR A5 G IX P CHIR A 2S
136C, HAFCLHASI14CEUSS).

fE—Bes0 T S, Ik i RS A R A S IR CHI R 5P
171C, HAFCLHUESI62CEUSS).

TE—BeS0p T S, Ik i B A e R S S DORICHI R R AT
139C, HAFCLHIAFI16CEUSS).

I, TEARLII— AT 5, REI k—Mghiaor+, BlanZrimrt
Uik, HAEE PRSI PR S IX A RAEE B PR S &IX,
Hp, 78— PURS G IX WA 8 —CHIFMSE —CL,

@R —CHIEAFI26CRAE, HFTRSE—CLH U5 QI124CHRAE (EUSS) ;

()FTA S —CHIHEHI68CHKA, HATdE—CLHHE A TI64CRA(EUSS);

Q)T S —CHIUEFI70CRAE, HTdEE —~CLHEAT164CRAE(EUSS);

(ITIRSE—CHIEEF170CRAE, HAAS —~CLIUES162CHR-AE (EUSHS);

WITREE —~CHIEAVI73CHRAE, HAAN —~CLH A S162CRAE(EUS S) ;

VDITIRSE —~CHIEEVI73CRAE, HAR S —~CLH A Q160CHRA (EUS
)3

Vi) FTREE —CHIE S L128CHRA:, AR —~CLREEFI18CRA (EUS
)3

Vi) TR S5 —CH1 & S134C%AL, HFTAZE —CLIE A F116CHRAL(EUS
5);

(TR SE—CHIEES136CRAE, HFTAS —CLAEESI14CHRAE (EUSS);

PTREE —CHIEAP171CRA, HFrASE —~CLHEAS162CRAE(EUS ) ;
59

OITRSE —CHIEETI39CRAE, HUASE —~CLIHEAFI16CREEUSS).

fE—Le00 77 5, FTARCHIZR H1gGl. 1G2. 1eG38klgG4, ik HigG1ak
IgG4. fF L5007 Z, FTiACLK Hkappalhiak N k.
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[0140]

[0141]

[0142]

[0143]
[0144]
[0145]
[0146]

[0147]

0N/ TS S SN [ N i e W e NG BN DR S AN DAY AW E I
SRR, 7F —EESTE R, AN AR S & X PR EREE
X A 1 A X T P A ) PR BRI R IR, E— s v
B R 454 X P I CHITE (7 B 22040 BUSRE) B AT — AL e e s 3wy —
A EIR R SR EUR . AF 25 5, Frd bR 45 & X iIeG1E #E
CHITEN EH2208bEUH5) B A — -t EiR a5 e — R iR SR 1Y
B, BB TR UR S S X P IeG2. 1eG38kIeG4ERECHI7E A7 13140 (BU %
SR bR AR R EUR . 7E ST S, FTABUR
5 R EECLA 7 E21 400 EUS 5) B — AP EIR AR =Nk
FRREERRIIUR . 7229 5, AR PUREEIX T, 1G1EFCHI
TER BE2200EUR S B R EER E — M R R s AR A
R, HRSECLAEN E21400EUSH ) BE — Pt R — R bz
SRR, BkH1eG2. 1gG3BkIgG4E FECH X FE (7 B 13140 UL 5) B F —
AR EFR T NP ER AR VB, HRSECLE (A B21440EU
H5) B P ERRERER T MR EIRE R IEUR . PR
SR A ARV EIR IO AT A A FE BN CN104011221BH1 . FE—He 55 52,
Frid R IR AU A £ 508 . NERSAERR, BlLERk.

FE—L800 7 5, Ik st IR R S A X R I CHIR B A C
220S/A/V(IgGUIAL, BifF1eG2. 1gG3EIgGARIX M0 E 5 C131S/A/V),
HAECLH A C214S/A/V(EUS ) o

B, EAR I — T 5, AR R—Foslks ek, HaEa8
—hURESEXME—HURGEX, B, A8 PRgGXasCcHIMCL,

OFFREE—CHIE EF126C5RAE, HATAS —CLH A QI24CHR AL (EUSHS);

()T EE—CHI A H168CHRAY, HATASE—CLI A T164CHRAL(BUS S);

Qi) TR S —CHIUEFI70CHRAE, HTAREE —~CLHE A T164CRAE(EUS S);

GVITR S —CHIEEF170CRAE, HAAS —~CLIUES162CHRAE (EUSHS);

WHTR S —~CHIEAVI73CRA, HATAS —~CLIP A S162CR AL (EUSS) ;
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[0148]

[0149]

[0150]

[0151]
[0152]

[0153]
[0154]

[0155]

[0156]

[0157]

[0158]

[0159]

[0160]

[0161]

[0162]

VDFTRZE —CHIE A VI73C5 A, HFriAS —CLHE A Q160CRA (EUS
5);

i) TS —CHIEAL128CHRA, AR —CLIHEEAFI18CHRA (EUS
)3

(vit) TR 25 —CH1 & S134CRA:, HArd 5 —CLH A F116CRAE (EUSR
)3

(TR —CHIHEES136CRAE, HITRE —~CLHRESI4CHRAE (EUSS);
HTASE —~CHIEAPI7ICRAE, AR —~CLHESS162CRA (EUHS) ;

5
TR —CHIE S T139CHA, HAmA S —CLF 5 F116CRA(EUSS)
HATACHIIA A C220S/A/VRAZ B M IC131S/A/V), HFTRCLHIA 5

C214S/A/VEL(EUSS) ;

Ly, FACHLAR S C220SEUSS), HATACLHIA A C214S(BUS
o

L 5, B EX A CHINCL, FnACHIfETI39CH
C220SRAF (B M UC131S), HATACLH I8 F116CFIC214S AL (EUSR ) .
ST =, DR EXAACHINCL, FrifCHIUAFI26CH
C220SZRAE (BN R IC131S), HATRCLI A Q124CHIC214S KA EUSS )
EESE R, PR SX A CHINCL, FhCHIEH168CH]
C220S5A4E (BN N C131S), HATIACLHIE A T164CHIC214SRAF (EUSS) o
25, PR X A CHIMCL, FrkCHIEAFI70CH]

C22085845 (B R HIC131S), HFTIRCLHA A T164CHIC214S5545 (EU4 ) o
TE—8es i 5, B—PREE X AECHIMCL, FrifCHIEAF170CH]
C220SZRAL (BRI C131S), HATBCLI I &$162CHIC214S KA (EUSH )
TE—2e5 T 5, B —HURE E X A CHINCL, FrACHIE A VI73CH
C220STA (HA B FUC131S),  HATARCLHUES162CHIC214SRAL (BUSR 5).
fE—Sesi =, B—HREAXASCHINICL, FrifCHIAVI73CH
C220STRAZ (SO N HIC131S), HFTRCLHHE A Q160CHIC214S KA (EUSR5).
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[0163]

[0164]

[0165]

[0166]

[0167]

[0168]

[0169]

TE—Eesi g 2, SB—PURE S XA CHIMCL, FrikCHIEE1L128CH
C220SZEAF (B AR HIC131S), HATIRCLH{U 8 F118CAHIC214S 545 (EUR 5 o

L 5, B E X A CHIMCL, ArACHIHAS134CH
C220SZRAL (B AT M C131S), HATBRCLHU A F116CHIC214S584E (BUZR ) o
fE—Esl =, PR EXEECHINCL, FridCHIEAS136CH
C220SHRAZ (BN M IC131S), HATIACLHIE A S114CHIC214SR A (EUSRS)
25/ 5, B—HR4a XS CHIANICL, FrkCHIREEPI71CH

C220SRAZ (A RIIC131S), HATRCLH fU2S162CHIC214SEA (EUSS)
FE—5 5 %, CH1ES 5SEQ ID NO: RS B/ 5 B %D
90% . 9% 92% . 93% . 94% . 95% . 96% . 97% . 98%EK99 % [F]—IEH]
BAERTY], HAUAF126C, f£—25900E775H, CHIHASEQ ID NO:1JT
IR EEIR A sl ATk A 2 AE LB T 5H, CHI A 5SEQ ID
NO: 129 RIEFIR FH BB 2 /D90% . 91% . 92%. 93% . 94%. 95%. 96
% . 97% 98%5k99% Al —PEEEMR T, HEAF126CHC220S, 7F—2E5K
JeJiZE, CH1ASEQ ID NO:1 29 RS EE8L 41 8k i Ak 5 51 400
E—SsiE )y 29, CH1M95 5SEQ ID NO:ARfr RSN 7y Ea =D
90% . 91% . 92% . 93% . 94% . 95% . 96% . 97% . 98%Ek99%[F]—E[H
RARTY], HASHI68C, 255 5, CHIHASEQ ID NO:132
BRI AR 7 A S Tk P A s . AE 28500677 5, CHIE A 5SEQ
ID NO:A33FRINEFERF A 2B ZD0% . 91%. 92% . 93% . 94% . 95
% 96% 97% . 98%5k99% Al —PERUER AR T4, HEAH168CHIC2208, {F
BT, CHIHESEQ ID NO:133F RIS AR 741 5k i ATk 5 41 4 6%
FE—RSE T 2, CHIHA 5SEQ ID NO:A34 s AUEEL Fr 41 B4 2/
90% . 91% . 92% . 93% . 94% . 95%. 96% . 97% . 98%Ek99%[H]—EH
SEMFY, HAEFL70C, fE—8i/7 5, CHITESEQ ID NO:134
PR R 3 sl i i R A 4R . AE—2E 50077 5, CHIH A 5SEQ
ID NO:135F/RIERBR T A EAZED0% . 91% . 92% . 93% . 94% . 95
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[0170]

[0171]

[0172]

[0173]

% 96% - 97% 98%5k99% A —VEREERL T4, HEEFI70CHIC220S, 17X
— S S, CHIAASEQ ID NO:1 357~ (M S 5818 e 41 ek b Aok e 51 41
B 7 2, CH12 5SEQ ID NO: 136 RIS L 74 B = D
90% - 9% 92% . 93% . 94% . 95% . 96% . 97% 98% %99 % [F]—PEREIE
B2, HAEVI73C, fE—Si %W, CHIfESEQ ID NO:136[RIYE
KRRk R R 4. fE—28 92 5, CHI A 5SEQ ID NO:137

ORI EERRFY BB ZED0% . 91% . 92% . 93% . 94%. 95%. 96%
L 97% . 98%Ek99% Al —IERIERIER TS, HASVI7T3CHC220S, 7E—LEsjE
Z, CHIASEQ ID NO:137HTRAISERR 781 5 FH A T 81 4
fr—Bes i, CH1EA 5SEQ ID NO:138T RIS R 7 /I A %D
90% . 91% . 92% . 93%. 94% . 95%. 96% . 97% . 98%1K99% [F]—E M1
R[ERRFY], HEE1128C, £—E50E &, CHIASEQ ID NO:138
PR R R ) sl iR P A 4R . AE—2E 5507 5, CHIH A 5SEQ
ID NO: 139 /RIVEFIRFH B HFED0% . 91% ., 92% ., 93% . 94% . 95
% 96% 97% 98%8k99% A —VEREILIR T4, HAUSL128CHIC2208, 7
—BSE T, CHIHUASEQ ID NO:139f /<SR AL 741 5k ki ATk 41 2H
E—Ees ) %, CHI 2 5SEQ ID NO:A40RINEER T/ A =
D90% . 91% . 92% . 93% . 94% . 95% . 96% . 97% . 98%EK99% [F]—I4
EERL A, HAEES134C, £ 5H, CHItASEQ ID NO:140
PR R EIR 7 sk i P A 4 s . AE 2S00 5, CHI A 5SEQ
ID NOAMNFRIEEIRFI R A ZDo0% . 91% . 92%. 93% . 94% . 95
% 96% . 97% 98%5K99% [Al—VEMEEIRT A, HEES134CHC2208, 1F
—ISTET 2, CHIEIASEQ ID NO: 141 B RS SEIR 741 Bk i it F7 471 2H %
FE—Ss 2R, CH14UA 5SEQ ID NO:A42fRIEIE IR FA B4 =
D90% . 91% . 92% . 93% . 94% . 95% . 96% . 97% . 98%EK99%[F] Ik
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[0174]

[0175]

[0176]

PRI A, HAESS136C, fE—Lsifi/ 5, CHIfESEQ ID NO:142

BT RO IR A sk BT il P B . 7E—2E 50/ P, CHI A 5SEQ

ID NO:143fRERBR A B A ZED90% . 91% ., 92% . 93% . 94% . 95

% 96% - 97% 98%8k99% [ —VEIEEEL T4, HES136CHIC2208, 1F

— S S, CHIAASEQ ID NO:1 43[R (S 502 241 8k b Al e 51 4H
E—Ees )T %, CH1 2 5SEQ ID NOAMFT RN ER T/ EHZ /D

90% . 91% 92%. 93% . 94% . 95%. 96% . 97% . 98%Bk99% [Fl—I4 (1

HAMTA, HAEEPI7IC, fE—E30E7 5+, CHIEESEQ ID NO:144

PR R ER T4 sk ik P A . AE—2ES00E T 5, CHIE 5SEQ

ID NO:145T R FHIR B ED0% . 9% 92%. 93%. 94%. 95

% 96% . 97% 98%5k99% A —PERUE AR T4, HESP171CHIC2208, &

— T2, CHIEASEQ ID NO: 145 R RSN 541 5 F B il 7 41 41k
E—Eesjfi )y %, CH1H 2 5SEQ ID NO: 146 RIS iR FF 4 A % /D

90% . 91% . 92% . 93% . 94% . 95% . 96% . 97% . 98%Ek99%[F]—MEf

FHLTFH, HESTI39C, f£—L50E/ ZH, CHIEASEQ ID NO:146

FrR IR AR 7 A s R ATk P A4 s . AE 2850077 59, CHIH A 5SEQ

ID NO:147HTRINEFBR T A EAZED0% . 91% . 92% . 93% . 94% . 95

%~ 96% . 97% 98%EL99% Al —PERIERAR T, HAEETI390CHC2208, &
T %R, CHIA A SEQ ID NO:1 47 R (M S 5L e 41 Bk b Aok e 1) 4
TE—LES 7 5, CLEE 5SEQ ID NO2J RIS AR 74 B 2D
90% . 9% 92%. 93% . 94%. 95% . 96% . 97% 98%E%99 % [F]—MEHIE

FIRFY], HEEQI24C, fE—205ji/y 5, CLAESEQ ID NO:2fiRi)
SRR A S TR A . AE ST 5, CLE A SHSEQ ID NO:128

FoRRIERBR A A ZED90% . 91% . 92% . 93% . 94% . 95% . 96% ., 9



25

WO 2024/017371 PCT/CN2023/108651

[0177]

[0178]

[0179]

[0180]

7% 98%5k99 %Al —MERIRAR TS, HESQI24CHIC124S, L85y
Z, CLHEASEQ ID NO: 128 RA R SR FE A1 8 FH AT FE A1 4% o
fE—sji )y %, CLAA HSEQ ID NO:148fF RIUE LR 74 B 2 /D
90% . 91% 92%. 93%. 94% . 95%. 96% . 97% . 98% Bk99% [Fl—IE M
BERFH, HEETI64C, fF—Lji/i 54, CLESSEQ ID NO: 148171
QAL A s TR F AR . 7E 250 5 R, CLESSSEQ ID NO:149
AR BRI FH EAZEDI0% . 91%. 92% . 93%. 94% . 95%. 96%
L 97% . 98%EK99% Al —MERIEIR T4, HEET164CHIC124S, FE 20500
Ji5H, CLEESEQ ID NO:149FT /R SR 5 41k b Fr ik 14 B
TF—BeS /7 %, CLAE 5SEQ ID NO:150 /R 8 0 541 A = /b
90% . 91% . 92% . 93%. 94% . 95%. 96% . 97% . 98%1K99% [F]—E 1
RAERRTY), HAUEs162C, £ 750, CLASSEQ ID NO:150/
RNRFIR T sk R P8 s, 207 5, CLE A 5SEQ ID
NO:ASIHRIEIEIR T VIR A ZED90% . 91% . 92% . 93% . 94% . 95%. 9
6% 97% - 98%8k99 % [A]—VEREEEL T4, HEES162CHIC124S, £F—L85%
JeJi W, CLAASEQ ID NO:151HT 7RISR 771 5k i Tk 41 41 B
TF—Hesjii /7 55, CLAA 5SEQ ID NO:152f RIS 54 B4 % /b
0% 91% . 92% 93% . 94% . 95% . 96% . 97% . 98%5K99% [F]—IEHY
RARTY], HASQI60C, fE—Haji/75H, CLEASEQ ID NO:152/T
NSRRI B i R P8 k. A 28507 5, CLE S 5SEQ ID
NO:35HT 7RISR FA BAED0% . 91% . 92% . 93% . 94% . 95%. 96
% 97% . 98%Ek99%[A —IERIEFIR TS, HAIEQI60CHIC124S, 7E—2esL
Zh, CLHEESEQ ID NO:35 R 2 5L 741 sl i i 7 #1 2
R T %, CLAA 5SEQ ID NO:36fT R NI FH HA % /D
90% . 91%~ 92% . 93%~ 94% 95%. 96% 97% . 98%5%99% Al IRy IE
Wy, HARFI8C, fE—Esljiyi &, CLESSEQ ID NO:36JTRM g5
MR P S ER Tk P PR . A —B8S0 7 56, CLAEL S HSEQ ID NO:37HT R
FHRFHEAZEDI0% . 91%. 92%. 93%. 94% . 95% . 96% . 97% . 98%

)
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[0181]

[0182]

[0183]

[0184]

[0185]

[0186]

[0187]

5%99% [ — VRS EMR 74, HASFI18CHIC124S, fE—Ee9E &, CLE
ESEQ ID NO:37T 7RISR 741 5 F ik e A1 2

fE—sji )y %, CLEA HSEQ ID NOBS RIS AR T4 A % D
90% . 91% 92%. 93% . 94% . 95%. 96% . 97% . 98%Ek99% [Fl—I U IE
Wy, HAEFI6C, fF—Eslji/i W, CLAESSEQ ID NO:38J /R g5
MR Py HE Tk P P 4E . A 28507 56, CLAELS HSEQ ID NO:9SHT R
FHIRFHEAZEDI0% ., 91%. 92%. 93%. 94% . 95% . 96% . 97% . 98%
5k99% [F)—IE R ], HASFI16CRICI24S, sl %, CL
ErSEQ ID NO:98HT R E IR 741 sk i T ik 3 41 4 %o

Tr—Ee 5y 2, CLAE 5SEQ ID NO:9FT RN R T4 B4 =% /D
90% . 9% 92% . 93% . 94% . 95% . 96% . 97% 98%EK99 % [F]—IEHIE
A, HEES114C, fA—29Er &, CLEASEQ ID NO:9 R
SRR S TR PP AR . #2900 5, CLEE 5SEQ ID NO:100
PRI R F A B ED90% . 91%. 92% 93%. 94% . 95% . 96%

+ 97% - 98%8599% [l —MERUEIIR T, HAUSS114CHIC124S . 7F L8501
TIEH, CLEASEQ ID NO: 100 R SR 7 41 5l v ih J7 A1 45 %o

-2 AR AR

AT SRR 2 P DA S R R R R B OSBRI RS S X (2 B 2 [A]
FERCHISRRS, Hpr BRI B R TR ERNT, SRAR AR SR
BRI A S A Ay ELARNR 5 | PR R A2 B[R] PO o

TE—ANERTT S, RS &5 FEIasukGIan 2 mrtbuk, Blam
R B A FRAL . BT 5, Il m R BAE 20— M
JREEEIX B RN (R 1 RN 1924, o pnR s BN Fh )
PRI A A ST, FE—2E 5007 5Erh, PriR B o BA A N —

T

DNEREAHIE
a TR B FEIRO R TP 5 & DX B i ] A DXCRIER G P AR X A S b RAFIY
SRR 5

b AN 1Y o BRJE 2 [RIFR B /N T 1245 F1/B)
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[0188]
[0189]

[0190]

[0191]

[0192]

o T AN EUEIRON RIS S ) 75 b
TS5 77 5, PR R BRETELE B DA Nz B ISR RPN
FIR 5 BIRZ I AR BT ERER . B 5E X A B 30 FL5E 1A X

38, EE AR A B AS MR RE TR X R E87. ERE AR X A B 458142
BERAFX AT B 44, BRE AT X 007 B o1 FIERGE 1 AR X (17 B 438k B 1T AR X (1)
(7 B OVFNERHE AR X ()17 B 44 (kabatdi 5)

TE—BeS0 T 5, IR R Ao AR B AR 1k E DA N A7 B AR RO R A
AL NS A AR AT AR . B AR X M Q39MARHE FIAZIX (1)
Q38 FEHEAIA X L4 AR GERT AR X Y87, EEHE A AR X (L 45 AR HE A AR X (1
P44, FHEATARX Y O1URIER5E AT AR X [ A43 B EE B PT AL X A Y 91 RS BE FT AR X 1)
P44(kabat4i 5).,

TE—8eSf 7T S, RS S AFETURIPUR S & X 1A sl A SR Y
(8 PR RmRAE, i S, SaARPURNBUREGX
A TR R AR B T ARSI 78 A A 2SR R AR (v B AR
AR, FEE5 G AFRHUR BRSSP R AN IR R R AT
BN, LS R, R PRSI AE PR X 1A e E M
R RN A S A EHARE, ([HEE AN PURG G s SRR -
AR S 5 PR G X PR AR IR AR, FlIandeAaE
fE b, B PURESE X PR R SR L 5 58 PR S & XA
RARRPTHAAEER . I, PR EX, e EX1 FEE R AR
WRATH IE BLATAOSEENR, HAE A B X2 AR S IR 534 ot 1 BT A
R, RS ZIREGEXH, 7oA EX1 FRERE IR R A 71 LT
AN, HARMEX2 AR R SR A i IEFL AR, AR fEss—
PUREEE X BT I R R RURIR S5 88 — DR 45 & X AU IE L O &R
ATPAARRIECAE], FIanAER s AR 2B —HuR 45 & DOh pos 01 F A O VAR S 7
B PUR S G X T 0 HL T SRR v DAAERI O], B

TE—BE50 /7 S rp, BRSO Fh A B T AR IX A S R R 1F FLAAT A S
R, I EA e AR X s B B 0 A AT B AR R A — e Sty
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[0193]

[0194]

[0195]

[0196]

[0197]

S, PR S ERRRON R B P A X O EURERR F T L PO BRI, FE R
e R P AR DX R HER ey T F i ) B R IR A
TS, AR PURGTE XN, D B 30 R IR
RO IR B RER ,  HLRGE ] AR X A7 B 38 AL Y LRI i 0 AL A
BRI s M/ AR 26 —HURES S DX, B AT D7 B 39 IR AR B A
O AT SR, FURRGE FT AR IX v B 38 AL A S R AR Y [ L R 2
2o

- SE, E—DUREGEIX D, HEE DA B 4SRRI
RO IEFL A RS AR, ELER S ] AL IX f B 87AL A S AR Byt 04 R
MOSEERR s A1/ 28 —PUREE G X, EEHE AR DO B 45 A M BRI A
LT RISEER,  HARaE rT AR X (v B 8 740 H S SR AR (E HL S B
Ro

FE—SOsfE i 5, A PURE X, B DO E 45 R
RO IR B AR, HLRR G ] AR X (7 B 444 O AR B D 07 LA
MOBEERR s A/l 28 —PURES G X, Bk A DO B 45 A M s BRI
ORISR, HARSE TR A, B 444 s SR IR Oy IE L O R

=

oS

S T SR, UG IX T, EEE A E AL R IR
ROV IEF AT AR EERR , B Pl AR DT B 43AL AR R RR A At 87 L Ay
(SRR s A/ 28 —PUREE X, EEHE AR DA B 91 AL M BRI A
LT AISEER,  HARaE AT AR X v B 4350 H S SR AU R (E HL A S B
M2

FE—SOsE i 5, A PUREE X, B DA BRI
RO IE T B AR, ELR G ] AR X (7 B 444 O AR B i 1 LA
MEREERR; A/ S —hUR G a X, BRI E O AL R ARy
AL SRR, AR E AT AR X 7 444 1) S BRI O IE B S

oS

o
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[0198]

[0199]

[0200]

[0201]

[0202]

[0203]

[0204]

FE—LBBSfi 77 5, R IE AL SRR IR, RAIH, Jf H/ecE i 7 LAY
REMIEAESD, f£—L28slhiy &, W E R AT R AL ARAIR,, FFH/EL
B AT R IR S HEERD . AF 2850005 2, Y IEFHLATI R IR 2K,

H B/l B o AT I R AR 2D

FE—SShE T R, FE—PUREE X, BT AR B 39Rb AR A B
AR, A5 AR A B 38R ER AR I COND . 28507 v, 78—
MPURE G, B[R A B30 E AR HCAD, AR AR X A E
3BRLMI AR UK,

fe—2e 5T S, A PURGE SO, B AR X A7 B 450 1 s BRI
UK, HApEE R AR A BT AR AR I OND . A28/ 56, 48—
MPURE GO, B[R X A B4 SRR IOND, BReE R X A
87AL A AR UK

25007 S, fE— M PURE SO, B AR X A7 B A5 ) s BRI
HRAK, HFREE AR AL B 44RO R RO D, #2850ty rp, AE—
AMPURE X, B A B 4SS SRR HUCOAD, AReE TR XA E
A4 IR R CAK

FE—EShE T R, FE—PUREE X, R PTAEX B 91 R A B
HAK, HEEE AR X A B 43R R SRR CND . £S5y 5, fE—
AMPURE GO, B[R A EoLC R R HCAD, AR AR X A E
ABREMI R BRI CONK

25T S, A AMPURE GO, BRI A7 B 914 s BRI
HONK, HAp5E R AR B 448 R BRI O D, fE 2850y 56, 7 —
MUREE X, EHE AT B o1 AR IR OAD, sk TRy B
AR B UK

E—2e50te T o, REHMEE G, Blnbuk, MEReRvEbuk, Bl
e MEHUA S 8RS XM —HURE X, HAadkaan FBu.
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[0205]

[0206]

[0207]

[0208]

[0209]

[0210]

[0211]

[0212]

[0213]

[0214]

QOB —PUREE X, ERET XA B30 R AR IO, HREETT
XA E 3SR SR HURND, FHi, ESE PR GXh, SEhE AR X A
E 3R RIIRBIN D, B A5k rT AR B 38 AL I S AR IO K ;

Qi) FESE—DURE A, FHRE AT XA B 45 R IR AR K, HERRERT
BN E 7 E R HUAD, [, fE8 e X, EikrEX AL
B4R EFERBIND, B A5k AR 7 B 87 AL R AR UK

(i) A —PUR G S X, B AE A B 45 RO K, B E
A B 44 R R IROND, AR, RS —hURE X, EREAAX
7 B ASAL SRR U AD,  HERSE AT AR IX {7 B 4440 M S AR U WK
(v) AR —PUREGE X, BTG BN R AR BIACOIK, HREE
X A B 43R ERRPEUOND, RN, 8 HUREEX T, Erdr
X A7 B ORISR IUROND,  HARGE AT AR X (37 B 4340 A SR BN K
WAL —PUREE X, =i XA BV R AR IO, BREEAT
XA B 44 RSB EUROND, FN, ES PR GXh, SEhE X A
FARIIRB I NID, B A5k rT AR B 4480 I S IR IO K
-3 RAL

RS =, ARRHAE G, Blibuk, flinzrisrEbux, fli
BURF VDU, EE B a X GRS & DO ME ARG S IX R E &
X), HE& B, UARTRE,

TE—BeShi T S, AR WG Ke—Mbitk, BImeremttbu, Bt
Ik, BEE-DIRGEXME_DURGEEGX, Hh, P4 X EsE
BEFAZIX, EEHEEX CHL, BT EXARGHHEX CL, HE &I
15 TS A AR X VHAIFR4E T AE X VL,

250 T =, B PSS A X A A CHI-CLA I 05 A s 2
Zr, HAEVHAIVL P8R,

E—2e 50T 5, B PR G X AU S ECHI-CLA U & gt s
A7, BAEVHAIVL PSR B PR E XAEVHMVL | SR

T
M o
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(0215] 2RSS, AERTRE—HUREEX T, OEER FREHS !

THVORZE | E4# CHI X BHEVLEE | S8 CLER
a1 Q39K F126C, C220S Q38D Q124C, C2148
Q39K HI68C, C2208 Q33D T164C, C2148
Q39K F170C, C2208 Q38D T164C, C2148
Q39K F170C, €2208 Q38D S162C, C2148
Q39K V173C, €2208 Q38D S162C, C2148
Q39K V173C, C2208 Q38D QI60C, C2148
Q39K L128C, C2208 Q38D F118C, C2148
Q39K S134C, C2208 Q38D F116C, C2148
Q39K S136C, C2208 Q38D S114C, C2148
Q39K P171C, C2208 Q38D S162C, C2148
Q39K T139C, C2208 Q38D F116C, C2148
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a2 L4sK F126C, C2208 YRTD Q124C, €2148
L45K H168¢C, C2208 Y87D T164C, C2148
L45K F170C, C2208 Y87D T164C, C2148
L45K F170C, C2208 Y87D 5162C, C2148
L45K V173C, C2208 Y87D S162C, C2148
L45K V173C, €2208 Y87D QL60C, C2148
L45K L128C, C2208 Y87D F118C, C2148
L45K S134C, C2208 Y87D F116C, C2148
L45K S136C, €2208 Y87D S114C, C2148
L45K P171C, C2208 Y87D S162C, C2148
L45K T139C, C2208 Y87D F116C, C2148
a3 L45K F126C, C2208 P44D Q124C, C2148
L45SK HI68C, C2208 P44D T164C, C214S
L45K F170C, C2208 P44D T164C, C2148
L45SK F170C, C2208 P44D S162C, C2148
L45K V173C, C2208 P44y S162C, C2148
L45K V173C, C2208 P44D QI60C, C2148
L45SK L128C, €C2208 P44D F118C, C2148
L45K 8134C, C2208 P44D F116C, C2148
L45K S136C, C2208 P44D S114C, C2148
L45K P171C, C2208 P44D S162C, C2148
L4sK T139C, C2208 P44D F116C, C214S
A4 Y91K F126C, C2208 A43D Q124C, C2148
Y9IK HI168C, C2208 A43D T164C, C2148
YLK F170C, C2208 A43D T164C, C2148
Y91K F170C, C2208 A43D S162C, C2148
Y91K V173C, C2208 A43D S162C, C2148




33

WO 2024/017371 PCT/CN2023/108651
Y91K V173C, C2208 A43D Q160C, C214S
Y91K L128C, 2208 A43D F118C, C2148
Y91K S134¢C, C2208 A43D F116C, C2148
Y91K S136C, C2208 A43D $114C, C2148
YI1K P171C, C2208 A43D S162C, C2148
YOIK T139C, C2208 A43D F116C, C2148
ME5 Y9IK F126C, C220S P44D Q124C, C214S
Y9IK HI168C, C2208 P44D T164C, C2148
Y9IK F170C, C220S P44D T164C, C2148
YIIK F170C, C2208 P44D S162C, C2148
Y9IK VI73C, C2208 P44D $162C, C2148
Y9IK V173C, C2208 P44D Q160C, C2148
Y91K L128C, C2208 P44D F118C, C2148
YIIK S134C, C2208 P44D F116C, C214S8
YI1K S136C, C2208 P44D S114C, C2148
Y91K P171¢C, C2208 P44D §162C, C2148
Y91K T139C, C2208 P44D F116C, 2148
[0216]  FE—E50ET 5, TR HURE A X, B AN MUREHE

[0217]

FHVHEL # VL R
4o 1 Q39D Q38K
(a2 L45D YR7K
553 L45D P44K
5h 4 Y91D A43K
W5 Y91D P44K

TE BB 7T AN, AR AW M—Fidutk, BlanZfe Rk, BIassieis
bk, BB PURGERXMEB _IUREEX, Hi, B—HREaXas
B X VH, BEFHEEXCHI, B X VLARGHEEX CL, HHE H
R G X S E A VHANRGE AR VL, B irdhuk i Ean FisAssd

Pas
=
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F— RS ;L*”'“@W\
?é VH & ;2:5:3, CHI & ?;jii%VL % ij% CE %f;@ VL&

iﬂ & Q39K E;ZQ%CS:’ Q38D g;fjg’ Q39D Q38K
Q39K gzlsgg Q38D g‘iig Q39D Q38K
Q39K 21272%(8 Q38D g‘ﬁg Q39D Q38K
Q39K 5“12;?)2 Q38D (Sjl,_fiig Q39D Q38K
Q39K :{72[;735 Q38D 2126132 Q39D Q38K
Q39K o Q38D O oD Q38K
Q39K 2122223; 038D ?z]ﬁé Q39D Q38K
Q39K e Q38D glzlljcs Q39D Q38K
Q39K P Q38D ilzlljg Q39D Q38K
Q39K 2127232 Q38D 2126124‘; Q39D Q38K
Q39K 32;3; Q38D ].(i]z]li(s: Q39D Q38K

o L45K 21222(8(;! Y87D gzlfjgl LASD Y8TK
LASK 2;;351 Y87D 2‘12(1’2(5" LA3SD YETK
L45K z‘;’;%(sj’ Y87D Z‘lziit(sji LASD Y87K
L4SK 2122(3(8 Y§7D Zlﬁi(s L4sD Y87K
L45K VI73C, Y$7D S162C, L4sD Y8$7K
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C2208 2148
L45K Z;;gg’ Y87D g;]gg’ L45D Y87K
L45SK g;iig' Y87D 21211%1(; L45D Y87K
T N I S PR S P pe
L45K El;;ég’ Y87D i}zllig’ 145D Y87K
L45K 21272;2’ Y87D (8312(;242’ 145D Y87K
L45K z‘;;?)g Y87D 21211(:1(; 145D Y87K
iﬂ = L45K 12222%(;’ P44D g; f:g’ L45D P44K
L45K Ig;g(?g’ P44D 526]1;’ 145D P44K
L45SK fjllzf())(; P44D g;?zg’ L45D P44K
L45K 21272?)2' P44D 2126]312 L45D P44K
LASK Xéggg’ P44D (Sjlzblzzé’ L45D P44K
L45SK (\; ;;gg’ P44D g; fgg’ 145D P44K
LA5SK 3122253(;, P44D glzl] ig’ L45D P44K
L45K 2]23;)2” P44D ElZIIZ(S: L4SD P44K
L4SK 2]232%2 P44D 2‘2]112’ L45D P44K
L45K 212’2);’ P44D i;ig, L45D P44K
L45K g;izg’ P44D (I’“;.]lfl(; L45D P44K
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4 4 VOIK 2122;(())% A43D g;?:g, Y9Iy A43K
v |SHC |y [FIEG T voin A
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L128C, F118C, Y91D P44K

YoIK €2208 P44D C2148
S134C, Fl16C, Y91D P44K

YOI 2208 P44D €2148
5136C, $114C, Y91D P44K

YoIK C2208 P44D C2148
P171C, 8162C, YoI1D P44K

YoIKR €2208 P44 €214
T139C, FllaeC, Y91D P44K

Y9IK €2208 P44D C2148

(0218] 2S5, AERTR PRGN Z R R DUk GHIDRR R EA o, —

[0219]

[0220]

[0221]

[0222]

[0223]

[0224]

[0225]

PNk EAER SRR WHUR S S IX AR AL,

eSS0 77 S, AR PRGN Z B m bR st R AR, —
MRS SR PURNPUREE S A A RRAE,

- 452458 1H E X i

RS 5, KRS G0+, Bk, MZRREbikass—
ARG X GURS EXOME s X GUREEX), Hh—dE i e
B R —#EAREE S IX (U E & DO T 5 IR B IE B X D Kappa iR gt HEIX, H—
DNEE A B RS & X GUR 5 & DO 8 A RS IE E X Lambda24k
TEEX, s HR—ANEEA S H - HAREE S IX GRS & DO e sk
TEEDCLambda BEEEE X, H— BB AR S IX GRS EIX)
FT B A R S HE E X N Kappa iR HEE E X,

-5 Fe[X 2848

TE—8esL i S, RERNE &5, Blnbuk, WERRIESURGIZN
R — D2 MRS S X GUREE GO M B A FX, HH A1 F
XA PAARIA EAN A

E—EEsThE T R, B —FcX ANEE “FIX A, HAR —RTE AR IR EC
B

TEARSCH, BX B HREA /D3 MR E X I A ke A R I C—imX
s, R PLEFRERIRFHIFX FARRFIX . RIR 7 A FIX R 2 KIRAFAE I %%
K A F T, 104 Fhagll 2 DA ML R AR B R FeX (Gestur Vidarsson
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[0226]

[0227]

[0228]

[0229]

[0230]

[0231]

22 1gG subclasses and allotypes:from structure to effector functions, 20 October
2014,doi:10.3389/Aimmu.2014.00520), 2L 5, Ak B FCX (08t
PRCH2MCH3, fE—L850 /7 58, HUARFX IR AT DAE N A Te GELHEIX Bl A
TIeGRAEX, BN, 1eGUBEEX BT 1eGUREE, BIHAIBEU4 S, D221
FIP230[ T4 o AERTREREX AT DA A 5840

FRAEASCH S3AME, FX R ELIR RN 4n STRIBEUZR S
7%, WFRNEUZES|, {WiKabat, E.AZ, Sequences of Proteins of
Immunological Interest, 255K, Public Health Service,National Institutes of
Health, Bethesda, MD(1991), NIH Publication 91—3242H1fT A

FE—85000 77 5, FX O ATeG Fe, N, AlgG1Fc, AlgG2Fc, A1gG3Fcik
NlgGaFc, fE—DEHET 5, FXAERIAIRFAISEQ ID NO:12251235 5
HERZ D%, Blino5%, 96%, 97%, 99% Bk 5 & E— PR Emg
P A el F AR o

WIRSUSHEARN RN, O TR LN 2R R DU R BRI IE
B, AR BHZ R R DA S IR Al A S T8 —Fc X 528 —FcX R — 5
A o TE— DTSN, FEMIAFX I CH3X 5] ANRAZ

IREIUE RPN, 2B —FRcX [ CH3X A ZE __FclX 1
CH3X PLE #M5 AdH T TR BE IS CH3X G S e U EEhH A T Re 5 H
B &R R EE 5 EAN TR BE N H e CH3X B R {158 —HMEE
FcX [ CH3X 7 L HPIAN 88— CH3X Bk AN 38— CH3IX 2 [ AE AR 58
{ZN]8

JLiets, F:FKnob—in—HoleFAR, 7£ 55 —FcXFIEE —FcXH 5] AAHR.FJKnob
ZASFIHOle R4S, AR Z: IWAIANUS 5,731,168; US 7,695,936; RidgwayZ Prot
Eng9,617—621(1996) M Carter,] Immunol Meth 248,7—15(2001),

TE—MFREE R SHETT S P AE— N FeX FICH3 X Hh, 58366 v U I R IR A A T e i
BRI (T366W) (knobZ %) 5 IAE J3—MEcIX (U CH3X H, 85407 (i (RS SR
PR AR R AL (Y 407 V) (hole RAT) , b 36607 1) IR S IR IR AL ) 22 2R
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[0232]

[0233]

[0234]

[0235]

[0236]

[0237]

[0238]

PAFH(T3668) H 2540717 IS S IR 7 A AR SRR A B B (Y 407 V) (G 577 UK
HEUZES),

TN —A )y 22 AF—ANFX FICH3IX W, 85366/{0 [ T s IR ik 5L F 2 2%
FREE(T366W) H A5 35400 1) 22 R AL P D IR TR B 6 (S354C) Bl AR 35607
) S MR TR FH A B S R T R B (B35 6. C) (R AZ, 83540 119 22 SRR 7 AL FH A I
SEFREES B — A EIXICH3X W, 5540707 (R SRR PR A FHAT s R 7k
FER (Y 407V) (holeZRAR) , AELEHIB6607 IR EURR TR 58 H 42 SR IR AL A (T 36658)
H 23680 1 R TR A N S IRER L A (L368A) (5 /T RAKEUZ 5 )), fFik
b 2634907 FOTK SABR P BE F A DR IR AL B4 (Y 349C) (G5 17 IR IREUE 5 ) o

e MEARASET E, —AFX A RERENTI66W, H 55— FcX
ORI T366S,L368AFIY407V(EH 575 RARMEUZ 5 )

fE BRI 5, — AN FeX A S AR AS354CT366 W, H 55—
FlX A & S B R Y 349C, T366S,L368AFIY407V (45 /7 UK IREU R 5 1) .

WA PAEE FInnobody IR, 75 55— FcX MEE “Fc X 5| NAHRZEAE . HEHRER
ZWABINPCT/CN2021/143141,

TE—MREE NS 5,

FITIAR 5 —CH3IX 2 S364R /K RAL (L s HIS364R ), LARATIEI)— B 2N
fhRAr . LSy 5, BTk 28 CH3IX 5 K370S/T/A/VRAZ (i b
K3708), PAMAEER—ADEE AN HMRAL ., 525y 5, FridsE—CH3IX
HES364R/KRAE, HHTASE —CH3X fAK370S/T/A/VRAL . {E—2E50 077 5
W, AR —CH3X 5 S364R RAE, HATIASE —CH3X AUAKI70S5AL

TE—BES R 2, B 2E—CH3IX A S364R /K (L HES364R) FID399K /
ROBUEHID3I99K)RAL , fE—LEs i 56, k55— CH3X A5 K370S/T/A/
V(L HIK3708) AL MK 409D /E(RIEHIK 409D) AL . #E—LE5fi 5 5, B
W —CH3X 5 S364R/K+D399K/R, HFTIASE —CH3X U EK370S/T/A/V
+Y349T/S/A/V o AR50/ 5, FTik 28 —CH3IX . 5S364R+D399K, H.
AR 88— CH3X A K370S+Y349T, 7F—Eesijs i, ks —CH3X ik
BE375N/QUREHBE375N)FI/ER T350V/ AU EIT350V) . 75 —S850 i 5 v,



40

WO 2024/017371 PCT/CN2023/108651

[0239]

[0240]

[0241]

[0242]

[0243]

FI R 56— CH3 X R F 27K 409D/ BB HEK409D) . Q347D/E(LIEHBQ347D) A/ B,
T350V/ A T350V),

E—SEsE S, BTk 8 —CH3IX E&S364R+D399K,  HFTIASE —CH3IX
FIEK370S+Y349T+K409D, 71205077 5, Tk 25 —CH3X IRt E357N
o FE—RESUiE R, BTk CH3XA A Q347D TE—Eesiiy sh, fr
REE—CH3X AU AE357N, HANASE " CH3X AU 5Q347D, LT 5
W, BT S —CH3XAIATA S —CH3X A RIS T350V, B A T350V,
BRI, 2y b, ke —CH3X 5 S364R +D399K,  H TR e
CH3IX 5 K370S+Y349T+K409D+Q347D ., fF—S85ji )y %, firidss—CH3
XA S364R+D399K+E357N, HFTAZE ~CH3X fAK370S+Y349T+K409D

+Q347D, fE—EeSE T, AL —CH3X U5 S364R+D399K+E357N
+T350V, HArsE — CH3X 5 K370S+Y349T+K409D+Q347D+T350V
FE—2es 2, Frid 8 —CH3X AU AK409E/ DAL K 409E) , 7E—3851
BE5 5, BTk 28 CH3X A5 D399K/R (1 HID399K) 5K 370T/S/A/ V({15
HIK370T), 7E—RESTHET 5, ATk s —CH3X A K409E/D (L EHIK409E) ,
HATAZE —CH3X A S D399K/R (L ID399K) . 7 —BE5j 7 5, firik
CH3X AU A TANR/KALEMT411R) . 75205005 5, Frdss  CH3X A
HEKI70T/S/A/NV R IK370T) . 752505 /7, AR CH3IX AU & K409E/
D+T411R/K, HFTARZE CH3X A D399K/R+K370T/S/A/V, 1F—E5 k5 5
S, TR CH3X A5 K409E+T411R,, HATAZE “CH3X HAD399K+K370T,
fr—Se BRI ST S, Pl s —MEE —CH3X RA A FRAEHE

F— CH3 K %= CH3 &
S364R, D399K, E357N, T350V K3708, Y349T, Q347D, K409D, T350V
K409E, T411R D399K, K370T
8364R, D399K, E357N K3708, Y349T, Q347D, K409D
S364R, D399K K3708, Y345T, Q347D, K409D
S364R, D399K K3708, Y349T, K409D

N R, — D FX Y CH3 U5 S364R AID399KRAE, H A —EclX

HICH3ZRAT I 5Y349T, K370SFIK409DZRAL
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[0244]  BEtE, FE—DERSEE R, ARIANES &5 Fantuik an 25 Eh ik
TP FX Rk, Hip

[0245] @) —PEX ZIRNEERALTI66W, 1183 FX Z KU T366S,L368AF
Y407V, B

[0246]  b)—NFc—[X Z AU RAES354CHITI66W, (15— NFe—[X LIk 5%
Y349C, T366S,L368AKIY407V, B,

[0247] )N Fe-X LI RAESI64RMD3IK, [l 7 — B [X L ikt A5y
Y349T. K370SFIK409D

[0248] DA, FE—ERSET R, ARIAMEE &5 TNtk an 25 rEduik
EERIPAFX Rk, Hrp

[0249] &) P FX Z L ESEQ ID NO:208 1 31 R ERAEIR A B AR, 11053
A FX ZIREASEQ ID NO:101 8 130T R UL 731 5k i HL4H

[0250] b))~ FIX LKA ASEQ ID NO: 125 R R MR FFAIsk 4188, i A —14
FcX Z LA SEQ ID NO:124F RIS EIR P4 sk i H 41 5%

[0251] o FcXEASEQ ID NO: 1261/ RNE SR F A sk R HEA R, %A FclX
Z KA SEQ ID NO: 127 R S5 741 sl E 2R

[0252]  [Atb, fE—ADEARNSET RN, AR &5 FOlinbusin2r stk
EETIPAFX Rk, Hip

[0253] &) —PFcX LKA 5SEQ ID NO:208k 131 R R 741 B A4 = /D
85% - 90% . 95%. 96%- 97% . 98% . 99% IR —PERIEEMRITH, s —A4>
FX Z 5 5SEQ ID NO:101 8130 R R AR 7Y T RN R E IR T4 A
F/D85% . 90% . 95% . 96% . 97% . 98% . 99% MRl —MERE AL A Bk

[0254] b —FIX LKA SHSEQ ID NO:125F ~HY SRR 75| B =D
85% 90% 95%- 96%. 97%. 98%- 99% MR —MEREEI T4, fiH—1
FcX Z IR 05 5SEQ ID NO: 1241 <A EENR 7 Y PRI S L1 41 R 2 /D
85% . 90% . 95%. 96%. 97% . 98% . 99%[[E—VEE I FH; &

[0255]  O—ANFcX A 5SEQ ID NO:1 26 RIVEEIR 75 RS2 7 B A %2
/D85% . 90% . 95% . 96% . 97% . 98% . 99% HIE—IEREIEIR T, 1iH—
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[0256]

[0257]

[0258]

[0259]

[0260]
[0261]

[0262]

PMFX ZIREE HSEQ ID NO:1 27 RRIR 7 A s 2R A Bg =D
85% . 90% . 95%. 96% . 97% . 98% . 99% I —ERUE TR 75

BRI, AE— BRI SRR 5, RIS G T Blahuan 2R Rt buk
TP FX Rk, Hip

)—PEX LKA 5SEQ ID NO:205 131 iR R AL 74 B g 5 /D
85% 90% . 95% . 96% . 97% . 98% . 99% A —MEEIIR FFI H &4
T366W, 15— PFXZRE 5SEQ ID NO:101E 130/ RN SR T 7=
EER T T EBED85% ., 90% . 95% . 96% . 97% . 98% . 99% A —MERY
SRS VA0 B AT T366S,L368AFIY407V; B,

b)—PFcX 2 12 5SEQ ID NO:125 [ R 41 B A = /D
85%-+ 90%+ 95% 96%. 97% 98% . 99% KA —MEIER IR 5 L&A
S354CHIT366W, (15— PEIX ZIKEE HSEQ ID NO:124 7~ I Z EIR - HI T
TR A BB E85% , 90% . 95% . 96% . 97% . 98% . 99% HlF—ME
HISR IR 70 5 2R AT Y 349C, T366S,L368AM Y407V BY

O MFcX 8 5SEQ ID NO: 126 RINE SR T R AR A B R =
/D85% ., 90% . 95% . 96% . 97% . 98% . 99% [K[F]— IR FE A1) H A5 5
AFS364RAND3IIK, 11157 —PFcX Z IR E 5SEQ ID NO: 127 R R SR 741
R RIER A BAZED85% . 90% . 95% . 96% . 97% . 98% . 99% 1A —
MRS SEIR T2 H S RATY349T, K370SHIK409D

1 B85 77 5 W BeDGA B 8 HARA T 7 R AR AR AL

WA PR AR IR &5 & 43 - BlanbuR b (R TR AL DIRAS TR IR P . A
AU I FeX 5T

TE— 077 5, AEFIX RN - DIRE (B AN F DX A MASIS DURE) IRF 12 1
BURRCX . E—ANSEHETT N, I DR T B A= R R AP X L 454
FEARER bR . A2 — SRy S, Ttk B DA 5 R R B IR -2
BE: PEFRIR A B IR 28 DIRB I PRI AL . MIFCIX &1
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[0263]

[0264]

[0265]
[0266]

[0267]

[0268]

[0269]

fE— MRS Z, FeX BARCD I FX S D8E, BIaniR
DIEIEFRINADCCERAD CPEL CDCRUN - DRE, 914060 2 5L B R DhRe 28

WIRSGUSEARN RHERY), RIEAR AL S FOIaduks B fE, K
RUHESE 4 F IR 55 - T DAAE B Mt 0 2 ek — ek 22 FEc a7 1k
WSS ESRMINB . AE— DS W, FriARc AU Fe v 32Kk, FRIHE
AFevy 52k, 758507 56, FridRc X S &R SFc vy 2R SR, i
i, sy s, HTARLEHMFX BATRAIR S Fe v ARG G HIL234A/
L235AZAE , A F— R SEiiss 5, Folr Benl DURA S E0M b s = i)
MIZRAE, BN Fc BE S FeRn&5 G H5EAE

=6 3R MEpUA B 2 R e

TE—BEShi 7T 5, AL RSB R Tk

RIE “BURERMEDUAR” ZIERE R DRSS ME _PURESX Pk, &
HHETAR S —PUR S5 G IX 85 G — MR sk 6 H Tk 2 iR S X455 5 —4t
ek A —=h . B, ARIEACK B R DA S TR AR OB,
BN — U P A F R A R R . BURE R MEIUARTE A S TGRSR
(Fan’: A\ (2015)Journal of Hematology&Oncology.8:130) . fx iy WL IgGRER 4257
ST Fab X A N FeX I8, 55> Fab () B BE AR 55 7T DA H B B s Bt
{8

A DA FH AR 2 A8 S B AR B AR /il 85 A< A TR 0 8UR 1
o AIDAMEACK AR S AR BRI ESCRE R 05 I In, Labr
ijn,et al Bispecific antibodies:a mechanistic review of the pipeline.Nature Reviews Drug
Discovery,2019,18(8):1-24, 7E—SE5CJE /7 5H, AL WIRSCRE R EUA R AT A
B 2+ NS AYBL A BUR R U (RI5A), 2+ 1 Cib 2L R BURE e PE LR (]
5B), 2+2CHGARL IR R DA (RI5C) . TE SR ST 5, AR BRBUR:
SRS fU 22+ 2N R L R R Fab R 7Y

TS5 7T 58, AR AR R S R s & S — DR S —4
JREEX TR IEE S B _PURNE g a X, HPE HRgaXaEs
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[0270]

[0271]

[0272]

[0273]

[0274]

SB—Fab, (B PRSI GIX AL "Fab, A —Fabft HCHIIC K 558 —Fc
XNAER G A E BBk, BINREEX), 28 Fabfr HCHIRCANG 556
TF XNAIEREE HEA S L, IR . E— A EARISE T 5,
Frid SRR b AR e GRE TR, BB WENFTRIIAEL, 7 —A BRI 50t
TR, B —FabE MR G ENRA, B FabE MR, X
M AR, —FcXMIEE —FclX 32 Innobody R A B Knob—into—hole &A%, 1%
b, E5—Fab FAAHL AR 555 Fab AR AT A BAER), {EEAE
F07 bR R AR AR o A — A SEhT S, Frid SRR i

A

FHEL: ANIRZEC s MR : S5 FabEE AT AR X —EHEE X
CH1-55—Fc[X, HHEHHEEX CHIAEHECAR S8 —FX NAREHBA L
PRk (B A IX) 142 5

FRBEL: NG Cliy L ER R P IR . 28— FabfFR%5E A R IX ~ 424 1H FE X

B2 AN R E Al ARG S FabE A n X -EHHEEX
CH1-58 " Fc[X, HiEHEEX CHITERCARIR S8 R X NAMRA R AL
FR 32k (B AN X)) 1057 5

BRpE2: MNIGZECHG A SR PR : 55 FabfUF2R5E T AF X — 5245 1H X,

TE—Bes0h T S rp, AR ISR R VAR B S MR A A 8B — DU R
—HURSE X AR IS G B UM RS IX, R —hiRsdd
X025 5—Fab, 5 PR AXAUEEE Fab, Hrh—A e FabfEHCHIMC
A 5B F X NASR IR G A G Rk, BIEEEX), — 88— Fabft H
CHIICAIR 58 " F X NASMER @M A S ik, FlingsEx), A5 —
ANEE T FabfT H.CH1 ) CAI 5 55— Fab P BEHE 1] 42 X A NAS 52 G B AN 1
BR)e BB, ik SRR iAot +INSR i H, H B K
SANTRIIAL, FE—AEAR ST S, 1A S8 Fab B B AL HIFTA T
HLMRAE, HEE—Fab@ AL HATIA AR i IR Ay, PAKAT
Hi, #E—FcX % _Fc[X T InnobodyEKnob—into—hole 5| NRAE, Lk, 2
ANEE - Fab AR 2R AE . iidtith, 25 Fab A 0HRAE 555 —Fab
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[0275]

[0276]

[0277]

[0278]
[0279]

[0280]

[0281]

SRR EARR, (EEAAREGE SRR ER AT R AT . E—
AR S, BTSSR A

HHEL: AN 2 Cli st MR A: 55 Pab g A AR X —EE g E X
CHI1—28 —FabEE i ([ A X - HHH T X CH1- 28 FcX, HEHZE—FabEHHE T
X CH17E HCA 5 56— Fc X NRUi 42 FREAN 2 SR B AR BE) 154z, HLEE
" FabfF H.CHIPCAR I 5 85— Fab U ETHE P AZ X AN R B (I BB
33

FRBEL: NN Clt L BR R IR : 25— FabfF2%5E AT AR IX — 424515 2 X

HEE2: MNIGZECHE S AL : 85 " FabEHE A IX - E4HEE X
CH1-55—FclX, HHEFHHEEXCHIAHCRR S 8 —FXNARAE A4
FR SR (AN X 144 5

gt : NG 2 Cliy B ER R P IR : 28— Fabff2%E AT ZIX ~ 4248 1H FE X,

Hrp TSR e bR A2 k.

FE—Be 50T S, AR BRI B R R RS S AR DU 5E
— DRGSR G B PRI RS G, B —hiss
XAUE 2 —Fab, B PRSI AU  Fab, H2A 8 " FabfE HCHIFICK
43 Bl 5 58— FeX NI FIEE —FeX NAUER R HEA R ARESS, gt
[X), HZ—Fabfr gk M AZ X N 5 55 FeX [ CoRm Rz (B i BB B
K)o AE—NEARINSTIETT S, Frdsr A2 H1Cumigty, HAA KB
FREAAL, 75— A BRI Zd, 14838 — Fab B8 AR THFT AR L
WRAE, HEE—Fab® A AL WIFTA L S M i IR seAr, DA AR,
55— FcX M55 — FcX 3 InnobodyZ8 4 5 Knob—into—hole 2845 . ik, 24N
T FabE SRR, ik, —Fab FESHHRMRE S "Fab L &
BTSN EAHR, (HRARR B S AR AR . A5
BT, BTSRRIt A

HHEL: ANIGZCl At MR : 5 Pab g A AR X —E g E X

CH1-%8 _Fc[X—5F—FabE 5 M| A X —FEHEHEX CH1, HH 5 FabfFECHIM
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[0282]

[0283]

[0284]
[0285]
[0286]

[0287]

[0288]
[0289]
[0290]

CoAR 528 P X NAUmES (R A 2Bk, BIINREEX), HEE—Fabfi &
BENTARIX BN A 5 58— FelX Y CoR IR (B i sl 4:5) 5

FRBEL: NG ZE Ol B R P IR : 25— FabPFR5E AT AE X — 524 1E A X 5

B2 AN ECH AN PR : 5 FabE Gk ] FX - EHHEEX
CH1-3—FclX, EHEHEEX CHITFEHCKIR S H —FIX NARA A S
PR Sk (AN B HE X)) 154 5

FRpE2: NN Clt LS BR R PR : 25 FabfF2%E T AZIX — 4245 1H X,

HAppridom s AR B S 5 R a2,

fr—BEs iy S, AR RS R U B o2 MR RS A 88— DU 28
—HUREE XA R RIS G PR DRSS X, A —hiRgd
XEEH—Fab, B _PURGEX AL Fab, HH24 88 "Fabft HCHIRCR
3ty 3 A S AP X NAS 2 BR FR B 2R ek, TANEHEIX) (TR Fe[X AT DAAH
[FERANED),  H 2488 —Fab7r Bk 1T AR DX PN A 43 B 5 AN FelX I CA 2
(R SRR . N EARRISET 5, P R 22 +2CHH 1
A, HAEFWESCHrsrImAL, AR setr Zm, 148245 ZFabfd
AR AR, H AN A 5 —Fab B S AR BT R FL AR AR AN A
HERRAT, E—NERI ST R, 2488 Fab B SR AL THATIA R
FLRT AR, 1/ Bk 56— Fab B A AR 104 & B AT i 1) FRLTRT 2R A RN i p EE 2R
Ao PRk, %—Fab AR MRA 5 Fab A WA G B,
EEARRIN B R 2R SRR i AR o A — AN SEhE T 58, Firidons S
LN

ik WNIRZECIR AR FRARE: 25 FabiE X —EHHEEX
CH1-Fc[X — 28 —FabE 4t ML X~ B4 ETE X CHT, HHE " Fabt HCHIFICK
i S F X NAGER (G A S ik, BlnestX), H A —FabfE HbE i EX
N A 5 Fe X C A B2 Gl T BN B B23K) 5

FRBEL: NG ZE Ot E BN P IR : 25— FabPFR5E AT AF X — 524 1E X 5

B2 NG ZE Ot L S ER R P IR : 25 FabP2%5E T AF X — 5245 1H X,

HA AR DA B 24
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[0291]

[0292]

[0293]

[0294]
[0295]

[0296]
[0297]

[0298]

fr—25j 5, AR 2R R TR, 2y h, ARK
Rl E 2 S A o G IR VSt S/ 2 X e NS

TE—LeSE /T orh, AR =R R O SRR S S 8 — DRI EE —
PUREEIX . R G B DU DR g & X MR R R4 & 58— hU
B=DURESGX, HhE—HREAX NS E—Fb, B HREGRUSE
Fab, HHIZE—Fabft H.CH1CAU 5 85— Fe X NAUHER (R sl AN Fr ek,
BIANEEEX), 28— Fabft H.CH1RCoARUm 5 55— FeX NAOH 4 (2 B A 42 e
Sk, BIAnEEEX), BB —HURESE X WS scFv(BIliIVH-VL, BVL-VH), HZH
AN F A B VHEL VLI NA 8 CoRIm (B WscPv;2 VL-VH,  BIAIVLIINR
i) 558 R X ICHR ISR S . D RRMSE T, = ReRiEbiknigny
DR+ Coi LR (E7ABB) . AE— BRI SHETT 5, 25— FabB AU R AL
M IRBEEPRA, B FabfE AR, PAMEERM, 5—FdX% "FcX
U InnobodyZ Bk Knob—into—holeZ4F . Ui, H—Fab F A HLAZRA
55 " Fab FEA IR AN EAERE, (FEAEENE RS AT LA
Ko TE—ATHT R, FridZReRrEbid s

HHEL: AN ECH A PR : 5 FabE G [ FIX - EHHEEX
CH1-25—Fc[X, HHIEE—FabfF HCHICAIf 5 55— FX N (42 A
gk, BIEEEX);

FRBEL: MINUGZE Clt LB PRI : 25— FabfF2%5E AT AR IX — 424515 X
FHE2: ANIRZCH B MR : 55 FabEHE AT AR X —EHEE X
CH1—58 " Fc[X —scFv, HHEHHE T X CHI/EHCARIE S5 FXNAAHEL
REZ BB ESEX)ER:, HscFvA BN R EESKE L VHER VLN R EX
CA M WIscFvEVL-VH, FIUIVLEINAS) 5 55— FX B CIHRIERE ;

FRgE2: AN Cl ek PR : 28 Fablfeht rl R X 24 H E X,
=7 5 ARG X

KRN G T, bk, BInZrERrEpuE, BIanseRErtEdiiR, RIS,
SRR, AnE M THURNPUR, BBARERSZAA,
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[0299]

[0300]

[0301]

[0302]

[0303]

[0304]

[0305]

[0306]

[0307]

[0308]

[0309]

2 e 2, BURCEMREAESSHUR(TA) . E—2E305E 7 R, JRiAR S
PR AT T

E—Be5 ey &, Frikdibrek Uik HFAP, CEA. p95HER2,
BCMA. EpCAM, MSLN. MCSP, HER-1, HER-2, H
ER-3, CD19, CD20, CD22, CD33, CD38, CD52FIt3, EpCAM, IGF-1R
. FOLR1, Trop—2. CA—12-5, HLA-DR., MUC-1(}&E 1), GD2, A33—
U, PSMA. PSCA. HEEEE -S4k, TNCUUEER). CA-IX,
CD3., B7H3. EGFR. Hel, ¢MET. Axl. GPRC5D. PD—1, PD-L1., CD47,
TUESBGE 4> F-104—1BB. CD40, OX40%,

fr—2e 50T S, Frd Ebrak bR At B P M A S s R
CD3., BCMA. CD20. Her2. Her3, B7H3. EGFR. Hel. ¢MET. Axl. GPRC
5D, FEAS A S T HIPD -1, PD-L1. CD47. . 4—1BB. CD40. OX40,
B[R —HURIAF AL,

FE—EESE A S, AR R R UAR S & — A HUR RIS AS R IR A7 8k
ZEMNPUR

TE— e BRI ST Sevh, AR BHRBCRE BT S Ak FL a0 NN DU -

CD3/BCMA, CD3/CD20, CD3/Her2, Her2/Her3, B7H3/EGFR,PD—
L1/CD47,PD-L1/CD40, PD—-L1/4—1BB,EGFR/Her3,Her2/Hel, Her2/
PD—1, Her2/PD-L1,Her2/CD47,Her2/cMet, CD3/GPRC5D,

S BRI S e, AR B =R TR ZE S BCMA. GPRCSDA
CD3,

KRNG5 TP RS S X sk R S G IX R PUERIE T 856 ik
TURRIBHTAR,

> R VRS S Her2 TR 45 51X

L0 S, DUREE S XORIE T RIS S Her2 (DU, BilanthZERH
Pio

s R, HURG S X AT MR RS G He2 TN Z 2k
P, 20 3. 4. 5. E6ICDR,
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[0310]

[0311]

[0312]

[0313]

[0314]

[0315]

[0316]

[0317]

[0318]

[0319]

[0320]

[0321]

E—2E 500677 AN, DURS S IX AT AR R RS S Her2 DU I 22 Bk
BH . 2R3N ESE X CDR, EJHCDR1., HCDR2MHCDR3,

TE—L8300 77 Py, HURE SIS TR R85 S Her2 DA QT Z Bk
PRI, 2A3ANREE R[S IX CDR, EILCDR1. LCDR2AILCDR3,

RS =R, DRSS XS TR RS G Her2 (TR A Z 2R
U3 B RE T AF X CDR A3 MR EE T AE X CDR .

2SI, PR S X AE TR RS G Her2 TR T Z 2R 7
U ESE XA EE A, PLRACR BIRTAR I SAE

25T, PURSE X A TR RIS S Her2 NP UALHE Z 2R
PUIFab, ANMALIFARTARIZAS

>R A PD—1 PR 45 5K

TE—8e T 5, PURG & DORIE TR RIS S PD- 11U, flinwo
2017025016 FIAFFHIPD— 1Ak, Fl4nSindlimab #4,

TS TT 50, DR & X AT AR RS S PD—1 PTG ITwW
02017025016 A TFHIPD—1411K, Sindlimab®#HTAI1, 2, 3. 4. 5, B6CD
R,

E—SS T =R, PURSE S XS T AR R 45 5 PD— 1 IS UG I w
02017025016 FHAFFIIPD—141f&, WiSintilimab FHTI1 . 2F03 N EHEATAZ X
CDR, HIHCDR1. HCDR2HMHCDR3,

25 S, PURSE S X AT AN RS S PD -1 HUABI W
02017025016 AFFAIPD— 131k, U1SintlimabFfif1 . 2H13NMR5E AT AE[X
CDR, HILCDR1, LCDR2HILCDR3,

25Ty S, PURS S X AT AR RS S PD -1 PTG ITwW
02017025016 HAFFHIPD -1, UiSintlimab B3 E4E 1 2E X CDRAI3A
P52 [X CDR .,

L8007 5, DRSS SIS D AR RS S PD- 1T B aTwW
02017025016 AFFHIPD—1H11K,  Q0Sincilimab 54 B 5 AT AR X RIER4E AT AR
X, PARARWRTIR I GAL
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[0322]

[0323]

[0324]

[0325]

[0326]

[0327]

[0328]

[0329]

[0330]

[0331]

[0332]

2507 S, PURS S X AT AR RIS S PD— 1 BTG ITwW
02017025016HH A TFHIPD—147144&, ASintilimab B4 Fab, PANAKLBHRNARIZR

> R R A CD47 I RUR &5 A (X

TE—Le00 7 5, HURESEDORIR TR S & CD47I0 PR, FlaTwo
2019042285 AT AT RIRE PSS G CDA7RI TR, Bl H AT HIADI26630,

00T 5, DRSS X A DR RIS & CD47TIIHUAE,
BIATW 02019042285 A1FHAFFHICDATHUA, FlIANEH A H I ADI266301)
1. 2, 3. 4. 5. B6CDR,

250077 AN, DRGSR AT ANR RS G CDATINTUA, Bl
WO2019042285A1HAFFRICDA7HUA, BIATE R ATFHIADI26630/01 ., 2F13
FHE X CDR, BIHCDR1, HCDR2FIHCDR3,

fE—2e 50077 A, DRGSR AT ANR RS G CDATIPUA, Bl
WO2019042285A1H A HFHICDA7THUA, BlIAnHE P ATFHIADI26630/01, 2803
24825 X CDR, HILCDR1, LCDR2FILCDR3,

L0 5, DURE S X AL DA R S G CD47TIHUA, Bl
WO2019042285A1H A HHICDA7HUA, BIANETP A HFHIADI26630/) 34 EE 5 7]
X CDRABANMEEE X CDR

fE—E00 T 5, DRSS X a2 MR RIS ECDa7HUA, Hilin
WO2019042285A1HA HIICDA7HUAR, B0 AT HIADI26630 1 E 5 F]AZIX
FERSE A AR, PANCAR IR 284S

25T S, PURS S X AE T AR IS S CD47RIHUA, F10
WO2019042285A1 AR IS & CDA7HIBTA, FlinHrh ATFHUADI26630
fRFab, DANMAEIIRTRMZRAS

> g G eMet PR 45 & X

E—Le00 7 5, DUREE S ORI TR IS & cMetUHUA, #4100

artuzumab.
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[0333]

[0334]

[0335]

[0336]

[0337]

[0338]

[0339]

[0340]

[0341]

[0342]

[0343]

[0344]

25 S, PURS S X AE TR RIS S cMet BT, B0
OnartuzumabfJ1, 2, 3, 4, 5, B6CDR,

E—Le00 77 SRS, PURE SIS D ARE RS & cMet U PUHR, 5140
OnartuzumabfJ1, 2F3ANEHE P ZEX CDR, HIHCDR1, HCDR2FIHCDR3,

TE—250 77 2P, PURESEIXE ST AR R A G eMet UHUE, B4
Onartuzumab(J1, 2HI3APMREEF]AZIXCDR, BILCDR1. LCDR2FILCDR3,

E—2S T 5, DU E XA TR RIS & cMetBUR, #ild0
OnartuzumabHJ34~E5E A A X CORAMB3AMEEE T ZEX CDR .

25 i, PURS S X AE TR RS S cMetIPUAR, B0
Onartuzumab[fJ B HE [ AR X MERGERTAZX,  PLEACK BARTAIIZEAE

FE—Eh R4S XS E MRS G cMet PR, F1A10nartuzamabfy
Fab, DANAKRIARTRRIZRA

>R PSS & GPRCSDIHUR 45 X

2577 50, DRSS & X T REm 45 S5 GPRCSDINBUA, #ildn
PCT/CN2022/076832FH 2 JT IR PR 45 5 GPRCSD T

TE—eslj e, FERMEEE G GPRCSDHUIR A3k H B HE A X 1 5 4h
X (HCDR), HCDR1, HCDR2FIHCDR3, HHFiAHCDR1, HCDR2F
HCDR3JYISEQ 1D NO:87/f/RE X HJHCDR 1, HCDR2FIHCDR3,

E—es 2, R MRS S GPRCSDHUIR A 340 HRREE T AR X () B Ah
PUEIX(LCDR), LCDR1, LCDR2FILCDR3, HHAHAKLCDRT, LCDR2A]
LCDR3NAISEQ ID NO:83fr 7~k Al X FULCDR 1, LCDR2FILCDR3,

FE—5 T 5, R RS & GPROSDIUHTAHCDR 1A SEQ ID NO:88
MR EIR P8l H4H A s HCDR2ESSEQ ID NO:SIF AR - A sl HL4H
J, HCDR3EESEQ ID NO:QORJSEERLFAIsk i H4 %, LCDR1EIASEQ ID
NO: 84S FAIE H H 4, LCDR2AASEQ ID NO:85HI S EL L 1741 5 i
H2HR, MI/ERLCDR3AASEQ ID NO:86 K E HLfE /741 ki i Ho i i

TE—esjEr rh, FERMEE S GPRCSD PR3k B ERE A X U H.
HNREX (HCDR), HCDR1, HCDR2FIHCDR3MI3N3K B 524 1] 25X [ 5 4
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[0345]

[0346]

[0347]

[0348]

[0349]

[0350]

[0351]

[0352]

[0353]

HLEIX(LCDR), LCDR1, LCDR2FILCDR3, HHHCDR1IESEQ ID NO:88
MR EER P8Il B H4H A s HCDR2EESSEQ ID NO:SIFEEMR A sl i 240
i, HCDR3ESEQ ID NO:QOREIEIR FF A sk i H 410, LCDR1EASEQ ID
NO: 84 Z IR A E 4, LCDR2FUASEQ ID NO:85H S 5L L 1741 5
HAAR, FLCDR3TUASEQ ID NO:86[KS MR 41 sk FE 4 5

FE—Se T, FrRtEgiE GPROSDIPUAE S EHE A X (VH), HAppTik
VH

O EAHSEQ ID NOSTHEAEIRFHIHA % D0 % . 91

% . 92% . 93%. 94% . 95% . 96% . 97% . 98% %99 % [F—IEHI B ELRL A EY
FPTA R ERR T AN AR B

(i) E A SEQ ID NO:87HI S AN 7 H B Fh T b S8 IR P S 4 ks B

(iii) 32 5SEQ ID NO:87TIE AR T AL LA I B Z A (A @ T 101,
RS, 40 3, 20 IDMHNEERBCE (AR AR ER, FInEER
REF B0 IR 7 Vsl T A IR A2k, Diattth, FThSEmRISCA
KAEFECDRIX

fE—LEJ7 Y, R ESS & GPROSDINHTAH 3R T IX (VL), EHfnAvVL

() F A HSEQ ID NO:S83 R AR 74 B A% D90% . 91

%\ 92%. 93% . 94%. 95% . 96% . 97% . 98%EK99 % [Fl—IE A REER 7 HI BY
FPTA SR ERR T AN AR B

(i) U A SEQ ID NO:S3 R AR 7 A sk FRPTA AR T AN A B B

(i) 5 5SEQ ID NO:S3IEERR T HIAHILE A1 S EA dh A 104,
BREAEES. 40 3. 20 IDNEERBCE LR AR E, FInEER
REF B0 IR T A B i R R A4 Ak, Potdt, P SR ek
HAECDRIXHT,

FE—Ses =, B ESE S GPROSDI AT S VHAIVL, HHhvHES
SEQ ID NO:87HT/REIFAEk TR 7 A 400 F1/EkVLE A SEQ ID NO:83fR
(R A R i A 2R
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[0354]

[0355]

[0356]

[0357]

[0358]

[0359]

[0360]

[0361]

[0362]

[0363]

[0364]

[0365]

257, PURE S X AT MM e AR RIS S GPRCSDI LR
BT, 2. 3. 4. 5, B6NCDR,

205077 58P, PURESEIX B AT MM FIRRE R 455 GPRCSDI L
1, 2N EREAF X CDR, BIHCDR1, HCDR2HIHCDR3,

TE—L8300 77 5Py, PRSI AT RNEk FAF RS S GPRCSD YL
R 2MI3ANZEERTEX CDR, EILCDR1., LCDR2HMILCDR3,

eSS S, ARG XA TR AR RS S GPRCSD I HTAR
FI3ANEE BERTAE X CDR A3 MR EEATAZ X CDR o

25T, PURSE S X AT AN AR RIS S GPRCSDI TR
(B SE P X FERSE AT AR X, DA SRR L R I 2847

2R E S X AT AN AR R 555 GPRCSDINH AR Fab, LK
AR IARTAIIZAE

>R RS A CD3 TR 45 A X

2577 5, DURE & X TR A S CD3PUA, $limwo2
022068809 -1 A THNCD3HUAR, BIATH R sp34.245}sp34.87

S5 =R, PURE S XA CARE RIS CD3MbTR, Hlinw
02022068809 AT HICD3HUA, BIATEHsp34.248ksp34.87/11, 2, 3. 4. 5
. BL6NCDR.,

FE—2506 77 SRS, PURESE XS E MR R LA & D3R, Bl
WO2022068809H A TFICD3HTAR, FlanHiitsp34.248sp34.87191., 2F13/ &
BEA[FX CDR, BJHCDR1, HCDR2FIHCDR3,

250077 A, PURS S AE TR RIS G CD3MPUA, Bl
WO2022068809H1 A AICD3TAR, BN sp34.2488sp34.8711, 213/ M
BEP[AFIX CDR, BILCDR1, LCDR2FILCDR3,

L 5, PURE S X AT AMRERMEE G CDIMbUE, Blinw
020220688091 AT ICD3HUA, Bl E I sp34.245ksp34.8 7113 Ek A AEIX

CDRABNERE X CDR
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[0366]

[0367]

[0368]

[0369]

[0370]

[0371]

[0372]

[0373]

[0374]

257 b, PURS S X AT AR RIEE S CD3MTR, Flinw
020220688091 A TFHICD3UA, Bl EH 1 sp34.245ksp34.8 71 FHE A AE DX AR
BERTAEIX, PASCAR AT A ZAE

L hRE G X AS TR RS G CD3HUE, BliIw02022068809H!
ANTFRICD35UAR, Bl sp34.2488sp34.87 (0 Fab,  PAMA K BHAT IR 24

> R A S BCMAR PR 45 51X

25077 5, DR S & OB TR R R4 S BCMAR B, IanPCT/
CN2022/076832H A THIVRE R MES G BCMAT LR

iy, FER L S BCMADUIR A3/ B BEE il AR X [ H Ak
FEX(HCDR), HCDR1, HCDR2FIHCDR3, HHfHCDR1, HCDR2H]
HCDR3HUISEQ ID NO: 1037~ ESE 1] AF X FJHCDR 1, HCDR2FIHCDR3,

i 5, BRI S BCMADTIRE A3k B 448 PT AR X 1Y B Ak
HLEX(LCDR), LCDR1, LCDR2FILCDR3, HHHHARLCDR1, LCDR2
MLCDR3MEAWISEQ ID NO:107[r7m24E (I ZX ULCDR 1, LCDR2A
LCDR3,

ARty =, RS S BCMARTARIHCDR 13 SEQ ID NO:104{1]
AL A ;. HCDR2ESSEQ ID NO: 105 S5 741 5k i H 20
Ji%, HCDR3HASEQ ID NO:106[ZRAEM TS 400, LCDRIBASEQ
ID NO:108( LML 7 H ek hHZHR, LCDR2EZSEQ ID NO: 109 AL 71
s AR, A/ELCDR3UASEQ ID NO: 110 R FF Ak L4

iy, FER L A BCMATUIR G A3/ B Bk il AR X [ H Ak
SEIX(HCDR), HCDR1, HCDR2FIHCDR3FI3ANH [ 5445 725 X 1 B AN E
X(LCDR), LCDR1, LCDR2ALCDR3, HHHCDRIFEASEQ ID NO:104[]
AR A B4 HCDR2EESEQ 1D NO: 105 RBMR 4 sl HL2H
J, HCDR3UASEQ ID NO: 106/ s EA %, LCDR1MUSSEQ
ID NO:108(ZEML A sk hEZ0 5, LCDR2{UASEQ ID NO: 109/ 2 FL MR 4]
Bk HAA R, FILCDR3MASEQ 1D NO: 1105 E L/ 41 5k i H 4 g

fE—LE07 A, RIS G BCMADUA A ERE AT A2 IX (VH), HHTAvVH
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[0375]

[0376]

[0377]

[0378]
[0379]

[0380]

[0381]

[0382]

[0383]

[0384]

[0385]

[0386]

O) A 5SEQ ID NO:A03W AR AR A2 D90% . 9
1%+ 92% . 93%-+ 94%- 95%. 96% - 97% . 98%5k99% [Al—1E RIS IR T4
BT AR A 5l

(i) U A SEQ ID NO:103/ R FIR 7 A5l i Fr b SRR T A4 s Bl

(i) (5 HSEQ ID NO:103[W & AR 7 AAHL A1 s 2 A (A 104,
FERVEAEBEIES . 4. 3. 20 IDNEERBCC AR ARE, HIRLEER
TRAF B0 SRR T A b AR A 4 %, Pt b SR ek
AAECDRIX HI,

fE—275H, FERUEEGBCMATUR ARG AT EX VD), HfriAvL

O A HSEQ ID NO: 107HEEAR T/ EAE90% . 9
1%, 92% . 93%. 94%. 95%. 96%. 97% . 98%5%99% [Fl—IERIRILIR T 7
sl R IR SRR A 20 s Bl

(i) A SEQ ID NO: 107/ S ER 5 1 sk i TR S IR T I B s Bl

(i) 73 5SEQ ID NO: 107 AR T AL BA 1 sk 2 A R 104,
BEREANERIES . 4. 3. 20 IDWEERB LR AR ER, EREEER
PREF B IR 7 i A R B A AH i, e, Fr AR &
AAECDRIX HI,

fE—2850 0 T 5, FER S S BCMATUA S VHAIVL, HHIVHEIESEQ
ID NO:103[r =B AIE TR A4 ;- A1/ B VL AL SEQ ID NO: 1077~ H]
A sk R AR S A

fE—2e 5Ty i, PURSE X AT AN AR RIS S BCMARIHUAT
1. 2. 3. 4. 5, B61CDR,

TE—8ESf 77 WA, DURES S XS T AMME F R R EBCMARITA
B1. 2F3ANERETAEIX CDR, ETHCDR1, HCDR2AHCDR3,

2577 5P, PURESSIX AT AN E AR R L EBCMA A
(1, 2R3 MRREFTAFIX CDR, BILCDR1, LCDR2AILCDR3,

S5 =R, PSS XA TR AR R4 S BCMAR DALY
3ANERE A AF X COR A3 MEEE F] A X CDR .
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[0387]

[0388]

[0389]
[0390]

[0391]
[0392]

[0393]

[0394]

[0395]
[0396]
[0397]
[0398]

[0399]

25Ty &, PURS X AT AN E AR RIS S BCMARIHUAR)
HHE AR ARG R, PLRA A R R 5AE

2R 55 XA A T AN AR R LS G BCMARI BRI Fab, AN
RIHPTARIZRAE

L8455 FHET & K

ARILEN AR IS &+, BInbuRi R B, Rl R Rt s &1
P & ¥EpR B, IR 456 B

E—25 T 5, DRSS & r BOEFab.

fr—Besl iy =, PUREE B RE A Fab, B s Z A Fab
BRI HTIA IR A S SRR H

L9 TNBINERI ST 5

1. BREHEBRE G B, ARG MR IESEE PRS0
JREE XA ARSNGB PRI —RESIX, HrhErdm
JREEE X E DA M S EFCHINERGECL, H HARACHI-CLE
P F S TREEMRT, M/ SXP R AR EA A E
BERTRX AR EE PRI, BT e B i AR XA AT AR X 38 A R SRR 6
EHARAE, PR SR TR AR | RN R AR AR A
TR AT = AR 5

Hrh A s —HUR A HUR T AR E AN 5

fatty, e RS — MR S X CHI-CLA A |,

2. ST EhT RS EDUR S G B, Boh i e S (U
OFEEHECHIM A B 1265023 —MEE MR B = — P fR 2 R
R EUSS), HREECLAIN B12440 B —MEE R EAIR 2 — bt
IR BRI EUSIS);

()R FECHW AL B 1680 A — MR R IR SRR = — IR IR R
FEREUHRS), HERECLIIN B 16400 B — MEE R ERE AR 2 1P
RIRAER B EUSHS);
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[0400]

[0401]

[0402]

[0403]

[0404]

[0405]

[0406]

[0407]
[0408]
[0409]
[0410]
[0411]
[0412]

[0413]

(i) FEEE BECHI A2 B 17040 BT — MR S L = — P S IR 2
R EURS), HEFECLIIN B 1628164400 A — AR EIR SR 2 —
AR IR E BRI EU(EUZR S) 5

(IEEFECHI A B 730 B A — AR R R R IR E — 2R 2 LR
EREUSS), HRBECLIOAI E1608k1 6200 2A — MR SR E I IR E —
AR R IR HU R EUSR ) ;

WTEERECHIIN B 1288 B — MR IR A EIR = — B 2 B 2 AL
PEREUSHS), HARECLA B 118 A — NEE IR 2 AR = —F It
RIRFHRIIUR EUS ) ;

viFEERECH AL B 13440 B AT — MR IR — P 2R 2UA R
WHEEUSS), HREFECLIA B 1164 B A — MR S AR = — bt
FIREFIRWREUHRS);

(vid){E B BECH1 AL B 13640 BAT — M EUR S ER 22— P D SR S R
IR EUSRS), HREFEECLIUA B 1144 BB — N R R E R 2 A
RIREARER B EUSHS);

(viih) 7 EEECH1 I B 17100 B — DR DRI R R = — b R R 5
BRI EUSHS), HESECLIIN 16200 B A — MR EEREI IR E —
PE IR BB TR US55

fEEFECHIM A B 1390 B — DR AR A AR = — IR 2 AR
PEREUSHS), HARECLIIA B 11650 R — MEE IR e AR = —F
SR AR EUHS) .

3. ST SR EPUR S G B, Boh i e S U

GOECHIMEEFI26C, HACLHEEQI24CEUSS);

() FCHIH A HI68C, HAFCLHHE A TI64CEUSS);

(i) FECHIHEEF170C, HAECLHE A T164C(EUSR ) ;

(VAECHIHEAF170C, HAECLHEAS162CEUSRS);

WPAECHIH A VI73C, HAECLHEES162CEUSS);

GECH1I R 4V173C, HAECLHEAQI60C(EUSS);
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[0414]
[0415]
[0416]
[0417]
[0418]
[0419]

[0420]

[0421]

[0422]

[0423]
[0424]
[0425]
[0426]
[0427]
[0428]
[0429]
[0430]
[0431]

[0432]

i) fECHIHEAT1128C, HACLHEEFIIS8CEUSS);

(il fECHIH 2 S134C, HAECLHHEEFI16CEUSRS);

(x)fECHIHAS136C, HAECLHASI14CEUSRS);

ECHIHEAP171C, HAECLHEES162CEUSS);

)ECHTHHEATI39C, HAECLHEAFI16CEUSS),

4. pUABHPURSE R B, RS AEZ M FR s a2 —PURnsE—n
JREEE XM MRS a5 PR PR & X, BEhinAidn
JREEX P E D NMUSERECHIRMECL, HHAACHI-CLIg A
RS ThEEERA, Ak e EER A N CHIR R A T139C, H
FECLHEEFI6C, HHFTREE —HURE G XS _JURE S X AT AR SR
Al

5. M7 - 4B PUABCR DR & R B, Hrh g i RAnia
Oy B E E X R E E X S A R D S R s R R U

6. KT S MBTRE R DUREE S B, Boh sk bR bR R BV
FHEAECHIR R 282200 R B s e e IR BV, HAECLIN 2621407 112
PR E R E DR SRR FUA

7. ST e E HPUR S B, FAR kIR DRI A D IR U
HFEECHIMPC2208/A/V, HAFCLH A C214S/A/VEUHS) .

8. ST M PURE AR G & B, Hoip i B A A B

G)FECHIHIIF126CHIC220S, PAMAECLAIQ124CHIC214S(EUSH )

(i) ZECHTHEAHI68CHIC220S, , HACLHFE A TI64CHIC214S(EUHS);

(i) ECHIFEAFI70CHIC220S, , HAECLHE S T164CHIC214S(EUS);

(VFAECHIPEEFI70CHIC220S, , HAECLHEES162CHIC214S(EUSH5);

WFECHIHIEAVI73CHIC2208, , HAECLHIEAS162CHIC214S(EUSS);

FECHTHEAVI73CHIC220S, , HAECLHHEEQI60CHIC214S(EUSRS);

(vifECHIHE A L128CHIC220S, , HAECLHEAFI18CHIC214S(EUSRS);

(it FECHTHI 2 S134CHIC2208, , HAECLHEEFI16CHIC214SEUSS);

(x)fECHIHIH A S136CHMIC220S, , HAECLHI 5 S114CHIC214S(EUSS) ;
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[0433]
[0434]
[0435]

[0436]

[0437]

[0438]

[0439]

[0440]

[0441]

[0442]

®)ECHIHPEEP171CHIC2208, , HACLHEES162CHIC214S(EUSH ) ;

)FECHTHEATI39CHC220S, , HAECLHEAFI16CHIC214S(EUSRS) .

9. T -8 E—TiTR bR PR &S B, B CHIX AW
IeG CH1, fli1, AlgGl CH1, A1gG2 CH1, AlgG3 CH18k AIgG4 CH1, 40
CHI1X U ASEQ ID NO:116fT~AEFEL 751 5

/8L CLIX A A fKappa$# 5 CLIX 8 A ) Lambda#5ECLIX, BIAICLIX & SEQ
ID NO:548SEQ ID NO:55[ R T,

10, LM /7 8B PUASH PR S & B, HAhcH1

() &2 HSEQ ID NO:120F RS AR 75 A 2090 %
L 91%. 2% 93%. 94% . 95% . 96% . 97% . 98%EK99% [F] NI ELIR
FAl, HAEF126CHIC2208; B ESEQ ID NO: 1291 R S IR Fr sl i iy
AR ;

(i) {2 HSEQ ID NO: 133 RIS EIR 7411247 27090
% 91% . 92% . 93%. 94% . 95%. 96% . 97% . 98%EK99 %[F]—VEAE KR
FAl, HAEHI68CHIC2208; B AIESEQ ID NO: 133 E FE IR 415l i Fir
FAN AR ;

(i)t S5 SEQ ID NO:135TRINEIL 75 B %2 /D9
0% 91% 92%. 93% . 94% . 95%. 96% . 97% . 98%EL99% [A] —PEfIE L
BRI, HAEFI70CHIC2208; ERHESEQ ID NO:135T /s S A 741 5k
BTk Fr 1 2H 1 5

(v) 5 5SEQ ID NO: 137 RV AR 7411 24 %7090
%\ 91% . 2% 93%. 94% . 95% . 96% . 97% . 98%EK99 % [F]— 4 ELIR
A, HAEVI73CHIC2208; BEIASEQ ID NO: 13707 (U 2 FR Fr 415l i Fir
WA ;

WA HSEQ ID NO: 139 RIS 74 BAH %00 %

L 91% ., 92% . 93% . 94% . 95%. 96% . 97% . 98%EK99% [Fl—ITEREEIR T
H, HAET128CHIC2208; B ASEQ ID NO:139f 7S ILEL 41|k b fr ik
S ZEElE
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[0443]

[0444]

[0445]

[0446]

[0447]
[0448]

[0449]

[0450]

G EA5SEQ ID NO:141 R R SRR A1 E45 2090
% 91% . 92% . 93%. 94% . 95%. 96% . 97% . 98%EK99 %[F]—VEAE KR
FPol, HAEES134CHIC2208; B HLESEQ ID NO:141 TR 1 Z AL - A1 sk i Fr
AR ;

i) E 2 5SEQ ID NO:143[i R b EA % /D9
0% 91% . 92%. 93%. 94% . 95%. 96% . 97% . 98%E99% [A] —PEfIE L
My, HAUES136CHIC220S; BEASEQ ID NO: 143 7RI E AR 7 A5k i
Fr il 31 485 5

(viii) {5 HSEQ 1D NO:145[T RIS ER 7751 B A7 2 /D
90% - 91%~ 92% 93% 94% - 95% . 96% 97% . 98%E%99% [Fl—IHUa L
WA, HAEP171CHIC2208; Bl ESEQ ID NO: 14557~ AR 7415
BTk FFA2an; Bk

)3 5SEQ ID NO:147Fr R R ER 731 H A 2 /90
% 91% . 92% . 93%. 94% . 95%. 96% . 97% . 98%EK99 %[F]—VEAE KR

A, HASTI39CHIC220S; ELHUASEQ ID NO: 14717~ S 5284 41 ek it e
B IIEE N

11, LM 8- 10— PuASH TR g & A B, HpcL

O U2 5SEQ ID NO: 128 RN EEIR 7 A B A % /090%
L 91% . 92% . 93% . 94% . 95% . 96% . 97% . 98%EK99% Al —ERIEEIR T
H, HAAQI24CHIC124S; i HASEQ ID NO: 128 RAUE LR 7 4 Bk Hi Tk
R aEE T

(i) 2 5SEQ ID NO:149F1 RIS 771 2 AT /090
%\ 91% . 2% 93%. 94% . 95% . 96% . 97% . 98%EK99 % [F] AU FLIR
F4), HAUST164CHIC124S; ELAIASEQ ID NO: 1490 7R SUENS 74k Fa i
WIFHIH A ;

(i) 5 5 SEQ ID NO:151 RS IR 741245 2 /09

0% 91% . 92%. 93%. 94% . 95%. 96% . 97% . 98%EK99% [F]—PERIE L



61

WO 2024/017371 PCT/CN2023/108651

[0451]

[0452]

[0453]

[0454]

[0455]

[0456]

WeFrd, HAUES162CHICI24S; Bl ASEQ ID NO:151 s S UE NS 7 41k H
FTik P A1 28 5

(v) 2 5SEQ ID NO:35FRIE SR T HI B A % 090%
L 91%. 92% ., 93%. 94% . 95% . 96% . 97% . 98%EK99% [Fl—IERIE IR T
A, HEEQ160CHIC124S; BLAIESEQ ID NO:35 /TR ME SR Fr A sk f ik
S ZEEE

W EE HSEQ ID NO:37HTRIEAEIR T 7 BAZED90% |
M% . 92%. 93% . 94%. 95%. 96% . 97%. 98%EL99% [A—VEME IR T
H, HEEFI8CHICI24S; B ASEQ ID NO:37HT /N ERL 77 2k b Ak iy
LIEEE

(vii) B 2 S SEQ ID NO:98HT I EU AR 741 847 27090
%\ 91% . 2% 93%. 94%. 95% . 96% . 97% . 98%EK99 % [F]— AU ELIR
A, HESFI6CHICI24S; BifIASEQ ID NO:98F R EILER 41|k i iy ik
FPA AR BR

wii) 15 5SEQ ID NO:100f RIS FIR 75 R G %D
90% . 91%+ 92%. 93%. 94%. 95%. 96%. 97% . 98%Bk99% [Fl—IEIUE
ERR A, HAES114CHMIC1248; B ESSEQ ID NO:100HT <A SANL J7-41] 5k
FHRT R 3 A1 2H 5

12, SHE T - E—DIN PRSI DUR g & A B, PRk g rl AR DX
PR AR 22 R BN T B H - EE AR DR B3O EE AT AR
X6 238, EHE A X A B 45 5k TR X A E 87, Rk A 7 E45
FREE AR X 7 B 44, EERE AR XA B 01 FIERSE ] AR X A7 B 438k S 4 P AR
X7 B 1 ARG AT AZIX ()17 i 44 (kabat4i 5) o

13, LT R - 12 E—BINIvAS DR S R B, HhED—AE—hii
GG DO ESE AR XML GE AR X 22 R b SRR N B S = D —A 5
CHURSSEX R B, 14, ST SR IHUREC R DUR S S R, e
—PURGE X RN A B R E EAER 5 58— hUR 45 XA A
B S R R BT A AR B A L AT
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[0457] 15, SEHETT 14D BUR S & B, Hh

[0458]  (WTESE PRSI, EHE XN B 39S IR IR (F LA O
5%, B AT AR A B 38R A S IR IR AT D LA IS SRR s ATEEE
PURE IR, B AT AE X A B 30 SR IR O AR TR R R, H
B TR DX B 38 AL A S SRR IR 1E F A U

[0459]  QTESE—PUREEEIX R, EREITARX (7 B 45 RS R U 1y (F LU
R, s R AR X (7 B8 7R S AR AT P LT AR s A s —
PURGEIX R, EHE AT X A B 450 S AR O AR R R, H
e AR X7 B 87AL R S R FRUACA Y 1E R A U

[0460]  QTEHE—PUREEEIX R, EEERTAZX {7 B 45 RS R 1Y (F HL I A
ER, HARsE AR X A7 B 4400 S AR IO LA R R s ANFEEE —
PURSEE X, EHE A AN B 45 SRR O O A I AR, B
Rt AT AR X A7 P 4440 I B AR FIUR Ry 1E FL AT SR 5

[0461]  (OWTESE—PURE S, BEHEA XN B ORISR IR (F LA
5, HARHE AT AR A B 43R0 A SR IR AT P LA S SRR s AR —
PURES ST, EEE AT X A H oL SR IR O AR TR R, B
L IR P VAL R NINE= RS e 3 AW e R S0k~ S P

[0462]  GTESHE—PUREEEIX R, EREITAZX N B ORISR U 1 (F HL AU
R, HARsE AT AR B 440 S AR U P LT AR s A s —
PURGEIX, EHE AT X A B oL S MR IO AR SR R, H
G TR X7 B AARE I BRI FRUA Y 1 A A SRR

[0463] 16, S RASIIBUAS HBURES G B, Fod vy 1E H A s A iRt
K. RuH, HM/afrdds 0 i s s R HESD,

[0464] 17, SEHEr E16bTRS bR G B, Hih

[0465]  @).FESE—PUREG X, FHEATAEX 7 B304 R RBR N OIK, HARsE ]
X A7 B 3SR R HAD, [FR, S PURE S X, SR ATAEX
B3O RSP HUAD,  HARE AR X (37 B 38 b A S SRR B R OK s
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[0466]

[0467]

[0468]

[0469]

[0470]

[0471]

[0472]

[0473]

[0474]

[0475]

[0476]

[0477]

[0478]
[0479]

@) A —PUREE A X, R AR B 45 R EERIONK, HARSE AT
LI B 87AL N ARIRBINAOND, RN, E8 RS, S EX A
BASAIRIERBONAOND, A5t AR X E 87 I B EIR B ONK

(i) A S PURE G X, B B A4S RIRBONAOK,, AR
PR E 44 R IR OD, [, #E28 R aha X, SRk n] X
O B 45 SRR BIOID,  HARGE FTAEIX (7 B 444 R LR B OVK s
() AL —PURE SO, EHEATAEX A BV R AR OIK,  HARHE
PR A7 B 43R AR NOD, RIS, 228 —HRgh &I, BRI
(B VLI EIRB D, HARGE FJ X 7 B A3 M AR B OVK s
WAL —PURGEXCHR, B XA B S AR OIR, HERgEr]
B A7 BAML I RAIRRBIAND, [N, A28 HURgEXm, mhErl XA
B AIERBINAOND, Bt AT AR XA B 4440 PO Z ER B UK

18, ST S 1 7TH LT PUARB L DUR S & FrBe, Hhirid 24k fk
A R SN R B R

19, ST S —18HUE—BINHUAB AR & B, Hh— el aliad
S ARTURTRE S XA HRNRE.

20, SEHET 19— BN PR DUR S & b, Hr, B P& IX
WEEGRX, ERHEEXCHL, B EXMNEGHEEXCL, HE HH
g XA S B A X VHAIRRRE T AZ X VL,

21, M S0P L BUR S & A By, Hih

DEE— TR S S XS ST 51— 17 R BT E SN A AR B
2) 8 — PR &5 & XA S S — 17— T A LA 28 AE 5

3) S —HURE G X A& ST 51— 17— BT RE SRR it o P SR AL i A
KA B

A —PUREE XA 5Lt 75 51— 7T S A o B B SRR Ay
KA HAE —HURG & XS 967 117 E— BT I F AR A

22, ST SR AR S G B, B

D DU S G 0T 52— 8HP T — T S i B AL
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[0480] 2 —HUREEIXC AN ITE T 51217 P E— BT E AR RS 5
[0481]  3)EFE—PUREE X BT ZE2—- 8 AE—TiAT & X i oA H Ay
WS Z12-17HE— T R RAE s Bk
[0482]  HE—HUREGXAE_PRGEEXEEWTHET 1217 E— BT E XA
HLMRAE, I H B PR S IGR (8 S0y S22 8 i — DT e X it &
[0483] 23, SCHETT S22 RS ARG B, HrpErid 2R b Ar 8 R

64

SEXUEEAN PREAS

S VH e o ke f"ﬁ VL s oLk
Mmae Q39K F126C, C220S8 Q38D Q124C, C2148
Q39K HI168C, C2208 Q38D T164C, C214S
Q39K F170C, C2208 Q38D T164C, C2148
Q39K F170C, C2208 Q38D $162C, C2148
Q39K V173C, C2208 Q38D S$162C, C2148
Q39K | VI73C, C2208 Q38D | Q160C, C2148
Q39K L128C, C2208 Q38D F118C, C2148
Q39K S134C, C2208 Q38D Fl16C, C2148
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Q39K S136C, C2208 Q38D S114¢C, C2148
Q39K P171C, C2208 Q38D S162C, C2148
Q39K T139C, C2208 Q38D F116C, C2148
B2 L45K F126C, C2208 Y87D Q124C, C2148
L45K H168C, C2208 Y87D T164C, C214S
L45K F170C, C2208 Y87D T164C, C2148
L45K F170C, C2208 Y87D S162C, C2148
L45K V173C, C2208 Y87D S162¢C, C2148
L45K V173C, C2208 Y&7D Q160C, C214S
L45K L128C, C2208 Y87D F118C, C214S8
L45K S134C, C2208 Y87D F116C, C2148
L45K S136C, C2208 Y87D 5114C, C2148
L45K P171C, C2208 Y87D S162C, C2148
L45K T139C, C2208 Y87D F116C, C2148
A3 L45K F126C, C2208 P44D Q124C, C2148
LASK H168C, C2208 PA4D T164C, C2148
L45K F170C, C2208 P44D T164C, C2148
L45K F170C, C2208 P44D §162C, C2148
L45K V173C, C2208 P44D S5162C, C2148
L45K V173C, C2208 P44D Q160C, C2148
L45K L128C, C2208 P44D F118C, C214S
L45K S134C, C2208 P44D F116C, C2148
L45K S136C, C2208 P44D S114C, C2148
L45K P171C, C2208 P44D 5162C, C2148
L45K T139C, C2208 P44D F116C, C2148
B4 4 YI91K F126C, C2208 A43D Q124C, C2148
Y91K H168C, C2208 A43D T164C, C214S
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Y91K F170C, C2208 A43D T164C, C2148
Y91K F170C, C220S A43D S162C, C2148
Y9IK V173C, C2208 A43D S162C, C2148
Y9IK V173C, C220S A43D Q160C, C2148
Y91K L128C, C2208 A43D F118C, C2148
Y91K $134C, C2208 A43D F116C, C214S
Yo1K S136C, C2208 A43D S5114C, C214S
Y9IK P171C, C2208 Ad43D S162C, C214S
Y91K T139C, C2208 A43D F116C, C2148
me s Y91K F126C, C220S P44D Q124C, C214S
Y9IK H168C, C2208 P44D T164C, C214S
Y91K F170C, C2208 P44D T164C, C2148
Y91K F170C, C2208 P44D S162C, C2148
Y91K V173C, C220S P44D S162C, C214S
Y9IK V173C, C2208 P44D Q160C, C2148
Y91K L128C, C2208 P44D F118C, C2148
Y91K S134C, C2208 P44D F116C, C2148
Y9IK S136C, C2208 P44D S114C, C2148
Y91K P171C, C2208 P44D S162C, C2148
Y9lK T139C, C220S P44D F116C, C2148

[0484]  fREH, FTdsE SRS EDGAE AL B FRREHS

a1 Q39D Q38K
We-2 LA45D Y8TK
Be3 LA45D P44K
254 Y91D A43K.
5 Y91D P44K
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[0485] 24, SEhEJTE23M0buRR RS S A B, HhArid SRR E bR BT A 28—

Ey VYN iéiﬁmﬁ’\
?é\m % ?i CHI & l‘;jiﬁVL:& ?% CL % FHVH EE #;%VLK
fﬂé\ Q39K ?222%% Q38D Jhe oo Q38K
Q39K s Q38D g‘;jé Q39D Q38K
Q39K 21272%(8 Q38D g?jg Q39D Q38K
Q39K ?2;%‘; Q38D (S:lzfi‘é Q39D Q38K
Q39K T Q38D by Q39D Q38K
Q39K X;;;S Q38D oS o Q38K
Q39K 'Clzzzié Q38D lellié Q39D Q38K
Q39K 212:;‘;‘; Q38D ?zllj‘é Q39D Q38K
Q39K P Q38D glzlljg Q39D Q8K
Q39K 2127222 Q38D E‘;ﬁ Q39D Q38K
Q39K s Q38D ?le‘z‘é Q39D QagK
iﬂ | Lask oS Y87D e IV Es Y87K
LASK ](—;;ng Y87D Z‘]Z(I’i(;q 143D Y87K
L45K 212’;%(; Y87D Z‘;Tjg" LA45D Y87K
L4SK 21272%(3 Y87D 21261242 L4sD Y87K
L4sK i73C, Y870 S162C, L4sD YS7K
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2208 2148
L45K égj}g Y87D gfgg’ 145D Y87K
L45K Iélzé?)g Y87D 212]12(; 145D Y87K
L4SK 2;‘;‘5 Y87D 212]12(; L45D Y87K
L45K 2‘232?)‘; Y87D ilz]li% L45D Y87K
L45K ilzzi)ﬂs Y87D ilz(ﬁg L45D Y87K
L45K ggﬁg Y&7D glzllig LA3D YS7K
2| sk 21222‘;’)% P44D gfjg 145D P44K
L45K gggg P44D Z]z(;:(s: 145D P44K
145K 21272%2 P44D le‘;i(sj L45D P44K
L45K ZIZZ?)(S: P44D (512(112 L45D P44K
L45K Z;ZSS P44D leﬁcs L45D P44K.
L45K g;gg P44D S;fg; 145D P44K
LASK ?2280(; P44D ilz]lig 1LASD P44K
L45K 212;‘:}(; P44D z;z‘; 145D P44K
L45K 2123232 P44D ilzllzg 145D P44K
L45K 212721)2 P44D 212(312 145D P44K
L45K g}z;;(é P44D 2121132 L4sD P44K
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T e N
L P E R N
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YOIK ]g’;;ig P44D E 12 1&2 V91D PA4K.
Y91K ?232‘(‘]2 P44D 512 11 ig Y91D P44K
Y9IK ?1232%2 Pa4 212 1;1;, Y91D P44K
Y91K ?2;]02 PA4D 2126]2% Y9ID PA4K
Y91K gi?fg P44D 512 1132 Y91D P44k

[0486]

[0487]

[0488]

[0489]
[0490]

[0491]

25, PUREHEHSURE G B, HES—AEE MR e G 8 — PR —n
IREE XM= AR RS & 58 PRI RS EIX, Ehirdi
S E D MO S EGE PR RFE R RX, R ik 2 XN T
XA FHE RSN WA AR, Frid B AR R T IR S B E 1
PRI B RAL ot AARBC AT O SRR R , Horh i e AT AR X AR B i)
AR FEERN A B H . BERE PR XA B 45 R 5k F] AR 2
E87. BTN B4 MR P RXAI A B4, BEHE TR B 91 IR GE
FIAZIX A7 B A3E B FTAZ X 7 B 91 R B AT AR X A7 B 44 (kabat4i =)

26, M) S PUAS HUR S B, Bha D — A —HR g S IX
B A AR X ARG P AR IX 22 S R RN O B S 2= DA RS S
DA EARR], Hr s —HuUsAs — HUE AR E AR

27, ST S PURBE USRS G B, Erhel — R g S IX SRR
FOA IR AR 5 58 — DUR &S S DRRAL B AR e A B FER Y
AT RLAT o

28, ST ST AR AR A S B, H

WESE—PURE I, ERE PR X 7 B 45 A Z SR O IE R U2
L, HERgEnI AR X A7 B 87 S BRIy AR SRR s A28 —
PUREEIXHR, BT AL E 455 B AR O AR R ERR, H
e PTAR IX o7 B 87 AL PO B BRI Oty IE R AT B AR 5

OEB—PURGEXH, FHE XA B 45 SRR gy IEFLA A2
KR, HARgkn] XA B 445 RO i R A SRR s —
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[0492]

[0493]

[0494]

[0495]

[0496]

[0497]

[0498]

[0499]

[0500]

PURSEEOh, BRI A B4R RO A R AT R AR, B
A AT AR XA 444 ) S B A B O IR FLAT I AR

QT —PURLE S, R X (7 B 91 R AR EERR B B IE HL AT A
B, HReEn A B 4340 M R AR T 01 LA SRR s A B8
PURG S, B A B9 R R O A AT R AR, A
R AR XA 4340 P S B R A U Aty IR B R Bl
WTEEE—PUREEE X, SRR (7 B 91 A AR AR HUR N (F HL AT &
B, HARpkrl A B 4480 M S BRI g 01 A 2 R s A 55—
PURS S, BRI A BV E AR IO A R AT R AR, B
R P AR 7 B 44KG I SRR A B s TE R Ay Y S B R o

29, SEHET S8R PUARE HAUR G a B, HP AT IR A SUEIR %8 B
K. RE(H, M/aifridt i e 25k HESD,

30, SEMET S2oR PR HPUR S & B, Hop

O —PUREE X, ERE TR AL B 45 R AR IO, BRG]
XN ES7TA I E SR HURAD, R, R hiigsa X, SR XA
B4R RPN ND, B A5E rT AR X7 B 87 AL R AR IO K

Qi) FESE—DURS A X, AT X A7 B 45 R R PR K, HERGERT
LI AL E A SRR D, R, R g a X, EekrEX A
B4R EFERBIND, B A5k AR X 7 B 4480 R AR UK

(i) A 2B —PURE GO, BRI R A B R R IUONK, HisgE
AR X7 B 43K R AT O D, AR, S hURgEXH, EETAX
(L E AL AR IOND,  HARSE A X 7 B A3 R AR UONK ;. Bl
(v) AR —PUREG X, BEHER R BN R EARRBIAOIK, HRgE
AR B 44Ab R R OND, [FRF, A hIRGEXH, B EX
(BRI R IIRBIOD,  HARGE A2 X 7 B 4400 R B UK,
31, ST S -30 RTINS R RS & L, R A bR S &
XAEAEARNRA, HFE SR 4 & a SRR,
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[0501] 32, LT 51 -3 HE—BINPURE bR g & B, Hh s —hiRasa Xl

[0502]

[0503]

[0504]

[0505]

[0506]
[0507]

[0508]

[0509]
[0510]

[0511]

DUARIFab B, /888 RS & IO DU Fab B o

33, ST S -2 DU GRS R RS & B, B ird bk —A el %
AR B G T A IR EHE E X AKappad R GEHHEX, H— k%
AN A U A S X AT B S IR HEHE E DO Lambda B BEEE X, B HA
—AEEA BT - DUR S S X B S IR HEE E X A Lambda 2 HEIH E X,
H—AEEA BT —hUR A S X T B SR AEE E X A Kappait G 1HE X o

34, ST S -3B3HE I HTREC R IR & B, A rdiuiRis B 558
—FcX B FelX, HHEE—Fc XA FeX AR EA

35, SEMET SANPURE PR & B, HH S —FeX A28 _FcX 5>
BN AIeG Fe, BN, AlgG1Fc, NgG2Fc, NgG3Fc, B AIgG4Fc, {5l4n
LRI FHISEQ ID NO:1228k1238k 5 R A2 D90 % [a]—1%, f4n
95%, 96%, 97%, 99% kB m A — LA EUERR 741 sl FL A

36. TNy E34uk 35 R DT, HA AT Knob—in—Hole K, #E56—Fc
XA EE —FeX H 5] AAER K nobZEAE MHole 2847

37, SEMET S36IIBURE DR A & B, Hoh

) PFX Z RS RAETI66W, 15— FX Z RS T366S,L368A R
Y407V (&5 /T AMKIBEUZR 5], Bk

b)—MFelX B A AR RS 354CNT366W, H. 5 —ANFeX A A S SRR B 1
Y349C, T366S,L368AFIY 407V E 1T RARMEUZ S,

38, SEMEIT S36IIZ R R AR, Hop

)~ PNFX ZHREESEQ ID NO:125F R ST A s Fh 4, 17—
FeX Z R ELESEQ ID NO:124H7 R RSER - 1 iy HLAH 5

b)—PFcX 2 k2 5SEQ ID NO:125 1 R Fr 41 B A = /D
85%. 90%- 95%- 96%. 97%. 98%. 99% MR —MEREIREI T4, fiH—14
FX Z K5 5SEQ ID NO: 124 RN R EIR 7 Y T RN R AR 7 4 AR %D
85% . 90% . 95% . 96% . 97% . 98% . 99% FIE—VERIEILIR T4 ;
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[0512] o FcXZINEE5SEQ ID NO:125F/RINEEIR 74 A 2D

[0513]

[0514]

[0515]

[0516]

[0517]

[0518]
[0519]

[0520]

85% 90%- 95%-. 96%. 97% . 98%- 99% MR —IEAEEIL 74 H &4
S354CHIT366W, 15— FcX Z K E A 5SEQ ID NO: 1241 7RI EIEIR 751 v
IR T E A ED85% . 90% ., 95% . 96% .  97%. 98% . 99% HJE—
PR IS A 40 5 RAEY 349C, T366S,L368ARIY 407V ;

d—NFeX Z LIS SEQ ID NO:208k 131 F R A5 8R 4 sk L4, 1A
—ANF X ZJREASEQ ID NO:101 5130 TR EU 1R 7 415k B HAH B

o) —MFcX Z k4 5SEQ ID NO:2081 31 s AL 74 B A = /D
85% 90% . 95%. 96%- 97% . 98% . 99% FIR—VERISERITH, i —A4
FX Z L5 5SEQ ID NO:101 8130 RN R AR 7 Y T R R AR 7 4 R A
F/D85% ., 90% . 95% . 96% . 97% . 98% . 99% MR —MERE AL T B

H—PFX ZREE HSEQ ID NO:205 131 R e ER e A B A 2D
85% . 90%- 95%- 96%. 97% . 98%- 99% MR —IEAUEERL 74 H &2 4F
T366W, [ —PFX LS 5SEQ ID NO:1015 1 30/ R RIERR 75 R
(R FEA BB ZE/D85% . 90% ., 95% ., 96% . 97% . 98% . 99% HlaE—ERY
SR 7 A B &5 RATT366S,L368AFIY 407V

39, ST E3AEBS PR R 455 B, HH T InnobodyFiR, 1156
—FeXMEE “Fc X5 ANRAL, [R3E8—Fc X M8 _FcX R 81,

40 ST SORIPUABC R 45 & B, HHP— NP X CH3 A S364R A
D399KZEAE . H B — N FeX [RCH3ZEA A 5Y349T . K370SHIK409DZEAS

41, SERET SA0PURE PR S & B, Hp

)~ PNFX ZHREESEQ ID NO: 126 R SR A s Fh A, 17—
FcX Z R E 2 SEQ ID NO:127Hr R R SR F S iy HLAH A 5

b)—NFcX Z K02 5SEQ ID NO:126[i R AL Fe 4| A = /D
85%. 90%- 95%- 96%. 97%. 98%. 99% MR —MEREIREI T4, fiH—14
FX Z K5 5SEQ ID NO: 127 iR R IR 7 VI T RN & AR 7 4 B A %D
85% . 90% . 95%. 96% . 97% . 98% . 99% R —MERURIEIRFH; Bk
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[0521]  o—EcX 2 5SEQ ID NO: 126/ RS A R S 4 B &=

[0522]

[0523]

[0524]

[0525]

[0526]

[0527]

[0528]

D85% . 90% . 95% . 96% . 97% . 98% . 99% [KI[F]— ML ERE 41 H. 405
AFS364RHD39K, 1115 —PFcX ZIREE 5SEQ ID NO: 127 RHYR SR 741
FoRRE B A B A ED85% . 90% . 95% . 96% . 97% . 98% . 99 % fH[H]—
VEREERR 4 H A 52845 Y 349T . K370SHIK409D

42, ST E3A- AP BIHUABCH PR S5 B, B sE—/slse
T FX A AL234A/L235ARAE

43, ST E -2 E—BINHT AR UR S & B, H AR rddiiksk
HPURES G B s G st AL F—4 824 CD3. BCMA, C
D20, Her2, Her3, B7H3. EGFR, Hel. ¢tMET. Axl, GPRC5D. HA 2
S EIPD—1, PD-L1, CD47, 5/ 1 4N14—1BB, CD40, OX40,

44, FHETT S 43E— DU PR B DUR S & B, B s —HusMEs —ht
AR H T oo BORs e hudd.

45, ST A4 PTR S B bR & G B, BT R R AR S Ak
WM NHURE: CD3/BCMA, CD3/CD20, CD3/Her2, Her2/Her3, B7H3/
EGFR,PD-L1/CD47,PD—-L1/CD40, PD—L1/4—1BB,EGFR/Her3,Her2/

Hel, Her2/PD—1, Her2/PD—L1,Her2/CD47,Her2/cMet, 5CD3/GPRC5D,

46 KT S AABAS TSR R S & B, Hrp AR UR e LA Ry
R a8 — PR — PR S A X AR R 45 6 88 RSB iR g5 &
X, HAsg —hiRe e X a5 % —Fab, B hiREgaX a5  Fab, HbZE—
Fabt H.CH1 I CoAOM 5 88— FeX NAG i (R el 2 i ek, Blaneestx),
28 " Fabft HCHIMCoHAR 5 85— Fe X NCRIG IR R B AR Bk, Bt
X)o

47, KT 46l bTRE B g A B, A TR SRR MU R 1 GRS
i, HEAWEIAT R,

48, SKHETT E46EAT TR TR BT g B, sy
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[0520]  EEHEL: AN CH AR TR SB—FabiHE il X —EHHEEIX
CHI1-5—Fc[X, HHEFHEEX CHITE HCARIRG 58— FX NAIG L A
FREE SR B A B X ) 42 5

[0530]  FR5E1: MNUgZEChy 2kl PR : 55— Fabfadt n] X —FLpf[HE X

[0531]  EfE2: AN ZECH 2 H PARHR: 58 _FabiE sk Al X - EHEHEX
CH1—28 "Fc[X, HEHHEE X CHIE L CAUM 5 8 FdX NA 2 R EA 42
FREE SR B A Be s X ) 4 5

[0532]  REE2: MNUmZCHE S P4 : 5 FabfUfast rl X et EE X,

[0533] 49, SEHEJT S48 BURES & B Hp

[0534] (OB —PURGEX R IES G Her2, HHESHIANRSE 5 A0 b
fUSEQ ID NO:FT/RIEERR T, SRS SRR ER T A BAa 2D
85% 90%- 95%- 96%. 97%. 98%. 99% MR —ERUEREIR T4, B T
SEQ ID NOFT7RIYIFAIZ AL :

[0535]  1)SEQ ID NO:43FISEQ ID NO:45;

[0536]  H)SEQ ID NO:48FISEQ ID NO:49;

[0537]  iii)SEQ ID NO:21FISEQ ID NO:22;

[0538]  iv)SEQ ID NO:25FISEQ ID NO:26;

[0539]  V)SEQ ID NO:25FISEQ ID NO:29;

[0540]  vi)SEQ ID NO:31HISEQ ID NO:32; Bk

[0541]  vii)SEQ ID NO:31FISEQ ID NO:29;

[0542]  Fl/Ek

[0543] QB PR EX RIS G Hel, EER2MERGR25 BE5 0 T RIS
EQ ID NOF/RIVEERR T4, sltE SHrsa sy s =Ra 20D
85%- 90%. 95%. 96% 97%- 98% . 99%HIF—VERISEEIR T, skidn ™
SEQ ID NOFT/RIIFAIA A -

[0544]  1)SEQ ID NO:41HISEQ ID NO:42;

[0545]  i)SEQ ID NO:23HISEQ ID NO:24;

[0546] iii)SEQ ID NO:2741SEQ ID NO:28;
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[0547]
[0548]
[0549]
[0550]

[0551]

[0552]

[0553]

[0554]

[0555]
[0556]

iv)SEQ ID NO:27HISEQ ID NO:30;

v)SEQ ID NO:33HISEQ ID NO:34; 5

vi)SEQ ID NO:33HISEQ ID NO:30;

Q-1 PR AEX R IEAAPD—1, B ARG IS N
SEQ ID NO:JrREREIR TS, st BRI E AR 7y B %D
85% . 90% . 95% . 96% . 97% 98% . 99%MI[F—VERERIERFH, s b
SEQ ID NOF/RIUFHIZEA: SEQ ID NO:46HISEQ ID NO:47;

Q2 _PURE S BREEE A CD47, B AERGE A Y
SEQ ID NO:FTRINEAEMR TS, sl s 5rRma iRy =2 a =D
85% 90%- 95% 96%. 97% . 98%. 99% MR —MERUERER TS, BRI T
SEQ ID NOF/RIUFHIZA: SEQ ID NO:50HISEQ ID NO:51;

G) 285 HUREE SRS S c—Met, BRI AIEA W N
SEQ ID NO: FrRiE AR 74, s s SRR E SR T/ B £ /085%

L 90%. 95% . 96% . 97%. 98% . 99% MRl —MERUER AL, S FSEQ
ID NOFFRINFFIZEK: SEQ ID NO:52FISEQ ID NO:53,

50 SEHEJT S44EAS N Z R R IEDUR, B i R R MU B S AN R
ZE PR E—PUR S S XA MRS S B RN E DRSS & X,
Hp s —HR SIS 5 —Fab, B HUREG S5 EE  Fab, Hrh—/E
Fabft HLCH1IYCAUG 5 56— F X NAUm L R B A2 ek, BIaniRsEX),
—/NEE —FabfE HLCH1 FICAIR 5 58— FeX NAUmER (R A 2 iak, filn
BHEX), H 53— Fabt HLCHICAS 55 55— FablP B 5 ] A2 X N A%
£ SIBUNS % STV LS

51, SEHETT S50 R E RS & B, o B B S MEf AR R 2+ 1 N
R, BB MEART R,

52, SEHEJT S5 1IIPUAR R RS a R B, Hh SR e A ey

L ANSGECHTSELH PR 5 FabEE R AL X - E R HE X
CH1—55—FabE g 1] ZF X —EHHEE X CH1— 28 " FclX, H18E—FabEHHE T
X CH1/F H.CoRi 5 58 R X NAR U 22 B AN 2 Bk (N sk DO 88, HES
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[0557]
[0558]

[0559]

[0560]

[0561]

[0562]

[0563]

[0564]

[0565]

[0566]

[0567]

T Fabft HCH1 Y C o 5 28— Fab AU EE 5 1T 4Z DX AN Ay i Gl sl d i
3K

241 MNIRZECHAEE N MR : 5 —Fabfiedt n 2 X 24 HE X ;

HEE2: AN 2 Chy 2kl PR : 55 FabEEgE i X - E4#HE X
CHI1-5—FcX, HrpEHEEX CHI/E HCKI S 5 —FX NAIGEA FHECA 2
R3Sk (B AN e DX ) e 2 5

242 MNIZECH A MR 58 Fabfliegt rl X 24 EE X,

HrR T SR e R A2 S k.
53, SEMETSS2PUAS ARG S L, B —HREEXEECD3, |
CHIRGEX A GPRCSD, N,

DEHEHEASEQ ID NO:SSHTRIEER T, skl d HSEQ ID NO:58HTRIY
FIIRFHNEAED85% . 90% . 95% . 96% . 97% - 98% . 99% FIF—HIE
FWL 3, BT IR SRS A 4 ;

HEM A SEQ ID NOSIHTRINEIEIL 74, BifE 5SEQ ID NO:59fRAY
RERTHNEAZE D85 %, 90% . 95% 96% - 97% . 98% - 99% H[E]—PEIE
FRFH, kiR R T A 4K

HH2HHSEQ ID NOS7HTRINEIR T, 55 5SEQ ID NO:57/T /R
BRI TN EAZED85% . 90% . 95% . 96% . 97% . 98% . 99% A —MERIE
MR, st R R T H R /B

2ER2 A5 SEQ ID NOS6TRIEREIR T, BB A 5SEQ ID NO:56/T 7R
BHIRFHEAED5% . 90% . 95% . 96% . 97% . 98% . 99% FIF A
BT, sl iR AR A B

) EFEIEESEQ ID NO:62HT /RN EIIL 741, s f & 5SEQ ID NO:62ffr 7R
FIPRFHEAED85% . 90% . 95% . 96% . 97% . 98% . 99% FIF—EAIE
ERFA, SRR AR T AR ;

HEEH U ESEQ ID NO:63RINEEIR T, 83 5SEQ ID NO:63[J 7R/
BRI FHN BB ZED85% . 90% . 95% . 96% . 97% . 98% . 99% [H[A—MEMIE
EIRFA, sl Prh AR T YA ;
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[0568]

[0569]

[0570]

[0571]

[0572]

[0573]

[0574]

[0575]

[0576]
[0577]

[0578]

HHE2AASEQ ID NO:61 RIEAEIL 74, 808 5SEQ ID NO:61 7R/
FIIRFHEAED85% . 90% . 95% . 96% . 97% . 98% . 99%FIF—EAIE
HRFH, sk rih SRR A4 M/Bk

B5E2 5 SEQ ID NO:60FT/RIWEIIRTH, 85 5SEQ ID NO:60HT R
FHRFHEAFED% . 90% . 95% . 96% . 97% . 98% . 99% [[F—HEE
BT, Bl TR S AR A1 4 A

54 SNETT A4S Z DR TR S B, Hh mi o sURe e LA (0
IR RS G 88— DU IS — DU S S IX AR R M S & 58— HUR s =
IRE&EX, A —HREEXEEH—Fab, B _PREEXEEH _Fb, H
HH2AN B8 FabfE H.CH1 CoRI 53 A 5 55— FeX NOR U A1 58— FelX NoRUide iz (42
HEl GRSk, FINEEEX), H 28 —FabfEHgE i AE X FNAG 5 58 FcX
CASm A (BT B A BT K)o

55, SEHETT S5 4 DUAB R bR S & L, FT EnR SR R MU &2+ 1 Clg
Ff, HEHWMESBITRIIMEE,

56+ SEHET RSSHIDURS DRSS & B, HrhpnRosUE e bk 8y

HhEL: MANIGZECIFA A PR 55 FabHRE A AF X - EEEE T X
CH1—28 _Fc[X 28 —FabE 5 M X ~FHHHEEX CH1, HPEE “FabfE HCHIW
CAUIG 5 58— F X NAGIG R (Z B A E Sk, BINEHEX), H25—Fabir &
BRI FINRG 5 28 FeX (I COR % (i oM BT 83R) 5

251 MNIECHT A MR : 55— FablliegE rl X 4 EE X ;

HEE2: MNIGZECHE S AL R : 85 " FabEHE 1] A7 X - E4HEE X
CHI1-#—FcIX, HhEGHE X CHIE HCHE 58— FX NA A a4
SR (AN S X)) 1545 5

242 MNIRZECHE ST MR : 5 T Fabiiedt r] L X — 24 E T X,

Hrh s bR B S R w2,

57, SSMET SRS6IIPUAS ARG B, B —-hRgGIX44Cp3, B

B PR EIXEFEGPRCSD, Blinkr,
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[0579]

[0580]

[0581]

[0582]

[0583]

[0584]

[0585]

[0586]

[0587]

DEHEIUESEQ ID NO4FTRIIEEIR T, sE5 5SEQ ID NO:64fi 7R
FIIRFHEAED85% . 90% . 95% . 96% . 97% . 98% . 99%FIF—EAIE
FRTFH, sl R T A 4K

B SEQ ID NO:SOFTRINEIIRTA, 85 5SEQ ID NO:59IFT R
BRI FHNEAZED85% . 90% . 95% . 96% . 97% . 98% . 99% [H[A—MEMIE
BT, TR S AR A 4 A 5

HEH2 A SEQ ID NOS7HIRINEAIR TS, sl S 5SEQ ID NO:57T7RII
FHIRFHEAE D% 90% . 95% . 96% . 97% . 98% . 99% IR —HEHIE
BT, sl h AR T A 4 s AT/ ER

REE2HESEQ ID NOS6T RN T4, 8B A 5SEQ ID NO:56 7RI
BHIRFHNEAE D% 90% . 95% . 96% . 97% - 98% . 99% FIF IS
MR, skHrd AR T AR B

) EFHIEESEQ ID NO:65HT/RINEIML 74, s f 8 5SEQ ID NO:65 171
FIIRFHEAZED85% . 90% . 95% . 96% . 97% . 98% . 99% FIF—EAIE
FRFH, sk RS AR T A 4K

I UESEQ ID NOG3[IRINERIR TS, Bl 5SEQ ID NO:63[Ji R
BRI FHNEAZED85% . 90% . 95% . 96% . 97% . 98% . 99% [H[A—MEHIE
BT, sk TR S AR P A 4E A 5

HEH2ESEQ ID NO:61 I RIVEAIR TS, sl S 5SEQ ID NO:61 7RI
FHIRFHEAZD5% . 90%. 95% . 96% . 97% - 98% . 99% [ —HEHIE
ERRITA, sk T h AR A 4 s AT/ ER

52 SEQ ID NO:60FT/RINEEILTH, 55 5SEQ ID NO:60TRIY
FIPRFINEAED85% . 90% . 95% . 96% . 97% . 98% . 99% FIF—HIE
ERRTA, B TR S AR T A 4

58, ST SRAABAS B IREH BUR 5 & B, Hr i R e AR 52
MRV G — DRI —DURE S XA R4S & 88 e — b
SEX, HhE GRS AX AU E —Fab, F PR AX AU Fab, Hib

2456 Fabft HLCHIICoRIf 0 Al 5 P FX NS e (R BN ik, B
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[0588]

[0589]
[0590]

[0591]
[0592]
[0593]
[0594]

[0595]

[0596]

[0597]

[0598]

U5 D) (TR FeX AT AMEIRI B ANR]),  H2AN 55— FabfE FRE AT AE X N A 431
E2AFeX I CA 1845 (1 sl A 1 42k)

59, SEHET SRSSHIDURE D URE & B, Hrhpndoslhs bk 2 2+2ChG
Ry, EEHNEsCHr R,

60 SEHET SSMIDURS DR S & B, HrppmosRe e bk (8

HhE: ANGZECH B PARAR: 5 FabEdE AR —EE{E X
CH1—Fc[X —25—FabH 5k AJ L X ~ 5 EE X CH, HHZE FabfF HCHICAK
i S FeX NAURIER R A Rk, BINEsEX), H2E—FabfEssE il 42X
PN 5 Fe X I CAOm R (B 1 sl B k) 5

251 MANIECHT A MR S5 Fabllieg Al X ~ 24 E E X ;
25E2: MNBECH H A PARER : B Fabffsk Al X —REEEEX,

Hrp TR SR e bR B4 E Rk

61 T SO PUASERE & R, Hhd—hREaXgaCns3, H
B HR A S X EAGPRCSD, BilinE

D EHEUESEQ ID NO:66[fi RIS T4, s 5SEQ ID NO:66i 7RI
FHRFHEBFED% . 90%. 95%. 96% . 97% . 98% . 99% [[E—HEIE

gt

G, i AT A SR A E R
BFER A SEQ ID NO:SYFRINEIEIR T4, B8 5SEQ ID NO:59HT7RY
R T A HAED85% . 90% . 95% . 96% . 97% . 98% . 99% KA —MEHIE

BT, s b AR T A4 s AT/ ER

MR EASEQ ID NOSCHTRINEAIR TS, s 5SEQ ID NO:56/JT R
BHRFINEAED85% . 90% . 95% . 96% . 97% - 98% . 99% FIF—HIE
EMRFA, sk rh AR T AR B

2 EFEEASEQ ID NOGTHIRIEEIR T, BifiA 5SEQ ID NO:67[1 7~
FIRFHEAZEDS5% . 90% . 95% . 96% . 97% . 98% . 99% FIFE—IEIE
FRFH, kTR AR T A 4K
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[0599]

[0600]

[0601]

[0602]
[0603]

[0604]

[0605]

[0606]

[0607]
[0608]

F5E1 U 5SEQ ID NO:63[IT R EIIL 41, s E 4 5SEQ ID NO:63 7Rk
[EBTHEAZ85% . 90% . 95% 96% - 97% . 98% . 99% HlE—VERIEL
MR, skl AR A A /B

B5E2 5 SEQ ID NO:60FT/RIWEIIRTH, 85 5SEQ ID NO:60HT R
FHRFHEAZE D% 90% . 95% . 96% . 97% - 98% - 99% FI[F—IERIE
ERRTY, B AR A A

62, SKMT S - 43— HURBH TR S & B, Hrd s —Hiim
B_PURAR, Brdfuks s R s e N B RN TUR S &
X

63 SKHEJT M PUAB GRS & B, b fuiie =Rk,
64, ST SO PRSI PURS A B, Hird =Rt pik e 8wtk

GEE RS —PURESEX . Fria s hURNE —PURE & XA
SUEEE—PRNE—PREEX, BPE—PRESXEUEHE —Fab, £
PUREESIX A 5 " Fab, H P& —FabfE HCHIC AN 5 56— FX NS
GBI, PIHEHEX), 55 FabfE ELCH1CAI 5 55— Fe X NAU
EREREAZBESK, FIINRHEX), B=PURE S A S scPv@lAIVH-VL
BVL-VH), HLHEALdEAE A VHEL VLN A G B C A (B sc Py VL—
VH, BIAIVLIINR) 5 88— FelX I CoARm 4 o

65 ST ROAIBURSAPUR S & By, B imd = HEm DR AL,
2+1CHIGAL, AE7ASKBIT R,

66 ST ROSIBUARSAPUR & B, A TR LR hiR s

FHEL: AN Cli sl MR AG: S8—FabEE A AR X —EEHEE X
CHI1-3—Fc[X, HH1Z8—Fabft HCHI1CAU 5 5 —F X NAUmER G A
2k, BIAEHELX) ;

FREEL: NG ZE Ol B M IR : 25— FabPf2R5E AT AE X — 524 1E X 5

B2 MNug R CiE Al PAA: S FabEHE f X -EHHEEX

CH1-%8 " Fc[X —scFv, HPEHEEX CHIHCAN 5% “Fd X NA L HEL
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[0609]
[0610]

[0611]

[0612]

[0613]

[0614]

[0615]

[0616]
[0617]
[0618]
[0619]
[0620]
[0621]
[0622]

[0623]

A B BTN SEX)EEE, HscPvA BN ik 7E HVHBL VLN R i ek
CAG (s Fvi2VL-VH, BIAIVLIINAR) 5 2~ FeX I CARUmIERS ;

g2 NG Cliy B MR : B8 Fabl 2%k A X ~ 24 E E X,

67, FhiJT R TUAREDUR A & B, B —huRg X R rRItas &
GPRC5D, B _HRaia X R4 ECD3, /e =R X R tss &
BCMA, #ilgniirh

HEHAASEQ ID NO:7IFRINEAIR T, Sif & 5SEQ ID NO: 71 7R
RAEFRTHEAZD85% . 90% . 95% 96% - 97% . 98% . 99% FIF—MEAIE
ERRFA, B AT SRR Fr S A 5

FREE1 B ESEQ ID NO72ffrR BRI 741, 8B 5SEQ ID NO:72[ 7K1
RERFHNEBZED85% . 90% . 95% . 96% . 97% . 98% . 99% [H[E—MEMIE,
ERRFA, sl Fr h AR P A 4E 5

HFR2AESEQ ID NO: 73 RINERIAR T, Sl A 5SEQ ID NO: 73[R
SEBTHEAZ85% ., 90% . 95% 96% - 97% . 98% . 99% HlE—VERIE
ERRITY, ST S SRR T A R F/ER

BE2 5 SEQ ID NO74FRINEEIR T, 83 5SEQ ID NO:74J 7R/
FHRFHEAZE D% 90% . 95% . 96% . 97% - 98% - 99% [I[E—IEIE
B, sl TR AR T A

68, MR, HImisLiels E1-67HE—Bduas i Rmgia i, sl —

69, FakhEk, HALIHETTRe8HIEIR.

70, fE AN, HAS 0T S8 HIALIRER S T S 6o R IR A

71, & ST S 6T M E—BIHUAS R UR 5 & BT, Hess

)RR TR SR DRSS & P B & A BRI 5 |\ Fs 4l

b)TETE A AN Fak A TR DA DR S & B

fEith, Frkbukel BHURE & B sl HIaProtein AZIMY,,

72, GEEREY, BAA I F1-67 T Bl ik LR 45 A B

73, BhEEA, HEAEIE 1 -67 T I H TR L UR S & B
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[0624]
[0625]
[0626]

[0627]

[0628]

[0629]

[0630]

[0631]

[0632]

[0633]

[0634]

[0635]
[0636]

[0637]

74, THMESZAR, HAETES 5167 E—Tihuikek bR 456 B
L& G Tl

AR IRAR AL T P85 G TR RSN T 7, eSS s &b, Bk
giaafohbREREE A . AT R, TR bua N 2R R U,
BIAnBURE A PR

=TT, RIS, & IRt 2 7 1k

)RR Sl & o3 BT PUAR R & SRR IR 5 I\ Fe £ 4 A

b) 7 1 LA AN RR R RS &0 T bk

Rk, PriRgEa o FOlnbuagezitt, FlaiProtein AZEMY,,
TEX—AHETT R, TE8i a5 Tl AR m s I &4,
BIL—AEEIR . DT, FridiE e e En .

Tr—2e 50T S, AR AR B SHERS AT G & BNk
KRR,

TE—S0S 77 50, ARIARTT A mRR ISR E M Es & Bk in
R R ARSI ABURE R DA o

TS50 77 58, AR AT I REE SEINAE — M R TP RR g 5 il
TUAINZ R R PEDUARGIASCRE e PR RO & SR 5, I Ue il 5, 1 A4
R TR AN ARSNE LA

TR M 1 = 2

AR IR IR AL B 45 & 53 1 BT AR a2 R R B BB R Bk
R — 2 BEBRAT A B R S I IR . T DASR ARSI T 1k, 724
&SNS ER T o, KLV L ERRAZIR AT LA B4t 531k
EERMXE, HSRISA LIS &0 HlnbuamZ R U assei
MEpUAh bR Ek g B AR R, T AT AR AR RS S0 T btk an
LR PEDUABI QBRI A KR 25 S B R 0 AR

KRR IS AL AZIRIN M, £ — DT, Bk RR Bk,
BlINERRR IR, BRI EARTRE . PohL, KR, N R AR A
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[0638]

[0639]

[0640]
[0641]

[0642]

THRASRNYAC), ERERIERETEH, ALFARZRAH AT CNDAR K, i
WpCNDA3 1A A

AR BHhAR B A BT AL R BT R AR fE £ 4. 18 M T B M SR A L B
G TR I 2 R DA AR R DU R IR H 7 AN R AR
FRAKNR . T RARRRE Rk RS Jeml bt X 284, JF BT DUE KRR E )
PRI LU T BRI A BRE , 3RS 70 2 B (1 2 R MERUAR BT
e EDUAR P T IR R

AT, EEARE RN, 25— T, 16 R4k
HEEEA0E . LAl inCHOZNER 29340, BI4NExpi2934M). AT
R L s 1 LA R RIBI T2 SVA0RE LB CVI A (COS-7); AJIRHA
B 2 (93502934l ,  AFI 1103 T Graham ™ JGenVirol36,59(1977)) . 4GS
ZHIIBHK) ., /NRIEFE A sertol) 4HAE(TMAZHR, 414150 4 T Mather, BiolR epro
d23,243-251(1980)) JBE4IECVD). FEMNEIEEA(VERO-76), AE
AN HELA) . KB AIIMDCK), buffalo KFATFAHIIBRLIA) . A Sl
(W138), AJF4EHepG2) . /INRFLE IR A0 (MMT060562) . TRIAHHEAN
B0 E T Mathers, AnnalsN. Y. AcadSci383,44—68(1982)) . MR C541JUFIFS4
afis, Herl AL siE A R arEhE S RIN R CHO) 4, fufh
dhfr— CHOZHfJ(Urlaub%, ProcNatlAcadSciUSA77,4216(1980)) s FIE BERI 40N 240
YO. NSO, P3X63MSp2/0, £F— M5 54, 15 R4S mzaman,
PP Eh i An i 4 E G RO B CHOY I . ARIA'E (HEK) AR S0k e 41 it
Y0, NSO, Sp20Zfi).

IV A ALK S &5 8 B H At

TE—BES T S, AR RIS &5 1 PR SE— /sl 28— bras S IX T LS
AW, ATAEERR T RE S EAY . RS RN AEN], RS R
A PAR B R R

BRI, AR IR Mo AR R AN S &5 - Bilandikan 2 R MU ol 4
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[0644]

[0645]

[0646]

[0647]

[0648]

[0649]

[0650]

TE—BES 7T S, AR RIS & 53 sl BOR T AR i3 2 TR 2 14
TCR)H, 7E—EE500E )7 &, TCRA A AE X A AN Ak (IR AR sl RAF 241
&, Bl —pEE Ay, M/aRmRAE,

TS5 7T 5, AR ARES &0+ 8 BOT U Foth s A SiRl & A4 il
GHEH. LM, Hthds B S BRI B AEl szt BIantks
AEORARRAIR B2k, ARSI +-(TNE) | I8 N B A KA (VEGE) Bl
K T(TGE, BIUnTGE- sz ik, DA B,

V. A

fr—2e 5Ty S, AR M AR S &0 TRl a2 R R ik
BSR4 S G AN 25 205 90) o

fe— AT, IRl S a5 Ak, AT, AEY
, i, ZoiEYn, REARKANSG ST, Uk—FEZMEERITHIN
Hiro

ARWIAE SR LA E A SE 2 AR, ARG A2 MEdk. 25
FWIESR, BFREZ T, GRS, “ZoMEUR” A AR AR AR
EEAAL RO FREIERISCE RS . T 25 PR 6 A MR s
, JFZ DL “Handbook of Pharmaceutical Excipients” 25 /\J,R.C.Rowe,PJ.Seskey
A1S.C.Owen,Pharmaceutical Press,London,Chicago. A<k BHIIZH AR LIKL T £ Fh
oA XETEABIAN AR, B AME AR, aiSim o dsian, mE
S PRGN R AT . BOTIER & TR AR . Lk iTE =L
R TR AR RS Y i AT LAE R B TR A B AR L WIS &5
F 5Pl 2 AR 25 RN S ok i 8 S S ARSI R 85 &40 T 251,
BN PAG T SRR IE R

TE—BOS 77 5, ACRIANE KA R R 45 &0 - Blanbusan 2 R Epuik
BRI TR, IR B iE 777, SR TRk T I A
1, s T T RTRIas T I 2o i i

e T HI67 Mg, AKRARIES & 0 Iansu R in 2 R m e G s 1t
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Firk 255 0 23 e FoTiE e T DAMdRSs 25775 Seal 251 e I TRI B2 (4771
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F170C SEQ ID NO:134 S162C SEQ ID NO:150
V173C SEQ ID NO:136 $162C SEQ ID NO:150
V173C SEQ ID NO:136 Q160C SEQ ID NO:152
L128C SEQ ID NO:138 F118C SEQ ID NO:36
$134C SEQ ID NO:140 F116C SEQ ID NO:38
S136C SEQ ID NO:142 S114C SEQ ID NO:99
P171C SEQ ID NO:144 8162C SEQ 1D NO:150
T139C SEQ ID NO:146 F116C SEQ ID NO:38

(06601 HLATZRAL

(06611 PTG REEFIFIRERERERCN , S5 PIPUAR e B R TR B B SRS
T, (RGN AR b T IREEIOY, R AR AT AR, 7]
FIAR S A ELARIR S T R RO o B BebmitE sy, B v] A DA ]
XA FHA FRAPROREIRN , ZARN Y o BRI 2 RIS/ N T 124, DR
e Bk i RN 12T 7R (Kabatdfl) -

[0662]  F%2: FLfajoSaeH &

k1 T4 AR 1 T AR 2 k| AR 2 T
R VH i YL . VH ok o VL

M1 Q39K SEQ Q38D SEQ Q39D SEQ Q38K SEQ
D ID D ID

NO:3 NO:4 NO:5 NO:6

a2 LASK. SEQ Y87D SEQ L45D SEQ Y87K SEQ
D D ID ID

NO:7 NO:8 NO:S NO:10

mA3 L45K SEQ P44D SEQ L45D SEQ P441C SEQ

D D 1D D
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NO:7 NO:11 NO:9 NO:12

P44 YOIK SEQ A43D SEQ Y91D SEQ ABK SEQ
D 1D D D
NO:13 NO:14 NO:15 NO:16

A5 YOIK SEQ P44D SEQ Y91D SEQ P44K SEQ
1D 1D 1D 1D
NO:13 NO:11 NO:15 NO:12

[0663]  FE—A N4l 5 HHREBURF R PR BT FIT R I S X A Oy i o 8 5 PR A o

[0664]

S, WR3HTR:

£3: VXRS5 g dE R A S

ok 1 Yok 2
. B4k CH] % . N R
THVHES i X gsvLET | B CLEL | SHVIRE | BEVLEE
ma 1 | Q39K F126C, C220S | Q38D g: i‘:g Q39D Q38K
A2 | L4SK F126C, C2208 | Y87D Q124C, L45D YR7TK
i - e ! C2148
143 | L45K F126C, C2208 | P44D gifjg L45D P44K
124C,
A4 | YOIK F126C, C2208 | A43D 27]45' Y91D A43K
124C
ME-5 | YOIK F126C, C2208 | P44D Q G Y91D P44K
C214S
39K T1168C, C2208 IRD S
mes | @ 02208 | Q TI64C w90 -
2148
Q39K F170C, C220S | Q38D T164C,
e : : X
] 1S Q39D Q38K
39K F170C, C2208 38D S162
mosg |Q ’ Q S162C, Q39D Q38K
2148
Q39K VI173C, C2208 | Q38D S162C,
P
me 9 12 Q39D QIRK.
@Me | Q39K V173C, C2208 | Q38D Q160C,
’ 39D 38K
10 2148 Q Q
24 9K 134C, C2208 3IRD bR
Q3 S134C, C2208 | Q F116C, Q39D _—
11 2148
e | QK S136C, C2208 | Q38D S114C, Q39D Q38K
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[0665]  MPUATEDIHer2 T, PriE2EitHl BHUN, RO ED TR 2 K ak

[0666]
[0667]

[0668]
[0669]

HIFF 3 WA S 3 A 12055, BIRoM I A 1—HASHIPUE,

REEE T X B

N TP E TS, BRAMESRR DU, IR T H A hiEni
A E X TR, MC Kappa & yC Lambda( HH— M Hi40AK & yLambda
FREEMA B o P HUAFab y— M KappaZll, —Lambdal!, FIXKappaffl
Lambda RS S B ISR M PR T MliEEE .

SN2 HER 29340 it ik SR AR (A DA M SR A AR 2lif,

AL IS DURR & SR HE I SHERRA S %, 4 A Sl pCDNA3.1
BARTRL |, FEl&—E BTk, ST A 2 & AU BRI 751 S
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[0671]

[0672]

Je B PR RSN 3 < 1040l /ml, BNEAFR1/10(v/v) I Opti—-MEMES L (G
ibcoBT5: 31985—070)E AL, IR HURAESE: PuikAlRHE: HU/AB
Bk PUABREE=1: 1: 1. 18 EHEEAEIELG, IIANFRETRL, 5.
IS IIER O (PED (Polysciences, 23966) 3 F—2 ) FURIH (J5ukz 5 PEIY
et fIoh1:3), RA)G EIRFFE 10min, JRIGDNA/PEIR AP, KDNA/PEIE
EWIREINHER 29340 RS, 1E37°C, 8% CO2(MEE FiFR24h)5, #hN
VPA(Sigma, T15: P4543—100G) LUK E E2mM M2 % (v/v)Feed(1g/L Phytone
Peptone+1g/L Difco Select Phytone), 4k&LRiFr6 R, UWEERFN, PL4000%%/
SEREDL305Eh, IANNE 18 FH0.45 w MBI B, 1 Protein ASE MIEHTHE
ITEMY, FEER TR RIS — 2P B ASHENT . KappaSelecSEAMIZATAIL
ambdaFabSelect>E MIZHT#H T4HE

ERProtein AR M ZHT A IR LB . TR Hitrap Mabselect
Sure(GE,11-0034=95)2lit0, FiEA. #ROE . ZiA0HT SRRV R
(20mM Tris,150mM NaClLpH7.2) F#pERAE ; R HEEEHE -, B0
MARTRRFERGE VAL, B RIS R A s AP g
J(100mM sodium citrate, pH 3.5FYEER, WG, MIA2M TrisH FlpH
6.5, FHROAH L — Tkt R (L C—MS) X 20 5 (B0 e i e T IE AR
XFECE R IUAE o

AR B T2 Zr i B P B . (IR 4HE (MILLIPORE, 175
UFC901096) 5 # 2 p H6. OfREEPBE A (10mMBER EL, pH6.0)H, ITHlCapto
HiRes S 10/100(GE, $t529275879)i A TAGAAIMY, . 2t 5 A AR pH6 .0
IKERPBEE MR EHFURA s RHiE RSl A -, B0 A pH6.0
IRERPBEE TR UL, ERARRE R g T Yoy, RN IpH6.0
I PBZE IR (10mMBEIREE , pH 6.0, 1M NaCDIRE ERIERE : 30 MM
TR ErpH6.0 2 2 PBZ IR LL B30 % 34 N E1100%) , WEERE LIk,
IR (MILLIPORE, 75 : UFC901096) 3545 8 PBSZE I (Gibeo, T15:
70011044 PRI G — BTtk FHBOR (LC—MS) W 2l 5 1 SURE e Bkt
ATIEREC EL B E EE
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[0674]

[0675]
[0676]

[0677]

[0678]

[0679]
[0680]

HAARRIKappaSeleci FENT AU BV LB . A Hi Trap
KappaSelect(GE,17-5458—11)4fift, &, #HAEQTN : Zifbnr s AR A F i
TE(PBS,pH7.4) FHBERHE ; RUSERR FIFEE T, R0 AR i
VSRR, KBRS GE R AR AP R 0. 1M B &R 4%
PRI pH 2.5) PR, IR IAN2M Tristh AloHE 6.5, FRAE 1 —
W BIR (LC-MS) A AU S IACRE R MU T IE RN B B SE

B AR LambdaFabSelect i ANEMT A IRIEL B Dy . HIFIERATE HiTrap
LambdaFabSelect(GE,17-5482—11)&fi{t, FiF. #AFEW T Al s AFRRY
IR (PBS, pH7.4) FHHERAE s RUSCERR HIEEE T, B0 AR
BRIE DAL, ZBRARRE RIS G E N TS AR DI 2R rhR (0.1 MEETR
ARG MR pH 35 PR, WD IIN2M TrisHAIpHE 6.5, AR
W= OB HIBOR (LC~MS) X 200 5 R R DUAR T TIERS BOREL e &)
Eo

SEHEBI3A K B S A S B 1A e

Tk AE IE AT R A B A 2 A7 5,

DA ZBR BRI, A KR RIR R AR 2 (Rl s (FEREC2
208, FEEC214S), SREHRMIRITTRIN RN, RANVMEIR ., KIE AR
HUFHER293 7 4 iE1 7355k, Mlprotein ALV S HEA TR 58 PN M T i e v
Uk, WE9A-IK9C, FILABR], 1XEESAR P AT A A IR 5 PR R FiL ok
HHEBIE AR e, RAATRD RIS RY , il e o AE iz s B AR
IEHTER T —hi,

PP, RXEIER T RS A T A M E A R B A FL P (arCE—SDS)
(BoD-E9M), A F HE s e R TRALIE, FILAER], A
DUARISERESY T8 % LA b, JE—2BUEIA T SR A AP ae (EMTE R .

R R SR A IE AR ER B R
FRHRFRATPIF126C/ Q124 C i e B ¥R 5 AR MBI — et B MR ST 1T
RO LB S2R , R AR & B SR AR DU E o B AR BR8], AE
HER29341 i Fh Rk =, H Hlprotein ASEAEATAEY, G H 2 2lifb 77 200 15
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@Bﬁ?ﬁ@%ﬁﬁf’ﬁﬁﬁ o /EHLC—MS‘]MﬁEanti—HerZ/anti—Helﬁfz[iXﬂL;manti—HerZ/anti—
PD—1H0 M0 AR B TR A IEABCN LB 1l %% 2 (Al 1 Knob into hole

TR IRECH o
[0681] 75 i B BRI BUR R R DA A S IR RO e 451
PR AR SEA BT b
¢l

Her2/Hel WT 30.27%
Her2/Hel_126C_121C 58.18%

Her2/Hel 126C 124C 65.10%

Her2/PD-1 WT 55.60%
Her2/PD-1_126C_121C 70.78%
Her2/PD-1_126C_124C 76.93%

[0682]  HH FARATLAFRH, F126C/Q124CHRARelE i 4R = SR R L BT I IE AR B
B, BlanHer2/PD— 15T RS A= AUHTAON FOIE AR EE B 5855.60% o 0 E
F126C/Q124CHAL i, IEMBCN LL BT 3P 1k5176.93% .

[0683] AN, F126C/Q124CRATERMIEFBCH 77 FLb Bl s, & TEAEAL 4
KA, th—ERREE T CN104011221B A I RAFF126C/S121C.

[0684] 1AM, WUERZAZNLBEIN 2 R IERIE R g, BA e Banbb Lt
SR A B AR R R B g, SSEAS T
BEEEERRA B, BT AT ABLC-MSE S,

[0685] 6 S E AN BUR R LU R D B 2 A Ut

AL A PR BAAS A s
Her2/Hel WT N/A
Her2/Hel 126C_121C N/A
Her2/Hel 126C 124C N/A
Her2/PD-1 WT N/A
Her2/PD-1_126C_121C 10%
Her2/PD-1_126C 124C N/A




99

WO 2024/017371 PCT/CN2023/108651

[0686]

[0687]
[0688]

[0689]

[0690]

[0691]

[0692]

T EAE Her2/He DU, I8 E4E Her2/PD—1HTH, F126C/Q124CHRAR L
SEASIUAS 2 B R B R 57, W — B g IE A st IR
Fe AT, 51N T CN104011221BH A R AEF126C/S121CH I Her2/PD—1
BURE A VDTS S A7 AT 2910 % I BRI B 53, WG9 F126C/
S121C iR R TE 2 IEFIE A .

T E R EE G VIX R

1F g E IHSAR (F126C/Q124C) R I 45 5 FEL A58 AR (Q39K/Q38D) R AE
EHER2934MEFR IR S, H Hprotein ASEAIENT 4L, BB 4l 5 T
RS FrIEBRER . FILC—MSHllitanti—Her2/anti—Helfi A 4 SRR DT
PRI R TE BN EE B(B12) . B 2 [FIIf S Knob into hole{ i FIRELN

T BB R A G AL AR AR e LR L RO LA

FHVHE | FHECHI R | B8 VLE | 88 CLE | EHARMSHT
£ EN x £ )
mh
1 N/A F126C N/A Ql124C 47.4%
Eiigo F126C _ Q124C
/ > i 0
2 A €2208 WA C2148 63.6%
FIiRa F126C Q124C
"‘ > > s 00
3 QK C2208 Q38D C2148 96.3%

AIAES], s EEE, SRR IEBUAIEREON R B S . IR
IR migt 2 e (GR74H &2, ERB), EUURIImgGR7HE1, E2A)IER
Fonf 203 m . 200, VX IIANRAIRE G EGRTAES, E20),
Fon ik it — R m .

R4 AE BT 2048050, AEHER29340fh #1455, A Hprotein AZEFIE
Mrabift, E e st 77 208 T AR FIERRTEA .. FILC-MSIAH SOBURr
SFEBUARR RO IE AR PRI (BD3) o Y6 E At EE VR 45 S L 2820 T AN F AT
REEANE, AR, WEhikRikaKFE,

8~ 1A AN 5N it B A A5 & HL A 2 fa B 7 41 A RO E BN b
i
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Lt RE EFBR TRk | RiEE
(mg/L)
Her2/PD-1 Q39K F126C,C2208/ 86.1% 199.6
Her2/CD47 Q38D,Q124C,C21458 89.1% 234.8
Her2/cMET 94.6% 222.9
[0693]  4ZHANEIRIBUARL GHBAERR 1790 % AW IERERC L], iBH —hisg gt &

[0694]
[0695]

[0696]

FLAT A T AR PUA RSB, NRIEEE, 4HARNTURESHRDA
REN200me/ LA IR, K8 TREFRRRE, ACFSHRETAEY,

gt AR AT G A AN R L AT AN TE RN L R 2R
IgGAEARI AR AT I R IR R . BRI KBS, CHI S5+
HHEBIPEE &, TRiBRRSE 2 HTERFEA TR ERS. BAREES, #
BEEEEVLEVHES S, AR CLEHRIEBIPI SCHIZ S, AECLAYHRE)

T, CHI®E, MEFEE M., (Matthias J.Feige,An Unfolded CH1 Domain
Controls the Assembly and Secretion of IgG Antibodies,Molecular Cell.2009 Jun 12;
34(5):569-79), LA AN, VHAVLEAH E IR ALEIN s B SRRy
R, AL, AR A B T E VHAIVLIY X e, o 13—k
BAFA RIS, Tl b R CHIFICL [R5 NHLfA7, SR Eb LR o8 3R
B2 T VIXFICON T IEREECR EL IR s, 5 3R 8—2FR A — TSR AL [F) Her2/Hel
BURF AP ERUAR S 5 R 7 A G 3R A RO T A R AR A
IRCH], HAb AL,

82 I HIARAL S A AN L B LA

nf ZEAN T AR B L E AN BB B2 e
L ZEHALE B E
B H R R “EER | E st o F b
AL
Q39K/Q38D (V IX) F126/Q124 96.34%
HI7IK+TI90K/N137D (C B) | FI126/Q124 77.89%

K216E/E123R (C X)) F126/Q124 55.87%
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[0697]

[0698]
[0699]

[0700]

[0701]

[0702]
[0703]

AIAES], AR it B EM , AE0TVIXIQ39K/Q38DHLfif
ZALMI T CIX UH171K+T190K/N137DFIK216E/E123R FLATZAE, 7 TVIX (K
LI AR 2 R = U I E IO o0 LBl WERRER fr 7 T-VIX B e pHeadet .

HERVX RS g B as

B T Q39KMQ38D 2 AN, HH & RIAIVIX B AR 5 it s M ATF126C/
QI24CHHTH L, TEMFI A A 1-HE5. fEHER 3G, HA
protein ASEAENTAIMY, BEGH E 2l 208 T FIURBRTER . FLC-
MU ZH OSSR TEABCN B 1 (B14) o E2%% 2 [AIE T Knob into hole
{EVEIRRCH o AR, SEhifks i K.

F9-1 VIX AR 456 I d A 5 IE AR 53 LB 131

skt g | £ @axﬁé aF | &REE (mgl)
A1 92.17% 305.6
a2 98.88% 221.0

Her2/Hel | 2843 99.11% 183.5
44 4 98.47% 83.8
o5 99.47% 104.6

A1 B G 5IRAL 77 SRR B 90 9% IEFAEC N R . e B4 537 DA
B 5 AL I RIA E (200-300me/L) . ZH 45 HESHRIARIGR, HAb Al
A #l100me/ LA o AL, B AL ISR A & AU R DA RIS 21T
IR K

VIX R S H e R s AR A &

% T F126C/Q124C 28N, K H B I i M 5 VIX L 2847 Q39K
FQ38DIATHE, o3 H - M4, HaFIMHG6—HE 14T —
T 2847 ) Her2/He DBURE BRSBTS =5 I E—TUAE 741 L i IX )
AT AR A G XA, Bt oA 4E,
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[0704]  {EHEK2934MfaH #k 5, H Fprotein ASERENTAILY,, Wt B afifh 77 o0
TR THORBRIER . FHLC—MSIZE B BURE R PRI ) IR L 4B
H 5k [l Knob into holefE#EFIRELR o [FIN, SMEHUARIK RN,
[0705]  5R9-2 VIX HLfaRAT £ & i 85 ¥ 2R 5 (EFC N F 43 F LRl

ey o ;; BB AT 4G o T bk | AR E (mg/L)
A6 83.90% 199.6
@wa 7 97.50% 229.5
248 98.90% 243.2
849 91.90% 252.9
Her2/Hel | 284-10 | 80.52% 253.2
20411 | 79.46% 264.1
4412 | 86.86% 262.2
404-13 | 93.16% 224.0
20414 | 83.82% 246.1

[0706] A E6EIHE14RIRA T AR RIEERIT79.46% ~ 98.90% PIIEMARLN 3, #
REWRER R S ALK (200-300me/L) . B, FES AR B H A
FRIBURS S DR I RIS BRI IE A EC N L BN SR 7K

[0707]  SEHEGI4 AL BT 5 A TI0E S5

[0708]  RAEWIESSE T BiolayerInterferometry, BLDBARM E A& B HH A BUR;
FUEDUAS & B RN PR B EURD) . BLIZE AN JIE A 177
15 (Estep,PZ A\, High throughput solution Based measurement of antibody—antigen
affinity and epitope binning.MAbs,2013.5(2):55270—-8 1)1 T

[0709]  SEESTTIARTEA/NS, RIS R, B E SR ProA(ForteBio, 18-5010)
B EHZ 0 TSD buffer(PBS 1%, BSA 0.1%, Tween—20 0.05%)F, Hl100 1
ISDZE M. PURRRE & A5 BN 2196 FLE & SRR LIA K BRI LR (Gre
iner, 675076)H . HMRIEFEMAZEMN, HREREERE. (ERRESHET:

/TP % Baseline, Loading~ 1nm. Baseline, AssociationfDissociation; #™
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S RIBA T AR AR 45 A AR B E , #6d9400rpm, TREEN30HE. (]
ForteBio /M AT F /3 AT K DB o
[0710]  PABi—Her2fufkENEER, SINRIPIAEG1-HESRLE, SHPUFRHe2(H

SEAIEGE N M.
[0711]  F10RBIFURS A Her2 2% F1 1451

Name Antigen kon(1/Ms) | kdis(1/s) KD (M)
WT 2.68E+05 | 2.00E-04 | 7.46E-10
e 1 S Hey |2A9E05 [2.00E-04 | 8.0SE-10
) 2 12 68E+05 | 2.00E-04 | 7.48E-10
443 2.64E+05 | 2.00E-04 7.58E-10
A4 2626405 | 200E-04 | 7.64E-10
A5 278E+05 | 2.00E-04 | 7.20E-10

[0712] DA ERIRGRATN, SRERSH ARGV LIREHEZR . &K
RIART AT VIX B EREEE AT 5 TN B i AN S s M A7 AT
T

[0713]  SChEfBls. 2N RN R

[0714]  RLFAARL BHRBURE P EUARRR T M1+ U BLE DS, iR T LARR 2N
2HINSGIAL(EI5A), 2+1CHGAL(EISB), 2+2CHmtALE50), FEMER. BR
FRIAPab RO RR SR IR BN AN, BT (AR AN Wl Innobody RAZ(EHE 5
TRBCHT o

[0715]  4&HEEHEFI2R 77 AR MNA I 2N 2+ N A9 AL, 2+1CHHAg 2L, 2+2CHTHHY
RUFF R TEAS I RO L (K6, S5 B S IR 11,

[0716] RSN IS F (1 ERAECOH L]
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Wi HARSF A RE | BT T

. L

GPRCSD/CD3-1 | GPRCSD/CD3 | 2+1N #4445 j@i & 37.80%
SE TR
ZRRAE
gk

GPRCS5D/CD3-2 | GPRCSD/CD3 | 2+IN 344 & fw‘ p 99.32%
RE

_ , o | TR R

GPRCSD/CD3-3 | GPRCSD/CD3 | 2+1C #AEL | o oy 59.10%
= =
A
ks

GPRCSD/CD3-4 | GPRCSD/CD3 | 2+1C s & f%ﬁ 98.58%
2, 75
, o | R

GPRCSD/CD3-5 | GPRCSD/CD3 | 242C A |y o 42.60%
AR
&4k

GPRC3D/CD3-6 | GPRCSD/CD3 | 242C 448 f;‘ ;? 98.89%
RE

[0717]

[0718]
[0719]

[0720]

B ERPERTR, RERFTAERNZEERN AT 2 MR 11, JhRefer
RE R IERBECN . BAEN T 2Mia8ls i, RFETPLES], s
FREE SRR, T A B, IEMEON L = =

Shtafhle. A R 5 5555

BCMA/GPRC5D/CD3 = HiE ARSI NA LRI A IHARAE, MRLILED7,
FrAI2: I 5130 IRl S HO2940 3% I I BCMAEL GPR CSD AR PBMCHI I T
AERAEMCDIEE S, BT, /S TAENBCMAELGPRCSD P4
HafsR o AR A F LR I UM (LD H) EE A IIIPBM C 5 BCMA FHPE I HO 294
[P S GPRCSDRAMEHO294R AL R 726 AF T, IINRBIT R4/ N RS ER 1)
ISR LD HIZKSE, TP EBUTA N S T4 A BCMA R 41
PA M GPRCSD IR AR 68 1 I A 5 | N A A B FL Ay S A i e e o
RAFBCMA/GPRC5D/CD3 = (&7 A)FN5 | N L F 75 H ) S AZ I BCMA/
GPRC5D/CD3=H1L(&I7B), WAL HIFEH RSN T =515 12,

MIBEGEH I PBMCEE A1), SLB—HP100A) T-37°CHRuE R, THIIATI

.

HUR16408582 5 (Gibco, 22400—071)(270.1 % DNAFHH, SIRE W 10ml, 400gES
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[0721]

[0722]

D54, F1omIfg164085 e 2 F &, FEIIA10 w1 DNAMY, 37°C. 5%CO2,
WEEER RIS T . IR AR 400g B 058, 1640857 B R, 114K, If
KAz E PR B4 X 106cell/ml, {EARN A, BCMABLGPRC5DIHAH929
ZMffI(ATCC,CRL—9068) g E4HNE, 400gBS. 03558, Fl1e40sritdm g, it
e, B amfi s R B A2 x 105cell/ml, AR T4 4 it B RO ME it i 296 FLAR
W, AAL100w; EERERRRG RBUA NE 96 FLIR R, FEAL50 w15 FRRRSN 4N
PBMCINEI96 LR, FEAL50 wlo ERASHELE A10:1, F FiRoef LA E T-37°C.
5% CO2BEFe v B R4/ NI JE LTS, 4% LD HAS M7 & (CytoTox96non—
radioacitive cytotoxicity kit, Promega) U BH-5A% I SLAN R 2] - iF R AILDHI &
&, R B REIBT AN MMANRI A 5L

FEANPA B A R A T SEEe R BIHUARRRE S R AR 5 5 APBMC
STHO294H I A F FH (L ES) o

FEAnPA HIE IR A TR e, PR T R BT AR 7 S Rl — (R A
PBMCXBCMAELGPR CSDRHMEIHO2920 i R UG, 215 5INAE R
PRI AR, N RBIHUARI G BE IR 520 AH SN RIS 584
5, BBV DA — A R Rk, T8 T R R Rk 5
FRSNE LR R o
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FURERAS
RS HPURS G B, BRES— AR MR s a8 —hURm
BRGNS G S IR RS
X, HHFREsREEX P E DAk S ERECHIAR
BECL, JHHARNTARCHI-CLAY S E S g HE5RAr, M /ak
FridtR g & X E D — M A R P AR AR5 T
X, Bk EE n] AR X A g T AR DX < AT b A SRR A HL AR 2R
A, TR SR SR TR SRR 1 PRSI 7 B 2R A iy
A AH B R AR S AR 5
Horhfr iR o —HUR AN S HUR AT DUARR SRR
feietth, i BB ESE DRSS XWCHI-CLA 1
Fo
BRER IR bR E5 G R B, Hrh s iR s
TEEFECHIRIN B 12680 B8 — N EIR IR = — A
RIRARER IR EUSHS), HFHECLIVN B 12440055 — R
PRE IR AR E R S AR U EBUH 5) ;
i) F EBHECHI A B 16800 B A — MR IR R AR = — -1 bt
RIRAHRIIBREUSGS), BHREFECLIIN B1640EA ATk
IR AR — PRI S AR BU S 5) 5
(xii) {E B HECH1 AL B 1708 BA — PR IR AR = —
PERR AR BUEUSHS), HiERsECLA B 162801 6440 B4
— MR AR E — PR R A AR W EEUSR ) ;
(i) £ EHECHI AL B 17300 B A — M E R RR B ER E—
EIRE R IR EUSRS), HR5ECLII B 1605k 16240 B
—AMEERERERERER T M EREER I EUEUSR S) ;
xiv)fE EHECH A B 12800 5 A — MRt E R E AR =
PEE RS IR EUREURS), HiRbECLIuN B 118 A Ak
PEREAIR T R BUR EUSS);

S
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e TEESECHI A B 1340 A — MR B = — bt
SIREFRIIREUSRS), BREFECLIIM B 1168 EA —A TR
IR R — R AR EUSR S) ;
xvi)fEEFECH A B 13600 B A — MR R IR AR = —
ERERR IR EUSRS), BREFECLIIM B 1145084 —A4 3k
L T AL = — AR BB R R EUSRS) ;

Gvi fE B BECHT AL B TR RA — MR R AR
PR E IR AU EUSS), HREBECLRI B 16200 B4 —AE
PR IR AL = — AR PR AR WU EUSHS) 5
(eviii) B BECHT AL B 13940 B AT — MNP R S AR = —
PR E IR IREURS), HiRgtCLf B 11642 A—E
PR PR R AL = — R R IR R EUSR S) o

BRI RPUAS R RS & R B, Hrh g R ds
i) FECHIH A F126C, HFECLIUAQI24CEUSIS);
xii)FECHIH I AH168C, HAECLHEATI64CEULRS);
xiVFECHIFHEAFL70C, HAECLHE S T164C(EUSS);
ECHIH U AF170C, HAFCLHHEESI62CEUSS);

Vi ECHIHEAVI73C, HAECLHUAS162C(EUSHS) ;

(vi) fECHIHI A V173C, HAECLHEAQI60C(EUSH S);
(xvil)fECHIHIAI A 1128C, HAECLHHSFI18C(EUSS);
xix)TECHIFE58134C, HAECLHHAFI16CEUSS);
xx)FECHI 0 55136C, HAECLHIEASI14CEUSS);
xxi)fECHIHEEP171C, HAECLHEES162CEUS 5);
xi)fECHIHEET139C, HAECLHEEFI16CEUSRS),

RS HPURES G B, RES— AR MR s a2 —hURm
PR G XM AR RIS S S PUR RSB DU Es
GX, HprdR bR a6 X iz D — A ERECHIMNERHE
CL, JfHAEFACHI-CLI A A PO i E oAy, Hhr
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PR TR R A N AE CHIFR A T139C, HAECLHfI 5 F116C,
HP R S5 — PR a5 & XN EE —HuR 45 & X T DR A o
BRI - 4 E— Tl bR B RS & B, Boh i s
FRAR T B B I S (X — PRSI XS] PN P ) D R
IR

BRIZR SRR HUR 45 & B, gk D =R g EE bt
RERHUR BT (e CHIH R E8220 7 U R A R Dt s R AU
HAECLIEE2 1402 FIE D PR B AR DR 2 R HIUAL
BREOReM AR RUR S & B, FHhgklnl - pe ARt
SR AR AE CHIFRC2208/A/V, BLAECLHAIA,C214S/A/V(
EU%i5).

BAREORe ks RpUR S & ke, Fh g L s
(xi)) fECH1FHJF126 CHIC220S, PAMAECLHIHIQ124CHIC214S(EU
D)

(xii) ZECHIH A 2 H168CANC220S, , HAECLHI I T164CH]
C214S(EUZR5);

xiv)FE CHIF A 5 FL70CAIC2208, , HAECLIE S T164CH!
C214S(EUZS) ;

) ZECHIHE A F170CHIC2208, , HAECLH{U2AS162CH
C214S(EUS5);

xvi)fECHTHIE A V173CHIC2208, , HAECLHIEES162CH]
C214S(EU%5);

(xvil) fECHT A V173CHIC220S, , HAECLHIE A Q160CH]
C214SEUH5);

(xviil)fF CH1H IS L128CANIC2208, , HAECLHHIAF118CAN
C214S(EUZ5);

(xix)TECH1H5S134CHC2208, , HAECLHIHISF116CH]
C214S(EUZRS);
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xx)AECHIHE5S136CHIC220S, , HAECLHIEES114CH]

C214SEUH ) ;

i) FECHIE 5 P171CFIC220S, |, HAECLHI2AS162CH]

C214S(EUZ5);

(xxi)FECHIH A T139CHIC2208, , HAECLH IS F116CH]

C214S(EU%S).

RRZER -8 — T R R bR i g & ke, HHCHI

XM AMIeG CHT, 141, AlgG1 CH1,AIgG2 CH1,AIgG3 CHI1

5 N1gG4 CH1, #IICHIX AASEQ ID NO: 116 R E AR [

A5

F/ECLIX g A Kappa 55 CLIX 5 A i Lambda25£CLIX , 45140

CLIX 5 SEQ ID NO:545(SEQ ID NO:55[ZE R F 71 .

RRIESR ek o Pk RbuR g & e, HHcH1

@) E5 5SEQ ID NO:129fr RSB AR AT 2 D90 %

L91% . 92% . 93% . 94% . 95% . 96% . 97% . 98% 99 % [FH]—

PEMEIEIR T4, HEEF126CHIC220S; B ESEQ ID NO:129

FT R B SRR 4 Bl R ik e 81 2 5

() A 5SEQ ID NO: 33 RINEERR 74245 5090

% 91% . 92% . 93% . 94%. 95%. 96% . 97% . 98%HEI9%
PR EER Y], HASH168CHIC220S; 2 U4 SEQ ID

NO: 133 RIS AR -4 5l Hh Tk - 471 2H 5

(i) 27 FSEQ ID NO: 135 R S ER Fr AR A 2 /D9

0% 91% 92%. 93%. 94%. 95%. 96% . 97% . 98%EL99%

A —MERE IR Y, HAAF170CHIC2208; BLEASEQ ID

NO:135 077~ EUENR 7 Bl ATk - A 2k 5

(v 5SEQ ID NO:137[T /RN R SR 75 BB %90

% . 91% . 92%. 93%. 94%. 95%. 96% . 97% . 98%E9I9%
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MRS Y, HAUAVI73CHIC2208; B fUASEQ ID
NO:137 17~ A EERR 7 7Bl ATk 7 A 4 5
WA 5SEQ ID NO:139FT R SRIIR A 2 % D0 %
L 91%. 92% . 93% . 94% . 95% . 96% . 97% . 98% k99 % [F]—
PEEEIR T4, HAEEL128CHC2208; Bl E S SEQ ID NO:139
FT R B S R 3 Bl R ik e 31 4L 5
G E A 5SEQ ID NO:141FT R ESER 751 B4 %090
%\ 91%. 92% . 93% . 94% . 95% . 96% . 97% . 98%EL99%
— MR P, HLAIES134CFIC220S; B ASEQ ID
NO:141 T RSB -4 5l Hh Tk - 471 2 5
(vii) B2 5SEQ ID NO:143[JF R R EmL 4 B A Z= D9
0% 91%+ 92%. 93%. 94%. 95%. 96%. 97% . 98%EK99%
A —MER R AR Y, HAES136CHIC220S; BT A SEQ ID
NO: 14377~ A EUENR 5 | Bl ATk - A 4k 5
i) & 5SEQ ID NO: 145 R E IR 74 RAa =D
90% . 91% . 92% . 93% . 94% . 95% . 96% . 97% . 98% K
99% [Fl—PE IR R 7Y, HAEP171CHIC2208; 5 ASEQ ID
NO:145 17~ Z AL Y IE Tk M ;- 8K
(ix) 5 5SEQ ID NO:147Fr RIS 7 51 245 /090
% . 91% . 92%. 93% . 94% . 95%. 96% . 97% . 98%E99%
— PR ER Y], HAST139CHIC2208; B fIASEQ ID
NO:147FT R SRR 74 Bl H BT ik - S 2% o
KA EOR8—10HE— Bk R UR &5 & R B, e
@) B 5SEQ ID NO:128r RSB AR A 2 D90 %
L 91%. 92%. 93%. 94%. 95%. 96% . 97% . 98% 99 % [F]—
PR AR FA, HAUEQ124CHIC124S; BUASEQ ID NO:128
T s B SRR 4 Bl R Tk 5 81 2 5
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(i) A 5SEQ ID NO: 149 /REEEER 741 2 2 /090

% . 91% . 92%. 93%. 94% . 95% . 96% . 97% . 98%1k99%
MRS Y, HAUST164CHIC124S; B fUASEQ ID

NO: 14T R ERR 74 5l Hh Tk - 471 25

(i) U2 5SEQ ID NO:A5 I R INE AR A EA %9

0% 91% . 92%. 93%. 94% . 95%. 96% . 97% . 98%EK99%

A —PEREERLFY), HAUSS162CHIC124S; B U ASEQ ID

NO:151 T RIS AR -4 5l Hh Tk - 471 2 5

(v HSEQ ID NO:35HT /RN SRR T4 B A 2090 %

L 91% . 92% . 93%. 94%. 95% . 96%. 97% . 98%H99 % [F—

PRI ERR A, HA2AQ160CHIC124S; H A SEQ ID NO:35

BT RS R P 3 B F IR PP 81 2 5

WA HSEQ ID NOS7HTRINERIR T B A 2 D0% .

9% 92%. 93%. 94%. 95%. 96%. 97% . 98%Ek99% [r]—

MR AR FA), HAEFIS8CHICI24S; BiUASEQ ID NO:37f

R ER SRR T4 Bk i i iR P A 45

(vid) i 2 5SEQ ID NO:98 TR R ER 751 B % /090

% . 91% . 92%. 93% . 94% . 95%. 96% . 97% . 98%EK99% 7]

—PEEERL TS, HASFI16CHIC124S; BUAIASEQ ID NO:9S8

R R R ER 74 sk b ik P8 4 % BR

(vii)) {2y S SEQ ID NO: 100 RS A/ 4 BA %= /D

90% . 91% . 92%. 93%. 94% . 95%. 96% . 97% . 98%EK

99% Rl —VERISEEIR T, HEES114CHC124S; BLEASEQ ID

NO: 1005 R EIR 73 Bk F BT ik 7 1 2L o

BRIESR - 11— TP s Ui 45 & R B, Ak dt

AR X A AT AR X A A PR IO Bk H . BRI

FO7 B 39ANARSE P AR IX Oy B 38, B I AR X [ B 45 AR i A AR

XHIA E87. BHE X AN B 45 MG Pl AR X (WAL 44, EgER]
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X A0 B OV FNAR4E PR IX 1 B 4381 B i T AR X A7 B 91 A2
ATAR X O E 44 (kabatd55) o

BRIESR - 120 E— T PuAs R a5 & R e, A b—A
PR X T ER B AT AR X AR T AR X A2 A E R T
W ESE DA B PR EE XA B,

BAREOR B PURS EURE & B, B - EXmE
BN AL E R EENRER 558 RS S XAAER M E FiY
AR R R A A R AT
BARER14 AR BURS & R B, A

WIS —PURE G, EHE AR X A7 B 39 S AR U A
E LTI EEEIR,  BLRRSE AT AR X o7 B 38RL I U AR AR 1
FLATIIEREIR s AR SR —HUREE G I, ek r AR X A7 B394 A
SR T A AT SRR, HAREE R IX {7 B 38R AU AL
B IE LTI R AR 5

QT —PURE G, BRI 7 B 45 A RIS U A
T E LAY SERR , FLRRGE TT AR X o7 B 8 7R A S IR HUR 5 4
FLAT RIS, AR g G IXrh, B n XA E 450
FRHUR A AT IR AR, HARGE TR IX (7 B 874 AR AR
BT IEFLT I A

OB —PURE G, EHE AR X A7 B A5 S AR A
IE LTI EEERR,  BRRSE AT AR X o7 B 44Rb I S R U 1 14
P EREIR ;. AR —HUREE G I, Bk rl XA B 454015
FRBHUO T A AT SRR, HAR G X {7 B 440 R AR
B IE LA AR 5
OTEEE—PUREE X, BRI 7 B 91 RIS IR HUR A
T IEFAT AR EERR,  HFRSE AT AR X o7 B 43R I AR A A O 4
HLAT RIS, AR g G IXrh, B n XA 1A
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SRR EON T L AU SUEIR ,  FLUARSE AT AR X {7 B 4340 O &R
WO E MRS Bl

GTEFE DRGSR, ERE XA B ORISR U,
T E LA SERR ,  FLFRRE FT AR X 7 B 44Rb AU IR HUR 5 4
HLAIEEERR ; MRS —HUR s G IXrh, EREATARX A EH 914
ERR IO A LTI EERR ,  FLAREE FT AR X {7 H 4440 R AR
BRI IE LR RS R

RS AS IR HpUR g & R B, Hrh il I R R
YWHK, RERH, M/l i1 a2 A R 0k HEED,
BARER16M A R BUR S & R B, A

i) A —HUREE X, FRE AT AR X 7 B 394 M S AR U
K, H RBEEAAX A E 3SR ERBICAD, R, 8 h
JREE &I, EHERTAEX (7 B3R HU R BRI D, BEREERT
AR X Aor B 38 AL A SRR B K 5

(i) FESE—PUREE S X, B AT AR X v B 4540 S SRR U A
K, H3HERTAEX A 87T SRR U AD, AN, 78
JREEEIX Y, ERERTARX A 45 ER SRR D, HARGETT
A IX A B 8 7R A S SR RO K 5

(vitd) AE S —PUREE A X, S AT AR DT B 45 A P S R U
WK, BEREERTARX A B 44 AR U D, [, /A58
FURSE A X, BT F 45 AR I D, g
FIAZIX A B 44Rb P S IR IO K 5

() A B —PUREEE X, AT B 91 R AR U
K, HRSEREX A B 43R AR IOD, AR, 7258 =5t
JREEAIXH, ERERTAEX {7 B ORI R IR D, HARpEr]
DX B 43R S SR RO K 5

) AEE—HUREE X, FEREATAEX (7 BRI IR AR
K, ARGEATARX A 44 R R OID, AR, 7R85t
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JReEGIX R, FHE AT XA BRI R D, HARRGEr]
A IX A B 44 P S SR UK

BRI ESR1- 17— B uA s B a5 & L, R BTk 24
FUEDUAR S A AR i g AL

BRIEOR1- 18— Tl huAs B g & i, Bh— ek
ANk S A BUR PR 4 & XS HFE R

BRER - 19— B uks BRUR S & R B, A, 56—t
IR E X BB BHEEXCHL ., 5k AT X FIER4EE
FEXCL, HEBE PR EX A& EGE X VHAMZH A AEX VL,
BRI ER 0 TUAS R BURS & R B, A

1) — PR S5 & XA SRR EE R — 1 79— T 5 M Rk
KA BE

2) PR G A X A A AR B R 117 T — 5B A FL R AL 5
3) B PR A A XA AR R 1 — 1 7H T Tl X A E
RAMATIRA; A

PR A XA EAURE R —1 77— BT X g e 7
FRAAMBMARA; BB HURE S X AR R 117
PITiR R AT RAE

BARER A IUASH RS & A B, Hp

1) & —HUR S5 A X AR EE sk — 8P T T s I — ek B8 0
KA

2) B — PR XA A AR B R 12— 1 7H A — T 8 AT HLARFER
i

3) 58— HUR 45 & XA AU B Rk 2 — 8 AT — I AT A S )t e o 48
RAF A S AR ER 1217 R — TR B AL R AT s B

4B —DUR A & XM PR 45 & XA S AR 2k 1217 —
LT E XA HATZAE, H HEBS— P& & X IR E A ARk 2 -8
FE—TT E X R g EYAZRAR
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AR ZER 23] MM R TR H GUR S & B, Hh i AR TR
—Pi AEXESEEN FRTEHE

e cm e B VE L xx
el Q39K F126C,C2208 Q38D Q124C, C2148
Q39K HI168C, C2208 Q38D T164C, C2148
Q39K F170C, C2208 Q38D T164C, C214S
Q39K F170C, C2208 Q38D S162C, C2148
Q39K VI173C, £2208 Q38D $162C, C2148
Q39K | VI73C, C2208 Q38D | QI60C, C214S
Q39K L128C, C2208 Q38D F118C, C2148
Q39K $134C, C2208 Q38D F116C, C2148
Q39K S136C, C2208 Q38D S114C, C214S
Q39K P171C, C2208 Q38D S162C, €2148
Q39K TI139C, C220S8 Q38D F116C, C2148
042 LASK Fl126C, C2208 YS87D Q124C, C2148
L45K H168C, C2208 Y87D T164C, C2148
145K F170C, C2208 Y&TD T164C, €2148
145K F170C, C2208 Y87D S162C, C2148
145K V173C, C2208 Y87D S162C, €214S
145K V173C, C2208 Y&7D Q160C, C2148
L45K L128C, C2208 Y8ID F118C, C214S
L45K S$134C, C2208 Y&7D F116C, C2148
L4sK S136C, C2208 Y87D S114C, C214S
L45K P171C,C2208 Y87D $162C, €C2148
L45K T139C, C220S Y87D F116C, C2148
843 L435K F126C, C220S8 P44D Q124¢C, C2148
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L45K | H168C, C2208 PaaD | T164C, C214S
L4SK | F170C, C220S P44D | TI164C, C214S
L4SK | F170C, C2208 P44D | S162C, C2145
LASK | VI73C, C2208 P44D | $162C, C2148
LA5K | VI73C, C2208 P44D | QI60C, C214S
LASK | L128C, C2208 P44D | F118C, C214S8
L45K | S134C, C2208 P44D | F116C, C2148
L4SK | S136C, C2208 P44D | S114C, 2148
LASK | P171C, C2208 P44D | S162C, C214S
LASK | T139C, 2208 P44D | F116C, C2148

MA4 | YOIK | Fl26C, C2208 A3D | Q124C, C2148
Y9IK | HI68C, C2208 A43D | T164C, C214S
YOIK | FI70C, C2208 A43D | T164C, C214S
Y9IK | F170C, C2208 A43D | 8162C, C2148
YOIK | V173C, C2208 A43D | 8162C, C214S
YOIK | V173G, C2208 A43D | Q160C, C2148
Y9IK | L128C, €2208 A43D | F118C, C2148
YOIK | S134C, €2208 A43D | F116C, C2148
Y9IK | S136C, C2208 A43D | S114C, C2148
Y9IK | P171C, €2208 A43D | S162C, C2148
YOIK | T139C, C2208 A43D | F116C,C2148

WA S | YOIK | F126C, C2208 P44D | Q124C, C2148
YOIK | HI68C, C2208 P44D | T164C, €214
Y9IK | F170C, C2208 P44D | T164C, C214S
Y9IK | F170C, C2208 P44D | S162C, C2148
YOIK | V173C, C2208 P44D | S162C, C214S
YOIK | VI73C, C2208 P44D | QI60C, C2148
Y9IK | L128C, £2208 P44D | FLISC, C214S
YOIK | S134C, C2208 P44D | F116C, C2148
YOIK | S136C, C2208 P4AD | S114C, 2148
YOIK | PI71C, C2208 P44D | S162C, C2148
YOIK | T139C, C2208 P44D | F116C, C214S

{Edhh, Fridsf —HURa SIS B PREAR
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Bk VH EE B4E VL RE
44 1 Q39D Q38K
24482 L45D Y8TK
443 L45D P44K
b4 Y9ID A43K
845 Y91D P44K

AUFIEER 24] RN R HTAB HUR S & B, Hrp TR e R i
B DRSS DS —HUR G S A B PIRAEA S

F—RA SR FoRRE
ik VH| € CHI |44 VL &% CL|€# VA X |8 VL
fﬂ 1 Qask 21222((‘)(; Q38D glz:g“ Q39D Q38K
Q39K 1({;23;: Q38D E;?Z(s: Q39D Q8K
Q39K ]2,12;?)2’ Q38D E;‘;j(sl Q39D Q38K
S o ST I e S S Q38K
Q39K Zgg(s: Q38D 2;613(53 039D Q38K
Q39K ZZSE Q38D gi’gg Q39D Q38K
Q39K Iélzéig’ Q38D 212]15\(; Q39D Q38K
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Q39K ?232‘(1)(8 Q38D ?2]1?1; Q39D Q38K
Q39K zizaz?)(s Q38D 3121112 Q39D Q38K
Q39K ?2721; Q38D 2126]12 Q39D Q38K
Q39K g‘gzg Q38D 21211‘31; Q39D Q38K
iM’\ L45K ?222%(3 Y87D Szlfjsc L45D Y87K
L4SK g;ggsc Y87D 212?22 L45D YS7K
LASK ?272%2 Y87D g?jg 145D YSTK
L45K 512;?)2 Y87D ilzﬁits 145D V87K
L4SK ngg Y87D leiig 145D Y87K.
LASK g;gg Y87D 821]62; 145D Y87K
145K E‘lziics: Y87D 21215; LASD Y87K
P O P S FL I [P
145K 212;’)2 Y&7D i;ﬁ; 145D YR7K
L45K 5127232 Y87D ilziig 145D 87K
LA5K g;?)g Y$7D ?2]12(; L45D YS7K
28 sk Fi26C, P44D QIAC, ) 4sp PA4K.
3 2208 €2148
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L4sSK lzzlsig“ P44D z;ﬁli(; L4SD P44K
P I L S PR P
L45K E]Z,;%E P44D (Sjl;;i(s, L45D P44K
145K 2:/215(3)5’ P44D i‘;ii! L45D P44K
L45K Z;;Sg’ P44D g;;‘?g 45D P44K
L45K Iélzizé’ P44D 12‘121132 145D P44K
L45K 21232?]2’ P44D ?2112% L45D P44K
P T T R [N P
LASK ]():1272;% P44D 21261'242’ L45D PA4K
L45K g;iﬁg’ P44D ?2113% L45D P44K
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RS HPURE S B, HES— AR MRt &% —hURn
B—PURA XM E MRS S R PURR B —hUR A &
X, HirA RS EX P ED N AE G B sE a4
X, PR B A] AR DO 5E AT AR X 22 5 (R s BN 0 B FL Ay 28
A7, BT AL AT A R AR O b AN TR0y ISRy
AR AT R AR, Forh AT R B gk rl AR XA n[ A2 X A8
AR I B H . BRI RN B A4S IR EE AR X AL
BH87. BHEA X A B4R FE X A E 44, ERERTLIX Y
(7B OIARRE P AR IX (67 B 43l Bk AT AR IX A7 B 9 1 AT T AR X
FRI{57 B 44 (kabatdd ) .
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BRI TR GRS & P B, Hh =D —PiREs &
DR R ] AR DN S P AR DA S b S B IR P B 5 =D
—AE PRSI EARR], B —BU RS HU AR R R
AlF

BORIESR26 IR B L UR S8 5 B, HisE— P g & X IR
FERSHOAL B AR A S SR 558 PUR S SRR & LY
RAL e R LR A ARSI R o
BORIER7T AR L PUR S & B, Hih
(WAESE—PURGE X, B3k AT AR N7 B 45 A0 BRI
T IERATI AR, HLARSE FIARIX f7 B 8 7AL I AR B i 111
R EERIR s A28 — UGG X, Bk n[ A DA B 4550 0
ERRBIAO T AT R AR,  ELesE n] A DOy B8 7AL A AR
BERHO T IE R B AR 5

QR —PURE G X, S5 AR XA B 455 B FRR B
TE AL AEEAR ,,  H A nT A2 X A7 B 4440 0 S ERR I O 1A
R EEEIR s AR DU G X, B A DOy B 4550 1
SRR AT IR IR, ELERRHE R D B 444 I R HER
B IE R A SRR 5

GV PR G, BRI EERR B
T IERL SRR, EL e AT AR DX B 4350 O B AR I O 1A
RTINS EEIR s A28 — DURSG G X, EHE DA B ORI
HRRBIAO T AT R ERR, B r] A DO B 430 0 AR
BT LR RO SRER s B

@R —PURE X, TR XA BRI B IRy
TR EREEAR,  HARGE P X B 444 I BB i 11
RTIIEREEIR s AR DU G I, s DA B O 1AL
SR AT IR IR, ERRHE R D B 444 R AR
B IE AT IR o



WO 2024/017371

AR K 29]

R K 30]

BRI EEK 31)

FURIEEK 32]

BCRIEK 33]

148
PCT/CN2023/108651

R ZR 28 PUAB HpUR A5 & B, HH Ty 1E FL AT B AR
WHEK. REKH, /8RR 5 AT R AR % HESLD

BRI ER29M BB A pUR & & A B, Ao

W) IEE PRSI, BRI B 45 USRI
K, AERGEAAEX A ES7ALM R AR D, AR, 7R85t
e A X, ERERTAR X (7 4SRRI D, HARGERT
DX B 8 7R A SR B RO K 5

(i) A —HUREEE X, FRE AT AR X 7 B 4540 A SRR U
K, ARGERTAZRX A B4R AR OID, [, 2585
ek A X, EERTARX (7 B 4SRN R SRR OD,  HARGERT
A XA B A4 S EEFRAIONK

(i) A 2B —PUREE G X, EHE AR B 91 S AR U
K, HRGERIZEX A B 43R AR IOD, [, 7258 =5t
JREEE DO, FHERTAEX {7 B ORI D, HRgEr]
DX B 43R SRS EROK s B8R

(vitd) 7E BB —PUREE A X, B AT AR D7 B 91 Ab F SR SRR AR
MK, B R B4R ER S INACD, [N, R
FURG A, B TR X A B o SR D, HARsE
FIARIX (7 E AR R R B K
RURESRA-30HE— T BT RS R & B, B RTaE S —
PUREEIXEEAERNZE, BT R a X G Hm s
o

RARESR-3 1 E— T TR A UR & 5 B, AhsE—hil
A XA PURIIFab B, /S8R —hiR &5 & X PRI Fab )y
Bo

RRER L -32H T bR B R 45 & B, Brprid ik
—AEREA BT DRSS X T A IR R 2 X S Kappals
BEEEX, H— Pl SaiE R g a X e S aaE e
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DXCNLambdaf2FEEE X, B HHPH— DB A s —HiR 4h
X AT A A E F X HLambdaBR5EHEIX, H—Auk2A4 sk
SR T HUR A G IX AT A R B EE X O Kappa R BEE X
BRIESR =33 — Tl HUAs bR g & i, Hiind sk
WELE R —FeX M _FclX, HHIZE—FcX 58 _FcX AHREA
=i

RRZER 4IRS DUR S & A B, HAR S —Fc XIS FclX
53 B ANIIG Fe, B4n, AlgG1 Fe, NlgG2 Fe, NlgG3 Fe, BE{A
IgG4 Fe, PIAIEEEEIRITAISEQ ID NO:1228k 123k S H ARG %
D90% [, BN95%, 96%, 97%, 99% Bk F & HIE PRI A
B P A B F AR

RREDR 34835 2 Rem it itk , Hrp AT Knob—in—Hole A,
TE 56 —FcX MZE —FcX FH 5| ANAER K nob 45 MHole 584
BARESR 3RS HUR S & A B, Hrp

)— PNFX LA RATI66W, 15— FlX L5 T366
S,L368AFIY407V (&5 7 AR IREUZ 5]), B

b)—ANFelX AU A B R B RS 354 CRIT366 W, H. 53— FelX fU A5 2k
FRERY349C, T366S,L368AFIY 407V (Ei 5 /7 UK MEUZ 5 1) .
RRIER 36 Z bk, H

) —PMRIX Z A SEQ ID NO: 125 R SRR -7 2k th Hi4h
B, TR —FX Z KA SEQ ID NO:1 24 RS L8 541 5k H
HAHRL

b)—NFeX Z KA 5SEQ ID NO: 125 R SIR T 5 B %
/D85% . 90% . 95% . 96% . 97% . 98% . 99% [I[E—VERIE L
MRFA, A — A FIX Z A 5SEQ ID NO: 124 R A

B AT IR T Y EAED85% . 90% . 95% . 96% -
97% . 98% - 99% KRR IR T ;
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O MFXZIREE HSEQ ID NO:125H RN EASIRF /I A A =
D85% . 90% . 95% . 96% . 97% . 98% . 99% HIE—IERIE
EWL 4 H AU RAES354CHNT366W, [ H—NEX Lk U5
SEQ ID NO: 124/ RINERER T A~ R 77 A %D
85% 90% . 95% . 96%. 97% . 98%. 99% HI[Fl—IEIEIERF
HE A RATY 349C, T366S,L368AM Y407V ;
d—MFeX Z KA SEQ ID NO:208¢ 131 iR s 520e 41 el H:
HBE, 17— DFIX ZREESEQ ID NO:101E 1 30/ Z AR
Al A 5

o —MRX LKA HSEQ ID NO:208 131 R AR 5
HAEZEDE5% ., 90% . 95% . 96% . 97% . 98% . 99% HI[F]—
PEREEER A1, 15— EX Z A 5SEQ ID NO:1015,
BOFT RN EEIR T Y T RN REIR T A BB D85% . 90% . 9
5% . 96% . 97% . 98% . 99% W[ —IENEERRFY; 5
f—NFeX Z 2 5SEQ ID NO:208K 131 [T RIS LI 741 B
HEDS% . 90%. 95% . 96% . 97% . 98% . 99% K —1EMH
FEMRTY HAERETI66W, (i H— A FX ZIKEE 5SEQ ID
NO:1018k 130/ R R ENE 5 2 T R &R 7 41 B 5 /085 %

L 90% . 95% . 96% . 97% . 98% . 99% MR —MEEEIR T
B ZRATT366S,L368AFITY407V
RURIZER34Ek3s5 M PTiAs HpuR g & B, B A T InnobodyH,
R, HEH—FXMEE _FX 5 AR, 5 —Fc XA —FclX
M7 R,

BARESR3O A HTIR S & R B, Hih—AFXMCH3 A
S364RFND399KZRAY, H A —AFcXHCH3ZRA MW AY349T, K3
70SHIK409DFEAE

BARIZESRAIUASH RS & A B, Hp
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)—PMFIX ZAIASEQ ID NO: 126 R SEIR 771 2k th Hi4l
B, 1A —AFX ZAREESEQ ID NO: 127 R S FE L J- 41 sk
HAHR;

b)— P EcX Z K5 5SEQ ID NO: 126/ R RS T4 B A =
D85% . 90% . 95% . 96% . 97% . 98% . 99% H[E—PER S IL
FRIFA, 15— FX Z A SSEQ ID NO:127Hr R 2 2

B F AT R R EIR T ARG ZD85% . 90% . 95% . 96% .
97% - 98% - 99% A —MEMRERR T3 ; 5k
o)X AU 5SEQ ID NO:1 26T 7RI EIL 7 I I~ & 2R
P RAZED85% ., 90% . 95% . 96% - 97% . 98% - 99% A —
VERSE LR A /A 22848 S364R FID399K , 1fi o5 — AN FelX £ ik
P 5SEQ ID NO:127FrRINEEIR T TR R R R r 4 R G = /D
85%+ 90%. 95%. 96%. 97% . 98% . 99% HIFE—PEAIEILIR T
H) H A B Z825Y349T . K370SAIK409D

BARIER 34— 41 P E—THUA s R bR g 5 i, Hind s —
M/ 88— FcX 5 1L234A/L235ARAE

BARIER - 42— T HURs Rt g & ke, Hdp

PR BRI S & BRI g & U B A M R—A

B %1~ CD3, BCMA, CD20, Her2, Her3, B7H3, E

GFR. Hel. ¢cMET. Axl. GPRC5D. Hstsa f45 154
D—1., PD-L1, CD47, AL T W4—1BB. CD40, OX40,
BARIEOR - 43 E— T uks RpUR g & Rk, A —HR
FEE —PUFANR] H AT R HUACE SR R DU,

R ER 44 PR L PUR S & R B, B SR R D TR S &
Y E FEPANEUR . CD3/BCMA, CD3/CD20, CD3/Her2, H
er2/Her3, B7H3/EGFR,PD-L1/CD47,PD-L1/CD40, PD—
L1/4—1BB,EGFR /Her3,Her2/Hel, Her2/PD—1, Her2/PD—

L1,Her2/CD47,Her2/cMet, ELCD3/GPRC5D,



WO 2024/017371

FUFIEK 46)

BCHIEK 47)

AUAIEK 48]

[RUREEK 49]

152
PCT/CN2023/108651

RRIER A4k 45 TR s L BUREE& Fr B, BT BURs S Pk
WA G PRI —PURE S XA R G5 iR
M HIREGX, R bR G X a8 —Fb, B _HiR
ZEEIX A B " Fab, H S —FabfF HCHIC R 588 —FcXN
At G HEAZRESL, BIEREEX), 5 _Fabft HCH1C
it 558 R X NAIEB G A2 Bk, BInEEEX) .
RRESR A6 BT B & R B, B SRR i e
IeGFRERUMR, HAA ME FrRmAns,

BRER 46k 47T R UAS BUR S & B, AES

EHEL: NI CIFE B N4 28— FabEgE n 4 IX -~
BHEEX CHI -8 —FcX, HipEfHECXCHITERCRmR S —
FeX NAU £ BB 2 RSk (AN R X 1% 42 5

HHE2: AN ECH A PARAR: S _FabERE A LX -H
BEEEIX CHI-88 —FclX, HHEHHEEX CHIEHCRR58E
Fe[X NG 22 H sl 28 FR B Sk (BN Be s X 224 5

B2 AN Cotg (U2 ek FRZEAY : 28 FablUF2%E Al AR X ~
BRaEEX,

BRI EORAS AR AR S & B A

W SE—PUREE S X B g & Her2, HrP BRI FVRREE 23 B 62
A FRISEQ ID NOFRINEIIL 74, siE S SHTRINEEIR T
TEBED% . 90% ., 95% . 96% . 97% . 98% . 99% fIE—IE
ERFERF], B FSEQ ID NOFT R A LA -

)SEQ ID NO:43FISEQ ID NO:45;

by

#)SEQ ID NO:48HISEQ ID NO:49;
H)SEQ ID NO:21HISEQ ID NO:22;

iv)SEQ ID NO:25HISEQ ID NO:26;
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v)SEQ ID NO:25HMSEQ ID NO:29;

vi)SEQ ID NO:31HISEQ ID NO:32; Bk

vii))SEQ ID NO:31HISEQ 1D NO:29;

/8

QB PR E X PRI g G Hel, ERER2FEREE2 BI A0 NS
EQ ID NO:FRIEEIL T, st SRR SR/ EA =
/D85% . 90% . 95% . 96% . 97% . 98% . 99% MIF—VEAIS AR
A, s FSEQ ID NOFRIYFFI 4 -

)SEQ ID NO:41HISEQ ID NO:42;

i)SEQ ID NO:23HISEQ ID NO:24;

ii)SEQ ID NO:27HISEQ ID NO:28;

iv)SEQ ID NO:27#1SEQ ID NO:30;

v)SEQ ID NO:33HISEQ ID NO:34; E{

vi)SEQ ID NO:33HISEQ ID NO:30;

Q-1E PR GRS GPD-1, B2 A0S
AT MASEQ ID NOFrRIUEER 74, st & SHrRI 2R T
FIBAEZEDE5% . 90% . 95% . 96% . 97% . 98% . 99% [H[A]—
PR ERRFS, B NSEQ ID NOFTRIIFFI4HM : SEQ ID
NO:46HISEQ 1D NO:47;

@28 _HURE IR RMES G CD47, B2 BB AN
MUSEQ ID NO:FrRmREIRFA, sl e & SRR s AR 74
HAEZED8% ., 90% . 95% . 96% . 97% . 98% . 99% [H[F]—1k
(EERFA, B FSEQ ID NO FroRiIFAI4 R : SEQ ID
NO:50HMISEQ ID NO:51;

G2 —HIR G R RVES G Met, EHR2MEEFR2 05
W NISEQ ID NO:FRINEEIL T, s BRI SR T
FIBEZEDS5% . 90% . 95% . 96% . 97% . 98% . 99% [H[A]—
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VERISE AR 74, B FSEQ ID NOFTRIUFAIAL: SEQ ID
NO:52H1SEQ ID NO:53,

KRR A4ASI 2R R e DUR, Foh r R A B 514
R & 88— DURM B PR S G XA R RS S 8 —huUd
M PRSI, HpSE P aX a5 —Fb, E_Hii
E XS Fab, HA—A B Fabft HLCHIRIC A 5 85 —Fc
XN G EC A ECK, BINREEX), —N28—FabftH:
CHIJCAHRm 5 85 “Fc X NASm R (R B A A Bk, BIanscsE
Xy, H5—A5 "Fabft HCHIICHI 5 55— Fab B HE A X (1)
N A B E T 2R
BARERS 0 BUASRBUR S & A B, A SR e iAoE
21N AL, H B IES AR RO AL,
BARESRSIAPUASEIUR S & R B, Hh RS e bRy
HHEL: AN ECH A H PARERN: B FabER A LX -F
BEEE X CH1 -5 —FabH 5 A F X ~E HE1HE X CH1- 58 _FclX ,
Horh 28 —FabE HEE E X CHIAE H-CARU 5 58— FcX NAR U £ Bk
GBS GIINEsEE )R, H A _FabfF HCHICARu 55—
Fab [ B 5k 1T A XA N AR S 42 (i SR B 82 3K) 5

B2 AN ECIH A PARAR: 8 T FabERE A X -
FHETEIXCH1-28—FcX, HipE#HEEX CHIfE AR 55—
FelX NA 22 BB 22 e Sk (BT AR BE X 2 5

52 NG ZECu B A B PR R : 88 FabfUResE i AR [X —
FRHEIEEX,

H i SR e LA L A2 b 2.

BRI ERS 2 BUABS A BUR S & B, Hh s PR gaX 4
CD3, HEBE_HREEIXEEGPRCSD, BIgHE M,

Art
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DEFIEASEQ ID NOSSHIRIERER TS, s 5SE

Q ID NO:SSHTRIEEMR T A2 /D85% . 90% . 95% .

96% - 97% . 98% . 99% HIE—VERIE SR TA, S TR a AR
AR

S SEQ ID NO:SOFTRINEIEIRTH, S 5SEQ

ID NO:SFTRINEEIR T VA A ED85% . 90% . 95% . 96

% 97% 98%. 99% A —EMEFRITY], BHITRE AR
EE

HER2AESEQ ID NO:S7H R EEIRFY, S5 5SEQ

ID NO:STHTRIEEIR PR G 2 /D085% . 90% . 95% . 96

% 97% 98%- 99%HIE—VER) RAMSTS, skrhfrASRERR
FeA s /e

525 SEQ ID NO:S6HTRINERIR TS, sl 5SEQ

ID NO:56TRINEREIR T BB ED85% . 90% . 95% . 96

% 97% . 98%. 99% HIE—VERIRFIRTA, sl TR AR T
FIAR; Bk

2)ERE1UESEQ ID NO:2HRIEIEILTH, Bt 5SE

Q ID NO:62JTsIURIER T HAED85% . 90% . 95% -

96% - 97% 98% . 99% [MIF—MEEER) T, SRR ART
EE

251 A SEQ ID NO:63FTRINEEIR T, B 5SEQ

ID NO:63FT 7RISR P 7RG 2/ D085% . 90% . 95% . 96

% 97%-~ 98%. 99% A —IEMEIIRITS], TR R AR T
IEE

HHR2AASEQ ID NO:6 T RINEEIR T4, s 5SEQ

ID NO:61 T RINEEIR T A EHED85% . 90% . 95% . 96

% 97% . 98%. 99% HIAE—VEMEFIRTA, SR E AR T
HIZARL; /e
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525 SEQ ID NO:60FTRINERIRTH, sl 5SEQ

ID NO:60[T RINEEIR T A BB ED85% . 90% . 95% . 96

% 97% . 98%. 99% HIE—VERIERFIRTA, ST R AR T
SIS

BRI EOR 44k 45 2 HiiR el PR E & B, Hrhind sk R
AN RS & 58 DR DR S G XX RN RIS &
BRI E RS, B S RE S EA 8 —Fab,
B PUREE XA S T Fab, HH2A4 88 Fabft HLCH1MIC R
S5 B —FX NS AN — FX NASS R (S s A ek,
BlanseHEX), HEE—FabfrEHE A ZX INAG 55 _F X HICHK
Ui (I B AN B k) o

BRER A PUASE TR G & R B, H TR SR A2
2+1Cu gy, HEANESBIT R,
BRESRSSIUAB R TR S & R B, HmR SR e bR sy
R NN ECH B H PARARK: 8 FabEHE [ X -~
BiEE E X CH1- 55 Fc[X — 55— Fab B4 1] 47 [X — EE B H F [X . CH1
HHP 26— FabfF HCHIMCARR 5 58— Fc X NAUmER (G B AL
ek, BIAnEcsEX), H 25— Fabfr Bk il 45X (INASH 5 85 Fc
X FCA IR (R BB B3 5

FR5EL: MANIRZECH BB TR : 55— FabMRRBE AT AR IX —
R E X

2. NNIGECH B H TARAR : B FabEiEr] X -E
FHETIXCH1-28—FcX, HiE#HEEX CHIfE AR 55—
FeX N A 8 Y B8 PR B2 Sk (B AN B X)) a2 2 5

252 MNIGZECHESERE MR 5 T Fabif2sf 1] F X ~
FRHEEEX,

HH A SR S AR B A2 b 2.
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BARERSel ARG G R, Hihd—hREaXga
CD3, HEE_PUREEXEEGPRCSD, HlanHd,
DEHEASEQ ID NO:64 T RIER IR A, s 5SE

Q ID NO:64T R IR T/ HAED85% . 90% . 95%

96% - 97% 98% . 99% MMIE—VERERL T, sk riA e AR
FFBER

51U SEQ ID NOSOFTRINERIR T, Bl 5SEQ

ID NOSIHTRINEER TR A ED85% . 90% . 95% . 96

% 97% 98%. 99% MR —VEMEERTH, SAATARAERT
HILHRL s

HHE2AASEQ ID NOSTHRINEAIR T, il 5SEQ

ID NO:STHTRIEEIR PR B2 /085% . 90% . 95% . 96

% 97% 98%. 99%MI[Fl—IEEERRTA, sk riAE AR T
IR, F/Ek

BHE2 5 SEQ ID NOS6 T RINESIR T, sl 5SEQ

ID NO:56T/RINEREIR T A EHED85% . 90% . 95% . 96

% 97% 98% - 99% A —IEEERRTY, ST AR T
IR B

2)EHEIEASEQ ID NO6SHTRITEATR T4, Bta 5SE

Q ID NO:65 TR AR T A EAE/85% . 90% . 95% .

96% - 97% 98% . 99% HIE—IERIEIIR T, BR PR EATR
AR

551 B SEQ ID NO:63FRIEAIR T4, SiE & 5SEQ

ID NO:63[T RN AR T/ BB ED85% . 90% . 95% . 96

% 97% 98% . 99%M[FAl—PEEERR T, BT AR AR
IEEE

HEHE2H A SEQ ID NO:6U I RINEIR A, sifd S HSEQ

ID NO:61 I RINEEIR T VA A ZED85% . 90%. 95% . 96
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% 97%-~ 98%. 99% A —IEMERIIRITS], BT R R AR T
HILER; A/Bk

BHE2 5 SEQ ID NO:6OTRINEFIR T A, sl 5SEQ

ID NO:60[T/RINEEIR T A EHED85% . 90% . 95% . 96

% 97%. 98%. 99%HIE—EMEFRITY, SRS AR
FIHRL

R R 4454 PR HAAUR S & B, R o e e
BN RIS & —DURINE RS S XA MR RIS & 56
THURMNE HUREEIX, B —HURSE S XA Fab,
CHURGE XA "Fab, HHI2NEE T FabfE HCH1MCHST
AP F X NAOmER (G A G R ESL, FIAEEEX) (fridFc
XA AAHIFECANR] ,  H 24N 55 —FabfE B AJ AR IX NS 437 552
N X R CoA R Gl i BB k)

R ERSSIPUAB A pUR & By, Hod i sk e e piaoe
220, HEAWMEsCHrRIEAL,
BRERSO VA TUR S & R B, HAP TSR AR ey
HhE: ANSECHUSE A FR4A: B FabE A X - ik
B JE X CH1~FclX — 5 —FabH 5 A Z X —HHHEEX CHL, HAEE
T FabfE HCH1 I CAI S FX NASHER (G REA S R ESK,
WELHEX), HEE—FabfbE 8 IX N KR 5 FelX I CAIRIER:
QR EAES EER) 5

2581 MNIRZECHE S MR MR: B —FabfUiRsE Az X ~
FREEIEEX

B2 MNSRECHT Ak PR 55 FabfUR gk i AR X —
FRHEIEEX,

Hr i SR e AR L A2 4 dE e

BRI EOReOM DA A BUR S & B, HhsE—hiigaX 4
CD3, HEBE_HREEIXEEGPRCSD, BIgHE M,

Y
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DEHEUASEQ ID NO:66HTRINERIRTY], s 5SEQ

ID NO:66[T 7R EEMR T/ H 2 /085% . 90% . 95% . 9

6% 97% . 98% 99% HIE—IERUEIER T, s ATASR AR
AR

S SEQ ID NO:SOFTRINEIEIRTH, S 5SEQ

ID NO:SFTRINEEIR T VA A ED85% . 90% . 95% . 96

% 97% 98%. 99% A —EMEFRITY], BHITRE AR
HIZHR; F/BR

52 SEQ ID NO:S6HTRINERIR T, B 5SEQ

ID NO:S6FTRIJEER PR G 2 /D085% . 90% . 95% . 96

% 97% 98%. 99% MR —VEMEERTH, SAHTARERT
IR B

2)EHEAESEQ ID NO:67[T RIS EIR T, Bl 5SEQ

ID NO:67[r R EMR TR HAE085% . 90% . 95% . 9

6% 97% 98% 99% HIE—PERUEIER T, s ATASR AR
AR

BHEHESEQ ID NO:63TRINEEIR T4, sl HSEQ

ID NO:63JrRINEEIRFIIAFED85% . 90% . 95% . 96

% 97% 98%. 99% A —IEMEFIRITY], BEHITRE AR
IR F/Ek

52 SEQ ID NO:60FT RINEAEIR T, Bl 5SEQ

ID NO:60fr 7RI ERIEIR T AR ZED85% . 90% . 95% . 96

% 97%-~ 98%. 99% A —IEMEIIRITS], TR R AR T
SN

BARESR - 43— Tl hUR s Rbs g & L, A ind s —

PUFMEE _HUEAR, Birdbiks iR IEgs s — 2 A=
PRI PR S IX
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BRI ZDRe2MPUAS HPUREE & F B, B hiidos — 4R
1,

BRI EDRO3MPUABS PR & F B, B =R by
R g &5 S — DRI —PUR S G X . Rr g & 58— hUs
BPURE A X AR S B =PRI = PR g & IX, Hip
FhUREEX S E —Fab, B _HUREEX S “Fab, Hip
85— Fabft HCH1IICAS 55 88— F X NAG £ (R AR FR
Sk, BIAnEHEX), 28 FabfEHCHIMCARN 558~ FeX NAUE
B EREA GRS, HInEEEX), B -hRg & X a8 scFv il
WVH-VLERVL-VH), HA RSB AVHEVLINASH
BRCA (9 AscFviEVL-VH, FIAIVLAINASR) 5 58 FcX (CR
RiE o

R EDReAMPUABS L PUR S & A B, Ho ik — e Eh Ty
Ap2+1Cuif R, WE7ABBITR,
RRIESRes bR EHUR S G R B, Bhirid 2R R b s
B ANSRECI A E PARAR: 5 —FabERE X -5
BEEEX CHI-5—Fc[X, HHZE —FabE HCHIFCR N 58 —Fc
XN ER (RN Z RS, BIREEX);

FRBEL: MANIRZECH BB NI : 55— FabRRBE AT AEIX —
HEHEEX

B2 AN ECIH A PARAR: 8 T FabERE A X -
BEEEIX CH1 -2 —FclX —scFv, HHEFHEEX CHITERCKIRS
BB FeXINAIHEA B A2 I EESRWI R EEX) H4E,  HscPvERH
BN FR A B VHER VLN A ER C AR (B AscFvig VL-VH,
BIANVLEIN A ) 5 88— FelX FUC AR g a4 5

Bk MNSGECHT B NIRAR: 25 _FablARRE R ALIX ~

FRREEELC
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BRI ReoI A HTIR G & R, HihdE—hRgaX R
5 GPRCSD, BB PR E XA L ECD3, M/EE =5
LA RIS ABCMA, BilinErh

HHETHESEQ ID NOTIITRINEIIR T A, sifd S5 5SEQ

ID NO: 71 RINEEIR T VA B ZED85% . 90%. 95% . 96

% 97%+ 98%. 99%MIE—EMEFRITY, TR E AR
LEEE

BHEEESEQ ID NO2 R R SR 74, S 5SEQ

ID NO: 72 RINEAEIR F I E A ED85% . 90% . 95% . 96

% 97%- 98%. 99% MR —VEMEERTH, SATARERT
HILHRL s

H A SEQ ID NO: 73 RINEARTY, S5 5SEQ

ID NO: 73T RIEEIR P YR B2/ D085% . 90% . 95% . 96

% 97%-~ 98%. 99% MF—EMERIIRITY], BT RS ER T
HVZER; /B

BHE2 5 SEQ ID NO:74fRINEEIR T A, sl S 5SEQ

ID NO: 74 RINEEIR T VA B ZED85% . 90% 95% . 96

% 97% 98%. 99% A —MEMEFRITY], BHTRE AR
B

R, HAmpAR Zsk -7 T — Bk HpUR &6 B,
BT — S 2 455k

RikEk, HASRIRIZOR68IIER o

a4, HASARI R e8I BRI ER 69 ik Btk
e A R -6 T E— Bl Bk s R pUR & & BT s, B
(20

)RR AR B R HUR 45 & BRI & SR B AR 5 N T8 E4Rarh
b)TE 18 T AR N RaB I A e T PR s pUR 455 R B
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(Edhth, FridsuAs HpUREs & A B atifl, BInProtein AZE
o

TS EY, HAEHFERI-6e7 T huks BpR 4 &
FBG

MEEN, HESRRIE R -6 E Tk Hbngs &
Bo

TSR, HAESHRESR L —67 P E— T H RS B &5

B



