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#7) BCMA R 255 7 LA

BREH,
AR 2 e Pk, JCH AL BCMA [ 2R R TiE

TEREAR

B 4l SR (BCMA), RIS AT 752 /88 RO 17(TNFRS17), A& —Fil
7E AR B TNFRSF17 £ 4% 58 A it .

BAFF. APRIL & BCMA {4, H+ BAFF(tF5 A BLyS. TALL-1. THANK. zZTNF4.
TNFSF20.D8Ertd387¢)#/& BCMA [ F1 T AR, APRIL(HSAE 5 LA, FR A TNFSF13.
TALL-2. TRDL-1)7& BCMA FfEERI AR, th4h, BAFF. APRIL i&/2 MR A L HE 752
PR(TNFR)E % Ak 71 B 4G4 R 152 /5(B-cell activation factor receptor; BAFF-R). ¥5HE
BOIE TR B TR 5 PR B AR EAE A ﬁ}?(transmembrane activator and calcium modulator and
cyclophilin ligand interactor; TACDIHL{A. BCMA 5 BAFF-R. TACI —i#Zifi#% B 4Higrig
FA. fAis. ARSI,

ZRMEETRE R — OB R AR, 2 RMEERRAET, BCMARRIA KT 2E
B0, BCMAT] DRSNS £ A i 8898 I S i8I T AU S T IR po i B AR . A fEieyr 7l
5BCMA %5 & FIL /4 AT BEETBCMAFIE K AR B BAFFE/FIAPRIL Y [A] 45 &

RIERIFN YA N I 1gG PUiE, BRiESE SR MmEaER 4 845 MPUA 1gG1 4F, BRI
TN BRI EREPUR(HCAD) 1gG2 1 1gG3. (X EHEHTIAR ) AN 1) AR [X 454 428
(VuH SCRAT AR RE) B & R A A PUR R S, B pE e mmmsEf. £
MRRME, H VaH S#E- R EBEABRPURS ST I—iar, BEA —ibEI
scPv. Ui B Fab 2550 N2 005, BIan{ 35 Zp — S L Esoe f 1R R d & bt
R EuEmRE M AR EER. Vel S TS H R RERY . 4T/ NNER
BEPHLBEN. PR TF ESRERY, EHMNE RS YRR RIEE 2 B 5EES
Bl i, &4,

VL B 40 s BT IR (BCMAYHT T 4l CD3 214 Wl i 2 e 4k, "L CD3 T
YU E T M B3R A BCMA RIra BEmanfi, US4 5ngn i p s e A .

VERBTERAITHE S, ©F —24H BCMA ViR sr &, EIREERN, HEE
Z ] IR

EHNE

AR BISRAL T 4L BCMA [ptiR, Hays RELE BCMA LLRIEHE T 40 bt 5 51 dn
CD3 MR PR, AR BRI T e maS iRt BUR M SR . Bk, 4.
HED. Hl& 7R,

—J7H, RARME T 2R R EbUE, HES

O&EAFE—PURNE PRSI

()& AH PR E PR G a g, A,

(& —PURME =PRSS S8,

HApFrRE—PiE N BCMA Btk i BUOEMME T Aifabi i, Frids—huas
I HOR 5 = PR 5 S st N B aT AR 2 g 3 B A% 3 RO S DL R T

(a)&& SEQ ID NO: 7 fim& 3/ 5711 CDR1, % SEQ ID NO: 8 fi-&3EMR 1+ 5
i) CDR2, A& SEQ ID NO: 9 A& R 5/ CDR3;

(b)fL 2 SEQ ID NO: 10 ilT/m&EIRF 5/ CDR1, 2 SEQ ID NO: 11 & ZER T
F¥) CDR2, % SEQ ID NO: 12 Fin&E 2T 7K CDR3;

(¢)f1%4 SEQ ID NO: 13 FiRnE M F 5 CDR1, 1% SEQ ID NO: 14 fiR& T
Fff] CDR2, FIf 7 SEQID NO: 15 &8 F 71 CDR3; =

(dyB# SEQID NO: 16 i~ & &% 541 CDR1, 1% SEQID NO: 17 fi/Rna8 27
%) CDR2, FH,% SEQ ID NO: 18 Fin& M 75/ CDR3.

fE—He st g e, Pk — PRSI =P R A A RS A M ME ST
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4£*Iﬁ

(byE. & SEQ ID NO: 10 7R & &L 55/ CDR1, 3 SEQ ID NO: 11 finE &8+
%I CDR2, FIE,%& SEQ ID NO: 12 fii/n&E #8751 CDR3;

()% SEQ ID NO: 13 Fin@ B 751 CDR1, % SEQID NO: 14 fin& XM
%)) CDR2, Ffl& SEQ ID NO: 15 & 212 F 71 CDR3.

E—SsiE )y e, BRI R G ARV E A4 SEQ ID NO: 10 Fi & 275
fJ CDR1, f.% SEQ ID NO: 11 iR & &8 741 CDR2, Ff1H3 SEQ ID NO: 12 FingE 4t
FRIF A1) CDR3; VLR, RS =yiEs &I 4824 SEQID NO: 13 Fing & T 51
CDR1, ¢ SEQ ID NO: 14 fiI/RE& BT #I CDR2, FE7 SEQ ID NO: 15 Finag AR
50 CDR3. HE—B1), fE—SsmhZEd, FridE—iEs &#HEvE 4 SEQ ID NO: 41
TP R TS|, TR =HE 4 &8 5 SEQ ID NO: 42 s &7 7. f£—1k
BARP ST 2, R —dR A GRS E S SEQID NO: 37 MR ER T4, Friks
=HiR S G4 SEQ ID NO: 39 FRIE B 25 .

R —Ysir R, RS =PRSS E 565 SEQ ID NO: 10 i n& &7
Fff) CDR1, A7 SEQ ID NO: 11 FiRE £/ /F 41 CDR2, F1f7 SEQ ID NO: 12 FTiRE
B FFR) CDR3; BLK, Fridss—PiRs &#ia 484 SEQID NO: 13 fin& £ 74
] CDR1, % SEQID NO: 14 Fin& & 74 CDR2, % SEQ ID NO: 15 Fi/ngE 4
RF 5] CDR3. #t—0, fE—tesifirEd, MdE—hESE850E % SEQ ID NO:
42 FRE AR T A, PR =PRSS A HRE 5 SEQ ID NO: 41 Fria £ 5. £
—U HARP ST B, TR —PESSHIUE S SEQID NO: 39 FinEH T,
WE = Hi R 5S4 SEQ ID NO: 37 FiR & LR 7.

fE—espiir £, AR —PURG SRS = PR G S & BCMA ANFE
fi7a

b 28 — PR 45 S EHuR I 5ia bt T MPUR S & 168 ), sy 2,

R PR S E S EEE AT AR X R AT AR X, Fridk EEERT AR X ALA DL B AN E
[X: f44 SEQID NO: 43 fT/~& 2 E F 5/ HCDR1, 8% SEQ ID NO: 44 Ai/RE ZEE ¥ 5]
) HCDR2, 7 SEQ ID NO: 45 & ZEBRF 5] HCDR3; FTid 46045 [X 62 SEQ
ID NO: 46 Fi~E 88340/ LCDRL, % SEQ ID NO: 47 fi~& /% 3% LCDR2, 1
.2 SEQ ID NO: 48 FrR 2778 LCDR3. #t—3 BRIy &, Fridss g4
G EFE AR X A S SEQ ID NO: 49 Fin MR AR T F], JFHHRA X A4 SEQ
ID NO: 50 s R 751

fE—eSf B, AR Z Ry, HEE S HEPA Fo 2 KM Fe 8.

E— BARSiE AR, ZRSEPURT, FTdE—Puas e s, B4 SEQ
ID NO: 10 Fi7r & 2R /5740 CDR1, 7 SEQ ID NO: 11 Fion & E M4 1) CDR2, 1t
2 SEQ ID NO: 12 FT/n& £ 751 CDR3; ATk =HiRE E&HEEE. 88 SEQID
NO: 13 lRERB FFIH CDR1, 84 SEQ ID NO: 14 JiRnE #5351 CDR2, FH4
SEQ ID NO: 15 iR & IR 5/ CDR3; PR, AR RS S0 & B n 48 X AN
BTN, PTREH XA G AT EAMLERX: G5 SEQ ID NO: 43 T /na R /75
] HCDR1, % SEQ ID NO: 44 FT/Rn& M5 /7 5/ HCDR2, & SEQ ID NO: 45 ffizn
FIM P FIH) HCDR3; Aridift AT X 614 SEQ ID NO: 46 Fi~&E M 75/ LCDRI,
1024 SEQ ID NO: 47 i /~E 282 55 LCDR2, {14 SEQ ID NO: 48 i~ & M 51
LCDR3. #— BRI 5, Bk — RS & E5 SEQ ID NO: 41 a2t
WFF, RS =HEE S E S SEQ ID NO: 42 FisIE T4, HHETRE —it
JREE SRR EAE AR X AL S SEQ ID NO: 49 FiR R ZERR T 5, Hig4En 2 X 685 SEQ
ID NO: 50 FiosE AR T . 3t —PRERSR TSR, MRE RS SR ES SEQ
ID NO: 37 AR TS, FridE=HR4 &I % SEQ ID NO: 39 AR & 2R+
G, FHFTRE PR SRR S AT 45 X4 SEQ ID NO: 49 AR IE IR 74, H
REETAF X A4 SEQ ID NO: 50 FinERTET 5. Eixt AW T EH, —Mmrik
BT R, Frid s —PuR S SN E =P R Sy o AR g g, Frid s —
PURGE BB ScPy, FTidS—PuR 4 &R C Ml & 2 id Fe MR P—14 Fe £
BEED N 3, FTR 58 PR 45 G EEEH C Rl & EATE Fe 35— Fe ZRKHI N 35,
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PR = PR G S HEH C Bl & B TR — PR A& BIRE N oy, —P—FE BE
FISEiE S %, 24 bukb P2 iisidn, P —F2 RS E LR —PuRs
BN Fo B —A Fe 21k, B4 ZMEESE LRME RSB =40
JREEGHEA Fe 31 A — A Fe £k

e — R BARWSLIE T B, 2RREFET, TRFE =HRAEHERAS: B85
SEQ ID NO: 10 A& RF 51/ CDR1, % SEQ ID NO: 11 AT/~n& &R 5/ CDR2,
A2 SEQ ID NO: 12 i~ Z £ /F 7/ CDR3; ks —HiE 45 &5 . 95 SEQ
ID NO: 13 fin & R 530 CDR1, 8% SEQ ID NO: 14 iR & MR 751 CDR2, 18,
# SEQID NO: 15 FinE MR F A CDR3; LUK, RS —PURS &M A S EEAA
XA AR X, FrREFEr A X A4 L FEAMNREX : A% SEQID NO: 43 flngE AR
JF%*] HCDR1, 7 SEQ ID NO: 44 fin & £ F %1 HCDR2, F4E SEQ ID NO: 45
PRI F 5 HCDR3; ATk 32585748 X A7 SEQ ID NO: 46 FisZ LR FFIIK
LCDRI1, % SEQID NO: 47 Fin&H 51 LCDR2, 16,4 SEQID NO: 48 fl & &
B2 7311 LCDR3. #t—P HARRISEiE &, RS —HE 4 &A% SEQ ID NO: 42 it
TRHE RS, IR =40 R4S A4 SEQ ID NO: 41 FiRE R FE), JFHEAT
B AR S SR B A4S X 14 SEQ ID NO: 49 iR E LR 4, HBsnAr[X
% SEQ ID NO: 50 FinMIE AR 77, Ht—5 BRMSuii %, b —PuRg &t
% SEQ ID NO: 39 & ER T Y, Frids =P 4553 SEQ ID NO: 37 i
MR TF), HETRE YRGS BRI ERE T X A% SEQ ID NO: 49 Fin i &t
R, HEfETA XA S SEQ ID NO: 50 FiRMERLIRFH]. fEXtstiaEd, —F
AR AT, TR — PR SRS =PRSS & R A A A gE i, BTk
F PR EBIUN Fab, FTIRHE —PUR S SRR C mBl & 2 Tk Po I —1
Fc Z KM N 3%, FrRes —HuJR &S SRR AE . Fab B4ERY C IRRl& 2 Fnid Fo 0 5% —A Fe
ZIKMI N 3, AR s =PRSS AR C Bl & E TR S — PR S B0 N . Xt
T =, H—PEAMAN TR, ZRFEEPUEHE =&ZREHK, HPHE—%ZK
A ERME VRS EHEIL B oPURS Y Fe B F—A Fe 2k, 2%
ZIREE S RS —hu R4S S AR Fab EHER Fe 1 57— Fe 2k, F=%Z2KEEN
IR RS AL Fab 8258, 5 M RFERAEDT, TR E — PR AR
BoPURS S ARG ME, TR S CPURSE BEEUN ScFy, FTiAE—PUR &
FHEH C Uil E ZFTIR Fe B ME P —A Fc ZHkI0 N 3, i@ i EE R C
I 2 PR Fe 1) 55— Fo ZIRRI N I, Frid 8 =3R4 e C i & 2 T8
FPRASABIN NI, X T r R, H—PREANTE, 2RREIEEF%
ZREEA K, HPH—42hiEEE LA E PR G = PR 4 SR Fe 1k
RIH AR —A Fe 2k, B £ BEEHE LIRS YRS SHE Fe 35— Fe £ k.
AR AR T, RS — PR SN = PR S B A A AR S 4
I, B —HURS SN Fab, FTidZE PR 45 & HEEE C il & ERTIB Fo 3
—A Fe Z KA N I, PR 28 90 R 45 G BB Fab BEE C il & 2 0TR Fe 1 5
—A Fe ZREM N 3, FTR 5 =R 45 AREER C Bl & 2 ik 3 PR 45 S
Fab B8EM) N . S FHSEE TR, #-PEEAR, ZRRMiiilm =42 REEH R,
HAPFE LIS H LRNE — PR SBEA Fe i+ —1 Fe 2k, H%KZHK
BEA A IR ES —HUE S5 A Fab AR Fe S5 — 4 Fe 2k, =% MEH -
RHE = iR A S AN S b R A5 S Fab #2%% .

—75 W, AKWARET HEMEER, LEEmEMEHEZRRETENZHZER.

— W, RARMATHME, HETERBIRIIZRE.

— 5T, KPR TREIMNE, HESAKEMENEER, AR,

F—TrTH, A RBRML TR AR TR I 2R R AR O, HERERERITRT
TEEAME, FEREMRMZREREYUR, JEEERER BB ITR 2 R R bk .

A=, REWERMETHDHEY, HAS RN 2 R UARI 2% E
AR
ST, AR R T IR 1 2 R R MU ST A I 25 A S ITE i 4 V5T BCMA
TS RIEIR 2 FI &
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B, AEWERM T EZRE AT BOMA RIS SRR R E, e Rt
RS2 i R VAT A B TR 2 R R PR S TR M R & .
X—FTE, ANEBRMEET —FEE BCMA Mk, LA paldegdms, Fridpns
gERIRE S
(YE# SEQ ID NO: 7 Fina SR 511 CDR1, £ SEQ ID NO: 8 fina SR 51
i) CDR2, FN4 SEQ ID NO: 9 A& E1E 53] CDR3;
(2)8% SEQ ID NO: 10 a1 35/ CDR1, % SEQ ID NO: 11 Fi e Mgy
Ff) CDR2, FIfA%4 SEQ ID NO: 12 & IR 571 CDR3;
(3% SEQ ID NO: 13 g HEE 7511 CDR1, 4 SEQ ID NO: 14 FinE 2l 7
HIif] CDR2, FE.2 SEQID NO: 15 Fin& M F 51 CDR3: 5
(% SEQID NO: 16 & # &M 74/ CDR1, 4 SEQID NO: 17 fi & R
5] CDR2, 1% SEQ ID NO: 18 fi~& LR 751 CDR3.
E—LesfE Ty R, AR B A AR S #Yik 5 SEQ ID NO: 41 3%, 42 FiR S BR 751,
[R] i 3k B A] AR 45 My 3 AN B4 SEQ ID NO: 21 BY 23 R IR R T 51 .
AP B T #E R BCMA DLRIE G T 40P R Bl CD3 M fE bk, Fijy
Fp, FIAFEL Pl AR S T 2 MO M 2R LR, R T BRI RL
RUanhbssr g i fa H aE e et

PR B

1A AR AR TN BCMA VeH-Fe #-& 3145 CHO-hBCMA 4 &4
22

Kl 1B 9 240 AR BT A BCMA VyH-Fe B &4k S U266 AR5 & 2k,

1C N R M AN BCMA VeH-Fe it & Hi1K 5 RPMIS226 4 45 & Hi 25

FE 1D i A4l A B A BCMA VaH-Fe & ik 5 HUVEC 4HiEr 45 & il 2k,

Bl 2 AW AR 1A10-Fe. 1A11-Fc & FifF 5 HEK293T-CynoBCMA &,
HEK293T [ 45 &gk

K 3 &R THLA BCMA VyH-Fe # &0 SHLA APRIL 1354 ELISA #0455

B 4A AN, B BCMA 4 X S LR T 513 L

4B N N BCMA KA X S RS54

Bl 5 A K BRI ) 245 R PR aE s B

K 6 N PEDiA BC24. PCL. PC2 1 PC3 4= E

K 7 ¥ anti-BCMA/anti-CD3 £ $# 7 M3k 5 NCI-H929 I 45 & i 28

P 8 ¥ anti-BCMA/anti-CD3 £ ¢ Pk 5 MMILS 4 14h & #h£8;

K 9 ¥ anti-BCMA/anti-CD3 £ 57k 5 RPMI-8226 FiffifI4s & 22,

Kl 10 24 anti-BCMA/anti-CD3 Z45 7 M HuiAY CD3*T 40 fsh & #hi2k;

B 11 NAFKRE T anti-BCMA/anti-CD3 £ 5 7 MBS R8N 4 g% NCI-H929
iy 0 P fr) A

B 12 AARFRE N anti-BCMA/anti-CD3 2255 M B A T5 S %80 S 4 MMIS i
gl af:NES

B 13 NARFEIKE T anti-BCMA/anti-CD3 245 PR 5020 400 % RPMI-8226
P AN R ER

B 14 NEEZ A NCI-H929 f77ERT, anti-BCMA/anti-CD3 22 4% Fe M diiAst T 40H8I5 4k
FEIR T 5

E 15 RN MM1S fZ21ER, anti-BCMA/anti-CD3 2 S MEPi /e T 408354011
AR

K 16 NAFEHE anti-BCMA/anti-CD3 $i{A5 NCI-H929 41 il Fl 2z Sgh ju 3L &
24h, YHIE T IL-2, IL-6. TNF-o Al IFN-y fIRBHE

K 17 A anti-BCMA/anti-CD3 HufAxt NCI-H929 57 N AR 8 A=K 52 ;

& 18 24 anti-BCMA/anti-CD3 $ii%& PC1 fJ LC-MS 4745 5.

KRR
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LiF

RIE “Puik” BPREEPRE S EANEA, WS RS RPN Tt
R, AFEARRTRTESA. BRESFETUA. 2EFERAGIAEFHEUE. =85
MU, REERIRL .,

Aif “ 2R RN 2fabUsfe i RUEA G 2 MARIRPUR RUE TR, BIUnRess e Rk 4
SRR EF AU ERE TR R ER. B, SRS RS, Hpe
PR T AR PP M v % . R [ RIPTR e 7 T LAZEAR R 8 B 4R - 3R0E . RIFNK
PR YoE R IESUE MEAREMARF (Blangs&9E CD3 #1 BCMAD, ] LLAATER—
AR b PR PR SR PR Y R RS AR ER A, B — e R S5 AR IR R (2
H, G5 HA S BRSSO Bl ik R 4 S E . PR ER — MR, PR
B 4 i BB R BCMAVE N — Rt Z i, R BH L RS O e sl A5 /R i & it
ERR, TEAR T, REGEEEPUR AR EL B R LA A R0 R 2 572 P B B RR A 22
SEMEPU

RAB “N A PUR” BIEVEPURFIEIE N MRS S LS. Bl “ NPk febuikfr
ERMPURGE G, “=MPR” FRPUAEEEATRE &ML R AREREA D
FiEHEAW MRS &0, Fab % BB BAIRS &0 5, BalAE5 8. ScFy @F
BB AR S

RiE “PURGEHH” 85 A A PR ERNZ KT BRIPUR S &0
A& Fab. ScFv SR A AR EMIR. A0 Pt e SRR F .

ARIE “IEILME T UABPURE " F87E TR 4N angnpn s T AR 40 i p 22T _ERIEK
PR, HAESHAEHEERERIES TSI M, PukSisert T iR omE
EFATES T g, Hlstslor TaRSIRESMESESepGlr. £—N Rk
FISERES b, kit T gHbili 2 CD3, #lin CD3 4 e T,

AIE “T AMEIEA” 8 T BB angn g s T B n — Rk 2 Mg,
RN E B . AT AR TR, MR VEAL
WEDRPFRILE. ERANZFEREPVEREFES T AREL. SEMNE T 40HREH0H
7R BN i EEA S R E A

AR PAPRTIRE A, PUR. Fe 2Rk, sk, SRBESATHMARE “F
=SB W BT RN T AR AU SRR E R S E X . BRIER
ML EE, XEEARE M A IR B T 2 R R AR i B AR I S

RiE “Rhé” ZIBMAS WU Fab, ScFy. Fe Z ) HERL AN Z M kg @
BRBEERE

ARAB “ ARG B AT AR 7 R AGPURIIE R PUR S PR & &, Hlank
SRPUSEPL R AR T AN . R BB =R A X (VH) RS A5 X (VL), KR Tk E g
B S A BT IA B R R AR g . RARPUIAI N e AR S Mg e A O A “HE
AR 7FN ZANH A e X R DO AE SR X A BUAROAHESR X 1(2% FR1)HESE X 2(3k FR2)-
FEZE[X 3(EK FR3). RAEHLIX 4(EX FR4); FTRHEZLIX pH A & T 32 4 SRRy BN g (X
1(3k CDR1), HAMAEX 2(3k CDR2). K& HAMREX 3(2k CDR3)[ = H 4R E X (8 CDR)
[AIRR T P, AT RS # I — M 45 T 40 F 37~ 8 FR1-CDR1-FR2-CDR2-FR3-CDR3-FR4.
AJAF ZE R R B PUR 85 A AL TR T Pris s PrR s 7t

RIE “HR ARG RIS REBIEAR S HAb i B MR E T B0 TR RS & PURE
A7 BT AR 45 ¥38,. BATT AR 45 M 1808 % A =~ CDR(CDR1. CDR2 1 CDR3), 7E7E T B G5t
W o -8B, PRGN DR ERE ARG (7t VH); REBRS R
ARG A B on(BI A I AT 2 IR A R M ThRE PR & & 3o, XFRRPIURE RS
MBI R B S 5 — AN AT AR 25 ¥ ke AR FH BROT TR RO BEVEPUR 45 & B T) . BT AR S5 13K
573 — AN GERL T “VHH S50 (SR8 “VHH” 8¢ “VgH” ).

“CDR” (EAMICEX), A “RAEXMHVRY”, @HEIETEFH) e R
FREE A R E ER P FU R AT AR X R AN X . RAADUBES UM 85 7S NCDR, =AEER
A5 [X 1 (HCDR1. HCDR2HMHCDR3), =AMERAEAASX 1 (LCDR1. LCDR2A!
LCDR3). X HEEEiif ek ] A2 45141808 % B = MCDR(CDR1. CDR2FICDR3).

MHTE L TR RS E L CDR. Hh, KabatiE X T 59444 /-CDR, JH 2
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55 FII(Elvin A Kabat, et al, Sequences of Proteins of Immunological Interest , 435/, Public
Health Service , National Institutes of Health , Bethesda , Md .(1991)); TChothiag X I|3& T 45
FIFR 47 B (Cyrus Chothia, et al, Canonical Structures for the Hypervariable Regions of
Immunoglobulins, J .Mol .Biol .196:901-917(1987)). AbME S_f&KabatE X FChothiaE X2
[HFPTE TR, 3 HiOxford Molecular FIABMBL A SEARE AR . “ 48l (contact)” & X
CDRIZALAEXN TTH M EEY BARSEHRT. 81, PCSERRRE, BT ARPE
5358 SRR Rl —Hii& n[ A X WCDRA R T Ge G e, B[ 778 5 8 L E —dt
WA X FICDRF AT e B ARl . Bk, 7E R AR BRI 53 8 S BARCDR 351 BR &
PURET, FTRFUE G DR 35 T o HoAt A 2 52 X ()@ Chothia. ADMSE X %) HJCDR
B 2 B

AR5 H ) CDR T 51— i A A B Kabat & S (Elvin A.Kabat, et al, Sequences of
Proteins of Immunological Interest, 235/, Public Health Service, National Institutes of Health,
Bethesda, Md .(1991))%1153F1 «

ARiE “HEZLX” B “FR” f&Fk T A8 UCDRIREL 7 A1 [ A8 M AR 4 ¥ Iy Bk e
A,

ARiE “Fab” 18 ASERE A M EREM VH I CH1 LUK ESER VL A CL 384 1k &
H. A Fab BB T EHRATAN Fab 47, EIEEHESEX VH AFIEEX
CHI1 #J5f Fab A (VH-CH1, N & C #iJ7ia]), s a8 XONME € X CL #51H Fab
12EE(VL-CL, N Z C 3i711)-

RiE “scFv” EIEFREREAR VH A VL 85418, KPR misifE T R—2 ik
Berp . fE—SESTiE T A, scFy MBS T VH A VL G538 2 [ pkiesk, HAHE scPy
REs T T R 5 & I AR 4644

ARG “Fe 4iMt”, “Fc” Bl “Fe 7 FEA SO ARE U sk A B EE C X
B, HAa&&E D HEEX. SARBEETERLT I Fe I Feo Fe [ C R R
(Lys44 )T FELEBATEAE . BRAEFF VR, Fo BUEE X P a ZE IR ER g5 2R 4E EU
SR, KN EU S|, #I&T Kabat, E.AA %A, Sequences of Proteins of
Immunological Interest, 5 5 X, Public Health Service,National Institutes of
Health Bethesda,MD (1991) NIH Publication 91-3242. A3 FTH ) Fe ) EP—/ “Fc £
BE” $ETE R RAR Fe SIS 2k —. #lln, 1gG Fe #% Fe Z k24 1gG CH2 Al
IgG CH3 HZE X,

ARG BT ThRE” FR VT TR e s g IR L A 2yl e, RS AR R Fh A
AN PUARN T S RERI S 4. Clqh S AUKEBAME AN 8314 (CDC)  FeSZ k45
Hr. MREBHTRIZN L M (ADCC). IRHUTA A FH(ADCP)& 4.

AU “KD” 72/ T A SO RARB 38, DUARVR (V)RR - FLiA ) KD (0T L B i
S A KNI 7RI 2 B U0, — RN 8 Bk KD 75 152 1 3R 1 25 55 - 2L 4% (surface plasmon
resonance), W{¥ AL KEE &40, FlU0 Biacore R4t

ARG BT R SORIBT AR Y B AR, JF AT DLR Y T PP ELE IR IR
95 B 22 f 2o B S B PRI R T T 9897 OB S AR R B R PR T T 0 I R AR SR K
GRARREIR, MR T BRI B Bl 5 R, TR, MEmt R, ek sim
BPOREA, RHBHIERNTUS.

KiE “ZEE” OF A ARBIEN Y. RiE “FEAND” BFEFTERENEDY, B
AR A, HAE AR K, M. RO D0 R . IS, eqT
. Puieth, ARIEAKHPZIAE RN BRAERH, RiE “BEH” 5 “ZlE” AL E
BAtiH .

KB “ER” 21 AR &A@, VHH. 52 PE. RiifsisRE) S8 H
R 55 .

AR T IRl — Y E 2 8%y R 18 1e i Lo R 51 5 A S rp s ity B R AR T 1)
BEAT A I B0 O B RE IR B R KT AI A — M A Em sl NS, B A TR
SEE AN AR — MR — 80T, 5 s 38 S AR Fos B B RUEERL F V R R
PR AR [F] Y SR FR AR A B 0 4. SRR P Z1 B[] — P VR i AR FH A Sey, [ Py i 2
J7 17, BIABLAST, BLAST-2, ALIGNEXMegalign(DNASTAR)#At:. A<4Fulsidsi R A 5
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HREATHFEIINETSE, OFE VRIS ERER AN T ER AN E
.

AR BB IS T PR 3R 43 5B e il — 20 PRI .

L Af 3Lyt

AR BEIRM A G E BCMAGE A BCMA) ) B A ARG f s . Bm] AR 48 P s 5 )
BCMA ZiPIR T K SRZG i 1R it TR 2 W L £ . TR R aT AR 45 #3806 A BCMA B
B REFPEMI, TR m e, RSB, iR B A AR M I AE i SR L B T R B
SR APRIL 5 BCMA & &EES . FRA0f0, fE—iygd, Fridpmassfids A
TACI fl BAFFR E ARG &, #WTHEM, Sy Ed, RBan s
B BCMA B XN, HTFBREHEYFHLRP IR, SN RN ERT
RN E.

AR T 454 BCMA Al AR g, Has.

(184 SEQ ID NO: 7 fin& M 7 5H CDR1, 58 SEQ ID NO: 8 AingE 73
iJ CDR2, F1f4 SEQ ID NO: 9 Ai/R& FEE 5 41¥) CDR3;

()% SEQ ID NO: 10 Fin&EEM 550 CDR1, 7 SEQ ID NO: 11 FiNa il fF
Fi) CDR2, FlEL% SEQ ID NO: 12 fin& 58 K51/ CDR3;

(3)8% SEQ ID NO: 13 i~ &8 37/ CDR1, A% SEQ ID NO: 14 i@ /T
Y]] CDR2, F18% SEQID NO: 15 i~ &R F 51 CDR3; 5

(482 SEQ ID NO: 16 Fi~& B2 751 CDR1, 6% SEQ ID NO: 17 fiRa &M F
Ff) CDR2, Ffl4 SEQ ID NO: 18 FT a3 77/ CDR3.

fE—Seiiy 2, PR AR S IR . Wi SEQ ID NO: 7 FR & IR 711K
CDR1, 1SEQID NO: 8 AinE £ E 4 CDR2, A1i SEQ ID NO: 9 g B 751 1)
CDR3. 7F—4E5zjii iy R, Frid mAr ¥t 4. 40 SEQ ID NO: 10 Fing& 2B 75
CDR1, %1 SEQ ID NO: 11 Fing& 8275/ CDR2, A4 SEQ ID NO: 12 A& 2/ 751
) CDR3. E—44sije 7 R, Frid A ARZEMI8 A & 40 SEQ ID NO: 13 Fin & R F
F]¥] CDR1, #1 SEQ ID NO: 14 T/~ & &L 751 CDR2, FA40 SEQ ID NO: 15 Fin & HElR
J¥ B CDR3. 7 —Rusijifiy gH, Frik A4 ik @ 2. W SEQ ID NO: 16 Fing 4t
B2 7% 1) CDR1, 41 SEQ ID NO: 17 Fin&AEBR/T 711 CDR2, i1 SEQ ID NO: 18 TR,
FEMR 7 F ) CDR3. 7F—SEszjiiz S, Frid AR s Mt 2 % Be Rl sh it . 76— st
FEF, Frikmny AR s s NIRRT .

E—estRE gy e, Frid Al g RE 45 SEQID NO: 19, 21, 23, 25. 37,
38, 39, 40. 41 2 42 Fi A EHE D 85% 90% 91%- 92%- 93%- 94%~ 95%-
96%-~ 97%-~ 98%- 99%EX 100%1 Al — IR ERRTFF. £ ARy &4, AT
B P AR Z5 M35 55 SEQ ID NO: 19 FRFFI A E D 85%. 90% 91% 92%. 93%-
94%. 95%. 96%-. 97%- 98%. 99%I, 100% A —MMEZE T, FHFHOE: 08
SEQ ID NO: 7 i R&E #8751 CDR1, .2 SEQ ID NO: 8 fli/n& 308 54 CDR2, Al
% SEQ ID NO: 9 s 5 51 CDR3. & — 5 BAKM ST £, Frifian]arss
M85 SEQ ID NO: 41 ATnFF BB E /D 85%. 90%- 91%. 92%- 93%. 94%-
95%- 96%-~ 97%-~ 98%- 99%% 100% [ [E—M:MEERFF, FHEE: B8 SEQID
NO: 10 FiR & E 7 4R CDR1, A% SEQID NO: 11 AR MR 75/ CDR2, A F
SEQ ID NO: 12 FiRn& M7 5/ CDR3. 7F—5 BARISEE T2, Frid s a] 4845 Mt
%5 SEQ ID NO: 37 2% 38 Arn/FHI BB £/D 85% 90% 91%- 92%. 93%- 94%-
95%- 96%- 97%- 98%- 99%EL 100% 1 F—MMEERTF], HHES: A% SEQID
NO: 10 Fi~a@ B3 CDR1L, A7 SEQID NO: 11 fi/n& /¥ 7 CDR2, FH-E
SEQ ID NO: 12 FiRn&IEFEF 5/ CDR3. 7F—5 BAKRI SR 3=, Frid s a] AR 45 Myl
%5 SEQID NO: 42 firIFHEBEZED 85%. 90% 1%~ 92%-+ 93%- 4% 95%-
96%- 97%- 98%-. 99%EX 100% M [F — IR ERFF], HHEH: €4 SEQID NO: 13
FiE AR 751 CDR1, 64 SEQ ID NO: 14 & #7511 CDR2, 24 SEQ ID
NO: 15 IR ER 74 CDR3. fE—2 0 BRI ST £, Frid R BEmiRass
SEQ ID NO: 39 8 40 FiF A BB £ 85% 90%- 91%-+ 92%+ 93%- 94%-+ 95%-
96%- 97%- 98%- 99%E% 100% )Rl — LS ZERT5], FHEE: £ SEQID NO: 13
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FrNEARE TP FI CDR1, f17 SEQ ID NO: 14 Fn & 40275 CDR2, 8% SEQ ID
NO: 15 FiRE 2R 73K CDR3. 7E—48H BRI Sy £, Frid Al a s 5
SEQ ID NO: 25 finFEFEE £ 85%. 90% 91%- 92%- 93% 94%. 95%- 96%-

97%-~ 98%- 99%3X, 100% M [E — MR ERFH, HFHEE: 75 SEQID NO: 16 iz
BE 74 B CDR1, % SEQ ID NO: 17 ina 2 R/F 7 CDR2, 1675 SEQ ID NO: 18

PCT/CN2022/086842

FinBAERRTF CDR3, fE—siii 2, BAED 85%. 90%. 91% 92% 93%-
94%. 95%- 96%- 97%- 98%EL 99% M [F] — Mk IR IE IR 7 5 AH X528 17 9 & A B (1)
w1, RSFER). FEAES S, {BEEIZPAR A A RS MERE T 45E&ZE BCMA ik
Ji. FEEeSziEF R, #Ei%E SEQIDNO: 19, 41. 42 Al 25 PR B F 51 3t 1-18.
1-16+ 1-14, 1-12, 1-105 19, 1-8, 1-7. 1-6+ 1-5. 1-4, 13 B¢ 1-2 MR, 1
N R . fE—de st 2, BV, fANERER R R AETE CDR 2 AMW Xk (B, FR
Hy. fE—estiE R F, AR AR K ETE CDR X3, #lilk4 CDR1. CDR2,
CDR3 HFf—A~ BT =A RSty B, B, AR R A7E CDR XA

ik CDR X 1.

fE—es g B, TR AT ARG IR R AR 7 5 SEQ ID NO: 19, 21, 23,
25, 37. 38. 39, 40. 41 5L 42 FrsERB T3,

E—Ses iy 2, B BORT ARG k&R A ER 7 5 40 SEQ ID NO: 19+ 21, 23,
25. 37, 38. 39. 40. 41 5,42 fAiRn.

E—Yes ) B, PR AR AR IR VeH . fE—2es0ji 7 &, VaH2 AR
F. 8 BB AR SR R AR g R ek o i LA YU VS FA HE NA B AR — AN B MR
FEERTR I B W RGP AR LE R T B BB 5 R — A AN ERR AT S < AR
W NIRAC BT CUHAEE B S e R P o i SR ol AR S5 M I M N Z O B LU 4544«
FR1-CDR1-FR2-CDR2-FR3-CDR3-FR4.

fE—Ye St 7 E i, AR AR T 54K B iR 1) B ] AR g e T — R A A AT R
AL BRI AR LI fE — 2 BAR R SEE Ty B, 45 84 SEQID NO: 19, 21, 23, 25,
37, 38+ 39 B 40 [EFEER T 71 I BL T AR 25 I A A0 F) QORI BT AR S A g . — s
e, FTihgs &M RIRA BT AR S A IR IR IR 2. BRNVRILT .

A A ARSI AR N G S AR AR, Bt S HRRM NS5 E A imE R g
. bk, 7SSty R, AR T 5 AR R AT B R T A g P AT 3
$iE5E BCMA R a] 45 ittg., £ mpsrZd, RBMH{584 SEQID NO:
19. 21, 23, 25. 37. 38. 39 5 40 MR ERF IR A B &I HEH 2 BCMA HH
AR ZE R FTLLEE ELISA. AR RTEE B T ILHR(SPR)I & B AR 2 50 F)
AR HoA 77 230 2 5 BCMA K
AR GE e 3R TE L Sh P R B N TR

AP IERAL T — e TR A PR

&5,

+
Sy

FE—SESCH 7 28, PR sE4v45 & % BCMA )

BCMA (YRR AR G5 Mg AR S W SRR ARy s 81 P ey 5 v

AR Y CDR(CDR1. CDR2 Al CDR3) AR AT FIR LT Tk S1 H . il (i spmy s
SERBHEKEERFFIRMET TR S2 F.

K S1: ALY CDR JF 7

A H CDR1 CDR2 CDR3
1A1 BA]AR GWNKH SIFRDGKTAYTDSVKG DLPGSGLPAF
et Ab Y (SEQ ID NO: 7) (SEQ ID NO: 8) (SEQ ID NO: 9)
1A10 0] VACMA TIVADFGTTNYAASVKG TQRGGIDWCDEINY
A G i (SEQ ID NO: 10) (SEQ ID NO: 11) (SEQ ID NO: 12)
1A10-V1 3 VACMA TIVADFGTTNYAASVKG TQRGGIDWCDEINY
AAFLERE | (SEQ ID NO: 10) (SEQ ID NO: 11) (SEQ ID NO: 12)
1A10-V2 H VACMA TIVADFGTTNYAASVKG TQRGGIDWCDEINY
AARLERE | (SEQ ID NO: 10) (SEQ ID NO: 11) (SEQ ID NO: 12)
1A11 BA]4p SACMG RIETGYGGTVYADSVKG | KRSWCTPTWWHELDYNY
e AbE) (SEQ ID NO: 13) (SEQ ID NO: 14) (SEQ ID NO: 15)
ALV B SACMG RIETGYGGTVYADSVKG | KRSWCTPTWWHELDYNY
(SEQ ID NO: 13) (SEQ ID NO: 14) (SEQ ID NO: 15)
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AT AR SE R IR
1A11-V2 B SACMG RIETGYGGTVYADSVKG | KRSWCTPTWWHELDYNY
WAssE#IR | (SEQID NO: 13) (SEQ ID NO: 14) (SEQ ID NO: 15)
1B10 H.A] 4 GWNKH SIFRDGKTAYTDSVKG DLPGSGLPEF

VA AR (SEQ ID NO: 16) (SEQ ID NO: 17) (SEQ ID NO: 18)

% S2: Rl Adkii e KTy

275 IR SEQID

1Al #i7s | QVQLVESGGGSVQAGGSLRLSCTASGYTFRGWNKHW YRQAPGKE
RELVSSIFRDGKTAYTDSVKGRFTISQDNADATVYLQMNSLKPEDT 19

gtk AMYYCKYDLPGSGLPAFWGQGTLVTVSS
1a10 ¥y | QVQLVESGGGSVQAGGSLRLSCAASGYSSNVACMAWYRQAPGKE
A REWVATIVADFGTTNYAAS VKGRFTISQDNAKNTVYLQMNSLKPE 21
SRR DSAMYYCAATQRGGIDWCDEINY WGQGTLVTVSS
1A11 %77 | QVQLVESGGGSVQAGGSLRLSCAASGVTFNS ACMGWFRQAPGKE
AR b REGVARIETGYGGTVYADSVKGRFTISRDNAKNTVYLQMNSLKPE 23
- DTAMYYCAAKRSWCTPTWWHELDYNYWGQGTQVTVSS
1B10 #7) | EVQLVESGGGSVQAGGSLRLSCTASGY TFRGWNKHWYRQAPGKE
A RELVSSIFRDGKTAY TDSVKGRFTISQDSADATVYLQMNSLKPEDT 25
AT AMYYCKYDLPGSGLPEFWGQGTLVTVSS
1A10-V1 | QVQLVESGGGLVQPGGSLRLSCAASGYSSNVACMAWYRQAPGKG
AR5 | LEWVATIVADFGTTNYAASVKGRFTISQDNSKNTVYLQMNSLRAE 37
15 DTAVYYCAATQRGGIDWCDEINYWGQGTLVTVSS
1A10-V2 | QVQLVESGGGLVQPGGSLRLSCAASGYSSNVACMAWYRQAPGKE
AR | REWVSTIVADFGTTNYAASVKGRFTISQDNSKNTVYLQMNSLRAE 38
15 DTAVYYCAATQRGGIDWCDEINYWGQGTLVTVSS
1ALLv] # | QVQLVESGGGLVQPGGSLRLSCAASGFTFNSACMGWFRQAPGKG
A REGVSRIETGYGGTVYADSVKGRFTISRDNSKNTVYLQMNSLRAE 39
s DTAVYYCAAKRSWCTPTWWHELDYNYWGQGTQVTVSS
1A11.v2 5 | QVQLVESGGGLVQPGGSLRLSCAASGFTFNSACMGWFRQAPGKER
S EGVSRIETGYGGTV YADSVKGRFTISRDNSKNTVYLQMNSLKAED 40
RES R TAVYYCAAKRSWCTPTWWHELDYNYWGQGTQVTVSS

SEQ ID NO: 41 3.

QVQLVESGGGX1VQX>GGSLRLSCAASGYSSNVACMAWYRQAPGKX:X4EW VXTIV
ADFGTTNYAASVKGRFTISQDNX¢KNTVYLQMNSLX7XsEDXoAX Y YCAATQRGGIDWC
DEINYWGQGTLVTVSS

He, Xy HSEL, X APELA, X3 HGEE, X4 NREL, Xs HNAES, Xe A
S, Xy NREK, Xs NATP, X NTHS, Xio N VI M.

SEQ ID NO: 42 [#%].

QVQLVESGGGX 11 VQX12GGSLRLSCAASGX :TENSACMGWFRQAPGKX 1. REGVX sR
IETGYGGTVYADSVKGRFTISRDNX;;KNTVYLQMNSLX7XsEDTAX1sY YCAAKRSWCTP
TWWHELDYNYWGQGTQVTVSS

HA, XpNSEHL, Xo APEA, X NFEV, XuNEEG, Xis NA S, Xis
HNAES, Xy WREK, Xis AP, XN VM,

AR BRI T 455 BCMA fdiid, HAS iR sy As g fid,

fE—stiir b, ANRS & BCMA RIPUARS LR AR EFUAS 2 S P iA .

E—NSEEy R, AR PR R PR ES Fo M4, IEM, ATk Fe A A IgGl.
IgG2. IgG3 2% 1gG4 1) Fe.o

E—Seseitiy &b, Frid BAtEpiiA 845 SEQID NO: 27, 29, 31, 33, 51. 53. 55
B 57 AR B B/ 85%. 90%- 91%- 92%. 93%- 94%- 95%- 96% 97%- 98%- 99%
2 100% 1 [F)— M EEE R T 7

A S IR T R M SRS S BUR (B0 1A10-V1, 1A10-VI, 1A11-V1, 1A11-V2
%), BBRAEGMIES N 1gGl ) Fe e, 8l Fo R — % k.
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KR PRET B RILER, HESRILEEIFTRIE S BCMA IPURK £ #2855 .

A S BRI T A, HAaE AR ITRRAZRE.

AR BIRET B rE M, KSR R EITIRAZEREAS K AR R

A AR T #1454 Kk BT IR B9 456 BCMA BIHURRI 1%, AR IR R B R E
TEEM, FHRERIE S BCMA BIFifE, HHEERR T o B4 priddi& BCMA
SE7 RN

ER\RETHYAHEY), REEERAMRBNE S BCMA MPUEZ% Eal Bz
Ak
AR IR T ARG P IEIT BCMA RIAFH SRR 7k, HARE T id 23 it
FVRIT B R IA K W ADR IS & BCMA I ASRTIA 1 254 &4 «

IL 421

AR ISR T A A R AR G R IR 2 R PR, AT DR ) R 4R BB R TR A
BCMA, BAULS T L&, BE T G r R 54 16 1 .

KH B gE i, AT E 2 AW AN Fab (R, 0T BRIK BB G e fl
HEHERIASEL

AR R L4 ST R RO T R M AR i R 4B . TE—SE ST
ZH, AKBMZERETURAES S AE 2R RN, JEH, AKRBHZRREDUR
XA [F BCMA FIEKF IR R T BRI A Giste. Fim, Xf—4 BCMA
FRARRIA [ IfyRa 40 f R B T 8 A 57 A A 1 i o

A B 20 R PEPTORTE R I B A PR M R R, Al N R BUKPEUR, T
FEACAE R CD3 fdiis S B2 g o 7 R R, IRm e,

A DRSS 1A R R T — MR n S @ 245 R bk, Bk, ARk BIRE
T2 RERUE, A

O&EAFE PR E PRSI

()& B _PERNSE —PURGA#H, A,

()4 &5 — PR =PR 4 &,

HAFrRE—hii N BCMA B ATAZE P T gifadis, ks —piRss
BTN = HUR 45 SRS N B AR S M 0 B B S AL DL R AR — T

()&% SEQ ID NO: 7 Fim& 2 751K CDR1, 8- SEQ ID NO: 8 firn&E 275
] CDR2, FHL% SEQ ID NO: 9 FinE R /741 CDR3;

by SEQ ID NO: 10 Fi~@ MR 751 CDR1, 8% SEQ ID NO: 11 A& 27
Ff¥ CDR2, FE,% SEQ ID NO: 12 & 2027 411 CDR3;

()&% SEQ ID NO: 13 T~ &7 51 CDR1, % SEQ ID NO: 14 T "E &R T
%f¥] CDR2, M7 SEQ ID NO: 15 i~ &£/ F 71/ CDR3; &

(dyB,& SEQ ID NO: 16 A& /551 CDR1, @+ SEQ ID NO: 17 fI R E &R T
%IH) CDR2, FIfL% SEQ ID NO: 18 A& EM 7 CDR3.

AR, FTib S — PR 4 A =PRSS SRS N4 & BCMA I 5] AR 4544
o E—HESTET EF, FIRE PR AHIEE F3(). (b)s (©)B(d)FTIR M B AR E
X. et rEd, RSB =PREEHEIES L3 () (b). ©BDFTRKEARE
X. TR LRt puiad, FrRsE —huRg A 55 =R g AT LA R~
[H, A PABST R BT B A & TR R oAl AR S e T A, — N R R, TS
—PiRG GRILS5 S RS S EIEMEIR: B—AEERNTR, RS —PiRsS &
5B =R G AP AR

F S3 RBIMERIZIEE TRR 2 CDR R 3 — PR G S B 5 5 = PR 4 PR RIS
E AR ZRERYUE. — MRS E, TRE - ESSHEIE S EXXo)mR
FEAMNRE X, F HATRE =PRSS E S E (o) frid it Eabdee X, BIFTRE —PiE
et g A% SEQID NO: 10 FTRE &AM 751(% CDR1, 7 SEQID NO: 11 FinE
PP F ) CDR2, AE-4 SEQ ID NO: 12 FinE 2R F41K CDR3: FHHFTRSE =R s
EHEIRES: B3 SEQID NO: 13 Fias &7 51 CDR1, 7 SEQ ID NO: 14 fT~g
B2 731 1¥) CDR2, 18,2 SEQ ID NO: 15 i n &AL /7711 CDR3. 7 — MR L 7 &,
P =R A HBE S L X ORI EANRAEX, FEARE —IREEHERES L

10
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SRR EAMRE X, BPFTIRE =PiRGE A EE . 4 SEQIDNO: 10 Fin& £ ¥
Fff) CDR1, % SEQ ID NO: 11 FiRE BT\ CDR2, F14% SEQ ID NO: 12 FiRE
BB FFIR) CDR3; FFHFTAE —HE S AEEIE S 8% SEQID NO: 13 fin& &R T5
i) CDR1, A% SEQ ID NO: 14 i &R F 71 CDR2, A% SEQ ID NO: 15 &
B 74 ) CDR3. B EAEM—NEE, g —PEg a8 E 4 SEQ ID NO: 10 il
CDR1, SEQID NO: 11 i/~ CDR2, 1 SEQIDNO: 12 Ai7~f) CDR3; FH HATKE =4Hi/F
SEEHIHE A SEQ ID NO: 13 7R CDR1, SEQ ID NO: 14 if7<ff] CDR2, #1 SEQ ID NO:
15 /s CDR3. B — AN HARM TR, FridE =imRd &HP1E4 SEQID NO: 10 FTRi
CDR1, SEQID NO: 11 fii/xfi1 CDR2, 1 SEQID NO: 12 i/~ CDR3; I BTk 5 —4)5
&M% SEQ ID NO: 13 fisii CDR1, SEQ ID NO: 14 fii7=H CDR2, 1 SEQ ID NO:
15 Fi7~ff) CDR3.

2 S3 BN BR E 5B — PR 4 SR 58 = it B 25 S L1 CDR 4F4E i 245 F b 4t

fi
PRk
A
e R @ ®) © @
B trtish
@ @+ @ @+ ®) @ +© @+
(®) (b) +() (b) +(b) (b) +() (b) (@
© (© +(@) (©) +(b) (©) +© (© +d)
@ @) +@) (@) +(b) (@ +(©) @ +(@

E: BPXO+ (O)ERZRHERETURD S =PRSS SRS PR S S A S
F, Plb) Ha)FRL RS ERUAR B =PRSS HBRE SO0 IR EANLEX, [
PRSI A @R EAUE X

W—BH, fE—S s 2, TR —PuR S SR =PRSS SRS B ko
HIfE&5 SEQID NO: 19, 41, 42 825 frnFH BA 2 85%. 86% 87%- 88%-
89%-+ 90%. 91%-+ 92%. 93%. 4%~ 95%- 96%- 97% 98%. 99%EX 100%¥1[F—k [
AR F .

E—EeSifi B, FTRE — RS SBIE S5 SEQID NO: 19, 41, 42 8 25 fin
R EAE ZE L 85%. 86%. 87%- 88%. 89%. 90%. 91%. 92%- 93%-+ 94%. 95%.
96%- 97%- 98%- 99%5% 100% 1) Rl —MEME LB 75 . £ — sy £4, Ak —t
B4 A4S SEQ IDNO: 19, 21, 23. 37, 38, 39. 40 8 25 finFhAA £
85%. 86%. 87%- 88%. 89%. 90%- 91%. 92%. 93%. 94%. 95% 96% 97%-

98%. 99%EX 100%M A — LN E IR 75, 7E— L EARSERE T &b, Frids R4 &
HHUELS SEQ ID NO: 19, 41, 42 8% 25 FrRME T 4. &L AR RS 77 &4,

FrR B — R G S04 SEQ ID NO: 19, 21, 23. 37. 38. 39. 40 B{ 25 FinHIE 28R
4.

S e, FridF =hESEHHEE S SEQID NO: 19, 41. 42 8k 25 iR
FHBAZED 85%. 86%. 87%- 88%. 89%. 90%. 91%. 92%- 93%- 94%. 95%.
96%-~ 97%- 98%- 99%EX 100%I1 Rl — I IR FH). £ —LstfE )y 24, Fridsd =it
BEEEHHE4%5 SEQID NO: 19, 21. 23, 37. 38. 39. 40 8 25 fin 3 G £/
85%. 86%. 87%- 88%-. 89%. 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%.

98%. 99%H 100%MI A — MM EEE 75, BRI TR, FridsE =944
HHUELS SEQ ID NO: 19, 41, 42 81 25 ArnME IR T4 . &2 BRI Sei 7 £+,

Frid 58 =R 45 S84 SEQ ID NO: 194 21. 23, 37, 38. 39. 40 8% 25 Frs & 2R
5.

E—Ee BRI ST T =R, FridsE —PiR 4 S E 45 SEQ ID NO: 41 Fin/F 3l A
BN 85%- 86%- 87%- 88%-~ 89%- 90%- 91%. 92%. 93%. 94%. 95%- 96%-
97%- 98%. 99%Y, 100% ) [F —MEMEERR T 5] H HIrRE =94 5HEIE5 5 SEQ
ID NO: 42 Fion T3 EA Z7 85%. 86% 87%. 88%. 89%. 90%. 91%. 92%. 93%-
94%. 95%. 96%- 97%- 98%. 99%5L 100%MHE—HHEAERFH . —NEEPTE,

11
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P B —PrR 4 a4 SEQ ID NO: 41 FisIEIIRFS], I HARE =PiREE &K
Hifl & SEQ ID NO: 42 FiRE T, —E RN TR, ke RSk
# SEQID NO: 21. 37 % 38 FrnME LR T F, FridsE =34 A& EUE & SEQ ID NO:
23, 39 3k 40 PR IR 7 7).

fE—esefir £, FriRE—ESEEIE S5 SEQ ID NO: 42 fiRFHEE &5
85%. 86%- 87%- 88%- 89%+ 90%-. 91%-. 92%-. 93%. 94%. 95%. 96% 97%-
98%- 99%N, 100%H Rl — M IR 75, IHHTRE =PELEHNE S5 SEQ ID
NO: 41 fiRFH B Eb 85%. 86%. 87%. 88%. 89%. 90%- 91%- 92%. 93%.
94%. 95%. 96%- 97%. 98%. 99%EK 100% ¥ F— A LB 5. —NERRTE,
Fid B — iR 45 &A% SEQ ID NO: 42 FinIEIEME T4, 3 HANRE =R &k
Hf1 4 SEQ ID NO: 41 FiniE B 7 5. —F BARRY T %, Fridsd —PiReEg S HEE
2 SEQID NO: 23, 39 5 40 FnMEER T H, Frids =HilR g & HLUE 5 SEQ ID NO:
21+ 37 8% 38 FRME R T 5.

—ANSEfl, PR —PUR 4SS SEQ ID NO: 21 FiRE R FH, ks =
PURSGE M 21, 23, 37 38. 39 B 40 JRE ERIT).

— A2, R SRR S AA SEQ ID NO: 21 iiRME I 751, ks —
PURG SRS 21, 23, 37 38, 39 B 40 FrsHIE R RS .

— A, R E RS A EEIUE S SEQ ID NO: 37 a2 T4, JFH g
=PRSS G2 SEQ ID NO: 39 Fin a8 71 .

— AL, R E—PUR 45 A4 SEQ ID NO: 37 iR E il 3%, It BTk
B =HUR S G4 SEQ ID NO: 38 i IE LB F 71 .

— A2, RS —PURSS A BEVE A SEQ ID NO: 37 TR & ZEE 74, 3 H TR
B =HiR S S EE SEQ ID NO: 40 FiaE i 771,

— S, TR HE—PURS A S SEQ ID NO: 38 s E LR 75, JE AR
FBEHURESSHEE A SEQ ID NO: 39 i E BT .

— NS, R E —PUR 45 A S SEQ ID NO: 38 TR i 55, It BTk
BEWE S S EE SEQ ID NO: 40 TR E IR F51.

— A2, PR E—PUR LA a4 SEQ ID NO: 39 FiaE AR 5%, AR
=R S S HEE S SEQ ID NO: 40 FiRiaE E i 771,

— Az, Frid s =HR S S Ve A SEQ ID NO: 37 g £ 7], 7 Bk
S —i R S A HVE S SEQ ID NO: 39 it RE T4,

—ANSEfl, TR =PRSS S SEQ ID NO: 37 & &R T4, HHAR
WL ST AE SEQ ID NO: 38 RE IR F51.

—ANSfl, TR =R & BB A SEQ ID NO: 37 P& AR 74, H AR
B A HESAE SEQ ID NO: 40 R ERFF).

—ANsefhl, BT SRS S EEME 4 SEQ ID NO: 38 FInE AR 54, H HAnA
B HEL SIS SEQ ID NO: 39 IR FFRF5.

—ANSEfl, TR =PRSS S B SEQ ID NO: 38 FIRE AR F5, HHAR
PR ESHHE S SEQ ID NO: 40 IR HE 751 .

—ANSefl, PR =PRSS S5 SEQ ID NO: 39 FiRE A F5], R
55— JE A2 SEQ ID NO: 40 IR R F51 .

—ANfl, TR BRSSO = R S LA SEQ ID NO: 21, 23,
37. 38. 39 B 40 ISR IT 5

K S4 =B T EKEERRT IR E PR G SR S = PR A SR A R A S
Wi A A E e T
2 S4 TR B IR E B — P R A S AN S = R A SRV E R R 2 R

—HR
& 1A1 5. | 1A10 22 | 1A11 3 | 1B10 & VIIAQ% Vlegﬁ VIIAQ;T igl;
ﬁ ﬂ@é% Ef&?ﬁ ﬂ@f?;ﬂi ﬂ?&% §Eé¢$@ @Eg:*@ ,}E@:m EI@E@:
it A At AR ;; ;;'i ;; W;

F=
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bt

RAA

FIRR

1A1+1 | 1A1+1A | 1A1+1A | 1A1+1B | 1A1+1A | 1A1+1A | 1A1+1A | 1A1+1
IALSA | AL [ 1050 | 1R |10 %57 [10VE [ 10V2 | 1LVL | ALLV2
sty | RS | AW | Aghh | Aghly | RETE | R | RATd | R
| i . gt | it | S | s

1A10+ | 1A10+1 | 1A10+1 | 1A10+1 | 1A10+41 | 1A10+1 | 1A10+1 | 1A10+
IAI0 % | IA1 2 | A0 | A1l 3 [ Bl10H | AIO-VI | A10-V2 | Al1-VI | 1All-
AIARLER | ARG | wrAREE | WAL | mrdssh | RATAR | RATAR | RArAR | v2
e M| MR T35 ik SRR | SRR | G | wARG
3

LALL # [All+ [TALI+1 [ TATI+1 [TALL+L [TATI+1 [TAT+1 [1ALL+L [ TATL+1
A5 by LATHL | ALO | ALLHL | BIO# | AIO-VL | AI0-V2 | ALL-VL | AT1-V2
R | o | ases | rasgs | s | EEAE | mEd | et | s
2t M | W AR Fyd g | S | i | diiR

\Blo s | B10+ [1B10+1 [1B10+1 [1B10+1 [1B10+1 [1B10+1 [1B10+1 [1BI10+1
‘Zi 1AL | A0 | AI1% [ B10# | AIO-V1 | A10-V2 | AIL-VI | Al1-V2
R e | rmg | wass | was | Sk Rk | Rk | gk
> ik | MR it it Hif | G | A | S

LA10- | 1ALO- 1A10- 1A10- 1A10- 1A10- 1A10- 1A10-
1A10-V1 | VI+1A | VI+1A1 | VI+1A1 | VI+1B1 | VI+1A1 | V1+1A1 | VI+1AL | VI+1A
Bn[ARLE | 1 BT | 0 BT 1 AT 0 B O-VI ¥ | 0-V2H |1-VIH |11-V2

Py i Apphtly | Avgii | Ak | Avgiky | wrAssE | wrAsgy | Assh | RATAR
i, i, 1% e P P Fyis Gk
1A10- | 1A10- LA10- LA10- 1A10- 1A10- 1A10- 1A10-
1A10-V2 | V2+1A | V2+1A1 | V2+1A1 | V2+1B1 | V2+1A1 | V2+1A1 | V2+1A1 | V2+1A
BjArgE | 1R | O BE | 1A |0HA [ 0-VIH [ 0-V2E | 1-VIH | 11-V2

it ApLER | Apdii | Agii | Abgik | rARsE | ErAssy | mrAssy | AR
3, I, % 3% Ptk Pk sk LRI
IALL- | 1AL1- LALL- IALL- 1ALL- IALL- LALL- 1ALL-
1A11-V1 | VI+1A | VI+1AL | VI+1AL | VI+1B1 | VI+1A1 | VI+1A1 | VI+1AL | VI+1A
FEAsLE | L] [OBA | LEA [0HA | O-VIE [0-V2E | 1-VIHE | 11-V2

P38 ARLENG | ASEER | AN | ABgEK | WIARLS | WARLS | WAsgE | RATAR
=1 =1 % 21 F3k PR ks LRI
1ALl- | 1AL1- 1A1l- IALL- 1ALL- LALL- LALL- 1ALl-
1A11-V2 | V2+1A | V2+1A1 | V2+1A1 | V2+1B1 | V2+1A1 | V2+1A1 | V2+1A1 | V2+1A
galAsgs | 1 HA | QAT | LA [OHAT | 0-VIIE [ 0-V2 B | 1-V1 3 | 11-V2

F38 Apphpy | AsgERY | ApgENy | ApghNy | WTARdy | WrAvsh | mrdvsh | AR
i, 3 1% 2 Pk PR ik Sk

1 BHXO+ (V)ERSHR R =PRSS S HUR S — R & AR 4L
B, Bl “1A10+1A1 SRR AR LRI KR 24 RUPUR PR =PRERLS AN 1A10 ]
BRI EERTF, RN E PR A HEN 1AL R BN ERR T4 17k
T R B AR M I E B S 2 LR S2.

AR, BRI S — PR 45 SR e DR BRIE Bl e Y S N TRAL R . BTk i 58 =t
JRGE SRR LR ISR . AR L . A JRAL TR S B, E - RL iy
W, RS PR S SRR SR SRR NI, —BSEEy Bh, ATk
B PUR S AP S =PRSS S BT R IR Bl s i .

AR B2 R IETATR, Frides PR S SRR RS T 40 i R D Ak
1o PR S iR &5 S DU Fab, ScFv 8 ScFab. — PMSEfiFEF, ARGyt T
IR S CD3. — AR T %R, TR PR S HHUAEE S CD3 1 Fab. 55— A
RS, Rk PR AN S CD3 K ScFv.

fE— Sy Bh, R PUR A AR RIER . BRE B RILK .

13



WO 2022/218380 PCT/CN2022/086842

E—stfi £, FTRE RS AR EE AR, ridEsE
AR X A& L FHAMLEX: A4 SEQ ID NO: 43 fiRn& R F%I HCDR1, % SEQ
ID NO: 44 A& 248 7%/ HCDR2, 182 SEQ ID NO: 45 Fi~nE £ £ 51 HCDR3;
Fridiz ek n] B X 64 SEQ ID NO: 46 A& ZE LT 71 LCDR1, &% SEQID NO: 47 At/
SAEMT Y LCDR2, 4 SEQ ID NO: 48 fiiR& H M2 /F 5 LCDR3.

—NEARRIT R, PR ESE AR XA SEQ ID NO: 49 AR 25 (X ff) HCDRI,
HCDR2 1 HCDR3; Fiid 5 v 25 X % SEQ ID NO: 50 i~ {748 X [f) LCDRI,
HCDR2 fll LCDR3.

s £, TR —hURS ABEVE &5 SEQ ID NO: 49 ATyRfFHHA % /b
85%. 86%- 87%- 88%- 89%+ 90%-. 91%. 92%-. 93%-. 94%. 95%. 96% 97%-

98%- 99%% 100% IR — P &7 I EHE A X B3 5 SEQ ID NO: 50 )77
BAED 85%. 86% 87% 88%+ 89%+ 90%- 91%. 92%. 93%. 94%. 95%- 96%-
97%- 98%- 99%%, 100% 1 [E — I E 2R 7 IR X ., —ANEERETR, FRE
CHURS S E TS X A5 SEQ ID NO: 49 IR 77, I H AR TTAFX
3% SEQ ID NO: 50 AinIA R F5. —MNEEMRKITE, Fridd PR EHER\E
BER] AR X A2 BE ] AF X AR 251 4 SEQ ID NO: 49, 50 fa o

£ S5 BN PR S A BT CDR ATAT AR X 731

5 LR SPQID
CD3-HCDRI1 TYAMN 43
CD3-HCDR2 RIRSKYNNYATYYADSVKD 44
CD3-HCDR3 HGNFGNSYVSWFAY 45
CD3-LCDRI1 RSSTGAVTTSNYAN 46
CD3-LCDR2 GTNKRAP 47
CD3-LCDR3 ALWYSNLWV 48

EVQLVESGGGLVQPGGSLRLSCAASGFTFNTYAMNWVRQAP
GKGLEWVARIRSKYNNYATY YADSVKDRFTISRDDSKNTAY
LQMNNLKTEDTAMYYCVRHGNFGNSY VSWFAYWGQGTLV
TVSS

CD3-VH 49

ELVVTQEPSLTTSPGGTVTLTCRSSTGAVITSNYANWVQQKP
CD3-VL GQAPRGLIGGTNKRAPGTPARFSGSLLGGKAALTITGVQPED 50
EAEYYCALWYSNLWVFGGGTKLTVL

AP 2 R PP T U T Fe 3, 3 — PRSI B PRSI 5B
=PRSS SR S E SR BT

AP 2 S PSR T DARAT Fe 3, Fo 3T BUE K. #R48E Fo S5 2L
VAR i

B4 Caali s NS AT

AR 2 R e DU A A3 FT LA L2 MRS S Bl & . A — LB SEiTT R, TR
ZRERIESUR, HIL A5 Gv) A Fo 2 ki i Fe 3.

=PRSS AR T LS 5 PR S AR R B PR A SR R . 1S

(1) FIATIEFRA T 4, PR =HUR A GRS A — PR & SRR &

FRIEZ FIRESK R e fE58 (20 FATIEFRRISSIT A, Frid s = PuRas S BT
R —PURS RPN, R KR DR

FEF (1D MR FR ST P, PR =y R G SRS b 5 — PR LS SR
BtRb e, (ERA KBSt G . — DERRITTR, kS =pRa aHERER C
Uil e 2 O PURSS SR N . 3B, AE SRS S, TR PR S G
BeAe b C dmfib & T8 Fe M — Fe Z KK N o, ik 3 — PR 4 &N ScFy
HAURS PR e B EH C Infilt & 2 FrA Fe 311 53— Fo 2 AR N i fF 5] — 25k
7 %, Bk — iR GARIER C infil G 2 Tk Fe BRI H A —/> Fe 2 KA N 3,
PR 58 — B BN Fab HPTIR 5 — PR 45 S HRAE . Fab BHEN) C Imfit & 22 ATk Fe
I 55—~ Fe Z Ik N 3t .
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TE—NEARMSTRE T Z T, iR —PuRE SHEUR S =PRSSl sy Ny mny Ar g
Fig, PR PR SE SHEEON Fab, FTiAZE—PilR 4 S ETEH C iifld ZFTR Fe B
Hrip—AFo Z kI N iy, FrReE —HiR 45 A7 & Fab EHED C st & Z AT Fe 1
F—A Fc ZREM N ing, Frid 58 = PR 45 A r 5 C sl & ERTIR S — PR & S
N ¥ito MRMGE RN TE SA . W TFsLit &, #— P FEAENTE, 245
SUYiREE =2 KEE, KPP FE 52T A LRNE —PURES A, 5 =huag
BN Fo P H T —A Fe 2k, B4 ZRBESA LR —HUE S SN Fab B4E
R Fe 38 55— Fe 21k, HB=%Z N ERE —HR & GBI Fab 24,

e R — N EARRSEE T Z A, P S — PR 45 A EEUR 28 = PR 45 f ity o son] AR
GERE, PR e T h RS SN ScFy, FriR S — PR SHEEH C mfh& £ ik Fe
HHIHE A —A Fe Z kM N 3, AR s PR SRR C Wmatd 2 AT Fe 810 5 —4
Fc Z KA N 4%, PRk =3R 4 FRER C Rl & EkE — R4 S N 5.
RS TR R R T 5B Ao X T IbsEiey &, b AENTE, 2R
REAWEZIEE, HPBE K2 KESH LERME - ESEHE., FERESEGHR
M Fe B HAF—A Fe 2k, &2 WS E LIRS iR SHE Fe il 5 —1
Fc Z Jik.

ST =R G SR ERE T A, 5 () MRBRNSEE T ES, e =450
RSP ITR S RS SRR S, (RS d BRI E G . BT
E, IRE =PRSS SR CInfl A 28 PR AHHYN N ug. 3010, F—ik
SEHETEF, FoPRSAERIER CInEhE EATA Fo B EF —4 Fe 20 N 3, AT
W PR G EHEON ScFy B TR — PR 45 SHEEE R C Sl & EFTE Fe 5 —1
Fc Z kM N iy 7E5 —26sTiti 7R+, Frids—huRg e C Wil & 2 AT Fe i
FHEH— Fo Z/000 N i, FTid s PR 45 S8 Fab HFTIASE —hi R 45 S HEr H
Fab EHER C & 2T Fe 3 7 — > Fe 2 K0T N I, Hor, FridsE =9l 4 s it
A E TR PR 4 AR Fab 54% 5K Fab EHER N U .

TE— MRS T EF, FridE PR SO =PRSS gy y mny Ar 4
i, PR PR SE AR ScFy, FTiRSE—Pu/R 45 &b C Al s E TR Fe 1)
FIH A —A Fe 200 N 3, FTIREE PR 455 HETER C & ETR Fe Bt 75—
Fc Z KK N i, Fridsh =3R4 S C Rl & B S R 4 SHEH N .
MRS R R R T 5C o TSz TR, #—PHEAKRN, 24 ERE
BHH%&LZIKEE, HPE 42 hEEHE DBNE PR SR Fe P —A Fe £
R, S ZMREEEA RN PRSI, B =PRSS A YO Fe 81 5 — 1 Fe
Z k.

TES— N EARRSEHE T 2=, FTid s — PR 45 S HEEU 3 = PR 45 &t o] 45
iR, TR PR AN Fab, FTREE— PR S5 SR L C iRk & E FTid Fe 15
FHE A —A Fo ZRE00 N 3, FTibsE PR 5 S e H Fab EEEM C smih& ZE 1A Fo K
FI 55— Fe Z /KK N o, IR =3R4 SR PTEE C Ml & 2R 5 PR 4 A
[ Fab 42551 N 3R HIGE R B HEOHER T B 5D Al ik 5 —hu i 45 A ALY Fab =
BER N dig. ST M S, HM—SHEMARE, 2RFEPUAREA =42, HhH—
%2 IRESE AR S — PR S SRR Fe S —A Fe 20k, 8 &2 hEaH L
N PR G- RIEUE Fab BHER Fe M 5 —A Fe £k, =22 KEEEE EiRE =
PR G G PN [R5 SR BN Fab 24, mkR, ZERMHEES =42 IkkE,
HpE— 2R SE DR — PRSI Fe B P —A Fe £k, F&Z0K
BEEA LARSE —hUR S S Fab E4E. 5 =PRSS A EPU Fe 8iM 5 — Fe 2K,
FoAEZREESE LIRS PR S SR Fab 5255 .

IR FTIA S PR 45 S ECN ScRy i, RS R FEEE AT AR X (VH) R EE AT AR X (VL)
FIHEFI TR AT, B, fE—ASEia 7 R, Frid s —hus A8 VH A VL M
N 4 E) C iz VL-VH BINFHES ] 785 — N SEidy B9, BTl R 45 &8 vH
A VL AN 53] C wid& B8 VH - VL [R5 7HES . fE— sz F =, b —Piisg &
Bt VH 1 VL 2 k3R A 2R ScFv.

R R, ZRERNPUEI S Ao T EME SR, E RS AT
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IR B AU LA B Rk BRI 2 B s — AN E MEERR, WY 1-50 MR
BBy, BEERL S, AU AN AT LA LS.

Frif 28 = PulR G5 St e ml DU E Bl 40 th ik Sk 5 58— PR 45 s B8 — PR 45 A4t
HEhs. —RSE R, IdE RS A A E ek 5 RS SR
B GRARE . TE—Hi T EP, b —HRG A BN ScPy i), Hiphn|
AN XN E 5 A AR X 246 IR Sk T B

R HESR Y AT LASS B ST SR AT TE B, 0 aomy LA A o B R R /e R v 3k
ZHk. EEMISER T B, REESKHE IRSER 1 3] 50 MR, HPmas
Bl DIE H 20 NMRARFAEMNERER, FERENSTES, 18] 50 MEEREAH
2. NEE. BER. 288, KA. SEBMBER. Fik, SRR k.
AR R HEBROCEREGly)d. (Gly)S). F(Gly-Ser). (Gly)3AsnGlySer(Gly)2.
(Gly)3Cys(Gly)4+ GlyProAsnGlyGly, =k#LFIH 1 WO2019195535 H3 4 AT A HIH

E—Segeil e, ARk AT LR H H &R AL R A s ik ik, 7E— 249
FEF, iRk aSmEEREE TR O 1. 250 340, 440 5400 6.
T8 AN 10 1T 120 13, 14 15, 16, 17 AN 18 19
AL 2040 20 ML b TEESE T R, P REEONEAS UL GGOGS AR IR
Bk, BE GGSGGSGGSGGSGG(SEQ ID NO: 2)I ik kB & GGGPGKR flikEk.
R, FrRYL GGOGS AL S A(GGGGS)n, HA n & 1-10 Z [A{EZES, B
1. 24 35 45 5. 6+ 7+ 8. 9 M 10, BHFATARE AT IUEEFNRE AT, #lan 1-
5. 2-5. 36, 24, 1-4%55%E. ERBEARMSHTESR, R RESLNES GGGGS.
(GGGGS12. (GOGGS)3 BGGGGS)HM Mk £k, R HARMSLiE T E S, FTidE =3
JREE SR K Sk GGGGS(SEQ ID NO: DEUGGGGS)2 B(GGGGS)3 58— PR &
BB — RS AR A . ST B, TR RS A ScPy 4514
B, JEREE W] AR X A H 5E A AR X £ ik EESk GGGGS Bi(GGGGS)2 Bi(GGGGS)3 .

M5 Fe pa, MBS RTEREREE. RSl TR, FrlE—pESgE#s
ZE—BEES Fe HMEP —D Fe ZIEE, FridsE PSR A 5 8455 5 Fe 10
Hrip—ANFe kG . 7E—2sufiy £, RS —R PR 28 Bt Ae A0 B8 R FEM
HE, plin R, BRSNS R EET LLE S A IgG M EEX I E R, A 1gG e
FEXALS AR BE X B Ak, fE—Resuf r P, F—RES/ME _s8ses A
IgG1 FAREE X R ERR; fE—SLi A R, H—REES/AE ZREES A 1gG4 1RHE
X @A . W EfARNSIETRH, H—REE1 S GEPKSSDKTHTCPPCP(SEQ ID
NO: 3), 3 48585 EPKSCDKTHTCPPCP(SEQ YD NO: 4);  7E 55— BAAR ) SEiti 5 3
, %5505 EPKSCDKTHTCPPCP, 3 45465 GEPKSSDKTHTCPPCP. 7F—1Y
HARM S F B, 5 —85E 5 8851584 GEPKSSDKTHTCPPCP %
EPKSCDKTHTCPPCP.

Fc 15

Z 4 REPUER) Fo 8l — X0 GERREE 7 T B W 2 IRs A pe. 71,
GPEIRE H GgG)7r 11 Fe 82 A, HEAN Fe 285 1gG B=HHEE X CH2 A
CH3. Fc MFH™ Fe ZRRAEBIMRE S E . DMy R9, RREKZEEFEH
WAL & — Fe 1.

E—Diy 2, 28 FMHAR Fo g 1gG Fe . 7£— M EARRSeiir £+,
Fc 382 1gG1 Fe . & 9— DL HES, Fo iR 1gG4 Fe dk. #£—A¥E BARR 92t &
i, Felgl 2B ahE 5228 R BN, Tl R EMR BN S228P ¥ 1gG4 Fe 3, I
TR FCPEK 1gG4 UMY Fab BAZH, 76— MEMMISLiE TR+, Feifig A Fo
o fE—ANFEMAEHSLT RSP, Fe 2N 1gG 1Fc .

E—He Sty £, AT Fo B 51840, BIMmEEIRE. ARG ann] b2 (et
T RARIET, BN TR S A BAS SR HBE.,

sy 2, AR Fo A& (LR — BALEHET.

AR 245 R TR EE S Fe 8H B Fo 2k H—A 85— Ea AR E
R aHg, FEik, WA Fe ZEEASEMEIRIKZ KT XL R EHILFRIEL
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FH 5 B A2 AR PR AR LR A BE R 4L S . O T IR AL A h 2 i S AR
R, LR R PR Fo 8 5] NEEFH BN L I & B L8 R .
Bk, fEERARSZETE S, Frid Fo B {3 ATA Fe A Fe £ o 46 & &2 SR AL
o

A 1gG Fe BHIPi% Fe 2k W/ V2 8 B -8 1 A BAF A BIRIALAE Fe 3kt
CH3 &ittgH . Hik, fE—DSirRT, ZEMTE Fo R CH3 &g .

fEERSERE T b, SR ITER “#E A F(knob-into-hole)” &1, A& Fe dH
B Fe Z Rk —H i “M” B4 Fe MHA Fe 2R 55— “B” Bif. &8,
ZIEY RAE—% Fc ZIRIFTBI SR NE” ), TS — 5% Fo £ kP A 5 AR B
FIMIBEC “F17 ), # % Rl DUEMAEIZMFG A+, DMEHESR SRR R iR [R] — R4k
TE Ao st B R ) (0 (51 G s S B B R UK 45 ) IA RSk L — 4% Fe 2 IR AT /N LA
R AT A SR A 2 st o 388 L P S /DN I SR 2 T I (151 0 PR R R B 7 R R 5 B K I R 2 1
BESRALE 55— 4% Fo 2 IR AT A =2 B A 5 O A AH R SAB RIS B B AN 1R o

R, fFEEASET RS, EiE25 RPN — Fo 20k CH3 &iiid, AR
B HEARM SRR R BRI IR B BRI, IIMAE 1% Fe 2 P CH3 25 = ]
SERLAE S —~ Fo £ ki) CH3 S5 H i IR R i die, 76 59— Fe £ ki CH3 45448
W, FAEEE MU AR E BRI E AR, IWEZ Fo 2Rk CH3 &1
P A MR

1E— e BARSTE 77 B9, Fe 38— Fe Z B T366Y/W Bi/f1 S354C, HFH—4
Fc Z I3 YA07T/V. Y349C. T366S /AN L368A. — N HAKISIH], BTk Fe 380 H
R —A Fe 2 IE & & AR EUR T366Y/W I $354C, H—A Fc £ kB SR AR
Y407T/V. Y349C. T366S fl L368A. FESE AR S+, Fe nfLLZ A IgGL ¥ Fe.

17— sy R, BTk Fo A8 S BN T IhRE M & M. 78— HARM 90 5 %
o, 2 REREPUAR Fo BTN 5 R EHTIT B ME) Fe AHEL,  FRAK Fe 8% Fe
SRS A SR NI R/ER AN F IR . IR Fo 3800 Fo S 45 -4 3 R0 1 B/ s A0 31 Thie
tof 24 £ L R R RN A L R A R -

1E— Sty b, FRRE Fo 15 Fe 327K B4 & 35 R0 Ry al s b 2808 7 Shik &t
RE RIS, FE—SirEdh, % Fe 7k H B233. L1234, L235. N297. P331 i
P329 f— P EiZ M B A S E AR, E ST ED, 1% Fe BAERE L1234,
1235 1 P329 (— N Ek 2 My B L ES R AR . sz EP, % Fo @it
BRHUAR L234A F1 L235A, fE—DIXFSERTE T, % Fe £ 1gG1 Fe, JuH2 A 1gG1 Feo
Rt =, % Fe 37E P329 (iG-S &AM AUN . AT AN E T, ZE&s
FREVARZ P329A. P329R X P329G. 7E %8sy &, % Fe G4 P329 AL EEEIREL
3k E233. L234. 1235, N297 #1 P331 fIfr B i 5 —& B AU . 7638 B4 s
W7 T, %S —EEBEACE E233P. L234A. L235A. 1235E. N297A. N297D &%
P331S. E—EBsEffifr &y, % Fo B7E P329. L1234 Fl L235 At & @ . £ Bik
FIS2iE T =, 1% Fo B S & EMREU L234A. L235A 1 P329G( “P329G LALA” ). 1F
EEARK A — AT B, 1% Fe B S S AR U L234A. L235A Tl P329A( “P329A
LALA” ), fE—PIXFSLhE T EF, % Fe 42 1gG1 Fe, JLH& A 1gG1 Fe.

15— FARSEE =P, BTk Fe B2 G4 & MUY L234A. L235A F1 P329A/G/R

FI N 1gG1 Fe &1
DLk K Z Fe 85 Fo ZARMISE & 3 /1 3 RN/8080N T B RE ) & 22 8 VA R AE7E Fe
B4 2 IKEE L.

TE—LUSthi y £, Ak Fe 08 2D 8iiE R Fo 8 —4 Fc Z ik CH3 X5 A
£5 H (Protein A from Staphylococcus aureus) {45 & HIfEfH . £y B9, ZEMHNE
FEFRA. E LS T =Y, TR Fo HUE & AR H435R B/ Y436F, %R M
AR AETE—A Fe £k b, MARAETE R — Fe 2Rk E. TE—AERPSEHET £9,
BTk Fe S8 E R A TEH B —A Fe Z IR E BRI H435R Bi/F1 Y436F. 76— ixFh
BARRSEit )y 2=, % Fe /& 1gG1 Fe, JUHJE A IgGl Fe.

ARWHI 2R R EPUET, Bk Fo 80 DLE St 7 R HEM . SURRON 7 IR
FEit . B EIERR Fo 0—4% Fe ZIkFI CH3 X5 A lRHIE A BT —F. M
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FREN =F. fE—HESTETE=H, Tl Fe B R Fo £ KA MMEm. T P Fe 1
X} Fo SZARMIZE 5 55 0 21 R/s8 s i S 7 DhRE i . LA 9a /b B7H B Fe R — Fe
ZIKFI CH3 X5 A EEAME S WG, M T IR RREMBHER M EETE, T
He. Blan, —DEEFSSHAT R, Frif Fo a4 T HMRIER .

i. Y407T/V. Y349C. T366S. L368A. T366Y/W F1 S354C; Hrf, &AM
T366Y/W F1 S354C #E[H)—A Fc Z )k -, HE5G)FHEMBEREBRIIIAIER —Fc £
ik Es

il. L234A. L235A f1 P329A; LLKZ,

iii. H435R 1 Y436F, X RA7EHF— Fe £k L.

—ANE ARSI RS, RIEEUSS, Frid Fo MH A — Fc ZIRESERER
BfC: L234A. L235A. P329A. Y349C. T366S. L368A 1 Y407V, H—" Fc ZIkELE
SIEMEAC: L234A, L235A. P329A, S354C. T366W. H435R Hl Y436F. 7EIXNixfhE.
RRISEHE )7 W, 1% Fe £ 1gGl1 Fe, JUHEAZ A 1gGlFc.

AR LT, FRBIARERN: FEEER-E-IRNE R, H =578

(Xaa) BIRFRHD (XD RRREAREE. Fik, fli0 “H435R” ZOKArE 435 4bH
AR H BN EER R: S FRAMEERTUEESZ T 1A, Bl T366Y/W Bk
£ 8 366 AR R T BUR VAR Y B W.

S e, RRPEAN 28R RE =M, BB —ES a8, 3§
THURG AL, B PR AHELY % QIR SN TR RN 4 S,

AR R T R BRI =40 2 R DU

—AEf, LSRR RS ZIREEAN, PSR MEIEREF 549550 SEQ
ID NO: 65 1 SEQ ID NO: 67 fin. TE—88szjfi 5 E P, ZmiDHsk% IR 55 55
41 SEQ ID NO: 66 #1 SEQ ID NO: 68 Fizm.

—ANE, ZAFREPURHTASL L IREEA R, P& LI MEILER T 54 7140 SEQ
ID NO: 69 1 SEQ ID NO: 71 fiis. {E—48sjir £, gt sk IREE AT IR T2 55
41 SEQ ID NO: 70 1 SEQ ID NO: 72 fi7R.

—Agfp, ZESURAT =42 REAN, =42 HENEIEMEF 54500 SEQ
ID NO: 59. SEQ ID NO: 61 fll SEQ ID NO: 63 fiix. 7E—sziir g, miDmacE st
FIRZ TS 5315 %140 SEQ ID NO: 60+ SEQ ID NO: 62 A1 SEQ ID NO: 64 ffir .

—Af, ZUEFMUPUAR =4S IREEAN, =42 BN EIERE 553540 SEQ
ID NO: 73, SEQID NO: 61 1 SEQ ID NO: 75 filrm. £ —Yesififi 7=, Mmigmsk 2 IkhE
HIAZ T B2 7 31 23 540 SEQ ID NO: 74. SEQ ID NO: 62 #1 SEQ ID NO: 76 fiii .

HEW

AR BRI T YA A, Friddi A s s 2R puk, JFERa s —Fakz M
2% Fal s . A LB NBRETE, Ao, RS, WM. ek, HE
s S E H At

B IR

AR BIRET A BAILER, RO SRS R AR Z R R TR 2 %R AR
FRORBIPE K 5128 T — 2L 2 5 S M LRI AR 7 51

HE

AR R T EE IR ER R . E— RSy £, ITAR AN kAR, TR
F—despii gy e, FrARE AR R, — A BRI T, RIEFIAEA pcDNA3.1(+).
PR RIE AT IE 1 RE IS RIE A SR 245 R PRI R Rk Ak .

)

fE—Ye Sty P, AR IR AR NI RITE L4, B3Ry H TR
WFRIE LR R IEPUARIE 218 L4, £ RP, B ANREY. £5—
s, fE LAV ER NN, sty R, fE 4Nk A BT AN, TSl
AN BB A T & 20 S PR A 4T H . TR SL SN 4n A AR oA 1 R R
(CHO)4HE. CHO-S4HfE.
T & RGN 70
eSSy B, AR T & 2R R EIUAR TR, TR AT B

18
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RS AN, FHFEFTIAM S REFEEDUR, AR RSB TIR 2 Sk
AT FEE TR R R PR, 7 B gD BTA 2R R PUAR EER , R N — Dl R,
RTEm bt — b i sy/mEk. FrdEma DUR AR . b2 E &L A
SR TN IR 7 13K B

ik

ARBERM T 2R k. ESERRSER T ES, FRRZER DA
AT LA BC24. PC1. PC2 /= PC3.

A BRI T FTIR I £ R S PR SRR K i B A TE I #1597 BCMA RIA SR
IR Z P AR .

A S BRI T 702 9T BCMA FRIEH G5 1 1%, A ik 5083 1
FVRIT A R E TR ) 2 55 R b sl irid 2 A &4 .

TE—Lest i T 2, BRI N B & I R .

TE—Yes iy R, TR e 2 KM ERR . HIME. RN REEE
I %8 .

A BRI SR T A 1 S T SR

SERTEL —FEEERER, Had

OEEFE PRI — PR &S A,

()EEBPREE ZPURG &8 A,

()& A 5% — PRI = PR 45 Ay

KR —HuE N BCMA H TR —HuE iE Wk T ifadtE, FrRE—piRss
B AR S = HUR 45 A O BT AR S M 3T B S B ST AL LR AT — T

()% SEQ ID NO: 7 i@ &R F 41 CDR1, €7 SEQ ID NO: 8 finZHEE 741
] CDR2, #A.% SEQ ID NO: 9 iR E 3% 551/ CDR3:

(b)Y SEQ ID NO: 10 fi/~n& M 741/ CDR1, 4 SEQ ID NO: 11 FipR & i
FIf) CDR2, F1E% SEQ ID NO: 12 fi/~& 2R 51 CDR3;

(Y84 SEQ ID NO: 13 & B8535 1 CDR1, &4 SEQ ID NO: 14 fi g gy
Fi) CDR2, T2 SEQ ID NO: 15 Fian&EEM 75/ CDR3; X

(dyB% SEQ ID NO: 16 A& 741 ) CDR1, % SEQ ID NO: 17 finaE & i 7
B CDR2, L% SEQ ID NO: 18 Fin& XM 751 CDR3.

SCRE T2, RIWIHE TR 1 TR R R, EPARE RS SRR
Z PRGBS B MSTR A DU — T

(b)Y SEQ ID NO: 10 ii-n& &M F ¥/ CDR1, 2 SEQ ID NO: 11 fiin& £/ F
HIi¥ CDR2, 18,2 SEQID NO: 12 Fin &R 751 CDR3; 5

()% SEQ ID NO: 13 Fi~& B 741 CDR1, 4 SEQ ID NO: 14 FixaE il fF
Fif CDR2, F18, 2 SEQ ID NO: 15 f/n& R 51 CDR3.

ST ER3. ARPEIEITR 2 Frid 24 v, KRR E RS A e s
LN EAMEX: B2 SEQ ID NO: 10 Frng& AR 75K CDR1, % SEQID NO: 11 it
TRNEIEM FEHIR CDR2, A& SEQ ID NO: 12 Ain & 3EMRF4H) CDR3, Jf HAHRE =%t
RS HRAE U T HEAMREX : 84 SEQID NO: 13 fin & E 751K CDRL, A%
SEQ ID NO: 14 JiR& M5 #) CDR2, FIHE SEQ ID NO: 15 & ZERFF A
CDR3.

ST R4, ARVEIEDT R 2 Frid 24 PR, KRR E =R A s
PUFEAMEEX: 2 SEQ ID NO: 10 fin& AR /T4 CDR1, € SEQ ID NO: 11 fit
NEERFHH CDR2, A% SEQ ID NO: 12 i@ ¥ 71 CDR3, I HArk S —Pt
RS H P AL T HEAMREX: f4 SEQID NO: 13 a1 CDRL, 858
SEQ ID NO: 14 Fie& )75 CDR2, R % SEQ ID NO: 15 Fin& £ 75
CDR3.

SEE RS, RIS R 1 RN EZ R RO, TR PR 45 SR S =t
JR S BT A8 R 740 W1 SEQ ID NO: 19 21. 23, 25. 37. 38. 39 5( 40
Frs A 24543801 CDR1. CDR2 A CDR3: B3R, A —Hi R4 SARAIE =47
JREE B F AT BB A E EERR 5540 SEQ ID NO: 37 5% 39 Al i B ] AR 45 F I8
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CDR1. CDR2 #1 CDR3.

LT ER6.  RIEELME T E 1-5 E—TTiR M 2 Fe R piik, KRS —mEg &
BRI =P RS SRS B 1855 SEQIDNO: 19, 41, 428,25 finFH EAE
> 85% 90%- 91%- 92%-~ 93%-~ 94%- 95%. 96%- 97%- 98%- 99%3L 100% 1 [E—M:
IR T 5.

SR TRT. RIWITE 1-6 (T—HFTR M Z R DA, KPS —hERgE s
RS 5 SEQ ID NO: 41 iR FH EAZED 85%. 90% 91%. 92%- 93%. 94%.
95%. 96%. 97%- 98%-. 99%EY 100%I¥ 7l — M E LR T4 .

LTS, ARIEWHET R T AR YR, ERRE - mESAEEE S
5 SEQID NO: 21. 37 8§ 38 Fin/FHI BB E D 85% 90% 91%- 92%+ 93%-+ 94%-
95%- 96%- 97%-~ 98%- 99%% 100% K [F— M EEERFF; JLikny, s —Prsss
EHHAE S SEQ ID NO: 37 i /75 BAE £/ 85% 90%+ 91%- 92%. 93%. 94%.
95%-+ 96%- 97%-~ 98%- 99%35%, 100%) [F)— M E 28R 75

SEHEF 9. RI\ILHE TR 1-8 T—TTAM L R oA, KPR S=nEsE&
HH A 5 SEQ ID NO: 42 Fin B/ A 2D 85%. 90%- 91%- 92%- 93%- 94%.
95%. 96%. 97%- 98%. 99%EL 100% 1) F—HEIE 28 75 .

S %10, RIFIHET 9 Frid 24 mtEbuE, EPRE =R ausa s
5 SEQID NO: 23, 39 8§ 40 AR /F 5 BB E 7D 85%. 90% 91%- 92%. 93%- 94%-
95%- 96%-~ 97%-~ 98%- 99%%, 100%HI A — M EEIRFF; LikRY, FriksE =PuRss
EHRIE 4 5 SEQ ID NO: 39 AR FHI HA Z/D 85%. 90%. 91%. 92%. 93%. 94%.
95%-. 96%. 97%. 98%. 99%IX 100%¥ 7] — K ZE L ERFF) .

SEHE 7R RIERE T E 1-6 T— TR 245 Rk, KPR E —HESEE
Bt 55 SEQ ID NO: 42 FinF 7 BB £/ 85% 90%- 91%. 92%- 93%- 94%.
95%- 96%- 97%- 98%- 99%E% 100% 1) [F—MEREEIRT 5 .

LT 212, IRIEIRT R 11 Fridp 25 Rk, KPR s —iEgAsa s
5 SEQID NO: 23, 39 8§ 40 AP HI EA E 85%. 90% 91% 92% 93%-. 94%.
95%- 96%- 97%- 98%. 99%K, 100% I [E —VEMEEIRFF; JEm, PriRsE —PuR4s
EHREA 5 SEQ ID NO: 39 AR /F BB E /D 85%. 90%. 91%-. 92%. 93%. 94%.
95%-+ 96%- 97%-~ 98%- 99%EX, 100% 1 [ — T EZ T T35,

SERET 3. RIEEHE ST E 1-6. 11-12 {E—TWrid M 4 F ik, HPpdsE=Hn
REEBYLESE SEQ ID NO: 41 FinFHERE £/ 85% 90%. 91%- 92%- 93%-
94%. 95%. 96%. 97%. 98%. 99%5K 100% ] [F—I i & 251 .

SEHE T 14, IRIEIHETE 13 Fribd 24 tpus, HAPhpmds =puRs ama &
5 SEQID NO: 21. 37 8} 38 FimmFHIEA £/ 85%. 90% 91%. 92%. 93%. 94%-
95%-+ 96%- 97%~ 98%- 99%¥, 100% M [E—MEEERFF; Likm, FTRE =PuE4
GAEEELE 5 SEQ ID NO: 37 iR BB ED 85% 90% 91%. 92%-+ 93%- 94%-
95%. 96% 9% 98%. 99%E% 100% 1) [F—tERI & AR 751 .

SUE T 215, RIFEI TR 15 E— RN 2 R e dbiiE, KPR E —HiREES
FEHUIN SR = PR 45 S EuE B UL M TE—T:

(1B 7 SEQ ID NO: 21 FIRE LT 1M 5 —PUR 45 S B A% SEQ ID NO: 23, 39
oY, 40 FRE G 7 5 = PR &5 A,

()87 SEQ ID NO: 37 A& B8R 7 511 28 —Pu R 45 S A1 &4 SEQ ID NO: 23, 39
Y, 40 Fron SR T 5 158 =Pl 4 A

(3)B % SEQ ID NO: 38 Frna MR TR —Pui 45 AN 4 SEQ ID NO: 23, 39
oY 40 AR EAER 7 73 = PR & A,

(@)% SEQ ID NO: 21 AR & B 75 3 = PR 45 S8R &5 SEQ ID NO: 23, 39
B 40 FRE AR T A A — PR & A i

(5)f% SEQ ID NO: 37 ArnE R0 7 5 (M 2 = PR 45 &A1 85 SEQ ID NO: 23, 39
5 40 FRE AR T IS — PR & A B

(6)£1% SEQ ID NO: 38 & M7 5 36 =PuR 45 S A4 SEQ ID NO: 23, 39
B 40 FURNE AR T A — PR S A
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(7) 8% SEQID NO: 41 IinE BT HIM % = HRE S BHRE S SEQ ID NO: 42 iR
FIBRITHINEE — PR G S R E,

(8) E& SEQ ID NO: 42 FTRE LR 7R85 =R 45 A HEN 84 SEQ ID NO: 41 ffin
FHRBITFINEE — PR S AR,

(9) 6% SEQ ID NO: 37 I & AR T HIM 5 =HR & &PV 5 SEQ ID NO: 39 i
TR FINE — YRS EHE, 3,

(10) ®% SEQ ID NO: 39 g 2508 /7 5 5 = PR 45 S 8F SEQ ID NO: 37 it
INEIERRIT IS — PR G Ar s,

SEiE T ER16. ARYEIHETT R 1-15 F— TR M2 Fr R P, e Bk s my A5 2518
R RS A VR .

SCtE T 7. ARVEE T E 1-16 (R — TR M E R Rt yiE, P rdE—diEg &
RPN SR = PR 45 S E AR A .

ST 218, IRIEWH TR 1-16 F—HFTR M e yiis, HPprdE—Eg &
PEHRIN S = PR &5 SR A

SCHETTER19. ARYEIETT R 1-18 (E—HiFT IR FeR P, KAk g &
FEE A Fab. ScFv &Y ScFab.

ST %20, RIFIHEH R 1-19 T—TFR ML R piiE, HPprdiGie s T 405
PN CD3.

SUE T 221 ARIEWH TR 120 (TR R piiE, HPpdE —mEdg &
HHRAS HEEA X MREIAX, RREZTEXAS L FEAREX: E% SEQID
NO: 43 FrRE 5B P51 HCDR1, 14 SEQ ID NO: 44 fia 248 5% ) HCDR2, Hify,
% SEQ ID NO: 45 fi/n &5 FR 751 HCDR3; fTidsEr] 4 X &4 SEQ ID NO: 46 ATE
PR P F] 1 LCDR1, 87 SEQ ID NO: 47 Fran& 2R 7410 LCDR2, #1424 SEQ ID NO:
48 FranE AR 5] LCDR3.

S )7 %22, ARYEIHE DT R 120 (E—TAHE L R Pk, HPprksE —mREg &
B S B A X &R n] AR X, Frid SEeEAI 22X & SEQ ID NO: 49 sy 28 [X [
HCDR1, HCDR2 1 HCDR3; Frid%4EA 45 (X 14 SEQ ID NO: 50 B~ ] AR [X 1)
LCDR1, HCDR2 1 LCDR3.

SEHETY 23, IRESLMET R 122 VR 2 m bk, HAbprdsE RS &
A4 5 SEQ ID NO: 49 B FH BAE E D 85%. 90%- 91%-+ 92%- 93%- 94%.

95%- 96%- 97%- 98%- 99%EL 100% 1) [F]— VLR & EEER 771 it EFERT A X 5 SEQ ID
NO: 50 FinF o BB =/ 85% 90% 91%+ 92% 93%. 94%. 95%- 96% 97%-

98%. 99%BX 100%1[Al— M E L7 FIMRsE nT AR X s RIEM, FrRE iR &S
R ESE AT AR X A7 SEQ ID NO: 49 FiREIRER T 5], 7+ H R84 X &% SEQ ID NO:
50 FTHIE AR 751

ST ER24. ARFEIEIT R 123 E— TR ML R buiE, HPprdks g &
BHUR RIRM . BRARERATRILT .

SUE T 2225, ARIEW TR 124 (F— BRI Z R PiiE, PR =PiR s A ui
FPFTRSE —PURG SHEBUF IR &, (LIRS HIKEELIR A A .

SCE T 2226, ARYEIHTT R 25 iR 2 R pUis, KRS =PRSS SR
C il & 2 5 — PR 45 AR N 3.

ST 227, ARYEIET R 124 (BTN 2 R puiA, P S PR g S
RS PRGBS Rl &, (DRSS kBRI A& .

SLie T 2228, IRYEIR T R 27 AR Z R i, E iR 5 =PRSS SR
C b & 2 5 PR S L) N b,

ST 529, RIS R 128 (F TR M Z B m bk, Hitasd

vy AN Fe £ IRA R Fe 35

ST 230, ARME MG T 5 29 TR L 8k Rt il, Hodh prid 5 — PR 45 S EuE
C Uil & EFTId Fo MM EF—A Fc ZAKM N i, PSS PR & &80 Schv B ATid
PR AR C S G £ AT Fe 31 A —N Fe ZRKH N ¥ .

SCE T ZE31. ARVESLE T 30 FriR 2 R R e, FA iR 5 T A AU N I
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F] C WAL I VL-VH B, VH-VL.

SEHE T 232, IRETME T R 29 TR 2 e bR, Hd pTid 5 — PR g S EuE
C iR & £ Tk Fe P Eh—A Fe Z Ak N i, FOREE iR &M N Fab HATNR S
T HUREE AEEE H Fab AR C imfd A ETIA Fo B A —A Fe £ KM N .

SCtE T 833, ARVESE T 32 iR 2 R Rk, KA prid S =PRSS A A
ZE RS RS SR Fab 345 8¢ Fab EAEAT N 5.

ST 7 2234, IRVEIIMETT & 29 FriR 2 5 R vEbiE, HA TR s PR SN
ScFv, FTidsE—PilR &5 SEE I C S d EFTIE Fe i+ —4 Fe £ N 35, B
B PR SR H C SiE A EFTR Fe B 5 — Fe ZRkH N i, FridS =HE 54
BHRTEHE C & EFTiR S — PR S S B N .

SCjiti 77 2235, ARVESLE T & 29 iR B E R e vEbiEs, HA s 8 PR SO
ScFv, Fridss—PilR & aMERTEE C i d £ H1E Fe M+ —4> Fe Z K N 35, Ak
B PURE SEEE R C SRR A EFTR Fe # 5— Fe ZRRHI N i, FridsE =hiR4&
FERTEH C Ui & EFTIR S PR 45 SR N 5.

SEE T ER36. ARIEIETT R 20 iR R Ry, Ed TR S PR AS SO
Fab, FTifes—4i 8 45 SHIERTEH C Smfl& EFTAR Fo it —A Fc Z k1 N 31, g
5B PR SE SAEEE H Fab AN C IREh &2 ATE Fo BB —A Fe LAk N 3w, Frikss
=R A HIRER C inf & EFTRE — RS S N i,

SUE T 2237, MRIEIE TR 20 iRk Z KRy, RA iR PR SN
Fab, FTid&—PR 45 G HERTEH: C Snml& ZFTE Fe it —4 Fe Z KR N ¥, Arid
PR S SR H Fab A C IR & 2 TR Fo HH B —A Fe 2K N 3%, Bk
ZHURGE A MR C iRl & EATRE T YURE S B Fab BAEH N B ATIA S PR
SEG Y Fab K N 3.

SERtE T 238, AR I T & 29-37 {E— TR LR R buiA, H AP T Fe 32 1gG
Fc 1.

S 7 2239, IRIEWETT R 38 R 2R, KA TR 1gG Fe 2 A IgG Fe
1, NN 1gG1 8 A 1gG4 # Fe 1.

St 77 2240, ARYE I TT & 29-39 (E— TR LR R buik, HAPFTR Fe a2 g
HEFER Fe BRI Fe £ kA4 & a2 M R,

SZit T Z41. AR I T R 29-40 (E— TR L R ik, HPRIE EU RS,
PR Fe i HH — Fe Z BRI T366Y/W 1 S354C, FH— Fc ZMEBEH
EREEUAS Y407T/V. Y349C. T366S Fl L368A.

SEHE T 2242, IRVEIHE T R 29-41 (T—TUTIAM 2R PR, FNd Fo A FK
Fe 385 Fe 5244 ¥ 45 S F0 0 R/ 838 BT T BE I S ER ELAR o

SEie 7 2843, RYFEINE T X 42 TR E R R P uUs, HPIRIE BEU RS, PR Fe i
Xt Fe SZARMI S G op F 21 RY2 8T S BE MR BRI R B FTAM— a2 A E 4
1234, 1235 F1P329; ik, Frid Fo BAMPA Fo Z Ik E S EFARIY L234A,
L235A F1 P329G, siaads & & AMRAU L234A . L235A Hl P329A.

SLiE T 5844, IRIFILHE T B 29-41 AT — TR R 245 M puik, Frid Fe U6 SR/ 5L
R Fe AP — Fe 2k CH3 X 5 A FEANSE S ME AR IV,

SEHt 7 5245, REWETE 44 ik 2R Ry, H, 9B BU %S, FTid Fe
WAL R AR P —A Fo 2 IR AR I H435R Z/F1 Y436F.,

SLiit 7 Fed6. IRIRIR T 29-39 (T — TR R 24 ik, H, RPEEU 4
5, BT Fo B H P —A Fe Z B ESHERA: L234A, L235A. P329A. Y349C.
T366S. L368A fll Y407V, F— Fe £ B STEEMMIE: L234A. L235A. P329A.
$354C. T366W. H435R Fl Y436F.

ST =47, IRIESLHETT R 146 (E—TTR M Z R tduix, E =141,

SEHE T R4, IRIBIEHE T R 1-46 £ — TR M Z R EA, Hdprid LS ik
HRRA:

(DHM%Z KEEH R, HP—&ZK5EE 55 SEQID NO: 65 i3 A % b
85%-+ 90%. 91%-+ 92%. 93%. 4%~ 95%- 96%- 97% 98%. 99%EX 100%¥1[F—1k [
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HHEMFY, B2 K455 SEQID NO: 67 FTR/FHEHAED 85% 90% 91%-
9N%-. 93%. 94%. 95%. 96%. 97%- 98%. 99%H, 100% ) [Fl — MK B R F 5,

QHF% L REEH R, HP—KLZM5EE 55 SEQID NO: 69 5 BA Z b
85%- 90%- 91%- 92%-+ 93%-+ 94%-+ 95%-~ 96% 97%- 98%. 99%E 100% ] [E— Pk i
SEMTY, H—%Z 0S5 SEQID NO: 71 AinFF BB £ 85%. 90%. 91%.
9%, 93%. 94%. 95% 96% 97%- 98%- 99%HX 100% I [F — I ENE 75,

B =42 KA R, HP—%&Z 5855 SEQ ID NO: 59 finFFEE £/
85%. 90%. 91%. 92%. 93%. 94%-. 95%- 96%. 97%. 98%. 99%E 100% K] [E)— VL
KEMFY], B—4&2 kA 55 SEQ ID NO: 61 Fin/F5 BE Z /4 85%. 90%. 91%.
D%, 93%. 94%. 95%. 96% 97%- 98%- 99%E 100%H[FE — MR FRE F5), BH—
%% K855 SEQ ID NO: 63 in/F Al EB E 0 85%. 90% 91% 92%- 93%-~ 94%-
95%. 96%- 97%- 98%. 99%B% 100%H)[F—VEE R T4 5,

D=L REEA R, HP—4Z A 55 SEQID NO: 73 FinFsEA & /b
85%. 90%- 91%. 92%. 93%. 94%. 95%-. 96%. 97%. 98%. 99%EK 100% ] [E)— 1L
HEMFY], B—&L K55 SEQ ID NO: 61 Fim/F5 B 2/ 85%. 90%. 91%.
9%, 93%. 94%. 95%. 96%. 97%- 98%- 99%I 100%F[F — IR HRE F5), BFH —
%255 SEQID NO: 75 Fim A BAEE /> 85%. 90%. 91%. 92%-~ 93%- 94%-
953%. 96% 9% 98%. 99%EL 100% 1) [F—tERI R ZLER 751 .

S 549, IRIFIHET R 1 Fridp 2R R, HARCh:

(DML AL, Hh—4&Z k804 SEQID NO: 65 IR ERFH], H—
%% K558, % SEQ ID NO: 67 iR IR ERE 51

QHEMLL AR, Hh—&2 k84 SEQID NO: 69 i HIE R F4, HB—
4 Z k5564 SEQ ID NO: 71 Fin &R 751 ;

GYH=4L KEA K, Hi 42404 SEQID NO: 59 S ZERF5], H—
%% R5EE 5 SEQ ID NO: 61 FimiE R ITF, 8 4% k585 SEQ ID NO: 63 ff
NIRRT B

GH=FZREEHEMR, Hb—&Z k565 SEQID NO: 73 fim & EMFF], H—
% Z K4 SEQ ID NO: 61 IR ERFH, 16 —%Z WS SEQID NO: 75 i
NIRRT

SERE TS0, — RO BIINER, HAESRISIRIE ST E 149 T —InAM 24 5
PRI 2 E R

SCjE T ZES1. —RRE g, HASRIES T E 50 Ik AR -

SEHE T RS2, —REE4NME, HEFIRIESLT SR 50 FURMIZRE, SURIE I T &
51 frid gk

ST 9253, — P& ST R 149 TR — TR 2 4% SR Ok, HasEss
FRIETT R 52 AridirE E4NML, FHREFARK L4 REDiE, FHEERRP D Baitbin
B2 R R PR,

SUE T RS54, —FEMAGY), RAEEHTE 149 PE—HRR N 25 R buigE
24555 LAl kA

e =55, —FEZRE DIEIT BCMA R BRI T, HaFEgid 2
BT AN EZIE T E 1-49 P{E—TATR N L RS PR S SZiE 77 2 54 FTidR %
WA EY.

SLit 77 %256, RIRIR T R 55 Frik s, KPR vik e .. 2k EdEE .
AR RGP PIRAEEE KIB T &

THTT %57, —HMEA BCMA fibutk, HAERaAS i, g wisa

|

Ly

(1)&#& SEQ ID NO: 7 FiR &I F 5/ CDR1, % SEQ ID NO: 8 ATRE MR F5)
ff] CDR2, A4 SEQ ID NO: 9 Ain& W 7511 CDR3;

(2)84 SEQ ID NO: 10 fi/~n& M 741/ CDR1, -4 SEQ ID NO: 11 FiR& iy
FI§) CDR2, F1E,%& SEQ ID NO: 12 fi=m&E R+ 7 CDR3;

(3)t& SEQ ID NO: 13 i m& &M F5H CDR1, 4 SEQ ID NO: 14 i &R F
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Fift] CDR2, FfL%4 SEQ ID NO: 15 it =& L2551/ CDR3; B

(4)8,% SEQ ID NO: 16 & 2551/ CDR1, % SEQ ID NO: 17 fiREER T
%) CDR2, Ffl& SEQ ID NO: 18 A& 2l F5IH CDR3.

SEE T ZE58. IRYESLME T & 57 FrikiI4s & BCMA Wobiik, HrpFrid a4t iy
%5 SEQID NO: 19, 21, 23. 25, 37, 38, 39. 40. 41 8{ 42 fRFH BB £ 85%.
90%. 91%. 92%- 93%. 94%. 95%- 96%- 97%~ 98%. 99% Kk 100%H[F) —E K & I %
5.

SEHE T 2R59. IRVELME T & 58 FriRi4E & BCMA FIdufk, Hoobprid s al 28 45 i
4 SEQID NO: 37. 38. 39 8 40 FinHIE R F 5.

SEHE T 260, R IHE T E 57-59 FAE—TUTIAMNELE BCMA ik, A frid s
AI AR Zh#by R R BE B S PRI ER N IR -

S %61, IRIFEIETT R 57-60 FAL— IR IS & BCMA i, Hepprdpiis
#8745 SEQ ID NO: 27, 29, 31. 33, 51, 53. 55 857 i/ B0 BA E /D 85%. 90%-
1%+ 92%. 93%- 94%. 95%. 96%- 97%- 98%. 99%BX, 100%¥] [7] — 1k I & I TE 751 .

EARSCHi 3
SEHEA 1 HEB CMA BRHIAAME T & B SCEHR

¥ EH ABCMA Fefil &8 H(ACRO, & H3XNo.BC7-H5254) 5 564> 9 [R- Ve 71l FE A2 AR
EL LR A S, SIS AT B K N2 s gt s 2 R ERIRG2E, 5 E4 ABCMA-Fc
B B A5 A e 4 i R EFIE IR IR B LIRS AL S AT nan o) . A S4EER SR Iz
S5 B R 3 A BCMA U R I o 76 22 55 5o Jo BB 3¢ AR 1L, 4 35 41 J8 O B/ A2 41
Jf(PBMC). #EEXPBMCHIRNAJG IS NcDNA, %I HUARI VeHSR S Fr B

P4 8159 2| Vallgmhd Fr R A Pstl/Notl W UIEGEE )G, Ji A WG B Rk A pMECS(NTCC i
TR A T R R o0y, PR H S No. pMECS)T, W EH K, FFREANT
FETG1(Lucigen, 7 H3&XNo. 60502-1)1, HEAFEISCEIEF . # Vel SCE M 1 2)0)
BERKE, InAMI3KOT7H B % {4 (New England Biolabs, 7 B FNo. NO315S)#E{T 30
P, 28°C. 20085/ iR 1 . KBV DB R, I _EiE /4R PEG6000/NaCliE
#(20% PEG6000(w/v), 2.5 M NaCl), ¥K FIFE 1- 2N I i 14, B ol Uk B A PTE,
FAPBS &2 J5 I20% H {747 T--80°C VE Bl 7 g B 44 JB /s S
SN2 i ABCMA RIRHIRIFE

SR FH ] FR 74 1 77 200 SR e ARG T s R U ST HEA T VR KV IR SRS R PR e PR EA T £
7%, TN E-B-D-HAK AN APTG)IE T RIEH] & ik .

iE 4% ABCMA-His(ACRO, 725 H 3 No. BCA-H522y) i [i] #ELIS A J5 10 Bk % ) 7
MEdE AT IE M 25 o PR 454 ABCMA-His EL{5 5 {4 He & m B e B gt AT AR A R . 775
WARABRPE 1AL, 1A10. 1A11HIIB10. &F5047, 1AL VeHAE R 74 NSEQ ID
NO: 20, EAEMRFFNSEQIDNO: 19; 1AI0K VeHEFH R 7 NSEQID NO: 22, EHAM/F
FI29SEQ ID NO: 21; 1A VuHAZ B R 7 19SEQ ID NO: 24, S E:MJT % 4SEQ ID NO:
23; 1B10MIVuHAZ H B 25 ASEQ ID NO: 26, A7) NSEQ ID NO: 25.

SEHER3 $IZFLABCMA VuH-FeiR&difk
3.1 VgH-Felt & HiA B %

F 9 BIREE TR VEHF 41 5 A FCX R, MEVaH-Foik &iik. BARE), KRS
HIVeHT 7 83t ABCMA VS B BUR BM) /7 7] (R EEER 7 71 5 CN109153731AH SEQ 1D
NO: 125t FEDIEA A AlgG1E 2 X (AR FF9SEQ ID NO: 5)FpCDNA3.1 A% ERIERK
{& 9, i Expifectamine™ CHO Transfection Kitlif#4 3 1% % 4t(Thermo Fisher Scientific Inc.,
7= i H 3 No.A29129) KL IX L VyH-Fe i & PUEBM-Fe XY . i & B AR 4L )5S,
KRR 5 IR AR MR 5 ATACI. BAFF-REARE S ENOTES N3.2).
Z M Ml1AL-Fe. 1A10-Fc. 1A11-Fe. M1B10-Fely 4 F 4t 45 ABCMA-HisE A, AN S
TACIL. BAFF-R&EH. & 5047, 1A1-FeRe KEER 7 UISEQ ID NO: 27, MHMF
FIUISEQ ID NO: 28; 1A10-FefI & K& AR F FIMISEQID NO: 29, % H R FIUISEQ ID NO:
30; 1A11-FefIeKERMBFFUSEQID NO: 31, HEHMFFHMSEQID NO: 32; 1B10-Fcf
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ARKEAERFFMSEQ ID NO: 33, BEHERF4|USEQ ID NO: 34.
32 RMEE FIRRFEARENBUAS ATACI. BAFFRE AL S

1E A Y5 T A B AR 47 &R 4(GE, Biacore T200)&:illHt ABCMA VHH-FeB-&Hik
P4 S o B 2E A B Anti-hIgG(Fc) Antibody(GE, 7= i B 3 No. BR-1008-39) & CMS5 44866 s
1 FIZ AT 2137 mM NaCl, 2.7 mM KCl, 10 mM Na;HPO412H,0, 1.8 mM KH,PO.,
0.05% surfactant P-20(w/v), pH 7.4 HIABCMA Vel Feitk &P %2 pg/ml, 30 p/minif
OB LRI AT IR0 s. W RIBITE MR ATACIEIBAFF-RE H 100 nM, 50
W/minfIELE &, WELEESHLk. 1A1-Fe. 1A10-Fc. 1A11-Fcfl1B10-Fety K M &3 45 &
M2, S5TACI. BAFF-RZEZE FIIRLE L.

SEifif4 HiABCMA VeH-Fclk&dith 5 A, REBBCMAKSEMS

4.1 FHEFTFHEEAN TGS A, SEBEBCMARSE )

A FH AW 50 F A0 B.AE F 434 & 88(GE, Biacore T200)i3E1T7H1 ABCMA VgH-Feitk & PR )
SEFS R . M &, 1A1-Fe. 1A10-Fc. 1A11-Fcf11B10-Fc'5 ABCMAZE H¥E B
S, HA1A10-Fefl1A1l-Fe 5 EBEBCMAEZAA X RN, 1A1-Fe. 1B10-FcHIBM-
FeR ERE5EEBEBCMAEAGS & .

4.2 FANAEAN E iR SR S &

KR R AR AT ABCMA ViH-Feitk G378 5 BCMA A [F 2614 7K 5 #8411 o ) 45
>, FePCHO-hBCMAI (R BB AW EFZHATEHNE R A, 7 H F&No.AKDOO1A) A
BCMA & RIS FIFa L4 i R , U2664H ([ 225 F) 27 bt il 224 1 70 T Btk 22 S i i oo
7= 5 H 7% No.3111C0001CCC000684) Y BCMA i1 25 ik K F 1 R A N B 4Em i £,
PRMIS226 A il (P [ E ¥ Al ¥ EME AT EMES AP0, 75 3%
No.3111C0001CCCO00083) A BCMA K £ 1A /KPR B N B M 41 &, HUVECY iz
(ScienCell Research Laboratories, 7= H 7 No. AKDOO1A 8000y N A IABCMA KA B # ik
AR . ABERBEGIGREL26 oM, SERERE, 6MREDMPLABCMA VyH-Fefk
EPUEIEE2x 10884000, VK L E 1N EiE P48, INPEFRICPTE AlgG Fedifk(Jackson
Immuno Research, 7=k H3&No. 109-116-170), ¥K FIEE 0.5/, HrLdi s fm i
{¥(Thermo Fisher Scientific Inc., Attune NXT)4sill .

MEI1A-1C, F£1FR, 1A1-Fe. 1A10-Fe. 1A11-Fefl1B10-Fedl a4 24 [ 45 4 BCMA
LIk KB = FICHO-hBCM A i L & BCMA AR 25 315 K P HIU26641 i, SBCMA A KT
PG FIRPMIB22641 i th A Bl B 454, LA10-Fc M1 A11-FeXtU266 41 i i 45 &1 T-BM-Fc.
WEIDAR, 1A10-FcAl1A11-Fe 5 A FiABCMAHUVECHI I 45 &, {H1A1-Fcf11B10-
Fc 57 RIEBCMAMHUVECHIA 4 & -

F1 FLABCMA VuH-Feitk &Pk 55040 i ryzg A

A CHO-hBCMA 4ilfifl U266 4l

ViH-Felit e EC50(nM) EC50(nM)
1Al Fc 3.04 277
1A10-Fc 428 4.64
1A11-Fc 2.08 1.26
IB10-Fe 251 172
BM-Fc 4.06 6.02

4.3 R RGIM A =Pk S5 5% B I FBCMA Y HEK293 T4 45 &

i o B EBCMA 2 K (SEQ ID NO: 6)ZF 46 A FIpCDNA3. 1 B A% KB # AT,
MRAEHIE R 7 2=, % A Lipofectamine™ 3000(Thermo Fisher Scientific Inc., 7= & H 3 No.
L3000015)44 B 4 B FIHEK293TH i b . 15 2, JSHEK293TAH I 2 5% 105/ 5L 48
AN6FLIR o 2024/} JE W 22 2 B 4 MG 35 7 547 H PBS i Be 4l e, 2 /5 & B A5 FLDNA .
Lipo3000=5 ug:7.5 plAY LA A B Gl o 216/ 5 5 o B 10% 6 4 L7 (viv) R B 77 2L
BT L0247 NI 5 B AT M R T I 2 B AAR T

F1A10-Fe. 1A11-Fe XBM-Fehi (Bl ATAR R (WIZHIR 126 M,  SEERREARE, 54
WREE, FERFRICAB SR, 2800 & 2x 104N & B EBCMA R FE Y HEK 293 T
g, UK ERE UM EIESRANM, MPEFRIEIHT A 1gG Fedifi(Jackson Immuno Research,
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F= b B No. 109-116-170), oK FREE 0.5/, I3 pedt i 5 5 A i 2040 f 4 (Thermo Fisher
Scientific Inc., Attune NXT)A&ll . &2+ AR A B4 & B ABCMA IWHEK 293 T4 i (HEK293T-
CynoBCMA), E2F B FH & B Yy B BCMARIHEK 293 T4 i, T2 AFCH & ik 5hit
EERBCMA JHEK293 T4l i 45 & IECSOE Al i K454 MFI{E (Bmax). 45 H %, 1A10-Fc.
1A11-Fe45 &AM & EEBCMA, BM-FelifA A4 & B EEBCMA.

#2 P ABCMA VuH -Feifk & Pk 5B % & B RBCMA W HEK293TAN NI 45 &

VHH-Fc #& ik EC50(nM) Bmax(MFI)
1A10-Fc 2.02 2475.0
1A11-Fe 10.36 501.8
BM-Fc / 217.0
BH 1 %o} / 157.0

LHEFS BiABCMA VuH-Feilk&3iiEHBTAPRILEBCMABE &

Pk BRI E252 nM, SERERE, 7MKRE)PLABCMA VyH-Fe ik &k
1A10-Fc. 1A11-FcHIBM-Fes3 )5 100 ng/mlAE ) 3 85 & 1 B4 BCMA-HisZ H(ACRO, 775
H 5tNo BCA-H522y)#% M 1: 1 AFR LR & 3 F =R B NS, IS [E 24 B4 APRILE
F(ACRO, 7 H3tNo.APL-H5244) [EEFRER [R5 B AT B AUINAS0 ng/mlAEM R
BREHABCMA-HisEH; 37CIRE VMY, BB ARG EHNAEY RS SHBCMA-HisEH,
1N AHRPZ: & F% % 5% TN 2 (eBioscience, 77 4h H3%No. 18-4100-51), ¥ERSIKIEHHIT RO
450 nmiz K 650 nmZ LK AL EIRILIE S8 . 1R A B 2=C0 B A5 S -FE &R
&S B E S {EX100%, HEZPU SR F X BCMA 5 APRILA &5 S{EIFE
Wrzs, FHEThds. SRNEBNE3FUR, 1Al-Fe, 1B10-Fe. 1A10-Fefl1A11-Fe3gm]
34 BE B APRIL S BCMA I 45 & .

WE4AfT R, ABCMAJfSNX (SEQID NO: 35) 5&#BCMAJfANX (SEQ ID NO:
36) IR FIFIEE RIALE AGly6. Ala20. Te22. Asn31. Vald5FIThrS2. 75l 1A10A!
AN S BERBCMAE BB AU, 7 BN BN 7T I 7T 8B R 3R 242 T-GIn7~His 19, 1
[8Pro23~Ser30, Fl/EAsn31~Serdd, F1/afThrd6~Gly51. K4BNPDBHUEE - ABCMARI
HMXS5M(PDBY S : 2knl). WIE4A. 4BJi7R, ABCMARPMIAMX SG3% 6, 75500
Cys8-Cys21. Cys24-Cys37 M Cys28-Cysdl; ABCMA S5APRIL ¥ 4 & 1Ep- K K& E
(Bossen, C. et al. Semin. Immuncl. 2006, 18(5):263-275), & HEMI 72 1A10-Fc M 1A11-Feff
FEEL AL EAEGINT-His192Z [0, F1/8{Pro23~Ser302 [, F/8Asn31~Serdd2 Jil.

%3 $i ABCMA VyH-Fc ¥ APRIL5BCMARISE &

VuH-Fclr & Pis IC50(nM)
1A1-Fe 0.34
1A10-Fc 0.41
1A11-Fc 0.76
1B10-Fc 0.26

SEfER6 B ABCMA VuHA I &R IR AL = R8T

6.1 ELISA(BL 138 47t ABCMA VeH A [R] 3 8 [ f 35,4 55 2

4 ABCMA VyH-FeBk S HiAFB 22 pe/ml, GHLAE B W IR BEFR A AR H AR 5 3 1
1420 pg/mlfIHt ABCMA VeH-Feik &Pk 5AE % A HIBCMA-His® H(ACRO, 7= H %
No.BCA-H522y) Z @5 5 0.5/ RHURPURIR &Y, RS HAT 7E, I 08 § it
HPURIR SR S-S I BCMA-His & A (W R4 )% 100 w/AFLIIAFLIR3T CHEE 17
B B A ST E RS & HBCMA-HisZ 1, I AHRPZ & 11 5% 5 5% Fll 2 (eBioscience,
7 B3 No. 18-4100-51), ¥EMRSIKE#HT B . K450 nmik & 650 nmZ L K Ab YT
WAESE. AN E=C ARG S EH- ARG S AT RAE S{EX100%, FH—
PUEN A — i 5BCMA-BioZ &3 5 B .. iR wR4os, ST “V AN E
OREOFFC) PR B Bon R BATERT AL, PEWTRIYiE3199% L b . 1A10-FeXf1A11-Fe5 A
BCMAZE & [ RH B 2 (32.6% )/ T-50%, H1A11-Fekt1A10-Fc 5 ABCMAZE & [P B 2(21.6%)
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IRINF50%, BB 1A10-Fe 51A11-FeZ [AIATAEE RS R ER, KHIAL10-Fc51A11-Fer] [H]

I SBCMAZ AR AR EAL. [, 1A10-Fe51A1-Fe, 1A10-Fe51B10-Fex [A] 1) R 17

EHE %R, EWIAL0-Fc51A1-Ferl Al & 4BCMABE AR A [FZELr, 1A10-Fe51B10

Al RN 45 & BCMA R E AR R AL 1A1-Fe. 1A11-FeAl 1B10-FeAH H.a] (1P 2 27833 99% .
F4 ELISAGR SR 555

[ 1A10-Fc 1A11-Fc 1B10-Fc

B

1A1-Fc 7.6% 99.4% 101.2%
1A10-Fc 36.9% 32.6%

1A11-Fc 100.6% .

1B10-Fc 100.3% 26.7%

6.2 KM TIIREAERLZ R T

5 A T A HAE R0 R S5(GE, Biacore T200)3E T80 4 2 B0 HT . EEBER
Anti-His Antibody(GE, /=% B 5 No. 28995056) ZECMS5E K5, 6 IS T P BEBCMA-
HisZ F(ACRO, = H 3 No BCA-H522y) £ 1 pg/ml 4, 30 pl/minifi it S 8 skt
K, R R A I D RS S I E 180 RU-190 RU . i FHIZ 17 2 iR Bt ABCMA
VuH-Felt S VaH-Fe 1210 pg/ml(MURREE, IKEME IS E G S EAEHR EE 53]
WG, R G SLEIE S — 3t ABCMA VeH-Fe i & A VeH-Fe2. MEiias &ihs:
HA KB MR EEESE. B EBMINRSFTR, 1A10-Fehik 5BCMAL &153]
RIS S 9472.5RU; LI FRBERE1ATL-Fe, FI{E 5 579.0RU, SHatitre1ALl-
FcHIM A SE653.1RUM 2 . k2 JR8k, HIERBEASEEIGF BRUS S22, HH1AL0-
Fcfl1A11-Fca LAAIf Z5 5 BCMAEK A AR F R AL,

25 VyH-FcPiiASPRIZE S E AR 1k K bt

PCT/CN2022/086842

BCMA VHHFcl  VHHF2 e o
3 {% B VHH-Fcl VHHF2 4452 4452 ”{‘E’(‘R%)
(RU) RU) RU)
RUN1 184.0 1A10-Fc All-Fe 4725 579.0 1051.5
RUN2 184.6 1A11-Fc A10-Fc 653.1 405.5 1058.6

6.3 WA ARRNZ R b7

T4 E ERIAR BCMA & W] B8 5 85 5 PE R AL 196 2508 58 7 A E 2 5
MR R G BAHE — AN 1A10. 1A11 P R 5 AT AR 45 & 40 J i -1 BCMA
FH. AN U266 H5E. 5 20 pg/ml B 10 pe/ml J 1A10-Fe. 1A11-Fc Hifksmig s
2x10° BE4M M, 303 20 pe/ml (1) 1A10-Fe #ifA 5 20 pg/ml 1) LA11-Fe $ifk4% M 1:1 (R ELIR
HIEEE 2x10° FRAME, UK RO E 1 /NS E SR, N PE ARt dt A 1gG Fe Fiik(Jackson
Immuno Research, 77& H 3 No. 109-116-170), ¢K FIEE 0.5 /NI, JEwedn s 8 AR
H@4% (Thermo Fisher Scientific Inc., Attune NXT)& . Z5RUE 6 frs, ZAHEHN 10 pg/ml 4H
[FFeid, 1A10-Fe B & RI52 63 I N E 4t 902.0/823.5-1=9.5%, 1A11-Fe £ 155634
I E 5 oA 702.0/697.5-1=0.6%, ULHFRAMPUIR 10 pg/ml L EANMKREE . 76 AL
Bh0 10 ug/ml NEPUE, B 10 pg/ml [ 1A10-Fe #h0 10 pg/ml i) 1A11-Fe, 7% 6H{EIE N
Ay EN 1443.5/823.5-1=75.3%; 10 pg/ml i 1A11-Fe #1110 pg/ml {9 1A10-Fe, ¢ YaIME
B0 E 4 L 1443.5/697.5-1=107.0%, VLB HIANPUAE 1A10-Fe. 1A11-Fc 7] AR 45 & 4hi
JE - BCMA RAMAFRENA .

# 6 Ji A BCMA VHH B &PiiAS U266 AEINEE
e VHH-Fc & itk RHHHE (MFD

1A10-Fe, 10 ng/ml+

a 1A11-Fc, 10 pg/ml 1443.5
b 1A10-Fe, 20 pg/ml 902.0
c 1A11-Fe, 20 pg/ml 702.0

27



WO 2022/218380 PCT/CN2022/086842

d 1A10-Fc, 10 pg/ml 823.5

e 1A11-Fe, 10 pg/ml 697.5

SR 7 BiA BCMA VeH-Fe ik S BHEHARLEDINHR. Rk, gifk

A% VeH-Fe #%& 3k 1A10-Fc Fl 1A11-Fe 317 AJEALEGE, Hodhont ik &Pk 1A10-
Fe 3T NFEALBUE G 3R B FOATRAL IR, 205008 1A10-V1 Al 1A10-V2; SR A PUE 1A11-
Fec BT NGBS G 3RS P RO AYRIL LR, 205008 TA11-VL fT 1A11-V2, EilRPiArIZE
BRI AR 7 HI K 7.

RS BCMA VeH-Fe # A48 & F A JRIE A DNA J7%1(SEQ ID NO: 30,
52, 54, 32, 56, 58, XA 7)FHH 3R wFER] peDNA3I(HFREF A+ @A
ExpiCHO Fi&iX7 & (Thermo Fisher, HF5 A20133)N&Fpidsir ik, HuEmaer
KL &Pk DNA PRk AR YL ) ExpiCHO 4H/fi(CHO-S, Thermo A &)™, F-{#41
ffifE ExpiCHO Rik#7EP T 37C. &F 8% CO. MIBIHS SR EETRM P H7ELL 130 pm
FEH A HURIRT & Lisge. WS LG, MABE R A #i2kGenscript, H35 L00273)#
TEAE. BT UV-Vis 406 (NanoDrop lite, Thermo Scientific) & & HIRE .

# 7: PiA BCMA VgH-Fe &R PR E NEHRTHFIER

#ihd DNA
B S RAEMFFFI(SEQ ID NO: ) F5(SEQ _/IE
ID NO:)

QVOQLVESGGGSVQAGGSLRLSCAASGYSSNVACMAWYRQ
APGKEREWVATIVADFGTTNYAASVKGRFTISQDNAKNTV
YLQMNSLKPEDSAMY YCAATQRGGIDWCDEINYWGQGTL
VTVSSEPKSCDKTHTCPPCPAPELLGGPSVELFPPKPKDTLM
ISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP | SEQIDNO: | AB&3¢Hk
REEQYNSTYRVVSVLIVLHQDWLNGKEYKCKVSNKALPA | 30 ik
PIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO: 29

1A10-Fc

QVQLVESGGGLVQPGGSLRLSCAASGYSSNVACMAWYRQ
APGKGLEW VATIVADEGTTNYAASVKGRFTISQDNSKNTV
YLQMNSLRAEDTAVY YCAATQRGGIDWCDEINY WGQGTL
VTVSSGEPKSSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTK SEQID | At
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALP NO: 52 1%
APIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTV
DKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK
SEQ ID NO: 51

1A10-V1

QVQLVESGGGLVQPGGSLRLSCAASGYSSNVACMAWYRQ
APGKEREWVSTIVADFGTTNYAASVKGRFTISQDNSKNTV
YLQMNSLRAEDTAVY YCAATQRGGIDWCDEINY WGQGTL
VTVSSGEPKSSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSHEDPEVKFENWY VDGVEVHNAKTK SEQID | AEfkdt
PREEQYNSTYRVVSVLTVLHQDWINGKEYKCKVSNKALP NO: 54 1%
APIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTV
DKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO: 53

1A10-V2

QVQLVESGGGSVQAGGSLRLSCAASGVTFENSACMGWFRQ
APGKEREGVARIETGYGGTV YADSVKGRFTISRDNAKNTV SEQID | A3&IEhk
YLQMNSLKPEDTAMY YCAAKRSWCTPTWWHELDYNYW NO: 32 Lk
GQGTQVTVSSEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKP

1A11-Fc
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KDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSN
KALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTC
LVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY S
KLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
SEQ ID NO: 31

QVQLVESGGGLVQPGGSLRLSCAASGFTFNSACMGWERQ
APGKGREGVSRIETGYGGTVYADSVKGRFTISRDNSKNTV
YLQMNSLRAEDTAVYYCAAKRSWCTPTWWHELDYNYW
GQGTQVTVSSGEPKSSDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH SEQ ID NJEAL
1A11-V1 | NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVS NO: 56 '1‘ 0k
NKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLT '
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY
SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG
K
SEQ ID NO: 55

QVQLVESGGGLVQPGGSLRLSCAASGFTFNSACMGWFRQ
APGKEREGVSRIETGYGGTVYADSVKGRFTISRDNSKNTV
YLQMNSLKAEDTAVYYCAAKRSWCTPTWWHELDYNYW
GQGTQVTVSSGEPKSSDKTHTCPPCPAPELLGGPSVFLFPPK
PKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH SEQID | AvELH:
IA11-V2 | NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVS | 1l p
NKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLT :
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY
SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG
K

SEQ ID NO: 57

Szt 8 LA BCMA VuH-Fe A I RS A SHEAR BCMA &4

i& 3T Biacore T200(GE)IE fFMHTIA 5 AVE BCMA & AMZER ), S2ied FE iR i .

FREE Anti-hIgG(Cytiva, 7= B 3R 29234600)) CMS5 £ Fr(Cytiva, 7=t B3Rk 29149603)
iR —E BRI ACETE: 1A10-Fo, 1A11-Fe, 1A10-V1, 1A10-V2, 1AL1-V1, LA11-VD),
SRS T B RIRE AN BOCMA, FUE Biacore AN IR PG S, AWML & FE
BidhZk. 92U R B RN Biacore A ZE (137 mM NaCl, 2.7 mM KCI, 10 mM
Na,HPO412H,0, 1.8 mM KH:PO,, 0.05% surfactant P-20(w/v), pH 7.4). Anti-hIgG {HEEE
CMS it fr 3R TH & BAEIA F) 9000RU A4, migkfliyisk (BFE: 1A10-Fe, 1All-Fe, 1A10-
V1, 1A10-V2, 1A11-V1, 1A11-V2)4) 200RU, 85 ARERE AR BCMA00 nM. 50
nM. 25nM. 12.5n0M. 6.25nM. 3.125 aM)5SH5HTE (B 1A10-Fc, 1A11-Fc, 1A10-
V1, 1A10-V2, 1A11-V1, TAI-V2 BEAE MG 5. MalthiiuE Ny 50ul/min, 4540 (H]
240s, fift B ETA] 1400s, F 3 M MgCl(GE)FA= 60s, 28 P43, IR I biacore evaluation software
P affinity and Kinetics 1: 1 &5 & REHPFBER . HiA BCMA VuH-Fe B G344 B H AR
WA (EFE: 1A10-Fe, 1A11-Fe, 1A10-V1, 1A10-V2, 1A11-V1, 1A11-V2)5 AJE BCMA
I 8.
#* 8 P A BCMA VyH-Fe &Ptk & AR DR S5 AJE BCMA 145 &350 5

L BT i) BCMA (KD)
1A10-Fc PNECEA/SEE TN 0.94 nM
1A10-V1 NI 0.337 nM
1A10-V2 NIEALBiA 131 n0M
1A11-Fc PN SR EERTNEN 3.96 nM
1A11-V1 NEW A 5.05 nM
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1A11-V2 NIEAL TR 437 nM

St 9 Hi BCMAMR CD3 2ieR{tditaiam., Rk, 4k

A Knobs-into-holes(Ridgway, et al., 1996) Fc T 2i& =& E NN 1gGl 1 ant-
BCMA/anti-CD3 Z#:FMEdifh. Fo A HF —%Z KFFEHH H435R. Y436F 55735
(Jendeberg et al., 1997)/#fl& Fe ST&E A A Wi, GRTEERD A gt L2 R
PEBUARZH 25 T FR A T S [RYR — SR A

A S 5 v, A Ok B P4 DL Fi anti- BCMA/anti-CD3 245 St HEHU A, 2354 44 9 BC24
PC1. PC2 f1PC3, Hr BC24 MRk 6 % A fras, PC1 KA IE 6 # B fis, PC2
FIFZL AT 6 FF C ATz, PC3 RIAZLATRE 6 1 D BT IR Z 4Pk F, 454 BCMA
PRI B 4 & S Aol U T 5 A BCMA ViH-Fo #-aPis & e NEALTTA, 454 CD3 HftE
EE S E sp34 PLiK (Silvana Pessano, et al., The T3/T cell receptor complex: antigenic
distinction between the two 20-kd T3 (T3-delta and T3 - epsilon) subunits, EMBO J. 1985 Feb;
4(2): 337 - 344> HT AJRILBGEIRE .

anti-BCMA/anti-CD3 245 7 1 Pii4 BC24 B =45 2 Mk, Hdh— K 2 KEE (a4 4 Al0-
linker-A11-Fey & B4~ B FI45 & BCMA FIPLIR S5 & G5, IXPIAN 456 BCMA HIPTR S
B EERIE T AIZRIET 1A10-Fc 1 1A11-Fc RO AL, %2 IKEE A10-linker-Al1 FIE
£ 75100 SEQ ID NO: 59 7R, #%HMFF141 SEQ IDNO: 60 AT7N;  anti-BCMA/anti-CD3
ZHF DR BC24 [ 7 4N %L IEEFL B 2 454 CD3 [ Fab FEMPUR S & 450,
X% BREEST 54 48 anti-CD3-HC-Fe(F 88 /7540 SEQ ID NO: 61 fi~, HHERT
41 SEQ ID NO: 62 7)) H anti-CD3-LC(RZERR /71 U1 SEQ ID NO: 63 fiirn, #EERF 5
SEQ ID NO: 64 fli).

anti-BCMA/anti-CD3 45 F PR PC1 BB WAL IKEE, H i —&Z IKEE(Ar4 N anti-
BCMA-A10-v1-linker-A11-vl-Fe) B &N £ RIS A BOCMA PURSE G4, IXFM
4 BCMA RIPUIR G & S5 Moy 5 SRR T ANJEALPUA 1A10-VL A1 1A11-V1 ) r] AR 2544,
Fc HEHP—%Z M N I 5455 BCMA BIPUES &4 WEORIE 1A1L-VDRLE, %2 A5
anti-BCMA-A10-v1-linker-Al1-v1-Fc SRR FFIUT SEQ ID NO: 65 i, BHBRFFIN
SEQ ID NO: 66 ffi7~; anti-BCMA/anti-CD3 £45FMHiA PC1 B —4 2 BE(A 8N anti-
CD3-scFv-Fo)Bl & 4 & CD3 LR G A &k, PG EmEb 4 & CD3 MER AR
XAz aE 48 X B BETE AR ScFy 4514, Fc 158 — &2 KM N 35 454 CD3 FIPLIR 4 & 451
WEh S, %25 anti-CD3-scFv-Fe SR %40 SEQ ID NO: 67 fiin, % EERFF
SEQ ID NO: 68 FiR.

anti-BCMA/anti-CD3 45 FMEPifk PC2 AW AL IREE, Hh—4 L k(M4 A anti-
BCMA-A10-v1-Fo) & — NG BCMA R 4 & 45138, %45 BCMA MR g &40
IR T NRALTUE 1A10-v1 R AT ARG 1435, Fe (TP —&Z 0 N i 545 & BCMA 1
YRGS E MRS, %2 K% anti- BCMA-A10-v1-Fc (R ZER 540 SEQ ID NO: 69 fit
T, BAFRAEHIIT SEQ ID NO: 70 Fiif; anti-BCMA/anti-CD3 £ 4Rk PC2 (5 —2%
L KBS (7 4 N anti- BCMA-A11-v1-linker-anti-CD3-scFv-Fe )Y, & S BRI 454 CD3 I IR & &
SRR A BCMA MRS & S, HPssE CD3 MRS &5 M4 & CD3 1
FEEAAR X AR AT AR X BB ScFy 450, 454 BCMA RS &85 RIE T AR
BB 1AL -v] FIRATARZE I, Fe A — &2 K N In 5457 CD3 LIRS & 45 itk
&, %% R%E anti-BCMA-A11-v-linker-anti-CD3-scFv-Fe )& %82 /74141 SEQID NO: 71 Ft
R, MBS SEQ ID NO: 72 fiR.

anti-BCMA/anti-CD3 Z45 3 HPuik PC3 Hog =& Z ek, HP—%Z KEE@r 2N anti-
BCMA-A1l-vI-Fe)d & —AMNg5& BCMA bR 5 & E5 M, %455 BCMA PR g5 & 450
HORVET AJRIUIA TALL-v1 PR A L5 M35, Fe 3P — 42 Ik N i 545 & BCMA [
PRGBS MR, %2 KEE anti-BCMA-AL1-v1-Fe ME R 751401 SEQ ID NO: 73 ft
R, MEBFFIU0 SEQ ID NO: 74 ffiR; anti-BCMA/anti-CD3 Z 4%+ S bk PC3 1 5 488
%% IREETE R 454 CD3 [ Fab 7B MPLRSE & 458938, Fab %451 N I 5454 BCMA
PR & SRS, %45 BCMA FIPUR S & MECRIE T ATRIGPTR 1A10-v1 5
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HASEEMIIE, Fe B35 —4Z kK N i 5454 CD3 MIPLE S & 45 MR Fab BA4ER &, X
22 WRBE 5> 9l 44 O anti-CD3-HC-Fe(Z R /T 5 41 SEQ ID NO: 61 Ak, #% B2 )55 11 SEQ
ID NO: 62 ffi7r)H anti-BCMA-A10-v1-linker-anti-CD3-VL (& 3/ £ 4141 SEQ ID NO: 75 fir
~, BHBFF4 SEQ ID NO: 76 Fizs).

A HE F DLET A F] () anti-BCMA/anti-CD3 XU S Fois ot Bk, 2 ySkIR
US20190263920A1. A2t 3 anti- BCMA/anti-CD3 XU 544 %) BE 47144 Benchmark (FT#75T
H: BM B celgene BM)L Z#iM4i& BCMA [f] Fab JERIHTEL & St — M54 CD3
F Fab JE AR & &4, Hrb—% anti BCMA %59 anti-BCMA-Fab-Fe &#E8, A
4 BEAE anti-BCMA-HC-Fe(E LB 7541 SEQ ID NO: 77 Fion, & HEEF 141 SEQ ID NO:
78 Fr7) Al anti-BCMA-LC(E #7541 SEQ ID NO: 79 firr, #%E ¥ %40 SEQ ID NO:
80 fi7n), FF4E anti-BCMA-HC-Fe(SEQ ID NO: 77y # )1 | H435R 1 Y436F k%, &5
Al TEZUCE; anti-BCMA/anti-CD3 XURERPEXT BEPTAR BM )55 —%% anti-BCMA/anti-CD3
BRI anti-BCMA-Fab-CD3-Fab-Fe 50, ®FE£ Ik anti-BCMA-VH-anti-CD3-
VL-Fc(&E L7711 SEQ ID NO: 81, #Z%HMRFF40 SEQ ID NO: 82 ffi7n). anti-CD3-VH-
CL(E R /7441 SEQ ID NO: 83, #8751 SEQ ID NO: 84 A7) anti-BCMA-LC(&
g 77040 SEQ ID NO: 79 Fira, #%H 73141 SEQ ID NO: 80 FiR).

Hof T BEF anti-BCMA/anti-CD3 Pifh, e gm b 4 B i & £ A ) DNA 77143 Fl3E N
pCDNA3.1(+)E M, REFREHMN 2 REERRERE. EARREZ CMV B3T3k,
FIREMRAZELT CDS 137 Wif& M polyA (55751588, Hok, SMEisaaH
T HEEHIM Ori J731.

AT AR RS, 8 ExpiCHO RIS A7 & (Thermo Fisher, H x5 A29133)%}
FRPURA G T RIS . B IRl AH M IRE B AR DURR 2 L3 (PC1 PR L0, Hi Mk (and-
BCMA-A10-v1-linker-A11-v1-Fc): # /& (anti-CD3-scFv-Fc) A 1:1.5; PC2 B HetL 2o, 34k
(anti-BCMA-A10-v1-Fc): #/%(anti-BCMA-A11-v1-linker-anti-CD3-scFv-Fe) A4 1:1.5; PC3 #
LR, B (anti-BCMA-A11-v1-Fc): %/ (anti-CD3-HC-Fc): #{£(anti-BCMA-A10-v1-
linker-anti-CD3-VL)4 1:1.5:1.5; celgene BM HJE 4Lt ), #ff(anti-BCMA-HC-Fc): #ff
(anti-BCMA-LC): # /& (anti-BCMA-VH-anti-CD3-VL-Fc): i/ (anti-CD3-VH-CL) A 1:2:1:1.5;
BC24 Bt Ry, AR (A10-linker-A11-Fe): #4&(anti-CD3-HC-Fe): #/&(anti-CD3-LC)
N 1:1.5:2)5:44 3] ExpiCHO 4fR(CHO-S, Thermo A )W, FEAIME ExpiCHO Rik:Z7
BT 37°C. 56 8% CO: FIRIES AN ES 7748 1 7R LA 130 ipm RS E R IRT & LB
Fr. BEFE 10-14 RYCGRAMMEE 7R LIEH, BEEOEBRYME. LiEBIE AKTA purifier 100
(GEYRGUHATHRAEN . BT EHT B ZE T4t

JET I & 280 nm 4b )55 (OD)RI & 2 4 & AR R E ABURE, HAl
BT SR AT FL P BRI R AOHAT .

F| FH R /NHERR 2 47 (size exclusion chromatography s SEC)RH WA ) % % 73 Hh B ) 2
E. Hi&J¥k: {#H ACQUITY UPLC Protein BEH SEC column 43471 K /NHE IE i 4
(WATERS)7E 16 mM NaH,POs, 34 mM Na;HPO4, 200 mM NaCl, pH7.0 8178 T 25°C
AT HEERESE. RIE SEC 4 R4 E KT 95% 1t fad

K Waters LC-MS Z 45 (Waters,Singapore, USA, UK)HHT 58 % 7 &/ #7 . K F MAbPac
RP 4 pum 2.1x50 mm(Thermo,USA) i, UL A FH(0.1%FRR/AKIEW). B AHO.1%F R 2B
WS, BEEA 280 nm. B 1 pg EAFEABURBREN, HEN: 55 F8A,
5%B~100%B. FiiESCRAIES F#ER, MR 200-4000 m/z. KA MassLynx 4.1 K4
¥d®, FFmit UNIF11.8.2.169 #HTHEEALEE . £ LC-MS 2Hr%7R, L F%& anti- BCMA/anti-
CD3 PR bR R > FRESEES FEMR 86 EP K 18 878 T PCl MI5E8 R
R, PR EVESFEHN 108516 Da, 5 PCL #HRSTE—, RILFEREE.

* 9: anti-BCMA/anti-CD3 Z45 R EFuA N 755 B

: . AT BHE (SEQ
B A (SEQID NO: ) ID NO: )
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BC24

A10-linker-
All-Fc

QVQLVESGGGSVQAGGSLRLSCAASGYSSN
VACMAWYRQAPGKEREWVATIVADFGTTNY
AASVKGRFTISQDNAKNTVYLQMNSLKPED
SAMY YCAATQRGGIDWCDEINYWGQGTLV
TVSSGGGGSGGGGSQVQLVESGGGSVQAGG
SLRLSCAASGVTFNSACMGWFRQAPGKERE
GVARIETGYGGTVYADSVKGRFTISRDNAKN
TVYLQMNSLKPEDTAMYYCAAKRSWCTPT
WWHELDYNYWGQGTQVTVSSGEPKSSDKT
HTCPPCPAPEAAGGPSVFLFPPKPKDTLMISR
TPEVICVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKALAAPIEKTISKAKGQPRE
PQVCTLPPSREEMTKNQVSLSCAVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLV
SKLTVDKSRWQQGNVESCSVMHEALHNHY
TQKSLSLSPGK

SEQ ID NO: 59

SEQ ID NO:
60

anti-CD3-HC-
Fc

EVQLVESGGGLVQPGGSLRLSCAASGFTFNT
YAMNWVRQAPGKGLEW VARIRSKYNNYAT
YYADSVKDREFTISRDDSKNTAYLQMNNLKT
EDTAMY YCVRHGNFGNSYVSWFAYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP
SNTKVDKKVEPKSCDKTHTCPPCPAPEAAG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
HEDPEVKFENWY VDGVEVHNAKTKPREEQY
NSTYRVVSVLTVLHQDWLNGKEYKCKVSN
KALAAPIEKTISKAKGQPREPQV Y TLPPCREE
MTKNQVSLWCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQ
QGNVFSCSVMHEALHNRFTQKSLSLSPGK
SEQ ID NO: 61

SEQ ID NO:
62

anti-CD3-LC

ELVVTQEPSLTTSPGGTVTLTCRSSTGAVTTS
NYANWVQQKPGQAPRGLIGGTNKRAPGTPA
RFSGSLLGGKAALTITGVQPEDEAEYYCALW
YSNLWVFGGGTKLTVLGQPKANPTVTLFPPS
SEELQANKATLVCLISDFYPGAVTVAWKADG
SPVKAGVETTKPSKQSNNKYAASSYLSLTPE
QWKSHRSYSCQVTHEGSTVEKTVAPTECS
SEQ ID NO: 63

SEQ ID NO:
64

PC1

anti-BCMA -
A10-vl-linker-
All-vl-Fe

QVQLVESGGGLVQPGGSLRLSCAASGYSSN
VACMAWYRQAPGKGLEW VATIVADFGTTNY
AASVKGRFTISQDNSKNTVYLQMNSLRAED
TAVYYCAATQRGGIDWCDEINYWGQGTLVT
VSSGGGGSGGGGSQVQLVESGGGLYQPGGS
LRLSCAASGFTFNSACMGWFRQAPGKGREG
VSRIETGYGGTVYADSVKGRFTISRDNSKNT
VYLQMNSLRAEDTAVYYCAAKRSWCTPTW
WHELDYNYWGQGTQVTVSSGEPKSSDKTH
TCPPCPAPEA AGGPSVFLFPPKPKDTLMISRT
PEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKALAAPIEKTISKAKGQPREP
QVCTLPPSREEMTKNQVSLSCAVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLVS

SEQ ID NO:
66

32




WO 2022/218380

PCT/CN2022/086842

KLTVDKSRWQQGNVFSCSVMHEALHNHYT
QKSLSLSPGK
SEQ ID NO: 65

anti-CD3-scFv-
Fc

ELVVTQEPSLITSPGGTVTLITCRSSTGAVTTS
NYANWVQQKPGQAPRGLIGGTNKRAPGTPA
RFSGSLLGGKAALTITGVQPEDEAEYYCALW
YSNLWVFGGGTKLTVLGGGGSGGGGSGGG
GSEVQLVESGGGLVQPGGSLRLSCAASGFTF
NTYAMNWVRQAPGKGLEWVARIRSKYNNY
ATY YADSVKDRFTISRDDSKNTAYLQMNNL
KTEDTAMY YCVRHGNFGNSYVSWFAY WGQ
GTLVTVSSGEPKSSDKTHTCPPCPAPEAAGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKA
LAAPIEKTISKAKGQPREPQVY TLPPCREEMT
KNQVSLWCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVESCSVMHEALHNRFTQKSLSLSPGK

SEQ ID NO: 67

SEQ ID NO:
68

PC2

anti-BCMA -
A10-v1-Fc

QVQLVESGGGLVQPGGSLRLSCAASGYSSN
VACMAWYRQAPGKGLEW VATIVADFGTTNY
AASVKGRFTISQDNSKNTVYLQMNSLRAED

TAVYYCAATQRGGIDWCDEINY WGQGTLVT
VSSGEPKSSDKTHTCPPCPAPEAAGGPSVELF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVK
FNWYVDGVEVHNAKTKPREEQYNSTYRVV

SVLTVLHQDWLNGKEYKCKVSNKALAAPIE
KTISKAKGQPREPQVCTLPPSREEMTKNQVS
LSCAVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLVSKLTVDKSRWQQGNVESCS
VMHEALHNHYTQKSLSLSPGK

SEQ ID NO: 69

SEQ ID NO:
70

anti-BCMA -
All-vl-linker-
anti-CD3-scFv-
Fc

QVQLVESGGGLVQPGGSLRLSCAASGETFNS
ACMGWFRQAPGKGREGVSRIETGYGGTVY
ADSVKGRFTISRDNSKNTVYLQMNSLRAED
TAVYYCAAKRSWCTPTWWHELDYNYWGQ
GTQVTVSSGGGGSELVVTQEPSLTTSPGGTV
TLTCRSSTGAVTTSNYANWVQQKPGQAPRG
LIGGTNKRAPGTPARFSGSLLGGKAALTITGV
QPEDEAEYYCALWYSNLWVFGGGTKLTVLG
GGGSGGGGSGGGGSEVQLVESGGGLVQPGG
SLRLSCAASGFTENTYAMNWVRQAPGKGLE
WVARIRSKYNNYATYYADSVKDRFTISRDDS
KNTAYLQMNNLKTEDTAMYYCVRHGNFGN
SYVSWFAYWGQGTLVTVSSGEPKSSDKTHT
CPPCPAPEA AGGPSVFLFPPKPKDTLMISRTP
EVTCVVVDVSHEDPEVKFNWYVDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALAAPIEKTISKAKGQPREPQ
VYTLPPCREEMTKNQVSLWCLVKGFYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVFSCSVMHEALHNRFTQK
SLSLSPGK

SEQ ID NO: 71

SEQ ID NO:
72
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QVOLVESGGGLVQPGGSLRLSCAASGFTENS
ACMGWFRQAPGKGREGVSRIETGYGGTVY
ADSVKGRFTISRDNSKNTVYLQMNSLRAED
TAVY YCAAKRSWCTPTWWHELDYNYWGQ
GTQVTVSSGEPKSSDKTHTCPPCPAPEAAGG
) PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
ai‘i'ﬁfll\_/gz' DPEVKFNWYVDGVEVHNAKTKPREEQYNS ng ID NO:
TYRVVSVLTVLHQDWLNGKEYKCKVSNKA
LAAPIEKTISKAKGQPREPQVCTLPPSREEMT
KNQVSLSCAVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLVSKLTVDKSRWQQGN
VESCSVMHEALHNHYTQKSLSLSPGK
SEQ ID NO: 73
EVQLVESGGGLVQPGGSLRLSCAASGFTENT
YAMNWVRQAPGKGLEWVARIRSKYNNYAT
YYADSVKDRFTISRDDSKNTAYLQMNNLKT
EDTAMY YCVRHGNEGNSYVSWFAYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP
anti-CD3-HC- | SNTKVDKKVEPKSCDKTHTCPPCPAPEAAG | SEQ ID NO:
Fc GPSVFLFPPKPKDTLMISRTPEVTCVVVDVS | 62
HEDPEVKFNWYVDGVEVHNAKTKPREEQY
NSTYRVVSVLTVLHQDWLNGKEYKCKVSN
KALAAPIEKTISKAKGQPREPQVYTLPPCREE
MTKNQVSLWCLVKGFY PSDIAVEWESNGQP
ENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQ
QGNVFSCSVMHEALHNRFTQKSLSLSPGK
SEQ ID NO: 61
QVOQLVESGGGLVQPGGSLRLSCAASGYSSN
VACMAWYRQAPGKGLEWVATIVADFGTTNY
AASVKGRFTISQDNSKNTVYLQMNSLRAED
TAVY YCAATQRGGIDWCDEINY WGQGTLVT
VSSGGGGSELVVTQEPSLTTSPGGTVTLTCRS
anti-BCMA- | STGAVTTSNYANWVQQKPGQAPRGLIGGTN
A10-vl-linker- | KRAPGTPARESGSLLGGKAALTITGVQPEDE
anti-CD3-VL | AEYYCALWYSNLWVEGGGTKLTVLGQPKA
NPTVTLFPPSSEELQANKATLVCLISDFYPGA
VTVAWKADGSPVKAGVETTKPSKQSNNKYA
ASSYLSLTPEQWKSHRSYSCQVTHEGSTVEK
TVAPTECS
SEQ ID NO: 75
EVQLLESGGGLVQPGGSLRLSCAASGFTESS
YAMSWVRQAPGKGLEWVSAISGSGGSTY YA
DSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAKVLGWEDYWGQGTLVTVSSASTKG
PSVFPLAPSSKSTSGGTAALGCLVEDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
‘ . VTVPSSSLGTQTYICNVNHKPSNTKVDEKVE ,
Bk a““}'llécg/m' PKSCDKTHTCPPCPAPEAAGGPS VFLFPPKPK ?gQ ID NO:
BM e DTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALGAPIEKTISK
AKGQPREPQVCTLPPSRDELTKNQVSLSCAV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDS
DGSFFLVSKLTVDKSRWQQGNVFSCSVMHE
ALHNRFTQKSLSLSPGK

PC3

SEQ ID NO:
76
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SEQ ID NO: 77

EIVLTQSPGTLSLSPGERATLSCRASQSVSSS
YLAWYQQKPGQAPRLLIY GASSRATGIPDRF
SGSGSGTDFTLTISRLEPEDFAVYYCQQYGY
PPDFTEGQGTKVEIKRTVAAPSVFIFPPSDRK | SEQ ID NO:
LKSGTASVVCLLNNFYPREAKVQWKVDNA | 80
LQSGNSQESVTEQDSKDSTYSLSSTLTLSKA
DYEKHKVYACEVTHQGLSSPVTKSFNRGEC
SEQ ID NO: 79
EVQLLESGGGLVQPGGSLRLSCAASGFTESS
YAMSWVRQAPGKGLEWVSAISGSGGSTY YA
DSVKGRFTISRDNSKNTLYLQMNSLRAEDTA
VYYCAKVLGWFDYWGQGTLVTVSSASTKG
PSVFPLAPSSKSTSGGTAALGCLVEDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VTVPSSSLGTQTYICNVNHKPSNTKVDEKVE
PKSCDGGGGSGGGGSQAVVTQEPSLIVSPGG
TVTLTCGSSTGAVTTSNYANWVQEKPGQAF
RGLIGGTNKRAPGTPARFSGSLLGGKAALTL
anti-BCMA- | SGAQPEDEAEYYCALWY SNLWVFGGGTKLT
VH anti CD3- | VLSSASTKGPSVFPLAPSSKSTSGGTAALGCL
VI-Fe VKDYFPEPVTVSWNSGAILTSGVHTFPAVLQS
SGLYSLSSVVTVPSSSLGTQTYICNVNHKPSN
TKVDKKVEPKSCDKTHTCPPCPAPEAAGGPS
VELFPPKPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKAL
GAPIEKTISKAKGQPREPQVYTLPPCRDELTK
NQVSLWCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VESCSVMHEALHNHYTQKSLSLSPGK
SEQ ID NO: 81
EVQLLESGGGLVQPGGSLRLSCAASGFTEST
YAMNWVRQAPGKGLEW VSRIRSKYNNYAT
YYADSVKGRFTISRDDSKNTLYLQMNSLRAE
DTAVYYCVRHGNFGNSYVSWFAYWGQGTL
VTVSSASVAAPSVFIFPPSDEQLKSGTASVVC
LLNNFYPREAKVQWKVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVYACE
VTHQGLSSPVTKSFNRGEC
SEQ ID NO: 83

anti-BCMA-LC

SEQ ID NO:
82

anti-CD3-VH-
CL

SEQ ID NO:
84

S 10: Anti-BCMA/anti-CD3 243 Rk GH RS S SPR

JEIT Biacore T200(GE)IE M Pt iS5 AJE CD3e i AJE BCMA EAMER 11, S5
TSRERR U

FBREE Anti-hIgG(Cytiva, 50 B 3% 20234600)[) CMS £ Fr(Cytiva, 758 B 3% 29149603)
F#E—E &1 anti-BCMA/anti-CD3 HifA (83 BC24. PC1. PC2. PC3. ## BM), ARET
BHERMmMAZ2 AR CD3e(Acro, 55 CDE-H5223)5 AJE BCMA, FF Biacore # {852 #
M SAT S TR 45 S A 25 i 28 o S5 o FH 30 22 v YA Biacore 38 A 220 (137 mM
NaCl, 2.7mMKCl, 10mM Na;HPO4*12H20, 1.8 mM KH;PO4, 0.05% surfactant P-20(w/v),
pH 7.4). Anti-hlgG fREEZE CMS & Fr 3R & B(EEE] 9000 RU 7247, i3k anti-BCMA/anti-
CD3 $iff(E4E: BC24. PC1l. PC2. PC3. #i BM )% 200RU, #A/SEHMIASE 21 AIR
CD3e FHA(100nM. 50 nM, 25nM, 12.5nM. 6.25nM. 3.125 nM)EL_AJ5 BCMA(100 nM,
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50nM. 25nM. 12.5nM. 6.25 nM. 3.125 nM)5 anti-BCMA/anti-CD3 HIR(EHE: BC24. PC1.
PC2. PC3. ¥7ZE BM M E/EHIME S{E. MBMMFEN 50 pl/min, Z550H 240s, f#
ZIAF1E] 1400 s, F 3 M MgCl(GE)fEA: 60 s, 25 FFa. MR biacore evaluation software 1
affinity and kinetics 1: 145G #5853k 13 45 B . anti-BCMA/anti-CD3 HuiR(E.$5: BC24.PC1.
PC2. PC3. #1%: BM )5 A CD3e B BB AR BCMA 17 L% 10.

# 10 anti-BCMA/anti-CD3 $ufA 5 AJE CD3e B AJE BCMA & AR

Eg S hBCMA (KD) #tJE hCD3e (KD)
BC24 0.0627 nM 0.286 nM
PC1 0.0396 nM 1.43 1M
PC2 0.0185 nM 1.33nM
PC3 0.0347 nM 1.17 nM
& BM 0.821 nM 1.60 nM

2B 11 Anti-BCMA/anti-CD3 4§REHA S E R FIBEAIRE BCMA B4 E

B R A AR 2B Anti-BCMA/anti-CD3 $iiR(8F5: BC24. PC1. PC2. PC3. Celgene
BM)53K 1k BCMA [#] NCI-H929 4Hfii(BCMA =REAM Mk, >KIE: MREMEAEY) MMIS
HHFIBCMA hRIEMAEE, KIE: b4 RPMI-8226 4Hfi(BCMA fiRFRE4HHIM%, K
e PIE SR BRGS0 T AT AN ML IR o0 L[ BOMA &S, FAMERE & ol 22k
B,

RN Uy ey

BW B B NCI-H929 4Hiffl(BCMA+++). MMI1S 28 fi(BCMA++)F1 RPMI-8226 41
H(BCMA+)7 A & 2% FBS(IG4- Ii# ) RPMI #2377 H(Hyclon, B3RS SH30809.01)1f
BAMEEZE 5 X 106 - 10 x 106 cells/ml, 50 pl FEFLER T 96 FL U BY4RMIE 355K (Costar,
HS: 3799). 1 R FRAMHIARFERERANA, 3+ BCMA mRIEMHREN
B, PiRIRE RN 440 nM, 5 ERFLEFREIL 0 MIREREE, X T BCMA {KRIA4HH, $i
IR B I RN 22000M, 5 RS EERRRRSE 10 MIRFEERRE . W ANFIRE Fpiiin ik 96 7L
PR A, FFL S0 W, VBEJE 4°CIFE 1 /M. JIATIA 1 Running buffer®™MACS, H
5 130-091-22) Pk A5 5 LiE, IATER R 6FREEDUA 1gG FiffJackson, H
5 109-116-170), 7L 100 Wl Hi, RS 4CHE 30 o4k PRIEEIMATAR running
buffer 100 1l EEMM, RS Attune TM NxT R XA EaTmaiRsE,
Graphpad Prism5 R 43T 53R 7047 .

K 7-9. £ 11 B/~ Anti-BCMA/anti-CD3 £ 85 AN NCI-H929 4HiE(BCMA+++).
MMLS 41 fE(BCMA++) A1 RPMI-8226 4N(BCMAH &5 & fE /1. 4 RERTE BCMA &, +F
FIEMBLAM+, PCl. PC2. PC3 FI BC24 Xt THEHUR e K& 4 B0 T Celgene BM.
7£ BCMA EFERAN M, PC3 M BC24 X T4 HL 4 &0 T HAbRe & .

F 11 ARSI S S ECSO MR AG&E

o NCI-H929 MMIS

B 76 ECsotM) | Top(MFL) | ECso(aM) | Top(MEL)

Celgene BM 0.8207 165553 0.3808 71438

BC24 1.556 185797 0.535 106924
PC1 1.261 226017 0.3503 100056.5

PC2 1.035 233759 0311 114684

PC3 0.8366 222679.5 0.3378 123519

IR M xsf iR 67.32 4046 / 7405
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SEiff] 12 Anti-BCMA/anti-CD3 #4044tk 5 T IHRE CD3 %4

B iR AR 24T Anti-BCMA/anti-CD3 i (f345: BC24. PC1. PC2. PC3. Celgene
BM )5 T 4K T CD3 4G . FItE oyl Z 2k .

B ARSI R

A PBMC 4ffafd fl CD3 fii¥kMiltenyi, B35 130-097-043)i4T CD3*T 4L f4rik:
HIRAER PBMC E77%, B.OiERBEE T #=IRE 107 M4 A 80 pl Running
bufferMACS, HZFE5 130-091-22D)¥ LIS R, FHiEiaE 107 A 4ia A 20 ul CD3
Wik, WRAG 4CHEE 15 708h. ZIRE 107 MIMIA 12 ml PR, BoRs
FEE, N 500 pl e E S MESTE. 15 LS ikt Miltenyi, H3X5 130-042-401)/%
B MidiMACS Starting Kit (LS)f 71 52(Miltenyi, H3%*5 130-091-051) L, Z3H¥E/5 InA L0
B, JFBRG =K. G LS AR B SR EEUR, BT FERELE BN Sml S0P
W2y 8 EH CD3YT 4. UG CD3*T 4Alff & 2% FBS(IA4 &) RPMI 1
72 (Hyclone, H3& 5 SH30809.01) WA E % 5 x 10°-10 x 106 cells/ml, 50 pl FFLEE
FiF 96 FL U B MU B4 974R (Costar, HFES: 3799). A LidEE 77 ZECH A RIR B RIFF T
1, PR EREDY 2200 nM, 5 REELCARRBEIL 10 MREERREE. B ARRIRER UM L
I 96 FLANNBRE FRAR A, AL 50 W, IRETJS 4°CHEE 1 /DI IO TR Y4 1 Running buffer(MACS,
H5 130-091-22 )34l )55 5 B, AT R3O RIE2E8 A 1gG Fifi(Jackson,
H3F5 109-116-170), fFL 100 pl Fia:, BE G 4°CIFE 30 7080 PRiFEIMA T4 running
buffer 100 Wl EEHM, EEJEE Attune TM NxT JRV4NfiEs BT iRah R, JHEH
Graphpad Prism5 FAFHEATHHE 7547 .

10, 3 12 75 Anti-BCMA/anti-CD3 Z 5 7 VEPuiAxT CD3T 44 G HE ). 4R
#H, % Anti-BCMA/anti-CD3 £ ¢ SR 46 CD3*T 48/

£ 12 FPUART CD3T 4 & BCS0 MR K4 & &

FE i A TR ECso(nM) Top(MFI)
Celgene BM 18.12 93499
BC24 38.34 162535
PCl1 485.4 92854
PC2 ~461.6 37242
PC3 85.81 98353
AP o) B NA 5980

S 13 Anti-BCMA/anti-CD3 244 R ehbithxt £ &S BERI 4R NCI-H929 R0

@it AN PBMCUAOME M2 MR T IR APUE(ETS: BC24. PCl. PC2.
PC3. Celgene BM )i ST ELANAN(NCI-HI29 BCMA+++, RIE: BT BHAE YN 0fE
FH o X A il 22 2K L

ARSI R R .

SUAH T NCI-H929 4 & 2% FBSUIR 4 MLIE)R) 1640 L3615 753 R i E = 5
x 10° cells/ml, 50 pl BEFLIEEF T 96 FLANMLRE 7R (eppendorf, H 5 : 0030730199). L
B ¥E IR A FC AN FR B AR B, PO IR i =9 8 oM, S 545 LR R 3E 10 MR ERRE.
BARFVEE PR IIN R 96 FLANRIET =00+, 70 50 pl. 2N 4NEA PBMC i A 55
SR M 2.5 x 106 cells/ml, 4L 100 pl. & B ZE RN 50 o +5350 5 40 My
100 wl H7ifk 50 ul), #C4EMILH LGN 50 W+HEFREE 150 wl), 2R 4aMZH (A PBMC 100 pl+
REFRFE 100 ), SEANF+50 N 4N B AL ERAEMT 50 wl M A0 100 pl +155%3E 50 pl), S EAxT
WRAH (FE TR 5L 200 W) FIZLOR IBZH (I 7R 2 200 w20 ZUMRVR), B4 i £ A B i (4T
M 50 pl +55 972 150 wl+20 pl Z), 2L 10: 1, LR E 24 /N . R AT 45 min,
B i e KRR SR LR S R R AN 20 wl/FLELMR W (Promega, H %5 G182A). {liH
CytoTox96® R s S 2 = A TR T ﬁ(cytotox 96 nonradioactive cytotoxicity assay,
Promega, G1780)i7 &gl s,

ZUR R (%)=(0D 42a-0D s smann)/(OD sangrmns-OD mmnn)x100%

37



WO 2022/218380

Bl 11. % 13 &7 Anti-BCMA/anti-CD3 £ $5 5 ¥ Poif 5 5108 250 B2 40 fi % NCIL-
H929/BCMA+++I9Z A H 24/ 2. anti-BCMA/anti-CD3 U4k PC1 i 54 il 2% 15 340 5=
T PC2 1 PC3, Hrh PC1 ¥ EC50 21K 0.067 nM, PC2 1 PC3 ) EC50 43494 0.53 nM
1 0.19nM. BC24 F1 Celgene BM % NCI-H929 HI5{5 %0048 T PC1. PC2 F1 PC3, BC24
EC50 54 0.022 nM, Celgene BM ] EC50 #3759 0.044 nM.

P13 BAFMEE S % NCI-H929 41 HIZLAR ECS0 {E A i KR %

PCT/CN2022/086842

FE i A ECso(nM) R
PC1 0.06736 36%
PC2 0.5268 38%
PC3 0.1871 35%

BC24 0.02177 40%
Celgene BM 0.04435 41%

SEHEH 14 Anti-BCMA/anti-CD3 B¢ RSN £ R 2 F R MMIS B4

it N PBMCAME M AFZAM )R T RIS BC24. PC1. PC2.
PC3. Celgene BM)E SHIXHE4H iN(MMI1S BCMA++, I8 JhguEdmr e M. Btkx
HE g il 22 2k P

BARSag o fEan T

RN MMIS i S 2% FBSUIRA- LGN 1640 SLiG R FR B MR L E 5 x
10° cells/ml, 50 pl &FFLIEEFT 96 FLY0JIES 77 4R (eppendorf, HF5: 0030730199). 1 FHE
B HE IR RN FR FE AP, PUAIR FE i =9 8 nM, 5 545 LERR B IL 10 MRERRE .
BRI ERTUE I R 96 FLAIRIRE I A, 70 50 pl. M4 PBMC 1 A 5258
SRS B AN L 28 2.5 x 100 cells/ml, 571 100 pl. B £5 2520 (FRANMT 50 pl +RN240H
100 wl +Hifas 50 pl), SE4HRAHERANA 50 p3E3R5E 150 W), S EpuZA (A PBMC 100 pl+
FEFREE 100 W), AN+ 4R BB GRANPE 50 Wl RN 40P 100 pl +15 353 50 ul), =AM
MR 537 5L 200 pW)FIELAROR AL (53R 3E 200 pl+20 Wl 240, SR ML KR T (HE 4
L 50 ul +85 7758 150 pl+20 pl ZAEWR), ZCEELLN 10: 1, % F 24 /). 7ERRIIET 45 min,
SO B KB A R BT A M 20 wW/FLELAER (Promega, H S G182A). {HH
CytoTox96® JF HUST 14 40 iy 25 M 4% M X 77 &2 (cytotox 96 nonradioactive cytotoxicity assay,
Promega, G1780)i &0 I 4 o A 2R .

BURZR (%)=(0D 22:5-0OD mamsmamn)/(OD mamsimn-OD sans)x100%

Bl 12, & 14 /77 Anti-BCMA/anti-CD3 £ #5551 45 5 T i 2% S 40 i 5
MM1S/BCMA++[T 40 2447 % . anti-BCMA/anti-CD3 Z45 R M4k PC1 i S04
AT PC2 F1 PC3, H PC1 HY EC50 414 0.0084 nM, PC2 F1 PC3 K ECS0 7 H1Z1K
0.061 nM 1 0.041 nM. PC3 RAEMHMHEARMEE, Celgene BM X MM1S HIAGR R &
59, EC50 £125 0085 nM, i KRN 23%.

F 14: Z AR S X MMILS 4NIBRIZ2EE ECS0 AN KRR %

P it 24 R ECsonM) | RAZREE
PC1 0.008398 26%
PC2 0.06052 28%
PC3 0.04069 36%

BC24 0.009373 21%
Celgene BM 0.08465 23%

SEff 15 Anti-BCMA/anti-CD3 4R HiARN £ R 0B ST RPMI-8226 KR 4%
i A PBMCOOMNE ML ZA MR T MRS HiME(EFE: BC24. PCL. PC2,

PC3. Celgene BM) %S HX SL40 I (RPMI-8226 BCMA+, JRJR: [E B4Rl b ZE Rl EE 2

BT 52 M B YR O R A VE T - B o B D oy 22 DR s
HARLI RN
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SEZ0 M RPMI-8226 4HAEMHH % 2% FBSUIAAE MLIE)H 1640 SLI6RE 7758 8 240 5 & 4
5x10° cells/ml, 50 pl FGFLEFT 96 FLYHMIRE 724 (eppendorf, H3%5: 0030730199). 1#H
SEIGESFRE IR FR B AR, PR E RN 8nM, S 55 LLFRRESE 10 MR ESD
B o R RVE B BRI 3k 96 FLANRRESFRIR P, BEFL 50 ul. BOSi4N il A PBMC {f A s
W IR A B A A 2 2.5 x 108 cells/ml, 4G50 100 Wl ¥ EZ 254 CGRANM 50 wl 30540
100 pl +Piik 50 wl), ¥EHNATZAHGEEANAT 50 pl+iEFREE 150 W), RB4HfuZH(A PBMC 100
WHEEFREE 100 wl),  $EYHHE+ BN AL CRELRIE 50 wl 20BN 100 W +55 728 S0 u), Z=H
TR (B3R5 200 W)RIZLMR BT IBA S FRE 200 w20 pl ZEARW), S04 A R R
M 50 Wl HEEFREE 150 W+20 Wl R, AR 10: 1, JLIRE 24 BE. ERSNUET 45
min, HEA0 A KRR A AR O HEE I 20 W/FL A R (Promega, H 35 G182A). {#
i CytoTox96® JERs ‘ﬁéﬂf]H@%ﬁﬁm”iﬁ%ﬂﬁ(cytotox 96 nonradioactive cytotoxicity assay,
Promega, G1780na7 S il40 fZdfE=.

ZLEAR R (%)=(0D #25-OD sy s/ (OD smmamrmna-OD wmapa)x 100%

Bl 13. % 15 8777 Anti-BCMA/anti-CD3 £4§ 3 BRS8N 41 %) RPMI-
8226/BCMA+ B 4II I 2= . Anti-BCMA/anti-CD3 £ 55 M4k PC1 X RPMI-8226 [
BRBRZEE BC24 2%, HASGERA EC50; PC2 1 PC3 % RPMI-8226 Fi4% % A
&, PC2 i PC3 ) EC50 4314 0.0185 nM A1 0.0142 nM, B ARHRZEIIN 39%. Celgene
BM [3%t RPMI-8226 HIAA 20 859, ECS0 A 027 aM, B KEHFEN 29%.

£ 15: BATIEE S RPMI-8226 41 ({244 ECS0 {8 R KRR

PCT/CN2022/086842

FE S 42 FR ECso(nM) TNy
PC1 0.0070 29%
PC2 0.0185 39%
PC3 0.01419 39%

BC24 0.01129 299%

Celgene BM 0.2712 29%

i 16 B Anti-BCMA/anti-CD3 252454 B S0 T SISk

CD69 1 CD25 42 T 4iliEibbin &4, ASLFf & 25 mMIkEHs: BC24. PC1.
PC2. PC3. Celgene BM Y{E & B/ #0410 A7Z7E M % T 400 A03E LA . BITEXTIR (NC) N
2Bk

EARSGIG I FR U .

SLZ0 M NCI-H929 Al MM1S 435148 & 2% FBSUIRACILIE K 1640 SL361s 773 E
BAMEEZ 5 x 10° cells/ml, 50 Wl AR T 96 FLAHMIEE T4 (eppendort, HF5:
0030730199). ¥ F Scie B 7R B EH A FIRE R ARNPTOR, PURKRERE N 8 nM, 5 55
FRIE 10 ANMRERSE . I RFEIREERIPUEIN LR 96 FLANARE =M, B30 50 wl. M
A PBMC 14 F s230 3 27 S BN 2 2 2.5 x 106 cells/ml, FEFL 100 Wl R ESZEH
(EEZHRE 50 Wl +R R AT 100 wl H5/A 50 wl), AINZhdl (7R3t 50 ul+ BN 200 100 pl +%
50w, BN GEANNE 50 W+ FREE 150 ul), MM PBMC 100 pl+34552E 100
wly, YT+ 250N A L (RE AT 50 pl +3RL A 100 pl +15 573 50 W), = AXTIBA B %
200 ul), BAMEXTEEPIIA NC NihZER AP, N 10: 1, HLIBEE 24 /. BOREkL
i, JIMATAAH Running bufferMACS, HZS 130-091-221)3 074y, % LiEES
FLIEA 100 wl Running buffer, B2I4008, MFLIIA CD4-BV421(BD, HRkS 564713). CDS-
PE-Cy7(BD, HFS 557746). CD25-APC(BD, HFS 555434). CD69-FITC(BD, HFES
5555300% 2.5 W, UK EIEE 30 70%F. A A K Running buffer PEEAMM, A 75 Wil
Running buffer B 240, TS5 & Tl A p AT il .

Bl 14-15 £/8 T Anti-BCMA/anti-CD3 $LAKE )Y 8 nM i, 7E NCI-H929 5f MM1S B
MTEE SATEEREOLT, T ARAEIEREE, HAbts BoninibinEd CD25 26 CD69 £
FHMER CDS 3k CD4 4 G40 tL, REARARREREALA, Hd CD4+CD25+/CD4+FR 4
—40 CD4 41+ CD25 EFHME) CD4 AL 5 B 73 b, CD4+CD69+/CD4+3R 7R 5 —4
CD4 4l CD69 2 FH LR CD4 4HHEAT (5 H 4 kb, CD8+CD25+/CD8+3F/n i —4 = CDS 4l
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fd CD25 2FATER CD8 4HMAT 5 H 4 b, CD8+CD69+/CD8+3m~—4H i CD8 4t
CD69 FFHME I CD8 T 5 B 2 bh . 45 R0, TEFLgN M AN FETERT, T 4R A N1 05,
MM M AERSE WL T, Pk BC24. PCL. PC2. PC3 Wi T 4.
SEfif] 17 B Anti-BCMA/anti-CD3 557 H:5i4 555 K40 i BH TR

T A IL-2. IL-6. TNF-o #1 IFN-y 1558, i 71 2 4% R PR e ¥R A0 A A7 72 19 175 6L
T, HFMAEE TR RAEMREFRE, T2 REEPism ek,

BRI T

LA NCI-H929 4 & 2% FBS(IA - L)) 1640 SLig 7w R MBS E L 5
x 107 cells/ml, 50 wl FEFLERET 96 FLANAEES 78R (eppendorf, B35 : 0030730199). /5K
U5 % FR AT SRR ARG, PUARIR SR BN 8 nM, 5 5 UGB IL 10 NIRFERREE .
BRI ERPUA I R 96 FLAMuBs =M+, 70 50 pl. NI A PBMC 1 A 525
Br RS B % E 22 2.5x 100 cells/ml, BEAL 100 pl. BEEFRAESH . HEGLHGRANE 50 W
+USAIE 100 p -+ 50 ), SE4HHZH R0 50 w35 FREE 150 ul), 2N 41ZH (A PBMC
100 WH+HZFEEE 100 W), LM+ AN GRANAE 50 pl ~ROS40 100 wl +E537R%: 50 W),
RN A+ BUR A GRS AR 100 wWHHTR 50 pl+3E3R3E 50 pl), 2% FIXTHEEH (FE 9L 200 ),
BN 10:1, 08 F 24 /i) B0 EX_EE, 4 human-TL2 kit(Cisbio, B 35 62HILO2PEG).
human-IL6 kit(Cisbio, H 3% 5 62HILO6PEG)-human-TNF-a kit(Cisbio, H 3% 5 62HTNFAPEG).
human-IFN-y kit(Cisbio, H 3¢5 62HIFNGPEG) MR &, 1R 7 & v il H 317 R S Ab
B, ¥ HBEFR{(Molecular Devices, 25 Paradigm)ik 174804347

A FE S Ratio {1, VAARHES: Ratio(Net))y Y 41, Log(kritk itk )N X &1,
Graph Pad Prism #HTVUZHIE, 7 AN SRAER A KA Ratio(Net){HF3 FIHH M. log(K[E
MEE), T AR S & B TR E (E .

B 16, % 16 AWK E Anti-BCMA/anti-CD3 Hiik 5 NCI-H929 41 1205 40 i
J8E 24 /MF, IL-2. IL-6. TNF-a Il IFN-y A-FHBHE. SANPTERK IL-2 BRI
ko A FHIY BC24. PCL. PC2 f PC3 £ 4 R Hui AR T Celgene BM HA HEALMH IL-6.
TNF-o F1 IEN-y B FRJHUKF, SR iR 4.

K 16 EArpriEgmiaHE ¥ & KB E

FER AR IL-2(pg/ml) IL-6(pg/ml) TNF-o(pg/ml) IFN-y(pg/ml)
PC1 112.06 964.63 302.56 5463.63
PC2 82.49 1 42.69 2841.61
PC3 97.51 3045.68 371.69 14391.37

BC24 88.07 260.3 200.25 4753.13
Celgene BM 117.37 3040.77 464.18 21552.72

S 18 Anti-BCMA/anti-CD3 SUHixT /) BIFERIE Pf L R itk B SOt NCI-H929

N S|

1 B 588 NCI-H929 401/ RS AIGI Anti-BCMA/anti-CD3 Z4: 5 Mk ro i
JEIE . NCI-H929 #4Hifiig 7.5%106/ 2, hPBMC AAMNEMEHM 05x109 R, WEIREE, *
THEEH T, BT 810 F#RMYE BNDG MECRE: ARER, 4KiES.
3207262001001 79034 MK 5 Fo B TR M G R B AT ZE 100-300 mm® ¥ zh¥)
BENL R 2 . i BAIAEAXIRA, EFEK); i PCL4: PC1AHRIuA. 7558 0 KA
W, BRWIREY, H2—, HH4FE 1.5 mpk, 25 RE 10 mike, E=HIE
—IREEREE, HWENIRI, 5§17 RIFEINEE., ZREES, S2R7EF 0. 4. 8.
11, 14, 17 RWEMRAER . (858 T 2 0HE R R B e 2 .

Jif g AR FR(TV)=(KX B2 272,

AEST AR FIRTV)=TVYT Vo, HH TVo NI L 2507 R AT,
PR PR A A 5

AEXE BB 2 T/C(%)=(Trrv/Crrv)*100%, HH Trrv VAT RTV, Crrv AE AN
B2 RTV;

R 2R (TGD)=(1-T/C)*100% .

TV AEE— R
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SIGEE R L 17, SRONAN G, PC HRZi4) a4 o] UL B3 A\ £ KB §85% NCI-
H929 7 FREAEEMAEK . PCLPUALESE 8. 11, 14. 17 RMIIER 518 84.4%. 90.9%.
94.2%+ 95.5%-.

SR 19 REBREREIKES Anti-BCMA/anti-CD3 S4eRMPuE BN /1%

BERE (RS IMO1-1MO03, 2MO01-2M03, HAFIEMH 3 K, M, 1KE.: 23k K
FRlKIEE PCL BT, PCL 2R S 257 E R 1 59 me/kg, #AKIBIERAE] 30 Min,
TR ZIRT MR 255 45 1 () S5 R AR IR, MAEAE 1 h YL 4000 rpm 55047 10 min (2-8°C) 43
B3I, LA ELISA V5o 1] i MR s 25 0IR FE o SRAEERS ] Oh (R 4500, HH45R 0.5
h. 4h. 24h, 48h. 96h. 168 h. 240 h. 336h.

FBHT

Cuax: TR MERZGIH

AUC: M2 5 - 7] 128 N (0 T AR

Tin: FEH

Cl: k%

MRT: 254 B[]

FTRERER, L1, 9 me/ke £ HIREIETTES Anti-BCMA/anti-CD3 255 Ve,
ARG B b 23BN 105, 112 h, Caax BN 191 200 pg/mL, AUChLg 75508
700+ 7200 h*pg/mL, 4% 57 LI o ) e ik 2 5 77U B AR AR B L A3 38 o

17 BB ES 1. 9 mg/kg PC1 ESRE T B P HWE R S5

QH Cmax AUC last t] 2 Cl MRT]as[
- (ug/mL) (h*pg/mL) () (mL/h/kg) (h)
1 mg/kg 19 700 105 1.417 70
9 mg/kg 200 7200 112 1.174 66
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PR Z R A
L HERSRG, e

OEEFE PRI — PR &5 &,

(DA EFH IR E RS AR, M,

()& & B —PUR I =PRSS A B,

H A FTA S —PUR A BCMA B —Hui oG it T gifupiR, Ak —mEgs
FAERAN G = Py R 45 S AR B ts y Ha] AR g M 0 B &% B ST A& UL R AT — T

(b)E 7 SEQ ID NO: 10 fi &M F I/ CDR1, 4 SEQ ID NO: 11 Fin-g AR T
Hff) CDR2, FIE% SEQ ID NO: 12 & LM77 CDR3;

(c)t % SEQ ID NO: 13 Fi~& B 75 CDR1, % SEQ ID NO: 14 i e il v
%) CDR2, F16,% SEQ ID NO: 15 fTn & 517 51 CDR3;

(ayf % SEQ ID NO: 7 FR& R P71 CDR1, % SEQ ID NO: 8 fin& &1L T3
i CDR2, FlAL% SEQ ID NO: 9 g 3 541 CDR3;

=
(dyfl& SEQ ID NO: 16 & ZER/F51 1 CDR1, &% SEQID NO: 17 fiREER T
Flff) CDR2, Ff4 SEQ ID NO: 18 & #7711 CDR3.
2. RWHFIER 1 AR 2 RS HEPUR, PR S —PURS SRR = PR 4
B | TR A DU — T

(bytL & SEQ ID NO: 10 ffrn& 28 /7411 CDR1, &% SEQ ID NO: 11 Fina £/ /7
5K CDR2, FE% SEQ ID NO: 12 fi~& &+ 7 CDR3; B

(c)E& SEQ ID NO: 13 & MBS )7 %1 CDR1, 4 SEQ ID NO: 14 g Mg T
%) CDR2, FE% SEQ ID NO: 15 &8 75 CDR3.

3. ARIEBCRIER 2 AR 2 S piE, KBRS —PuUR S S E S oL N E A
WElX: % SEQ ID NO: 10 A& E IR FHI CDR1, 7 SEQID NO: 11 FnsFER
751 CDR2, F1H% SEQ ID NO: 12 FIRna A7 51 CDR3, I H T 2E = Pifi 45 &t
AU TFTEAMNREX: B4 SEQID NO: 13 Fin&Z EE 751 CDR1, &4 SEQ ID NO:
14 g7 %/ CDR2, #H% SEQ ID NO: 15 Ji8 A7 %1 1 CDR3.

4. REEBFER 2 Frid 2R S EpuE, Pk s =4 A& a 5 LT EA
WX : 7 SEQ ID NO: 10 FiRa 27 #IK CDR1, 7 SEQ ID NO: 11 Fing R
3K CDR2, FfLE SEQ ID NO: 12 FrnR&EMRFF CDR3, HHATIRE P4 &%
B T EAREX: @74 SEQID NO: 13 A& &R+ 5I/ CDR1, 1% SEQ ID NO:
14 FiR& 3/ 75 CDR2, A4 SEQ ID NO: 15 fin& FH 74 H CDR3.

5. RIWBFIER 14 (T—TFTR M2 Rk, Ha

PR 3 — PR 4 & & 5 SEQ ID NO: 21. 37 5% 38 i /¥ 5 B 270 85%-

90%. 91%. 92%. 93%. 94%. 95% 96% 97% 98% 99% K 100% 17—V K & EE
5, A =HUR 44845 SEQ ID NO: 23, 39 8( 40 Fin/T 5 B 275 85%.
90%- 91%. 92%- 93%. 94%. 95%. 96%- 97%. 98%. 99%5L 100% 1] [F)—VE ¥ 2 Kl
751; B,

ik 85— iR 45 S A5 5 SEQ ID NO: 37 Fin/F 3 BA Z 85%. 90%- 91%-
92%. 93%. 94%. 95% 96% 97%- 98%-+ 99%IK 100% A —IERE R F5], ks
ZHiRE S A A5 SEQ ID NO: 39 FiRFHEAZD 85% 90% 91% 92%- 93%-
94%. 95%. 96%. 97%. 98%. 99%1K 100%H][F—It 751 .

6. ARERCFIZE R 14 T—WFTR 2R 5 Pk, H

Fik 8 — i 45 A4 5 SEQ ID NO: 23, 39 B§ 40 i /B4 B7H %75 85%.

90%- 91%- 92%-~ 93%- 94%-. 95%- 96%-+ 97%- 98%- 99%EL 100% 1] [F)— M ) Kl
R, iRE=HESE R4S SEQIDNO: 21, 37 8 38 AnFH BB £/ 85%.
90%. 91%. 92%- 93%. 94%. 95%- 96%- 97%- 98%+ 99% T 100% K17 —PE ) & IR
}?ﬂ, gz:

PR 5 — PR &S HvE 5 5 SEQ ID NO: 39 Fim/¥ 5 BAa 2/ 85%. 90%. 91%-.
9% 93%. 94%. 95%. 96%. 97%. 98% 99%EX 100%fH [F—PEHIR LB 7], Frks
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=PRI AHIAE S SEQ ID NO: 37 FURFAI A £7D 85%. 90%- 91%. 92%-. 93%-
94%-. 95%- 96%-~ 97%- 98%-. 99%EL 100% ] [F—MEMEER F 7).
7. RIWEBCFER 1-6 (F—HFTR ML R Rk, KR — iR g s
ZhURS AR B LR T T
(HB& SEQ ID NO: 21 & L7 411 58 — PR 45 B2 SEQ ID NO: 23, 39
Y, 40 Frn SR 7 5 058 = PR 45 A,
(287 SEQ ID NO: 37 Fyna& 7 411 25 — PR 45 S HU 82 SEQ ID NO: 23, 39
BY, 40 PR SIETR 7 7 1028 = PR &5 Ak,
(3)&& SEQ ID NO: 38 A& A8 F A 5 — PR 45 & B8 SEQ ID NO: 23, 39
BX 40 FR S 7 I 05 = PR &S SR,
(487 SEQ ID NO: 21 & H: L7411 55 =R 45 A2 SEQ ID NO: 23, 39
BY, 40 FTs &SR P H 58 — PR 4 A
(5)B. 7 SEQ ID NO: 37 Fion & H: L7 511 25 = PR 45 S E A2 SEQ ID NO: 23, 39
BY, 40 PRSI 7 A 038 — PR &5 Ak,
(6)L% SEQ ID NO: 38 ATRE AR F 5 5 = PR 45 & B 45 SEQ ID NO: 23, 39
BY 40 FR & 7 7 058 — PR 45 Sk,
(7) 8% SEQID NO: 41 FrRa@ W 5 5 = HiJR 45 & B84 SEQ ID NO: 42 Az
BT I B — PR G EIG
(8) €L7% SEQ ID NO: 42 Fin& 2RI 7 FIN 5 =HUR L5 A BRI SEQ ID NO: 41 Aok
EBTIINE —PUESE B,
(9) B+ SEQ ID NO: 37 FinE &R 7K =R 45 A EN 8+ SEQ ID NO: 39 fR
FEBTIIME YRS EEE, 5,
(10) % SEQ ID NO: 39 AT/n&EE IR T 71 125 =P R 45 S A1 614 SEQ ID NO: 37 At
NIRRT IS —PURA A E.
8. ARIEBCFIZE R 17 (L — IR 2R i piR, Hd pridig et T gnpe i
CD3.
9. RMWEBFIER 1-8 (T—TFT R B R R Pk, Hprds bR aRa s
B AR X R EE AR X, TR EEE A XA DL N EAMEEX : A4 SEQ ID NO: 43 fif
TN P HCDR1, 8% SEQ ID NO: 44 fJin @ &R 7 5 HCDR2, #H-4 SEQ ID
NO: 45 Fin& 28 F5IF HCDR3; ik 2 5E ] 48 X 8% SEQ ID NO: 46 flTn&E MR+ 5
iy LCDR1, €% SEQ ID NO: 47 Fi/nE A7 5*) LCDR2, A4 SEQ ID NO: 48 fi7R
TV LCDR3; I,
FrR EHE 02 X A% SEQ ID NO: 49 Fi7~fI B[ X ff] HCDR1, HCDR2 fl HCDR3, frik#:
R4S X % SEQ ID NO: 50 Ao A 45 X f LCDR1, HCDR2 Al LCDR3,
10. RIENFIER 19 TR L4 EIUR, HPRsE —PiEgs AwE 4
5 SEQ ID NO: 49 fimFEo BA 20 85% 90%. 91%+ 92%- 93% 94%. 95%. 96%.
97%- 98%- 99%EX 100% 1Al — LR IR 7 E 5 A X f1 5 SEQ ID NO: 50 fiR/F
FIEHED 85%. 90%. 91%. 92%. 93%. 94%. 95% 96% 97%. 98%. 99%5% 100%
R — M SR 7 P R gE T AR X BN, BN SR PR 45 SR EEE AT A8 X A4 SEQ
ID NO: 49 FiorR AR 75, I HHBE a4 X % SEQ ID NO: 50 FiRIR R 751 .
11, RBIERFER 1-10 E—T RN SRS PR, Zhas
(iv)y A~ Fe 2 BRA U9 Fe 38
12. RIEAFER 11 Frid i 245 v pifk, Hp

(1D Frik i PR 45 G HHON ScFy, Frid s — PR S HIE R C il & ZATE Fe 1
HA—NFe ZIKII N I, PridsE —HuR 4 SR C mfnd 218 Fe 81 5 —1 Fe
ZRKH N 35, RS =PRSS SRR C Imah & E TR E — PURSS & N i,

(2) FTiksE PR & EHHON ScFv, FTidS—PiE S SHIER C inah & Z TR Fe I
HA—Fc LRI N i, FridsE —Pii 4 S EE H C s E 1A Fe it 5 —4 Fe
LKA N 31, AR =3RS S C Ingh & E AR S — PR A N i,

(3) Fridsi PR 45 G HEHON Fab, FTidSE —PiR 4 ST H C uih & 2 7id Fe 8
Hp—NFe Z I N I, Fridss — P4 G Fab BHEDY C W& 2 ATA Fe #/1
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A=A Fe ZIKM N i, TR =R SR C Infl & E R E — PR & S
N Uy, 8Y,

(4> Fridsh PR 45 A HHON Fab, FTASE —PURS SHETE R C mBl & Z AT Fe 1
HA—Fc ZRRHI N i, FTiASE PR 45 S 7r 5 Fab EHEM C sl & EFTE Fe #1
F— Fe ZIKBI N I, Jrid 58 =R S HITE R C & ZRTR S R4 AW
Fab R28E[1) N ik 25 PR 45 A BT Fab EHEM) N U,

13. MRIEMFIER 1112 (=BT R F Pk, Pk Fo 8% 1gG Fe 8.
A IgG Fe 3. A 1gGl B{A TgG4 # Fe 15,

RN, ATA Fe a5 R FTIA Fo M PAS Fo £ Mg & aE REREUR, Z/A,
FTid Fo A& TRK Fe Bt Fo 2R 45 &2 1RV s S T Th AR R R IRAR B/,
Pk Fe AL & kb B B Fe Bt ) — Fe £ ki CH3 X5 A B A ML R 2R E
R

14. MRIEAFIER 1-13 (E—I TR Z R R MPUE, PR fe R usE A mon:

(DHEFEZ KEEA R, HP—KZ M504 5 SEQ ID NO: 65 FinFF A 27>
85%- 90%. 91%- 92%. 93%. 94%. 95%. 96%. 97%. 98%. 99%BK 100%¥I[F]— ki
FHEMFY, FH—%LZIKEAEE SEQID NO: 67 FiRFHEBAED 85%. 90% 91%-
92%-+ 93%. 94%-+ 95%. 96%+ 97%- 98%- 99%ER 100%IH [Fl—PEHIH & IR 71

QML IKEEH R, HP—&Z 5855 SEQID NO: 69 i3 A &b
85%-+ 90%- 91%-~ 92%. 93%-+ 94%. 95%-+ 96%- 97% 98%. 99% K, 100% ) [F]— 4 1
HEMTY, H—%Z K055 SEQ ID NO: 71 T il BB 270 85%. 90%. 91%.
9N%-. 93%. 94%. 95%. 96%. 97%-. 98%. 99%EY, 100% ] [Fl —EHIE IR 75,

GYH =L kEEd R, Hb—4&LMEE S5 SEQID NO: 59 finFa A E b
85%- 90%- 91%- 92%+ 93%-+ 94%-+ 95%-~ 96%- 97%- 98%. 99%E 100% ] [E— M i
R[IEMITH, 542 KEAAS SEQIDNO: 61 finFH BEH ZED 85%. 90% 91%-
2% 93%- 94%- 95%- 96%+ 97%- 98%- 99%EX 100% M [F— KR ERFH], ©TFH —
#%Z KRS S5 SEQID NO: 63 i FHHBAZE/D 85%. 90% 91%. 92% 93%-~ 94%.
95%. 96%-. 97%- 98%- 99%I% 100%I1[F]—VE I LR T 55

DH =L kAR, HP—&L A5 5 SEQID NO: 73 FianFa BA &b
85%- 90%- 91%- 92%+ 93%-+ 94%-+ 95%-~ 96%- 97%- 98%. 99%E 100% ] [E— 1 i
FEMFY, H—%Z K045 SEQID NO: 61 FiRFHEAZED 85%. 90% 91%.
9%, 93%. 94%. 95% 96% 97%- 98%- 99%HK, 100% I [F — I HIE T F5], BFH—
SZREER 55 SEQ ID NO: 75 FinF A BB E /D 85% 90% 91%- 92%- 93%- 94%-
95%. 96%. 97%- 98%-. 99%IX 100%IP)[F]—ME I LR F 515

G)EFE& L IKEEd R, HAP—ZL 8% SEQID NO: 65 IR EARFH], H—
%% ki A4 SEQ ID NO: 67 Fn S 51 751

O)HMFL REEAR, Hb—%&L2k8 6.4 SEQID NO: 69 i IEZBRFF], H—
%2 K5 A4 SEQID NO: 71 R E IR 75

(D=L BREEA R, Hp—4&Z A S SEQID NO: 59 FiRIEERF5], HB—
%Z KRS SEQ ID NO: 61 AnIEERTH, 6 —%&Z WEEE S SEQ ID NO: 63 fir
FNGIEE- IR P

@B =42 IBEdL R, Hbh—&ZL k84 SEQID NO: 73 finHIE R F4, HB—
% Z kB85 SEQ ID NO: 61 AinMAIREIR T, 86 —4% KBS SEQ ID NO: 75 fir
NIRRT

15. —Fhegipsd e, FHASREER 1-14 PE—Tr R ) 25 S vz % T
B A

16. —FMTESZ A E P57 BCMA Rk A0 X PEm i ik, HAEs kil B s
ITHME BRI E R 1-14 AL TR 245 B PEPUIREACRI ZE R 15 Frid i &ind s
Yy, FRFOROHEE . ZAMEMHE. ALK, RN OREEERNBHEICT K.

17. —#&54E BCMA [y, Ha&anARaiis, Fridan s iiia &

(2% SEQ ID NO: 10 frn& PR /57 CDR1, 2 SEQ ID NO: 11 & &2 R T
FIi) CDR2, FME#& SEQID NO: 12 fin &AM 711¥ CDR3;
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(3 SEQ ID NO: 13 & EER /7511 CDR1, % SEQ ID NO: 14 fiRnE &£
Ff) CDR2, FIA% SEQ ID NO: 15 & 3R 571 CDR3;

()& SEQ ID NO: 7 iR &8 M 7718 CDR1, 1% SEQ ID NO: 8 fii~E & 55
¥ CDR2, #1E% SEQ ID NO: 9 Fr/n& Z 751t CDR3;

E.jz
(4)8,% SEQ ID NO: 16 & R 751/ CDR1, &% SEQID NO: 17 fiREEZER
Fff] CDR2, 7 SEQ ID NO: 18 it ~a EW /7 71 CDR3.
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