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123t 3 B A IR 6 T A 244 FlR Bost 69 R K

AK I B—At B R IAAR, e DU IR, ORI 3 R
4 An 4k B R Ao st i R R AL B AT

KAHF:

BEHRAAWST THT, kT b2 FWls. S F UK (bsAbs ) H E AT,
BB 45 & TR IR RF — B L8 A RE 4 kAL, A RE T RARGLN B EIRE
8 G (IgG) L4k mAb. & FEAS/MITEEE LS, bsAb FF TRAB K ESET L
Zeksm (oA 2R X8 ) B RAL, TRk BPA S @R E TIRREK, HTH
mAb LA24LA bsAb, TEMETH L%, AWM ZAET 60 37 RE 4 bsAb B X, @it
B R B, Bl 48T £ R (scFv) , WR4 4 K ¥ (Fab) , &4k (VH) #2424% (VL)
TR MR, TVALAEILH $ bsAb, 22, X RE T HA G £MNFHH XA T AR £
ERAAE M, GRS R, KR P B, MABR M E. B ) F EUARR
B RBRE. SRR AKE, RTINS B E KL PR RT 252
8905 R R Fodd 2 B

EB2FETHF R Fc HR, kB R 4FFHIRIRG A F . #lde, Carter F A
“Kih* ( knobs-into-holes) 42 ! B ik #i/k & 4% 6930 o BB . LA AR 49 LI T 4 F 3tk
(Ridgway, Presta et al. 1996; Carter 2001) . #eAl1& Fe % — & F 4449 CH3 Rk L id%—A4Mn)
4 BB R TR T — /MU KW BB A A E T —A “knob “(4» T366Y), 7445
ZAF4 LG CH3 Eoy s ZUOLB R TR T Mk ) RALBR )% 8 T “hole” (Y407T %),
BP A A 2 1A M) R B AN RILF ZRARGT R (W09627011 )., Z 5B AR T - KR
E kit —HRE T BRG] (W01998050431 ), Bl 31 AT CH3 X3k —#dd kit
B SRR, [2[RARRE) IR AR AR IR AR T4, A B RG] 2 70-80%4 4 .

R, R LA (SEED) FRALRAR B — A T = 8 R A 6% Rk, 12 A 1gG
5 IgA %9 CH3 £5#13% ( AG SEED CH3 #» GA SEED CH3 ) Z 8 5] %4 09 BB A 5 R E
A EM) . 1gG Ao TgA CH3 AT 4240 7 & B AMF 51, B S Ah Z ARG F 45T vA 8L 7~ 4 5 2 IRUK,
M B %, T Bk 2 B AME A F A F) 4K 89 T fE(Muda, Met al. Therapeutic assessment of SEED:
A new engineered antibody platform designed to generate mono- and bispecific antibodies. Protein
Eng. Des. Sel. PEDS 2011, 24, 447-454.).

FRTF IR B =R RE, #903] A8 ZAE R L 2oy AR H R ZRAK.
%7y kAN — R E 4 CH3 £ 438 L a9 A R BUR B R B A W S AT 89 Lys, 35 5 — £ 4449 CH3
g A B B BRAEIR A F AR Asp K Glu. ARG W A BABRBIHWI] DR HH R
F =2 4K. Gunasekaran et al FAH — K5I AT WA BLBRT R Fo 7B =0 AK 89 WA F 3t
& (Gunasekaran, K. et al. Enhancing antibody Fc heterodimer formation through electrostatic

steering eects: applications to bispecific molecules and monovalent IgG. J. Biol. Chem. 2010, 285,
19637-19646.).

CN104011221B #4&T7 —H AT ER AT R 84 —mit 98 2 T o) LA 154689 % iksk
8y S R MR, 4252 37 B R AB R RAUE A IR A FGK 6 S R MR X D) 90% A Y R
A EAFRT. SE A e AR E 9 T 09 BB RS RAY, B R AR R A4
K5t
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CN109475627A 3247 —Fb 4| B4R 7 ik, (22 5 R eh2 2 Fr 4 F M diik
RS EE, BOHFREI2ARBERPIIAN, X1EFE2IAKRKETRE 44 LIRS L
2 frAk,

b, AARBBAE 26 BRAFF IR 6, HRERFIALVRE, smFRh
THRAVIEF Rk KRN, ARG 44E, AREFPAREREERL, R,
I R AT 09 WA UK LA 40V 4 R R f A VAR IR R B R, FF BLAT i U Fdd ik - & 49
TR R A A F LR AE DS 42—/l B P AT

K ARE

AZ IR T —Av 3169 45 F IR (o3t slE 2 M4iik) £ 4, BAUF R
T ERPINARTEE, BNAE CHI/CL RIANSHMERRE, AHSY S HRE
Ak

(1) By, EAGT T ILE 25,

(2) BH 5 R K 1gG 48 5 69 2.5 R R

(3) #Fh A HIANREA YRR F L

(4) BARZHNEREE, Pl 53 AR LA IIRR G BB FHIRiE S R B He Rk

(5) e —Nmii PRiL, BRTAETRMLE P REfIRINE.

FIRE, AL BAE 2 HFHIURFE 6 F AR B RRBIEART, BAEm T
%A % 4 IR (U UK.

WA ) i
B1E5 T THMR4FFHEIIREN (20 1+ AR ) DAL PTULSHEE,

B 28 FT/A LC-MS 9 Mredk 7T REBAGERALE S TG, P A JUK 1
F4E: oar R 1 8245 B: 34K 2 F44:; b IR 2 3244 AaBb: JEAAXEL A I

B 2A: & 744616 LC-MS 4 X;
B 2B: & 724624 LC-MS 4%
B 2C: £ 744634 LC-MS &%,

BA3RF7T&8HATHARRIIRIT I AN s EBLEL DT RESE, I LC-MS 247 £ 4
MENSFrer), HP A R 1 F4E: ar AR 1 B4 B: AR 2 T4E; b Uik 2 #2244
AaBb: iE#AFBL 69 SR,

B 3A: % 8 Her2/PD-1 #0449 LC-MS £ X.
A 3B: % 8 Her2/CD47 4844 LC-MS 4 X.
B 3C: % 8 Her2/cMET 28449 LC-MS # K.
B4 2F7TRFTGREIFARTIIANTR O R ELEESME GG R ETAREE, A
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LC-MS o #7 BB 5T o], E A: ik 1 44, a: Juik 1 824%; B: a4k 2 E4%; b:
K 2 32445, AaBb: JEAAXTELEG WAL,

B 4A: R 944149 LC-MS 4R,
A 4B: R 9448249 LC-MS 4R,
B 4C: & 94046 34 LC-MS £ X,
B 4D: & 9404 44 LC-MS 4R,
B 4E: & 9414 549 LC-MS 4 XK.

B 5277 ZAFF ke R, L4 B SA 27T 241N sp M A 64 WU 30k
A SB R 7 2+1C s A ey 4 b dudk; B SC BT T 2+2C s MR 49 3U4F 4k,

B62xm7T &1 AT ERALAMENZNME ST, FA LC-MS 57 E#HLLE 5T
pefr], HP HCL: 34K 1 T48; LCIL: 4R 1 3245, HC2: 4k 2 T84, LC2: 4K 2 4244,
Intact: JE#FLxT 44 % 3.

B 6A: % 11 GPRC5D/CD3-1 ¢ LC-MS # X,
A 6B: 4 11 GPRC5D/CD3-2 4 LC-MS £ K.
A 6C: % 11 GPRC5D/CD3-3 # LC-MS 4 K.
B 6D: % 11 GPRC5D/CD3-4 #) LC-MS # X
A 6E: % 11 GPRC5D/CD3-5 49 LC-MS 4 X.
B 6F: % 11 GPRC5D/CD3-6 %) LC-MS 4 X.
B 7A 4B 7B 7 7 BCMA/GPRCSD/CD3 Z 5| A dfy Ao —aibk & 1 R & 7).

B 8 7 T FHIAANF49 PBMC & H929 @mfe ey X144 R, HPHE 8A 577 =#l4
AF69 PBMC 5 BCMA Fat: H929 #mfedg X448, B 8B 257 T T #l3uih/~ 549 PBMC
s+ GPRCSD Fa bt H929 4m it el #4545 8 .

B 9A-C 7 T T B B BB Iusbib s 347 3F 0 R I A B Is Bk 69 45 7 B 9D-M
RRTHRT ZAALHIRIAT R M AEE R 2408 Bk (nrCE-SDS) ## R,

ZX:

FLIERRAK A TR AT RA B R F R F . FEARA, BHRETAR, EE
AT PAE M RIBRA TR BAR LT E, mAARATERFRLAGEE, L4 dh
P AS A2 R B FRE], FRAE A s S, KPP AE R 69 PR FR Aot 52 KB 5 KK 00 P B AR,
B Ead KA R R 6 IR B AR 694 L.

AT HRBALAR, BEAATENL, FAREEL, EEHXEAGRBLTAL
R, FRRZAR, B, KXFTAGRBIED T HE LR LT E, FELRE
R .

RIB29" 8 53T SRR EAR N B &4 i 2 LA WA 3T 4UA ) 5% F IRA LA
FFHAAK 5% LR 6 TEE A 09 20 F Sdd.

Yo R SCHTR . AREFa/REFET LR P G9E—RRT LR FIRAK S AR AR,
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BEALPURR “HF—" “HF7 M, AT REANEMBAALE, R RERH X
KA *’Jﬁ«éﬁb—fi

Jo KB, RiB“OAROEFIHROFEIENE L, BT W%zﬁ%&ﬂﬁ
thZd . R FI., ERAP, HEAREQL R OIE N, T ﬂk%?ﬁ% B, T W]k
%é%i&w%%\iﬁi*%mﬁﬁiﬁew%,ék&”V“%Aﬂw%§%%WTx
ROt 45 Ai#E i LR AR T LR,

W AR R, THABENGLIT ERGRILKR(LEARIE Kabat F A, Sequences of
Proteins of Immunological Interest, # 5 h&. Public Health Service, National Institutes of Health,
Bethesda, MD (1991)F 4% % 4 Kabat % 5 2 4% 5 5+ B & AL #4745 Kabat %5

e KI AR, B TFRAIJARRT TR Z MG MR (Plela gt K, #ldeFe R ) Pa9RHA
BAAL B BF, 4% Edelman, G.M. et al., Proc. Natl. Acad. USA, 63, 78-85 (1969)% #:i£ 49 EU %5
FRGF I AERLT MR EU %57 . S35 B0 5 R/ REURBEORNK F A4F IR B Y
Aey, 2B AR T CIURR AT AR 6940 5 6945 B Ao/ R BB RIL, X R AR AA
R C4mhY,

*TFARE kﬁéiiiéﬁﬂﬁﬁéﬁﬁfﬁﬁk/?ﬂ #9—#& 12 8.4 Kabat, E.A. % A, Sequences of
Proteins of Immunological Interest, % 5 #&, Public Health Service, National Institutes of Health,
Bethesda, MD (1991) &

RE“BEABRR R BRRRE B RAACG FRARLRSE T P2y — ALK
PRI A AR 0 AR BB R IR ABRA R S AN ARETUAR R ARG A RILBR AL
(PP dy it A5 E A m b Bk B . ARABR(Ala); HRBR(Arg); RABEE(Asn); RARBER(Asp);
FIRRBR(Cys); >RBHE(GIn); &R (Glu); HRAB(Gly);, LRF(His); 7 =RB(le): &
R (Leu); #AI(Lys); FARI(Met); AR (Phe); M RAIR(Pro); £ RBR(Ser); A&
BR(Thr); &R (Trp); BRAB(Tyr); FHAMKR(Val). KL EIRBRIAR L PR HE A —H
REMERRGENGRABRALT R, “dERARA LRI ISR L SLPT 5] 8978 2 R AR
HAEQRIABR BRI, sk ﬁma§%%¢ﬂ%aﬂhﬁ%%ﬁ% ERRBAYRE
PRS0 F O E AR, LA, LHAM. SLAM. Ab AR ARM AL E MY,

RE“CHI R ¥ HARE4E % KOG EU/L B 118 34 £ EU /2 B 220 #9302 (EU 4451k %),
2 - A F % F £ ¥ , CHl # M ® & %
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGL
YSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSC(SEQ ID NO: 116)4) £k 8 5 71 .
FE—ANFTasEP, BT RE CHI by F AR A I FRAB R LR N Sr a4, RAd@iE
FAE F R B R R A F R B R E A oY ZRAd,

AECCH2 R7¥54ARk T4% % BREY M EU L F 231 2810 £ EU /% B 340 4930 (EU % 51K ).
HE—ANFkFEP, CH2 MR L4E

APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK (SEQ ID NO:117)
Y ERLBRA T,

KIEB“CH3 R34k 44 % ko9 A EU /5.8 341 3810 £ BEU 158 447 943145, £—/A~E 56
FE+, CH3 &HHRE4
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDG
SFFLY SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK(SEQ ID NO:118)#) & &
BT 7 .
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KB hikk ROF5 IR T4 S KOG30 5, PTRSR AR A R JikE 45 b 535 CHI R A= CH?2
R, #lde, 1gGl 448 X, #l4eikif EU %5, D221 3| P230 ¢9/5 7). *Tulidith IgGl £ £
B o b bk X R R B AR At A, AT A IgG R AG4R K

P BB F LT A BA AR BB 7 09 P 4 S KALR ) Rk . Ak
FEP, R B ALR G5 DKTHTCPXCP (SEQ IDNO: 119), 4 X £ S &K P. £—/4
THFTET, RER 4 HILMA ] HTCPXCP (SEQ ID NO: 120), E+ X2 SR P, £2—
AFFEY, 854K L4ARILEAF 5] CPXCP(SEQIDNO: 121), -+ X & SR P. £—/
FiyET, AR ERER P F PR A I F PR kA TR R X 6 W3 —AAE.

RE N B 45 AR T oA L8383k o K SUPT R 49 KB4k R 5B 1149 A 48548 %
IR TR SR BT 5 F . A SR FRIRTRE SR 2 5 i3 eh ek ey 32
Bl L IkIE L R B MR &, QSRR TR ZB(PEG). KA =8, REMHRKT
ZE. RAZEBRGE RS, AR E Y, RE ALY ARIERIE R R AR R0 5
5, HFPTEE I SRR AVR BRI A 5 H E — A, Rk, PTEREE
K EAXIHNRKE, LRVGEREAA K, i XA CNEF N TRk, 1%
BFRG R IR E . TRAE LT LR AR TAR LR 08U TR A Gly. Ser.
Ala 3% Thr, & B 49483k S35 H 2B -2 BIR 540, 8.4 6] 42(GS)n. (GSGGS) n. (GGGGS) n+
(GGGS)n #(GGGGS)NG, HP n A EY 1(HARE 2. 3. 4. 5. 6. 7. 8 9. 10)a9%4k, A
3 RIE O IEH AR -BABRE SN, AAR-LABEShA T L.

RIE“Fe MR Fe R7EAL P A LT X LAKREQERNSH Z Y —Ho@T R
CHE%k, ZRBOHERAFTI Fc RATIRFe K, RARMLAEIRE G Fo £HMIRLLHA
NEAMBE LMK, B CH2 543K, CH3 43 A-Tik4Y CH4 M3k, B4, & RRIUK
b, BIEIREG Fo £HIRESRA 1gG. TgA o IgD IR AL T4 % —fof =82 4
H1IB(CH2 25 Hy3kA» CH3 £ H3R); A AR A 1gM Ao IgE RIuh e mEA TN E =, F =
Fo % w18 45 IR(CH2 £5493K. CH3 25 H)38 4> CH4 L5 #3R). IRdE RSP B 5MLeR, &1 Fe
R4l s RPagRAMBALS T IRE L Kabat % A, Sequences of Proteins of
Immunological Interes, % 5 A&, Public Health Service, National Institutes of Health, Bethesda, MD,
1991 ¥ Frif 49 EU %5 & (£ 454 EU %31 ) #47% 5. R, Fo K49 C 3 M AR (Lys447)
TVAFERT ARG L. BA Fe R A FZI_RICAM R I Fe, MmAKE 4 Fe 5+ =Rk
=3 Fe. AL T, RiE“Fc X7, “Fc Ha"F“ =% Fc (Hldof 3 Fc) "L LIE%
BB ERTER VH A4 TER VL AA E4lex R CHI 8248 X CL, {24
— AT TALEAETHETR N#ORER, A—NFEHRFEP, AlgG T4 Fc R
Asp221 M Cys226 A Asp231 34D 5 & 44 49 5 253,

B—AFHkFEP, AlgGlFe R 2k (444#K) 04U TRABRA )

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGS
FFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO:122).

AIgG4Fe R 5 Ik (4K ) 48 TRARA 7

PPCPSCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVH
NAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREP
QVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
RLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK (SEQ ID NO:123).
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Yo KL HTIRE F ik b F A K4S Fc R, E—/A%kF5 £+, Fo RATA AR Fe
R. E—AEFEF, % Fc ROSALERRH4LIMAH. KR Fe R A5 5iMRLE.
Clq#4. C3 & bAw Fe 2R, B—ANFFEP Fc RRAAFC R, £—ANEmFETF,
FcRBTAIgGd Bk, E—NR#FEY, Fo RETAIgGl L X,

BRI, “FZHIKFe LR RIFOLEAARE G Fe R b AmARE 49 Fe K —H4b
BRI LR, BT VAEE N RER C Kb E 3 5B EMIR (Flde Tl Sy F44
B AR Tk Ao/ R 24 5] K R RAUKR IR0 K K, T A5 e T4 50 Bk Ak 8
SRR ) . TR S A S AR ] e S R PR

ERAREERN (RBEEREEMREE, RERER) AT, Hld, SRELESETF
V KA, “A43D7%48, 15T Kabat {3 & 43 49 B R EILBAR R LA RBD)IK; F R T4
f5F C Raf, “QI24C" 235, 15-F EUARE 124 89 5 R B FILRER (C) IRK. HRAR
TR A0F, R0 R T Z R B m 5 (+)if 45 . “A43D+Q124C7 R T B B 44 K & A43D 4 Q124C.
BE-NERAZETARE SAPRETEMN, AALY, BF5TrRET, Fldo, RE
“K370T/S” % 370 1549 3538 K T ABAKA T K S Rk,

ERRARBRZIBRAE BT, W RAATE, £ IBRIE 1gG1 T4 R kappa 3248 %5 09 &
ABRATE, PPHBENT 1gGl T4K Kappa B#HFTHRARLE, UAREH L THREZ
4 L 3F R TR A BB B AR E. Hlde, EIRA C220 M, il 2 1gGl F44:@ 1T EU
F 5 T e % 220 1 8NER, ARA T T AT e BARR, Ao [gG2. 1gG3 K [gG4 ¥
8% 131 12 8B,

M%EE, EMAREN, A—ARAREE MRS BB TR R AL, R
BTV AR B R E AR ER, P, HiEE, EABAREN, OHETERS 43
EHARREEARLAR, LOBETE TS 3 RLAARKRN, e 4345428 b
HRIRREEHRLARR, REBZRBEBARSE TETERGS 43 42805, Kid“m L@
B g8 EAmRR R AR TR A LG R - BAs 2 @ P I AR ER G e, &
FRX R MBI, B EMIR QISR T e e, X 35BN e Fo A
P TFR, MABERIERZS Y., BRTUEERESEFOILE F AT LEME, R
M UAESHRE., AP OBIHNREFN, Frd REFREA AT R m o P FF
Jb 1tk KL FEAY AR e S RE R AW TE M

ARIBBAR L AP AR RIGAISIGIA L ARG — DB S T AREE
AN A R LA MBREE M BURAALES B L E N 5 T mRe) KA P ey BIR, —uk
BARAEASHE7 B T RAFAR L ARG IR AR BRSSP AR A R E AR,

AiE “BonT7 RIGHBLHIIFHFUESCNETHT, HldthkR L RE S H K
K e I E

RIBEIeAF R IGLE D 5F AT 03k s 4. $eAF T AR IR, 3T 02 Bk R TR,
RIBRRIGT| RS AW o F . XA I8 R BT 8 AR & A A S e am e
A, RMEFA . HARAREEM, ER>TF, QELARKEANEORRIK, HRT L
BAAVEIR. suob, WRTVATA § THURALE L0 DNA., WwALATA, RiEEREFTBIWETH
AR FHFHANTAER 030, A2 TG EF, WRAMBIAILER (BP5HBHA
A ERA RWOIROR T mi S ERL NS T AR F Ik Seirss 6 R AT,
“YeAR Fe “HURT A LIRAEA.

Yo AT G) RE“FRIRE SR RAIEE 0T, Pl 2GS0 TR F LS
TS R AT RAIUR AL, FLATE S KT VR Bl LA R A IRE G R KUK A
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B, XA HetrE SR TIARA RIT U REA IR S T THR IS ZBiEH, FB7T
VAANE A Bk TARGE R RO deds, FARE S R TT v R SARREAK, IR aea8 24
LKA 45 IR, A SRR T FBIUVRET, i ORI HRARELE SR,

Lo R IFT R B RAE“RBR S R RIGIIRR LIRS K B, Blde S 4 F B3R S oUF
Fo M SR G 25 ot R FEAF R IR GRS, R E SR TR Gk LR E G A Y
RIUK N B, ZAFPIRLE SR T oA LA KT REA I 5 F % 457 M F ik S U S duik o
FIRIN) ZREM, FATOUAM DRI TIRE SR AL S LR/ R, EREANE S
TP BB TR IIFLE SR, “RAFELSR” fo “ARESR” TALBREM.

RiZ “BHFHEEST REEVRFFE SZHFEESST, HldF s
ont, WHEASTFOLEVE—RESRPE _FFEoR, BVt —feirsd o
40— AP AR RILR BPTE F 32 6 R 467 — R R detr. RIFBRLA S 7
STt E 0L S N RIS R/ SLEN SHRENT, B ZFRueent. £—
BFEFER, KRR SHFRBRELSTFRSFFEIUVK, A—RFFEF, KLAN
BAF Lo T RVAFFHIR, E—RFTHaFEP, KREAWPWSFFELELSST RS
Ea, LT A0 a4k iR e g A Rfok AR AAR G Fetr &K,

Y KL, RiBFHFHTR, BA—ARE AN AL S EG S K EaHT, Tk
{5 P 09— /ML, E 5 A0 ) S AR a9 A Bl AL B R A RAR B LR 8948 F) kAL 454,

T KB, KBS 4R S 50Tl kis B £V /N et b, FridE )
A BeAREE oL 5 P 9B — N 3eAnsd A5 5 5 40 B ¥e AR 0 RRME S /4 MR B TR fetrst 4.
SRR RS TR E VAN TR AR RAL B/ M B L5 FHNESNT. B—/NF
FEP, KLRETEZFORFFRESST, HEA4ATE —feliff ZYeire) ot
Bl

Yo RSB . RiE< S M RIs A £ 0 AR E S 20K, PTRE ) AR
st BP0 — AN IR SL B 5 A B IR 0 R B R AL R G RE LR 6 R R ALk 4.
SRR ATE S ANTR IR R AR S0 R IIR, E—AFRTRY, AL
RBT XA IF IR, H LA A3 & — IR A F RS S Atk

L EZHFRIVRR U FRIAEAPRA “§—RARLAOR” B, ZH/LEEHE—RY
AR, mAZEEPRBIIRP TSR ES RGN, Blde 25 FHIVAR A F LR
WPTALE I AR I DA ENE—RBEESR. B, WHEFRIRALESE —RRELSK
Foff TR ELSR, 22TUES IAR I ML E—RBELSRF | AR 1 AMAALGE
ZIREERK,

BAELEGSTFPRA “F—RFEESR” i, RHLEEFH —RIFNELGR, ATZTER

B0 TP e TR S KA, Bl B4 F IS5 T R RS0 F T
ARAE 1 AR T MR ENE—Yelfd 6 R, Hlde, WHFHEL,TFOLE et & Rer
Ho¥ATESR, TUALES 1 AR I AMALNE —RAFESRF 1 AR 1 M LK E —3etr
K,

BERKRPRAE “F—RBREGR” B, ZEBLEGF—RARNVLE LR, WAEERFR
WP BTS00 R 40 RN, Hlde S 4 R IR F IR P TUAEE 1 AR 1 A
B F—RESR, Flde, REFRFKESFE ~RRLESRFAFE _FRESK, 22
TIALS IAR I NA LG E—RRESREA 1 AR MALNE ZRBREEK.

HRA PR RRAREE R RRTHIR 8, RIEHRIZIEIF/ ARG S R LS LMK
A RATE QiZAR G FHE SR SR, Hldo, HWREESRGHFMEEILRY
7
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P B 5] 4o Fab 2 RATA B iZ ik ag48 5 A B2 5] e Fab, SRI0/B 44 R 94T T R fo/3 4244
TERAIRAITE ARG FSETERFo/RBBTER, REZRBRESRG 1A, 24, 3
AN 44 5453 6 4~ CDR #iZ ikt CDR,

RiE “DTAH” RIBERBESR PR RS HPTRRGIRG R AR R, 224
—AREAMEERBEH RE, iR, RSB, E—ABIRG T FTEP, FTEEE
T ARG CDR +.

RIBAIR R ARIUVR BRI P TERAE A, RIGEARRLERTO YT MY
T, EFAEE 1gG WARNERLT, 2RIUKO A bt BiE 00 M AT M)
Fof) K2 8(L). ERER M2 2 THIVKERLT, 2KRIAKREA D s ik
B E TR, A TFADE g6 ik, 2RAKRERATHERTERALFTHE A
VIhAr g R, P EaiREY s 34 MK CHl. CH2 /o CH3. £ Kiuik
BHOBBTER(RAIPHE S VLFFREETZRER, ETRERBT RO —-NEHR CL
AR, A FETER VH A/ 424677 % R ARd) =/~ CDR #2 4 4~ FR 20 5%, MELZE) A
HEvA4e TR A HES]: FRI, CDRI1, FR2, CDR2, FR3, CDR3, FR4. RiZ“#fk b K703 7 %
ReGg—2 . ERBGEHRTET, KRR EAIRLERLES R K.

RIBIRAR R ES RS 2 RIFURTRR T, LaseoRKiuvke)—3ay, {24
fess b o RIVRNILR RS 2 RIREF S IR &6 R AT R R & KRIR)TELEERA.
AT E4E DNA HRAR. BRI F B T ENIFIRB EIRRE SRR, WRELSA
L8352 I FET Fab. Fab’. F(ab’)2. Fv. #4% Fv. M4kdiik(diabody). #3RIAIR(sdAb). 44
KIUR, B3, BT RNE G B ILARIVRGEEB KT Fab H . o, B3 F R E8EAKR
44 X 0 ZBAE T @ LR 24K E R F(ab')2, 3 Fab’ 8 ZJRAK, & Z 894k B B, F(ab")2
STVAZE P A TR AT AR B R P 4y AR ARAL R, disbdd F(ab)2 —RAREEILA Fab'
BAR, Fab B R K ER BA ARG Fab A . Fv A BRm IR EA 4 VL 4o VH 4 #3828
. Fv HERAGAAE#IR VL Fo VH ToA sk 5 09 B H 4040, 122 o T A 875 %k, 1%
F e R KR NGB E B A R RO T, SFRA AR XRG4 T VL
RAe VH X Bt vAH R 4£ Fv (scFv),

“Fab K "X Fab”EARX P L4, AT, AL L REARN. OSRLERE
6 FHE T E MR VH. F4E 18 Z 45X CHL. 2244 ] B 45438 VL Fodzsk f8 2 45 MK CL 49
BRERBEORE LY, — £ 5 REMNBI Cis04 VHAik f CHI ## CL W — AN BRI,
B—5 S REM NI Cs56.4 VLArik ) CLA CHI ¥ 5 —2 & X, P prid VH 43K
Fo VL 45 MR Best R R & o4as. EALY, @45 F4fax R CHI ¢ Fab % k&4 AR1%
“Fab #4£7; A0 M, €.442442% X CL 49 Fab % Mkt AR1E“Fab 4245,

“HARNRE X ?RCDR KRR “CDR”ZAART LLEMIRT £/57] L3 LB RELEH L
B AGIR (REIR) Fo/REH LRI A (URIERE”) R IK. CDR &£ A 54
A4S, EhkA2 4849 CDR i #ARME CDRI1. CDR2 4= CDR3, M N-34FF 46 I 5 4 5
{5 TR E 4T R4 AR A 49 CDR #ARYE HCDR1. HCDR2 #» HCDR3, s Fduikdztd T
ReE M)A 6 CDR #ARME LCDR1. LCDR2 #2 LCDR3. £ —/ R 494447 LR R EHT
RREREF5]F, & CDR 6945 4 RAR BT 5 AR T AR 35 % et ik CDR 359k % R
Y 1E—Ab SR LS T, PRRARIRF F Q360 dor TR = 445 #9742 CDR R84485 4%
Chothia (Chothia % A.. (1989) Nature 342: 877-883, Al-Lazikani % A, “Standard conformations
for the canonical structures of immunoglobulins”, Journal of Molecular Biology, 273, 927-948
(1997)) , FFIARAZ) 3T & M a9 Kabat (Kabat 4 A, Sequences of Proteins of Immunological
Interest, % 4 #&, U.S. Department of Health and Human Services, National Institutes of Health
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(1987)), AbM (University of Bath), Contact (University College London), [E Ff ImMunoGeneTics
database (IMGT) (£ 7% %M L imgt.cines.fi/ L), VABRIFHR KF ke ey anib 5 £
(affinity propagation clustering)#9 North CDR & 3. IR 3k B A7 580, T M AEKREK A+, RiE3“CDR”
K“CDR & 7" £ vA b i 42 —A 5 X# % 69 CDR 57| .CDR 4.5 ik F 5 A% CDR % 7 (4
Jm K& BT ] CDR ZAE—) B4 48 F 49 Kabat %515 & % # % .

Jo T HAT A 5 209 5 Bl — b 31 5

A AN BRI DN RANEIR T 7 0B — W o3, WATE Rk TR i A 49
Pt (Bildm, STVAAH T RARAT M AEF —FF ZRIKBRF I SR F 7 Z—R—F PIIAT
RITVA A A B Wy A AE R RS, E—AREERFTEF, HILRB G, Frbatag A
Bl KR E D 30% Rk E Y 40%. ERAEHE D 50%.60% A0 5 B ARE N E D T0%.
80%. 90%. 100%4 A# 57| k5. WS b fexd L BUR B As B A 845 B 2k 09 RIL R 7%,
ASAZHIR. H5H— A5 PO E b =7 5] b R AL B A4 P RUR BRI A R b 4R
i, W ATiE S FAEXAMEELAARE 6.

KRR
L&&aT

AKERF R —HeE 0T, L0458 8o RmHh _3eird o R, AR ERbL—4
RENHE It bR, L, PTEire bR P4— A RASREA C4H A T HiLdmR
Fo/BEHEF R —AREANRE., AR TR FTEFRALE LSS THROARIEF RIK
WAL —AREANRE, B2 TR FEP, ARUNLEELTOLLNR TR TR
RE . AR E Ao/ R BT AT A B Ao/ AR F R — AR EANARE, E— Tk
FEP, HRATLESRH Yeirst S RESHR ) etirR fetc Lofe b/ M, E—k
FEP, HAAL A RpoH ¥etrst A REEA R 6 ¥eir R deir Lo B/45 4,

sk FaGEP, FRESH)TRESEE, A TGOS ATk RFESR
Fok O ZRREAR) IEAFL AR, AR THFETD, PTRRKRZ IR TH ML 0 H Fka
0K I B F R E AR, Lol IRILE F(TNF). ©d A R4 KB F(VEGF) R4 LA KA -F
(TGF, #l4= TGF- B )R %A, WAL A K,

A% R FEY, FRLESTRIVEK, E—2REFEY, REAFA—FFLELE
TORTIR, Bl FHIAAR 3 HFHIR, lloddd ik, o408 —REAGR
Folf ZHREE R, BRI RE M EMRRESK, L, FFRRRES K b 4)—
ARAANK S A @8R AT B LB Ao/ RARGEF R — AR ARE., AR FEFE
bR SR AR F IR — AR EANARE, A— TG EY, ALAMIK
AR TR AT R L R R L fo/REAMA AT B 1L 4B Ao/ AL — TR A4 —
AMEBARR, E—BRATEY, FRESERE ZRRLE S ELE SR HIRIA
o, f—2%FaFEP, F—RRESGRFEH ARESRLESTF YRR,

TR FTEP, RIFLEERNARELR UL THRTERPZMTER, 23
HHFEP, AL LSRR NBRELR OS2 ET R CL, £—FERF5ET, Firg bR K
WREAHR L4 F4EE KX CHI.
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A—sEaFEP, CHI RAHAH IgG CHI, #l40, A IgGl CHI, A IgG2 CHI, A IgG3
CH1 KA IgG4 CHI. £—A%7 £+, CHI R &4 R4A%K A7) SEQ ID NO:116, K5
EAE Y 90%RE —H, #l42 95%, 96%, 97%, 99%K 100%44 ) — P a9 B F 71 3y 348
R

BTk FEF, CL R AH AL Kappa 324 CL KR A4 Lamda $24% CL K. £—2 5
#FEFR, CL K @447 SEQ ID NO:54 2 SEQ ID NO:55, R4 HBH £V 90%F
—E, P40 95%, 96%, 97%. 99%3KX 100%4 B] — 4 49 BB F 7)) 3K oy H 20 A%,

EANTF, HRAREESR G FHFEA TRFESE.

I-1 —HAERRE

AT W R LR AT AR ZGRE B R 2 E LA M8 4 AT R S AR AR
AR IR SRR T SRR, StTEP AR EZANAERLELR NI THEE
8 ZRARATE R, R ZRAREE, BIFARA TR E A R RO R R BRAE,

Ak, E—ANEEFTEF, REAANEESS TR Y, 2V — A RFESRRAR
%46 R K &4 CHI-CL, HFfi& CHI-CL 895&@ L&) sk T4, #lde £ Frid CHI-CL1 7
BLEEA —HREFBRE, E—ANFERFTEF, RLAGEESS T o ik d, 2 ARES
MNPetFsE S R @4 PR CHI-CLI @y Lo — sl MR L.

AP “ZHAEERRE” RIEFH LT REROEE FWRE, LAt ist
BRxE 4 B FhGdE F A BRAR F LB IR, Bl B iR B L B 5 B E A AN F LA BRI
F PR BLIAR S AL AT AL T K.

R TRFEF., KRAN_HREETRRERARRLESR (Bl @4 Fab 8930k 4k
A ) 4 CHI-CL Ry Loy R #at o945 B Lo R T, bk SR dsat o945 B _EagdEFph
BB F PRI, AL ZE5 RV, PR s § o) @A E F PRamoak ¥ g
BRIRAR S AT AE IR — B4 69 T K.

E—REhFEP, FRREALEIA CHI-CL 7@ L a R FZHGIES T 8A, &
kb T 6A $9IF FRLBRBRBABRIT PO RERYRREAF AR, E—RThFE
P, PR BB P o) BOLB MRS S . B2 FFE P, AR CHI-CL & Lk a sk
RFZ R FES DT 8A, BAREA T 6A 693 F BRI A9 B BRAT P 69 BB R R E
FMABR, AT AEF R BR 09 BB P 69 BULBR M4 48 &) 1t

E—Y S EP, FFRLRESR P (#l4e IgGl. IgG2. IgG3 X IgG4 9 ) F4& CHI
A4 E 126, 128. 134. 136. 139. 168. 170. 171 X 173 & (EU %% ) BAH —AMIEFMEA
PRI R — /N F L ABR AR, E— ST FEY, FERIWRLEESR P49424¢ CL
A5 E 114, 116. 118. 124. 160. 162 & 164 & (EU %% ) B —AEFHARALRE
— A~ B R ER R LB 6 IK.,

E— TG EP, EATRRLESR Y CHI-CL F, (#l40 1gGl. IgG2. IgG3 & 1gG4)
T4 CHI 42 F 126 & (EU %45 ) BA —ANEFRARELRE N F AR EILRIIR
R, H424 CL 15 E 124 & (EU %% ) B4 — A ¥ RABRALRE — /N FREAREAR
a9 BAX..

f—s ZHFEP, AHRIRE SR CHI-CL F, (#40 1gG1. IgG2. 1gG3 X IgG4)
F4k CHI 458 168 & (EU 45 ) A — A3 FHRABRBILR E—/FIHARELBR IR
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R, B5245 CLALE 1644 (EU% %) B —NEFHRAREARE - FHRARALR
# BAX,,

E—R T FEY, EARRRLESR Y CHI-CL ¥, (#l4e 1gGl. 1gG2. IgG3 3 1gG4)
+4% CHI 2428 170 & (EU %5 ) EA — AN EF AR AR E — N FR AR EILAR IR
R, B4#24 CL £15F 162 3 164 & (EU %5 ) BA —A ¥ AR EULR E — /N EPLARR
R IAX.

B g F R, EATRIRLE SR CHI-CL ¥, (#i40 IgG1. IgG2. IgG3 & 1gG4)
F44 CH1 £42E 173 & (EU %% ) B M EFRARAAR E -4 F AR AT
K, B84 CL 42 E 160 3 162 & (EU %5 ) A — A3 F AR BN £ — A F AR
FLBR 69 BAR,,

B R E P, EATRIURLE ARG CHI-CL ¥, (4 IgG1. IgG2. IgG3 X IgG4)
+4k CH1 2428 128 & (EU %% ) BEA—MNEFHRARELRE AN F AR RLFRGIR
X, B4 CLAME 1184 (EU %5 ) B — N EFMRABRELAR E— NN FHAREIAR
a9 I,

LTS EP, EARRRLESR Y CHI-CL ¥, (#40 IgGl. 1gG2. IgG3 & 1gG4)
F4E CHI A2 F 134 & (EU %45 ) B AN EFRARBARE /N F AR EILR IR
X, B34 CLAMLE 1164 (EU%T) A —NIEFRARAARE —/F AR AAR
B IRAX,.

E—R TS EP, EATRRRLE AR CHI-CL ¥, (#l4e IgG1. 1gG2. IgG3 3 1gG4)
F4k CHI 428 136 & (EU %5 ) EA—ANEFRABREABRE N FHRARAL KGR
K, B84 CLAME 114X (EU %5 ) BA—NIFEFMRAREARE - NFRRRANLR
a9 I,

Bk TG E P, EFTAIRLEASR G CHI-CL F, (#40 IgGl. IgG2. IgG3 X IgG4)
¥4 CHI 2428 171 & (EU %% ) B — N EFRARAARE AN F AR ARG
X, H#4 CL £12F 162 & (EU %% ) B4 — A F AR EAR E /N F AR ZAR
B

E—EFEaFEP, EARIRLE SR CHI-CL ¥, (#l40 IgG1. 1gG2. IgG3 & 1gG4)
+44 CHI #4328 139 & (EU %% ) BA M EFRARM AL E -/ F AR ARG IR
KR, B4 CLAMRE 116 4 (EU %% ) B —ANEFMHABREAMRE N FHRABALR
# BAX,,

FF AR EARBRAE — L5 B OHERARAEGF/RELLFTRR. RAAEGEFRA
RAAROIEH AR, AAR. HAR. ZAKR. FEAK. BAKR. 228K, Z2%. ¥
AR, MR, HEAR. AR, 28R, RLAAR. ARBE. RLABLE. RAAMK.
BEABA R G RBR, 2 RALBA T b mIe R A £ 5B 4o, Rz mibde/R A mib
FEFGYVRFN, ELRRABRGTFOELAR. —AL TR, E2AR. WRAEAR
(pyrylalanine). *E» R BB . 2 7 RERA B EH AR

B ERFEP, R _ARBEBRREAERRL SR T4 CHl ¥ &4 F126C, BE
CL ¥ &4 Q124C (EU %% ) .

AR rEd, IR -#l FRREHERRELSR P4 CHL ¢ &4 HI168C, A A
CL ¥ &4 T164C (EU %% ) .
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A EZFEd, FROGBEEDR
CL ¥ &4 T164C (EU %% ) .

E— TR, PR R ERRE

CL F &4 S162C (EU %5 ) .

AR REFEY, FE_HFRETRARE

CL ¥ &4-8162C (EU 4% ) .

B sEY, i sl E AR
CL ¥ .4 Q160C (EU %% ) .

E—dFaFTEY, TR TBRE

CL +¥ &4 F118C (EU &%) .

Bk REGTEY, TR AT RREAHERR

CL ¥ &4 F116C (EU %5 ) .

A% TaFEP, A _HREIEBREAERRELELSR P CHI F&

CL + &4-S114C (EU &%) .

AR5 EP, i TR R
CL ¥ 6,4 S162C (EU %45 ) .

AR THhFEP, TR BTN
CL +f @4 Fl16C (EU %% ) .

PCT/CN2023/108651
T A ERREALSR P8 CHI ¥ 2.4 F170C,
A ERREES K P CHL F &4 F170C,
A RS R P4 CHI + 24 VIT3C,
T AERBLE SR T 49 CHI + &4 V173G,
HERRESRE P49 CHI # &4 L128C,
455X ¥ 89 CH1 ¥ .4 S134C,
4 S136C,

TAHAERBLEASR b CHL + &4 P171C,

REDAEILFRLEASR T4 CHI 6,4 TI139C,

B

A

W2

Atk

i:l 2

R

N2

B

HE

l% EARERA—ANRRTEY, RAWFA-TEEST, Vi S840k, &

F—MRESRE G I RESEASARRN IR LE SR, P, AF—WRES
B@@%*Uﬂ%% CL,
() Frid % — CHI &4 FI126C R L, HATid% — CL P &4 QI24C RE (EU%T) ;
(i) P& % — CH1 &4 H168C £%, A% —CL P &4 T164C RE (EU %% ) ;
(iii) FTi£ % — CHI &4 F170C ®E, HMAH—CLFT @4 TI64C KL (EU%T) ;
(iv) i % — CH1 &4 F170C ®E, BAfiE%E— CL ¥ .4 S162C RE (EU %45 ) ;
(v) BT % — CHI &4 V173C %, A& % — CL ¥ &4 S162C ®%E (EU%F ) ;
(vi) P % — CHI &4 VI73C £%, B E—CL P&E4 QI60C BE (EU %5 ) ;
(vii) FTi£ % — CHI &4 L128C R &, HFFid%— CL P L4 F1I8C RE (EU %45 ) ;
mmﬁﬁ%ffﬂ1@®myc££,ﬂﬁi%»CL#f@mmciinU%%);
(ix) P& % — CH1 &4 S136C £%, AFE % —CL ¥ &4 S114C BE (EU %5 )
(x) FTid % — CH1 &4 P171C RE, BFRE—CLP&ASI62C £ (EU%T ) ; X

Bt
)

TI39C RE, HPFESF

. Frif CH1 % B TgGl. 1gG2. 1gG3 3K IgG4, ik %k & TgGl 2 1gG4.
, PPk CL 3k A kappa 324& 2% A 4244,

G EP, TR R THAR

— CL ¥ &4 Fl116C ®%E (EU% T ) .

T IR F R F AR Y EF AR, £

12
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—RRHEFTEP, E—ARANRS N RARECR P E4ET R- BT R ®m A 49450
F BRI F BRI, £ — R R F T, TERARE SR $ 49 CHI £45 F 220 4(EU
%% ) BA —/AF AR BB — A F R BB G IR, AT FTE P, iR
RRESR Py 1gGl £44 CH1 45 F 220 & (EU %5 ) B — A F AR BIL R —3F
waﬁiﬁiwxéﬁfw’a RAFTRIAR SR 44 1gG2. 1gG3 X IgG4 44 CHI 15 & 131
& (EU %% ) BA 4 FRABE A EF AN, A—RERFEY, FARRE
SR ¥ 9824k CL 128 214 & (EU %% ) BA — N FRAREBLR E—~NEFRAREL
BREGIAR, E—FThFEY, EERBRESR P, 1gGl T4 CHI £42F 220 & (EU %
B A F AR B E — 3 F AR BB 6 BK, B 524k CL 242 F 214 & (EU
o ) BA —AF IR R R —AE F AR BB 09 BRAX, A 1gG2. IgG3 3 1gG4
T4 CHl RAMSE 131 & (EU 4% ) B — A FRAREAR E - F AR ARG
AR, H#4 CL £12F 214 & (EU %% ) B — AN F AR EILMR E—NEF AR AL
ﬁﬁéﬁw& T PG F R R BR £ A F R BR 09 R TR RGE £ 540 CN104011221B ., f—ik
#FEY, TR FRAREIRAN L AR, ARRXAALR, Hliost R0,

AR THFTEY, MRZRAEBREALAFRESLSR P CHL + 6.4 C220S/A/V
(IgGl ZA, A [gG2. IgG3 K IgG4 493t f 6915 B L &4 CI131S/A/V) .ELE CL ¥ &4
C214S/A/V (EU %% ) .

Ak, ALY —ANERT R, KELAT AR5 UK, LosF—Rs
/El\lzﬁg jfb/?/cr\:rx '/E\L‘:Pa E #ﬂa/?/aal:lv/\CHlﬁ‘jCL

() Frid % — CHI €4 F126C £%, HFfi%— CL ¥ &4 Q124C RX (EU %5 ) ;
(i) PTi& % — CHI &4 HI68C RE, RATi&#%— CL ¥ 24 TI64C £E (EU%S ) ;
(iii) Bk % — CH1 &4 F170C %, HFfFik%— CL ¥ &4 T164C K% (EU%F) ;
(iv) Ak % — CHI &4 F170C %, BAfid%— CL ¥ &4 S162C RE (BU% S ) ;
(v) Brid & — CHI &4 VI73C R %, BFik%—CL ¥ &4 S162C % (EU%F) ;
(vi) Frix % — CHI &4 VI73C ®%, A% —CL ¥ 84 QI60C RE (EU%F) ;
(vil) Fri£ % — CH1 &4 L128C R%, A EF—CL T 24 F118C RE (EU%5 ) ;
(viii) FTi& % — CHI .4 S134C RE, AFfid#%— CL ¥+ &4 F116C RE (EU%F) ;
(ix) ATk % — CHI &4 S136C R%, BFfiRH—CL P &4 S114C RE (EU%F) ;
(x) Frid % — CHI &4 PI71IC RE, HAfd%— CL T &4 S162C KL (EU%T ) ; &K
(xi) FTi£ % — CH1 &4 TI139C RE, BFfiA%— CL ¥ &4 F116C RE (EU %5 )

ﬂﬁfrz\ CHI1 i£ 8.4 C220S/A/V R E( 249 C131S/A/V ), BPTiE CL 1L 6,4 C214S/A/V
T (EU%HT) ;

ik, Prid CHI L &4 C220S (EU %5 ) , APt CL ¥i£ &4 C214S (EU %5 ) .

E*ﬁh;‘tz‘@ﬁ%ﬂlﬂ % —4 R4S R @4 CHI # CL, ﬁfr CHl &,4 T139C # C220S
T (R E G C131S) , HAfE CLcP’v/\Flmc Fr C214S BE (EU %5 ) .

Ak xsEP, F—REESRE4 CHl /2 CL, Fiid CHI &4 F126C 4= C220S
TE (K3 EE) CI131S) , BPTE CL GP ’v /\ Q124C #= C214S £ % (EU ﬂ%ﬁ)
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kT FEP, B ELR 4 CHI #2 CL, Ffid CH1 8.4 H168C = C220S
T (R C131S) , HEFiE CL ¥ ’7/\T164C A2 C214S % (EU %1‘7 ) .

ks EY, H—RBELSKE4 CHI 4 CL, Frik CHI €4 F170C # C220S
R (R C131S) , BFFiE CL CP @4 T164C #2 C214S % (EU %% ) .

A% RyEP, H—-RBLELSRE4 CHl #2 CL, Fri& CHI .4 F170C #= C220S
®AE (St C131S) , BFFE CL wlﬂ’v/\smzc #2 C2148 % (EU %ﬁ)

AT FEP, F—RBLELSRA4S CHI # CL, Frid CHI &4 V173C # C220S

R (KPR C131S) , AFFiE CL cP @4 S162C #7 C214S RE (EU %% ) .
-, ERFEP, F-RAREELSR 4 CHI 4 CL, ﬁﬁi; CHI &4 V173C #= C2208
TE (R EE C131S) , BPriE CLqﬂ’v/\Ql()oc Fa C2148 RE (EU %7)
@i~ﬁt FHRFTEY, B—RBLESR A4S CHI # CL, Ffid CH1 &4 L128C # C220S
T (AR C131S) , HFFiE CL UP 8,4 F118C #2 C214S RE (EU %45 ) .
E—RTHRFEY, FBRES 4~ CHI1 #» CL, FFi CHI &4 S134C #» C220S
FAE (RaFEE CI131S) , HFFiE CL =P ’7/\F1 16C 2 C214S ®%& (EU %% ) .
& kR FEP, HF—RELSRX 4 CHI = CL, ﬁfm CHI1 &4 S136C #= C2208
T (St Eeg C131S) , HFFiE CL EP ’v/\ S114C #= C214S % (EU %5 ) .
E—%LhyEP, B—RE 4~ CHI1 #» CL, Ffi£ CHI &4 P171C #» C220S

RAE (R CI31S) , 1)5)? CL“F"J/\SI62C7‘FDC214S XE (EU%T) .

f—kFHFEP, CHI @45 SEQ ID NO:1 Fi AL 85 7 A £ 90%. 91%.
92%- 93%. 94%. 95%. 96%. 97%. 98%K 99%[F — Ity RILBF 5], H &4 FI126C. &
—sRHEFE P, CHI €4 SEQID NO:1 A =49 BIER A 5| S PTiA 5 7 40 k. FE— 3k 36
4% ¥, CHI &4 5 SEQ ID NO:129 B =) 8B A 7 BH £ 90%. 91%-. 92%. 93%.
94%-. 95%. 96%. 97%- 98%2R 99%F) —t 4 RILER A 7], B &4 F126C #» C220S. f£—i&
FHaFEF, CHI €4 SEQ ID NO:129 AT 7 49 BILELF 71 2k 1 P ik 5 5] 40K, .

fE— gk FE P, CHI @45 SEQ ID NO:132 Ff 8 BB A 7] A £ 0 90%.91%.
92%. 93%. 94%. 95%. 96%. 97%. 98%K 99%F] — M RLBAF 7], A4 HI68C. &
—s FFEP, CHI &4 SEQIDNO:132 Fi T8 BB A 7] by Pk 5 5 4 R, 2 —uE 5
#F5EF, CHl &4 %5 SEQID NO:133 Fr mt BRI 7] A 2% 90%. 91%. 92%. 93%.
94%. 95%. 96%. 97%. 98%3X 99%F] — 89 RIER 5 7], H &4 H168C A C220S. £ —ik
F3#FF T, CHI &4 SEQID NO:133 Ff 7 ) RIS BT 71 3 o P 2 5 7] 28 %,

f—kFL5F5 %P, CHI &4 5 SEQ ID NO:134 Fr = #) BB 5 7] B4 £ 90%.91%.
92%. 93%. 94%. 95%. 6% 97%. 98%3K 99%[F — Ity RILERF 5], H &4 FI70C. &
—sb T FE P, CHI &4 SEQID NO:134 A T 0§ BILERF 7)) St PT R 5 5 4k, £ —3E 5
#FEP, CHl 845 SEQ ID NO:135 Fi =89 8B 5 71 B A £ ) 90%- 91%. 92%. 93%.
94%. 95%. 96%. 97%- 98%3X 99%[F) —I 4 RILIL A7, H &4 F170C #= C220S. f£—i&
EHFEF, CHI &4 SEQ ID NO:135 A7 b BILELF 71 2k d1 P ik 5 5] 408K,

fr—d i FE b, CHl @45 SEQ ID NO:136 Fi = 69 LB 5 7] B A £V 90%.91%.
92%. 93%. 94%. 95%. 96%. 97%. 98%3K 99%F] — e R LR F 7], H&4 VIT3C. &
—k Ty E P, CHl €4 SEQ ID NO:136 Fi = 49 £ BR 5 7| Kty ATk 5 7] 2B A%, fE— k52
#FE P, CHl @45 SEQ ID NO:137 Fr w6 8 BRAF 71 A £ 90%. 91%. 92%. 93%.
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94%. 95%- 96%. 97%. 98%3X 99% [ — 4 BB A7, B &4 VI73C F» C220S. f—ik
FFEY, CHI &4 SEQ ID NO:137 i+ th R IL B8 /5 7 3 b BT & 5 5] 2 A%,

E—® 5% P, CHl €45 SEQ ID NO:138 Fr & 44 8L B 5 7] B4 £ 0 90%.91%.
92%- 93%. 94%. 95%. 96%. 97%. 98%3K 99%F| —I ey BILBE A7, Head LI28C. &
— L5 %P, CHI €4 SEQID NO:138 Fi 7ty £ B G | 3 Frik B 7] 40 R fa—uk 52
77 %, CHI ¢.4-5 SEQID NO:139 Fi = ¢y R8ILE A 51 A £V 90%. 91%. 92%. 93%.
94%. 95%. 96%- 97%. 98%3K 99%F] — I ag BRI A 7], H 4 L128C #» C220S. A—ik
L7 E P, CHI &4 SEQ ID NO:139 A7 th 5L BRF 71 3 th FF i 5] 28 A%,
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B EP, EARIUVRE e %4 BIK (Bl FF k) P, —4AR%
NRANE LR IRGIRBRLE SR OATRHRE,

I-4 244 88 R %%

E—EREFTEP, REVNEEHST, Hlledh, S5 70RRa05 —fiirg s
R (RBREGR) o bR (WREEGK) , AF—ARENREeHF—RIFLES
R ([WREEGK) Fras %ﬁ%@&ﬁﬁKm@?%bkE H—ARE AR H FetR
%QE(%@ SR) T4 e2leE XA Lambda B#ELTR, AR P—ARE R
é%%fﬁﬁ%AE(%@%éE)%@ #9324k 18X X Lambda 2488 X, H—A K
BARENE _RFESR (MRLER) ATE46i24418 % K A Kappa 24 BT XK.

I-5Fc RRE

R THFEFP, J&iﬂﬂé’v%é\h\% 151 JodUIR, de B AR (e U R
R —AREAEIFLEAR (FBREAR) R84 Fc R, R+ @449 Fc R A4RR] &
TE.

Ak EZHhFEP, F—Fc Rfef = Fc RRFE], 4% BT R F =8Ik Fc L.

BEALY, Fe RRIESH E Y —Hoeh B R KRB E G T4 C-o8 KK, FF T
BIERRFY Fe RAEIRFe R, RAF I F Rih & KRG L EA RILIREE Fe F7, #)
o &t Ig BAVAA LB AP F A 69 Fe X (Gestur Vidarsson %, IgG subclasses and allotypes: from
structure to effector functions, 20 October 2014, doi: 10.3389/fimmu.2014.00520). £ — & 557
E¥, KEY ) Fe R &444A CH2 #» CH3. A5 %, 4tk Fo R LA N 3%
WA IgG REE R R 1gG BERX, Hlde, IgGl RER ’s‘w‘wy\ IgG1 245 X, 4] 4otRdfE EU
%%, D221 | P230 4955, AEATEREER Y TIASH R

PRAEAS P H o5t , Fe R PR IR A L4945 RIE EU %5 2%, 24k A EU &3],
4o Kabat, E.A.5, Sequences of Proteins of Immunological Interest, % 5 p%, Public Health
25
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Service,National Institutes of Health, Bethesda, MD (1991 ) , NIH Publication 91-3242 & Ffi& ,

B—kTkFEF, FcRAHAHIgGFe, #ldo, A IgGl Fe, A IgG2Fe, A IgG3 Fe 3,
A 1gG4 Fe. E—ANFiFEP, Fc RELARLMAF] SEQ ID NO:122 R 123 A5 L EH £
Y 90%F — I, #l42 95%, 96%, 97%, 99%K £ F G E — a9 B A7 R iy H AR AR

I KA R A R FBAEGY, A TIRIARL I S FHILAE D F RARGT R, KL
8] S 4 MIARAT A0 Fe RIS A FHE —Fc X5 % —Fc RF BRI RE, A—A4
EHFTEP, EANFcRtYCH3 RFIIARE,

AARIR L4l Fo R —3R1by 7k, #Hlde, %— Fc X49) CH3 RAe% = Fc K49 CH3
KA B 4k X#AT LA ER G4 CH3 R(ROSCHE4)RARS LA 5 = Kie
it B B AN TAEGE G LT CH3 R B A(1213 5 — A% — Fc R 49 CH3 X% =L B A
ANF— CH3 RRAAH = CH3 R Z )8 RH R = JRAK).

Pk M, #F Knob-in-Hole £ K, #%H— Fc Rfof = Fc X P 5| AAAL4) Knob K % Fo
Hole ®%E . HE KA NH#I4 US 5 731 ,168; US 7 ,695 ,936; Ridgway % ,Prot Eng
9 ,617-621(1996)#= Carter ,J Immunol Meth 248 | 7-15(2001).

B— R THaFEP f—A Fo K49 CH3 K. % 3661549 5 RE AL & R L
RIR(TI66W) (knob B ); @fEH —A Fc R4 CH3 R, 5% 407 {498 50 5% 41 R84
FAFI(YA0TV) (hole RE ), 1Rk 366 15697 2R 7R A 22 2R XA A IR(T366S) L%
407 1569 B4 2R %I 41 R BR R A H B (Y40TV) (%5 5 RARER EU & 3)).

BEX—ANFEHFEP E—AFc R4 CH3 R ¥, % 366 15495 RER AL A &R AL
F(TI66W) L% 354 1569 22 £ B 5% AR F BE R BR 75 B 35(S354C) R & 356 1589 R BA 55 A A
F ik BB SRR R R (E356C) (312, 5 354 4500 4 A B S5 AR F IR AR R A S R) ; mAaES —
AN Fe R4 CH3 R, % 407 456954 2R 5 2R 40 2R 7R AL B #:(Y407V) (hole BX ), 1Eit
M, 366 1569 2 BRI 2 R SR ILEIR(T366S) B % 368 119 7o RER 7RI F A RUBR X I 4k
(L368A) (%5 7 XA EU % 3]), (Eik W 5 349 45 49 B4 S B0 7% 8 A - R 2 B8 7% R 42 (Y 349C)
(%5 7 RIRB EU % 3]).

B—NERGERTEY, —A Fo R @8R8 HBBEK T366W A% —4 Fc R &4 R%
ARAX T366S ,L368A Fo YA0TV(4% 7% XAR B EU % 31).

E—ANERGERFTEP, —A Fo R OEBILBRAX S354C A2 T366W , 5 —/> Fc K
2.4 Z LB R Y349C T366S \L368A v Y407V (45 7 XIKM EU % 31).

5 AT Innobody 3K, E% —Fc RAvH = Fc R P 5| AAE A RE. s KA N4
4o PCT/CN2021/143141.

- AR FRTET,

Bk % — CH3 R &4 S364R/K R % (ki S364R), VABRAL LM —AREAHMR T,
Ay Ed, FEH = CH3 R &4 K370S/T/A/V B (fhikih K370S), WA BRAFEH
—ABRESANEMER, AR TRFEY, HAFE— CH3 R84 S364R/K X &, AR FH =
CH3 R @4 K370S/T/A/V RE. E—® Ty Ed, Frid%— CH3 R4 S364R RE, H
Pk 8 = CH3 R .4 K370S B%&.

g FEP, LS — CH3 R &4 S364R/K(HkH S364R)AF= D39IK/R ( 4k ik
D399K) B&E., f—REkFyE P, Ak % = CH3 X &4 K370S/T/A/V (#hiki, K370S) &
T Fo K409D/E (thik My K409D) RE. A— L7 EP, X% — CH3 Rads
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S364R/K+D399K/R, HAFiA $ = CH3 R &4 K370S/T/A/V+Y349T/S/IA/V. E—¥ K5 %
P, T % — CH3 R &4 S364R +D399K, HFFi& # = CH3 R &4 K370S +Y349T, f—ik
Ty E Y, iK% — CH3 Xik 6,4 E375N/Q(Hhik # E375N)A9/3% T350V/A (i Ha T350V).
BTGRP, PiEH = CH3 R4 K409D/E (it K409D ). Q347D/E ( 4Rk b
Q347D ) #9/3% T350V/A (LM, T3S0V ).

f—THFEY, FFAS— CH3 K &4 S364R+D399K, HEFFiA % — CH3 R as
K370S+Y349T+K409D, Z&—3t % b, Pk — CH3 RiE €4 E357N, A—k 3%
£, PR = CH3 RiL 6,4 Q347D A—Za5 £ ¥, Pk % — CH3 Kik 6.4 E357N,
BATR S = CH3 REE4 Q347D. —2 55 £ P, Ariks— CH3 RAFArid = CH3 R
TR 84 T350V, RAREA T350V.

At, —LkmEd, PFri*s— CH3 K4 S364R+D399K, AFFA % — CH3 R &
4 K370S+Y349T+K409D+Q347D . £ — s 4 F £ F, A H — CH3 R & 4
S364R+D399K+E357N, H ATk % = CH3 R .4 K370S+Y349T+K409D+Q347D. f&— 3k &5
FEF, Prid$H— CH3 R &4 S364R+D399K+E357N+T350V, HEfi % — CH3 R &4
K3708+Y349T+K409D+Q347D+T350V.,

fe—sk T E P, TR % — CH3 K 8.4 K409E/D(4kik 3o K409E). f£— 2 5675 & F
Pk % = CH3 R 8.4 D399K/R (f£iih D399K ) K K370T/S/A/V (£ K370T), f&—ik
FHFE P, ik % — CH3 R &4 K409E/D(Hh14 3 K409E), B AT % = CH3 X 8.4~ D399K/R

(fit¥ D399K ), E—Z3E5 £ P, FridH— CH3 XL &4 T411R/K(Hitsk T411R).
E—RTHFEP, RS - CH3 KL &4 K370T/S/A/V (fiki K370T), fi—2F547%
£, Ak CH3 X €4 K409E/D+T411R/K, B.Fif % = CH3 X .4 D399K/R+K370T/S/A/V.
F—E T FE P, L CH3 R &4 K409E+T411R, B FFA % = CH3 R .4 D399K+K370T.

A RN EaFTEY, FHEAE—F%H Z CH3 REAL TR M4

%— CH3 X % = CH3 R

S364R, D399K, E357N, T350V K3708S, Y349T, Q347D, K409D, T350V
K409E, T411R D399K, K370T

S364R, D399K, E357N K3708S, Y349T, Q347D, K409D

S364R, D399K K3708S, Y349T, Q347D, K409D

S364R, D399K K3708S, Y349T, K409D

HE—AEiFEP, —A Fc R4 CH3 &4 S364R #2 D399K R &, B % —/ Fc X 49 CH3
R E @4 Y349T. K370S #2 K409D R &,

Bst, E—NRARGE®RTETY, KENGEESTHHedihd 357Kk e20H
A Fe BA =34k, 3+

a) — A Fc REMKEASRE T66W, @ H—4 Fc K % k&b
T366S ,L368A #» Y407V, 2K
b) —/~ Fe-IX % ka4 R & S354C #» T366W, B —/> Fe-IX % k@4

R X Y349C ,T366S ,L368A #» Y407V, 2K
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c) —A~Fe-X % Ik 8.4 R & S364R 42 D399K, 5 —A~ Fe-R % k&L 4
R Y349T. K370S A= K409D.

Bk, £ RRGFERTETY, KRLPQLEELST Hlodiiide 3457 AR 80 M
A~ Fe BF =Rk, K+

a) —AFc K % Ik&4 SEQ ID NO:20 3k 131 Ff & 49 8L B A 71 3K &y 20 %,
# %H—A Fc R % Jk&4 SEQ ID NO:101 3K 130 Af =0 BB A 7] Kb H4n
Y

b) —A Fec X% k&4 SEQID NO:125 B ¥y BJL B A 7l o 20 %, 0 5 —
/~Fe X % Bk &4 SEQ ID NO:124 Ff =t BB 5 5] R by H 2k 3R

¢) —/A Fc K4 SEQ ID NO:126 FF = 4 A B A 7] S B 20 %, % % — A~ Fe
X % Bk €4 SEQ ID NO:127 P 49 2L BR A 7] 3% by 28 A%,

s, E—ANRERGERTEY, KRS ST Hldodihde S M3k a4t m
A Fe K5 =Rde, AP

a) —AFcR %MK e4 5 SEQIDNO:20 K 131 Ff = 4 BABRA 5] LA £V 85%.
90%. 95%-. 96%. 97%. 98%. 99%# R — ey BB AF 7], @ H—A Fe
K % k€45 SEQ ID NO:101 2K 130 Ff & #) BI85 71 B 7 44 BUL B 7 7))
BHE Y 85%. 90%-. 95%- 96%. 97%- 98%. 99%#] ] — k44 B IL R 5 71 ;
B

b) —AFc X % hké&,45 SEQ ID NO:125 Ff 7 #) B B8 5 71 B A 520 85%.90%.
95%- 96%. 97%. 98%. 99%#) R —IAa) BILELF 7], MmH—ANFc R Sk
€45 SEQ ID NO:124 Ff 7 6 8L B A 5] BT 7 6 BIL BT 5 B £V 85%.
90%. 95%. 96%. 97%. 98%. 99%#) ] — Ity BALBRA 7], K

¢) —/AFcR#45 SEQID NO:126 FF 49 BILELF 7] AT = 49 RIS 7] B A
Y 85%. 90%. 95%. 96%. 97%. 98%. 99%H)Fl— ity REABF T, W
B —/~ Fc X % k.45 SEQ ID NO: 127 Ff 7 49 BI85 7 Ff 7= 49 B IR BR 5+
5l Z Y 85%. 90%. 95%. 96%. 97%. 98%. 99%#) F] — 4 BB A
5.

Ak, E—NRKRGTZHRTET, KLPQLEES T Hodiikd 5K S0 R
A Fe RF R4, A

a) —/MNFcR % k&S5 SEQID NO:20 K 131 A = 49 R/ILBR A 5] A £V 85%.
90%-+ 95%-+ 96%- 97%- 98%- 99% 44 F) — 14 89 BILER A 7] AL L4 R & T366W,
% —/~ Fe R % k@45 SEQ ID NO:101 & 130 Ff =t BB 5] FT T 49
BEBRE LAV 85%. 90%. 95%. 96%-. 97%. 98%. 99%) B] — 449
FHEBA ] 04 R E T366S ,L368A #2 Y407V; K

b) —A Fc X % k@45 SEQ ID NO:125 A 7t S BT 7 B A £V 85%.90%.
95%. 96%. 97%- 98%. 99%#) ) —it#) RABA 7] LS R E S354C Fo
T366W, % —A> Fc R % k€45 SEQ ID NO:124 Ff = ¢ BB A 7] FT =
B EBRT 5 EH E Y 85%. 90%. 95%. 96%. 97%. 98%. 99%#) Bl —ik
BB G 5] 4 R T Y349C , T366S L368A F= YA0TV; K

¢) —/ Fc R &4 5 SEQ ID NO:126 Ff = 89 BB 5 AT = 09 B B 7] LA
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) 85%. 90%. 95%. 96%. 97%. 98%. 99%#Y ) — I 44 AT 7 A&,
AR S364R F2 D39IK, 2 % —A> Fc R % ik @45 SEQ ID NO:127 B 744
FILBR A7) P 69 BURBRA 7 B £V 85%. 90%+ 95%. 96% 97%- 98%.
99%49 Bl — 4 49 RIS 71| LA R X Y349T. K370S F» K409D.

- EHFE P, Fo RiE @S5 AF 7RI T X,

LA R K BG4 ATl dedn ik ) Fo REATR B VAFATE o945 M. AR 4
2 Fe ReG 2%,

F—ANTLFEP, £ Fo ROZ TR (Hlde Fo RGAMORE 8L ) 49451 L1546
Fc R. E—AFsFETd, FEMEFHAT TEHLRMHE Fe R OB K. £
—AFEFEF, Bidk AT T ERBIRSOERZUEF 4. 2R KRR BLA BIRSH R
8 2 F A e Fe BlAPAL. Ao Fo RA845.

ARk L FEF, Fo REFR Y 48 Fo RANF0930E-F G, 7)ok b 49 3%
H R ADCC 3 ADCP 3 CDC 2% F3h e, #ldn@ 4 LM LR RE.

o RARIRIE AN R0, AR KRR RN LS50 F llodik T UM &, KELYLE
5F ) do 3R F AL T VAL Fe 85 Mk 042 Tzt — A R B b Fo ARG 45 6 Ao ) 491545
E—ANFEkFEF, PIL Fo LR Foy ZAR, HAIMAA Foy Zik, E—8,EkFEF, A
& Fe R .8 H1KE Foy RS0 RE. flde, A2 FTHFEF, ATARELAL Fc RE
H AR Foy ZAREE 669 L234A/L235A RE ., A B —HKiLe)FE#FTEY, Fc FERTUEAHL 5
H I oty ik F R AGRE, Bl E Fe S A5 FeRn 8468 R%.

1-6. SAFFHFARR 5 4 FHFUR
TR, AKAGIIRR R F IR,

RiE D AHIIR RIFLEE WAL SR PE I BRESRIUA, L PIrkE
—RRESREE A IBRAEL AR E R REGRES S —IWERRA — &5, B,
A A KB 4 A AR 8,82 T MAP R 49408, S — AP LR 69 A TR R 89 R AL 4G 4
Fbk, A F AR X &4 1gG AR (Fan % A (2015) Journal of Hematology & Oncology .
8: 130). = W49 IgG H Ik KA &4 %A~ Fab R AM A Fe RIR, A Fab #) £ hEfodrsd
VAR B ARy F IR,

BT VAL ) AARIR, Ao G A TSR XS A KA & AL R o9 U F AR, T E
ARZ A A 5 T AR 6 AR 10) P U e XA L) o, Labrijn,et al.Bispecific antibodies:a
mechanistic review of the pipeline.Nature Reviews Drug Discovery,2019, 18(8):1-24. £ —3t 55
TEP, RZPGHE AR LA A TR 241N AL ey 0 440k (B SA), 2+1C
3% A B 6 B AR (B 5B), 2+2C 38 AL 69 A SR (B 5C). E— R TR T,
A 6 DA AUARE 6,4 242N A AL R & BX Fab #4,

AR, THFEY, REAGRFFERIIROLSHFRLESFE RN E IR LE SR
FoFFHESE —RARNE N REGR, AP E—REGR 84 F — Fab, R4
SHREA%H —Fab, AP H —Fab AL CHI 89 C K5 % —Fc B N Rpidds (2K AKRE
WmiEk, Bl RE ), F_Fab AL CHI % C A% 5% —Fc B N X4t (BHH AL
HaEsk, PlRER) . AR RAF R, FTE KR MIRR 1gG FHK, A
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B 1 AR, AR R FTEP, F—Fab LB HREF_MEEBPRE,
%= Fab &40 RE, UARERMI, F— Fc R4% = Fc R &4 Innobody % % &K
Knob-into-hole £ %, fhitih, % — Fab L&A A TR E LSS —Fab L&A TR LA E
HE, PRAARAMLE ERERARAITOAHR., E—NFRFEF, FFEFFERIAREG
A

T ANHECHOLAN G FRAM: H—Fab THTER-F4 8% X CHI-%— Fc X,
EbF4#eT X CHl £E CEEE5H—Fc X N A#HLd R AL hiE k(4 dos 4t X )ik s,
245 10 ANSBECHOSRB FARLMR: H— Fab ¥R TER-REETR,

T2 MANBECHOLSA B FRAM: F —Fab T TER-F4 8% X CHI-F = Fc X,
EPF4leT K CHl £8 CEK#$ 5% = Fc X N K%L d R AL 38 k(A 4od bk K )if 5,
3248 2: MNBECHOUSERTRLUMR: % - Fab ¥R TER-ZEETR.

B, ThFTEP. REPHSBEREILKRES | AMFRFRESE—IERNE —ILR Y
HRA 2 NMFEFWELSFE RO F RRESR, AP F—RRESR 045 — Fab, %
ZRBESR 4 F —Fab, AP —/A % —Fab £33 CHI 4 C K33 5% — Fc X N Kapikdd
(Z2dh XA hHk, HlEER ), —A%—Fab £4 CHI #9 C K35 % = Fc B N K%
HHE (2R A2 hiEk, PlRER), BB —A %= Fab £ 3 CHI # C K345 % — Fab
HEHTERMN KRB E4E (BERABTREK) . E—ADA LR TG E, PTRRFFME
KRR 2HINSHMA, HAA B SA e Ma., E—ANRERGT_RFTEF, | AR 24 F
Z Fab &4 KK AATERERE, BHE— Fab O KRLAEG LA RE o _HE TR R
T, ARAE M, % — Fc RAv% = Fe X LT Innobody 2% Knob-into-hole 5] AR % . ik,
2 A% = Fab @A4RRBI 69 AT RE., Kk, % = Fab L@ANUHEE L% — Fab L&A
U RELEAR, RAMAREE LR ERARAFTULRAMR., E—ANEHRFER, FriE
S Fe bk UK B4

T 1. ANBFECHOSRD TR $ = Fab TH4TER-F412F X CHI-%— Fab
FTHTER-F#ELR CHI-% ZFc R, APH— Fab T4EFR CHl AL C K55 =
Fc RN K2 hR REdiik (HloskbdR) #4, BF - Fab AL CHI ¥ C kaE%—
Fab ¢9F447T R X 89 N Kspikds (GAE R Rdiddk) ;

24k 1. MNZECHESRD TARLUAKR: $H—Fab W BHBTER-ZERBTK;

T2 ANBECHALSRG TRBA: H —Fab FHTER-F4f8%8 X CHI-F — Fec X,
AP F#ErzRCHI AL CEA%BE5F —Fc RN £382 0N RE ddE k(5 hosndd X )ik 4

245 0 MNEE Cad Rt FTRAER: % - Fab IR TER-ZEEBLR,
Hob B A R AR 8,4 2 K324k 0.

R EETEY, KRAPGREFHIURELS | AMFRFEEEE RO FE RS
AR o 2 NEEFBELSE RO ZHBRELSR, LY E—RRELSRX 45 — Fab, %
SHRESROAE Z Fab, 3P 2 /4% = Fab £ CHL % C K#» % 5% — Fc X N K%
Ao —Fc R N K% (BRI L2HE K, FlosRiX), BH—Fab £EHTERMN
Rit5% = Fc R¥) C R%iddE AR raddEk) . E—NERG TR E, Prd s
FMFARE 2+1C 38R, HAAF A SB AT MA ., A—ABARGEEFTETY, 1 AR 2
AN = Fab 8 KK APT A BT RE, H%— Fab @A KL E A REfo — st T8
RE, ARAFLW, % — Fc R4o% = Fc X .4 Innobody ¥ % & Knob-into-hole ® X . it
W, 2 /% = Fab @4 A4RR R RE, fhikd, % — Fab LEASMBHERELSS = Fab L
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oL R BAIR, RAMEEE ERERAMIFOIAAHR. E—ANKAETETF,
FIT & S - PEALAR 8

FhE 1D MNBRECHOARM FARLMR: H - Fab T TER-F4# 8T K CHI-H —Fc X
-%—Fab THTEX-FT4# BT X CHl, 7% = Fab £H CHI 49 C Kt5% —Fc RN K
SHiEdE (ZHR A2 hEL, #loik#RX ), A% — Fab A TR TER N £%5% = Fc
X&) C Kspisdds (it RadiddgEk) ;

C

it
24k 1. MNBECHEASRH TELAK: H—Fab W BHBTER-BZHEE X,

T4 ANEE CSHEARG FTRAR: # —Fab T/ TER-F4te X CHI-% — Fc K,
EPF4EE R CHl £E CEREEH—Fc B N RBLZH R AL b k(4 dod 4t X )ik s,

2480, MNRECHEARD TRLAK: H _FabWBHEITER-BHERBTR,
b PR A IR 6,4 2 £ 8R4k 2.

R THFTET, REAPHGRBEFEIAROLES 2 N FRESH BRGNS —RELE
SRA 2 AHRFHEESE BN E AR ESR, RV E—RRESRO4E5% — Fab, %
ZRBESR 4 F — Fab, HF 2/ % = Fab 3 CHI 4§ C KR35 3 58A Fc B N K
HAE (BhR AL hIEL, PlHeRER ) (FE Fe RTUAMRBRARE ) . L2A4A%—Fab &
FHTERGN Ko E5MmA Fe K49 C Aaigdd (B Rdiddzk) . 24K
KR, PR sS4 REAURR 242C e M A, LB el 5C AT reAl. £—/Eike) 5
HFEF, | AR2A S Fab O KRLPAFFEMLTRE, B 1AKR24H%— Fab 04K
RPFE DT REF R ERRE, E—ABKROFEH_RFEP, 24 % = Fab L4 4R
RAEAPTA G RE, fo/K 2 A% — Fab L840 R] 49 KK BA Prid g b 7 R & Ao —aR4E T4
RE. ik, % — Fab LOANBTRES S = Fab LSO R R(LEAME, 12248
Pz L RERARFFLFTHER. E—ANFEFETP, PFE O FHIukes

T4k MNBZECHOLSRHTRLEAR: H - Fab THETER-F48% R CHI- Fc R-%—
Fab $44T LT R-F448%2 X CHl, £ % — Fab £ 3 CHI #) C X585 Fc K N Rspidd (4
HARARLZ BB, B4R ), HFE—Fab A THTERI N £3%5 Fe R4 C K354 4
(GRS W STECE: S DI

248 1. MAN#BECHE HTFTRER: F—Fab BB TER-ZEELRX;

2482 MAN3BZE CRa4 R D TRLMR: % _FabBRHTER-BHETR,

b PR S IR S 2 R4,

—RTHEFET, AL ZHFRRARLERFFRELF ARG R E SR,
WeFH W RNE I RESRFFREESCFE AN E AR ESGR, P 5 —
RRELSR LSS —Fab, i REGREA% —Fab, ¥ % — Fab £ CHI %9 C X3
5% —Fc RN Kspikds (2R A2k, vlodkbER ) , % = Fab £ CHI # C K%
5% —FcEN AR #E (ZhRAEhiEk, Aloi#R), FZRRELSR &4 scFv (1
42 VH-VL, 3 VL-VH) , £ 2§ R& dhdEk £ VH 2R VL 49 N Kis s C K% (44w scFv
2 VL-VH, #l42 VL #) N K% ) 5% — Fc R 89 C Kohikds, A—NEREH>EF, =

W B
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B R AR A 2+1C 354 (B TA R B) . A—ANBARagE4F5EF, % —Fab &
LU FREA M ETRRL, %= Fab @20 F L, WUARIELH, F— Fc Rfed = Fe
X .4 Innobody & % 3 Knob-into-hole % % , ik, % — Fab L2408 RE L F = Fab
LEAt b RELBANR, 2AMEAEE LR TALARA T LEHE. - FEhFTET,
BTk % 4% ik 04

T ANBRECHALSRY FRLUR: H— Fab FHTER-FHETK CHI-F—
Fc R, £ % —Fab £ CHI 89 C K2 5% — Fc R N RspitdE (B R ARLEHiEk, i
BEER)

248 1 ANBECHOLESRD TRAK: H—Fab R TER-Z2HET X,

T4 2: ANHECHESRG FAYMR: % = Fab THTER-FHELK CHI-F =
Fc R-scFv, E+F4#EF X CHI £54 C K% 5% —Fc R N £XBLZm R REHiEk (#lde
BAEEK ) 545, H scFv 2m R RZwmiEk AL VH R VL 49 N Rk C K% (4w scFv £
VL-VH, #l4= VL 49 N K% ) 5% = Fc K49 C Rigikds,

2480 MN#HECHOSAR Y TRUAR: H _Fab B TER-ZEET X,

7. WRFRREESR

$Z:LHH éﬁg\%}—é\ﬁ\%’ 'ﬁnéftﬁr\v W'flﬂz 4%7%"}3%-;}/;14%’ ff’]'ﬁn)‘(y\&ﬁ:%,fiﬁ‘%’ —‘;J‘yy\ %é\'ﬁ:‘{q;@,
¥, 4oiE A FIRRNIFR, REARR IR,

E—ETRFREY, ARAMBAAXILER (TA) . £A—REZAEFREFY, WBAXILRA
RIHE 2T

TG EY, i firRitRit H FAP. CEA. p95 HER2. BCMA. EpCAM.
MSLN. MCSP. HER-1. HER-2. HER-3. CD19. CD20. CD22. CD33. CD38. CD52FIt3.
EpCAM. IGF-1R. FOLRI1. Trop-2. CA-12-5. HLA-DR. MUC-1(¥%& #). GD2. A33-iL/R.
PSMA. PSCA. #4%& & -Z 4. TNC(WUEEE &), CA-IX. CD3. B7H3. EGFR. Hel. ¢tMET.
Axl. GPRCSD. PD-1. PD-L1. CD47. %754 7% 4 F40 4-1BB. CD40. OX40 %.

H—k T FE P, FrE AR RIR B ok f VA T 49— % A ¥eAr/3u/&R  CD3.BCMA.
CD20. Her2. Her3, B7H3. EGFR. Hel. cMET. Axl. GPRCSD. % %4 % & 4 F )4 PD-1.
PD-L1. CD47. . 4-1BB. CD40. OX40, 3 F—3u/B ) RE &A%,

BE—,THFEP, KEPGIIEF TG S— NIRRT TRE 89 EAL R AP
R,

AR ZaFET, RELPGRFFEIURE L T 9BmARR:

CD3/BCMA, CD3/CD20, CD3/Her2, Her2/Her3, B7TH3/EGFR, PD-L1/CD47, PD-L1/CDA40,
PD-L1/4-1BB, EGFR/Her3, Her2/Hel, Her2/PD-1, Her2/PD-L1, Her2/CD47, Her2/cMet,
CD3/GPRC5D.

A R ST EY, KELWH ZFFHILALE S BCMA. GPRCSD #» CD3.
KK 4 o0 T Al iR Feir 2 SR RIBRE SR TUA KRR T4 6 EAIURIL
K,

» R4S Her2 iLR4 4K
2
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BT FEP, WRESGR KRR THFMHE S Her2 89304K, #ldoth-22k 240,

A—ETRFTEY, WRES K L4 LIRS Her2 #93ukdot ok 23049 1
2. 3. 4. 5. X6/ CDR.

R TRTRETA, MRES K @8 Ll i1 44 Her2 893K de th Z2RB4109 1,
2403 A~ F4T LK CDR, B HCDRI. HCDR2 #= HCDR3.

FE— L FE P, BSR4 Ot 71454 Her2 43 kot 22k 247049 1.
2 F0 3 AN42485T KX CDR, BP LCDRl\ LCDR2 #» LCDR3.

g TR, AR 8,4 LA bR 45 A Her2 g 3uikdothF2k 84765 3 4
FT4£5T T X CDR 4 3 /\i%éTxE CDR.

R TETRY, WRE S K @8 Lo dide 26 Her2 83tk doth R Fins) F 4t
TERFBHTER, ARRLPPRGRE,

B E P RS R Q.4 Cinbidd F A Her2 dg 3k 4oy %2R 323749 Fab,
VAR R B P iR 6 R,
> HEFMLEA PD-1 IR E A K

FE—,TRFEY, WRESRKKRRTHFMES PD-1 494Uk, #ldw W0O2017025016
+ N FF 84 PD-1 34k, 4540 Sintilimab 3%,

AR EEFTEP, LAY 8,4 O 4o b 4 Sl 45 4 PD-1 #d4k )40 W02017025016

P NI 8) PD-1 34K, 4= Slntlhmab P?—iméﬁ 1. 2. 3. 4. 5. & 64 CDR.

HE—R T FEF, LRLELSR G4 Cith s F M 44 PD-1 8940 4R )40 WO2017025016
NFF 84 PD-1 FU4K, 4= Sintilimab #3185 1. 2 42 3 A F 47 Z X CDR, B HCDRI1. HCDR2
#» HCDR3.

AR REFEP, WRLLR E4 0047144 PD-1 #4uik 4 W02017025016
P NFFEY PD-1 304Kk, 4o Sintilimab $:}méﬁ 1. 2423 N82449T % R CDR, EP LCDR1. LCDR2
#2 LCDR3.

BT FTEP, HBREAR 045 i e)45 5444 PD-1 #9404K 4540 WO2017025016
P NF &) PD-1 #4K, 4= Sintilimab ﬁ‘iémé’] 3NTHETER CDR 47 3 A~4244 5T £ X CDR.,

AR REFEP, WRLELR EE 0057144 PD-1 /40K )4 W02017025016
P I 49 PD-1 404K, 4o Sintilimab $#m€1’3 FTHT LR AT TR, ARKRE AT R RE,

AR TZRFTEP, HREASR Q4 ity fF s 4 PD-1 é’]f}iﬁ\ﬂ'ﬁd—}(n WO02017025016
I8 PD-1 304K, 4= Sintilimab ﬁ#mé’] Fab, VAR AKBRPFES R

> RS CDAT IR ESR

A—EYTaFEP, WBESR LR THFMHLES CDAT 430K, Flde WO2019042285A1
hONFF G 4 F 25 A CDAT $94udk, e 2 P NTF 49 ADI26630.

E— R EHRFTEP, RRLEAROLL LR HES CDYT ik, #l4e
WO2019042285A1 /A FF &4 CD47 ik, Wm Ty ADI26630 49 1. 2. 3. 4. 5. R 6
/~ CDR.
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A—RTHRFTEPANS, MRLELR AL HEFMHEL CD4T Hiik, e
WO2019042285A1 F /44 CD4A7 Fudk, Bldett P NFF64 ADI26630 89 1. 2 42 3 AN F 4T &
X CDR, Bf HCDR1. HCDR2 #= HCDR3.

E—RTZhFEPIN, RBELELOROA Okl s CD4T ¥k, #de
WO2019042285A1 /AT ¢4 CDAT Fuik, Bldet AT 49 ADI26630 49 1. 2 #» 3 AN24ET
X CDR, EP LCDR1. LCDR2 #» LCDR3.

AR ThFEP, MEEASREL L ERHEES CD4T KBk, #lde
WO02019042285A1 P ) CD4AT ik, Fldeil o onIF g ADI26630 69 3 4A~F 45 % R CDR
Ao 3 A~32455T & X CDR.

E—®ThFEP, REALLOROUASLNEFHE S CDAT IR, #Hlde
WO2019042285A1 F /AT 45 CD47 #ui, 4o d b N8 ADI26630 44 F 4457 & R Fodz bk o]
TR, RAKREPATEGRE,

B2 TR FTEF, RERLE A D he B F S CD4AT Wik, A e
WO2019042285A1 F 2 64 45 57 :'LD 5 CD47 éﬁ«}mﬁi, 1) de 3 NFF 49 ADI26630 ¢ Fab, VA
BARK AP A RE,

> AFFMES cMet 49U RE SR
- FEP, WRELSR KRR THAMELES cMet 4930k, )4 Onartuzumab.
f£—

2T 5
T FEF, FHALELSR AR 4 cMet 4930, 1540 Onartuzumab
B9 1. 2. 3. 4. 5. X 64 CDR.

B g FEDAN FURELSR 0.4 Cdoth 4 44 cMet #9304k, )42 Onartuzumab
1. 2F23 ANEF4 T X CDR, Bf HCDR1. HCDR2 #= HCDR3°

R THRFTEPA, WRELSR LA LI 4S8 cMet 49 3UiR, #)4e Onartuzumab
B 1. 2403 AN42455T £ X CDR, BF LCDRI. LCDR2 #» LCDR3.

B Lk FED, RBLELHSR G it Fl a4 cMet #9404k, )4 Onartuzumab
89 3 ANE4ET A X CDR F= 3 424497 £ X CDR.

g gD, RRLEAR G4 it 1A cMet 89304k, 14 Onartuzumab
HEHTERARETER, AARAKRKPAEGRE,

/f";’tfﬁhéi/? %/\B @4 O do i dE 454 cMet 493K, #)4e Onartuzumab 49 Fab, W&
ALk a) R

> R4S GPRCSD #9u B4R

A2 Tk FTEP, WELLGR AR THFMHLELS GPRCSD #itik, #] 4o
PCT/CN2022/076832 F 2 TF 694 14 45 &~ GPRCSD #3944k,

f—de T FEF, HFMHES GPRCSD #AEE 3 Nk ERTERYEANEZR
(HCDR ), HCDR1. HCDR2 #» HCDR3, H ¥ prik HCDRl HCDR2 #» HCDR3 # 4= SEQ ID
NO:87 At 7= £ 44T % X 4 HCDR1. HCDR2 #» HCDR3.
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AR ZHaFEP, HFMHLES GPRCSD R84 3 NRABMTERG LANEER
(LCDR), LCDR1. LCDR2 #= LCDR3, # ¥ Fri& 69 LCDR1. LCDR2 #= LCDR3 4 4= SEQ ID
NO:83 Ff 4244+ % X 49 LCDR1. LCDR2 # LCDR3.

B EFE P, R4S GPRCSD #94i4k49 HCDRI1 €4 SEQ ID NO:88 #9 &k
BR A 71 3%, by H2A a%,; HCDR2 €4 SEQ ID NO:89 ¢4 R A8 & 71 3 by 248 &%, HCDR3 &4 SEQ
ID NO:90 #9 8 B A7) X & 28 5%, LCDRI &4 SEQ ID NO:84 #) 28 A 7 K &y H 20 5%,
LCDR2 &4 SEQ ID NO:85 % 2L B A 7| Kty 28 %, #/3 LCDR3 .4 SEQ ID NO:86 49
BABRA 7 R 20K

B R GTEP, S-S GPRCSD #3uA 04 3 Ak Al T4 T T R4 4N T R

(HCDR ), HCDR1.HCDR2 #v HCDR3 #v 3 >k £ 424£ T X [X 49 £ 4hs& %€ X(LCDR ), LCDR1.

LCDR2 #» LCDR3, ¥ HCDRI1 &4 SEQ ID NO:88 44 £k # A4 7 k by 40 5%; HCDR2 &
4 SEQ ID NO:89 %4 R k8% 4 7 & by 248 2%, HCDR3 .4 SEQ ID NO:90 ) £ A8 /5 7 K &
H4a %, LCDRI €4 SEQ ID NO:84 #9288 A 7] 3 b 40 5, LCDR2 .4~ SEQ ID NO:85
BB A 5] R b H 20, 4° LCDR3 &4 SEQ ID NO:86 #) R LB &5 71 3 by H- 20 A%,

gk @y, HFHELES GPRCSD ¢9ik @4 EH#TRK (VH), H£FF7t VH

()&% 5 SEQ ID NO:87 ¢4 2K BF 7| A £V 90%. 91%. 92%. 93%. 94%. 95%.
96%. 97%- 98%3K 99%[F) — 49 BRI 71| K &y P ik RILBR 5 71| 40 Ak KA

(i) @4 SEQ ID NO:87 4 2ULE A 71 K b P ik BURBR A7 2 2l Ak, A

(iti) 45 SEQ ID NO:87 ) AMKB A FIAH LA | AR EA (LA TR 104, 24k
WAL S, 4. 3. 20 1 A) MALRKE (KARARER, BRARARKTER) 0
BN 7] S B BORBR A IR, ARk, PTABUNBR KR TA % 48 CDR K4,

g E P, 444 GPRCSD tyiuik L4324 T X (VL), HPFrid VL

()&.4 %5 SEQ ID NO:83 49 & MEF 71 LA £ 90%. 91%. 92%. 93%. 94%. 95%.
96%. 97%. 98%K 99% ) —t 69 RIALARF 7| K &y AT id RN BT 5] 40 Ak, XA

(i) &4 SEQID NO:83 498K BUT 5] 3y PR QAR BUT 5148 RA

(ili) @45 SEQ ID NO:83 #) R A 2| AR A | AR EA (&L 104, 24%
AL S, 4, 3.0 20 IA) HAARKE (RARAREY, FHRARERKTE®R)
BB B AR BB 540k, ik, PTRBAMMKEREL AL CDRR P,

BT EP, RS GPRCSD #9#uik &4 VH 42 VL, 3+ VH €4 SEQID
NO:87 Ff = 49/ 71 Sl AT i 5 5 20 A%, A7/3X VL .4~ SEQ ID NO:83 Fi w44 57 K o FF ik F
540 AR, .

R THFEP, WRLELHGROAS iR ERF RS GPRCSD H3uike) 1. 2.
3. 4. 5. 3 6/ CDR.

A% REFEPA, RBLELR 84 4R Lik4 544 GPRCSD ¢4tk 1. 2
#o3 ANE4£T % X CDR, B HCDR1. HCDR2 #= HCDR3.

AT FTEPA, RBLELRK 04 40K L4 244 GPRCSD $93uikeg 1. 2
#0 3 ANE2445T F X CDR, BP LCDRI. LCDR2 #» LCDR3.

A—EEHEFEP, WRELGRK L4 Lit R LR 4F R4 & GPRCSD ¢94uikeg 3 A~F
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4597 % X CDR #0 3 /~32449T % X CDR.

E—EREGTEY, WRELEEK &M’Jkid%fr A GPRCSD W3tk oy £ 4k 5T
T RAodzkTE R, u&i&ﬂiﬂﬂﬁfruﬁ

FE— i R AR 04 Cin by Lk 4 M 454 GPRCSD #4944k 89 Fab, VA BUKK B B

ReGRE,

> HRMESCDIWIRAEESR

R THFEY, WELELSR LR THAMLES CD3 MK, #ld W02022068809
PTG CD3 ddk, e b 4 sp34 24 3K sp34.87.

A, EREFEP, RRELSR @45 i F 5 CD3 894Uk, 442 W02022068809
FNFFE CD3 04K, 5] 4e 3t & 44 sp3424)Xsp3487 1. 2. 3. 4. 5. % 6/ CDR.
E—2TZRFEPAN, WERLE STkt F R Mg S CD3 ik, #lde

W02022068809 F /FF 49 CD3 ik, Wnﬁ%ﬁ sp34.24 X sp34.87 49 1. 2 Fe 3 NFHET R
X CDR, Bf HCDRI. HCDR2 # HCDR3.

R TATEFAS, RREGR AL L FF LS CD3 Lk, il
WO02022068809 FAFF#) CD3 Jutk, #ldedt ¥ a sp34.24 K sp34.87 49 1. 240 3 NBsT &
X CDR, B? LCDRI. LCDR2 #» LCDR3.

H—REHEFTEP, B SR 04 Ui tddE A4 & CD3 49304k, 4= W02022068809
PN CD3 ddk, Hldo L 8g sp34 24 K, sp34.87 #) 3 NE4ET L X CDR o 3 NR4ET R
X CDR.,

gy EP, RLEL L O 04 454 CD3 89 40R, 4o W02022068809
PoFE) CD3 Uik, e P4 Sp34 24 3K, sp34.87 WESTERPRETER, AAKRLK
PART ARG RE,

ki B AR 04 O bt s A CD3 83k, #lde W02022068809 AT
CD3 4k, Bl éﬁ sp34.24 3, sp34.87 #) Fab, VAR KL BAATR 4G R

> H R4S BCMA #9484

E—RTHhFEP, RRLELGR AR THFHEL S BCMA )ik, ) 4o
PCT/CN2022/076832 T 44 4% F M4 25 4 BCMA #94u/k .

AT FEP, FRHEES BCMA REE 3 MR EHTERMYELIIRER
(HCDR ), HCDR1. HCDR2 #» HCDR3, 3 A7i# HCDR1. HCDR2 #» HCDR3 % 4= SEQ ID
NO:103 Fr = €44 % X 4§ HCDR1. HCDR2 #» HCDR3.

gy Ed, HFHES BCMA iihLE 3 NRABMTERGEAETR
(LCDR), LCDRI. LCDR2 #= LCDR3, % Fji£4y LCDR1. LCDR2 #= LCDR3 A £H4 4=
SEQ ID NO:107 Fi = 424477 & R #) LCDR1. LCDR2 #» LCDR3.

AR5 L, A4S BCMA 4utk4) HCDR1 @4 SEQ ID NO:104 #9 & K825
53, & 28 5%; HCDR2 &4 SEQ ID NO:105 #) R I8 5 71| id—?ﬁléﬂﬁi, HCDR3 &4 SEQID
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NO:106 49 2B A7) R e 28 5%, LCDRI &4 SEQ ID NO:108 #9888 /5 7] 3 &y H 20 A%,
LCDR2 &4 SEQ ID NO:109 #) &AM A5 7| R by L 4A%, F9/2 LCDR3 &4 SEQ ID NO:110
8 BILAR A 7] S b 2K

- EmFTER, HFHES BCMA HAE4S 3 MRAERTERYEII ALK
(HCDR ), HCDR1.HCDR2 ## HCDR3 #v 3 /~ & £ $24& 7] & X 69 A 4k & K(LCDR ), LCDR1.
LCDR2 #» LCDR3, ¥ HCDRI .4 SEQ ID NO:104 #) £ 3L 85 7 X &1 H- 40 5%; HCDR2 €,
4> SEQ ID NO:105 #98 KB4 71 2 b 20 5%, HCDR3 .4 SEQ ID NO:106 #9 23K B4 71 &
B 288, LCDR1 &4 SEQ ID NO:108 #J&ILERA 7| R d 41, LCDR2 €4 SEQ ID
NO:109 49 BB F 71) 3 by 48 5%, #2 LCDR3 &4 SEQ ID NO:110 #9 R I8 5 7] 2 oy H40 2%,
E—km @, HFrHEgS BOCMA RKESTRTER (VH), R ¥Arid VH

(i)y&L4%5 SEQ ID NO:103 #9 R8I /F 5 A £0 90%. 91%. 92%. 93%. 94%. 95%.
96%- 97%. 98%3k 99%[F] — 1 49 BIL BT 7 2R & T iR BUL BT 71 40 % 3R &

(il) @4 SEQID NO:103 #9285 7)) R vy AT & UK BR 7 51 20 A% KA

(i) &.45 SEQ ID NO:103 4 2L B A 71 AR B A 1 AR S A (R R~A8E 104, #4k
WA 5. 4. 3. 20 1 A) WHRARKE (RARARER, BARAFAREKTER) @
RABRA 5| B PTiE 8 ABR A 5 2R, ik, PTRRABMEERL A E CDR R ¥,

A—krdmb, fHFfegs BCMA kL4 824TE R (VL), EFFiE VL

()24 5 SEQID NO: 107 898K A 7| LA £V 90%. 91%. 92%. 93%. 94%. 95%.
96%. 97%. 98%3K 99% ) —I4 89 RIAL BT 71 3 b P ik RIL B 71| 28 s R A

(i) &4 SEQID NO:107 &9 8 BR A7) 3 b P id RIRBR 5~ 51 4 A% oA

(i) 45 SEQ ID NO:107 4 2B 5 ZI AR B A 1 AR S A (Rt RA8iE 104, #4k
HARIT 5. 4. 3. 20 I A) BT (RARARER, ERARLABREKTER) &
BB A5 BT R B RBRF DU, Rk, PTRRARRKE RZ AL CDRRF,

B EhFEP 4R LS BCMA k€4 VH A VL, £ ¥ VH &4 SEQ ID NO:103
BT 7= 69 - 51 3% oy AT 28 5 51 2B 8% A2/, VL €4 SEQ ID NO: 107 Ff = 84 /- 5] R &1 P ik A 21 28 5%,

A% EasEP, WRELGR 04 4t L4 F 44 BCMA #duikey 1. 2. 3.
4. 5. & 6/ CDR,

AR T FEPA, RBLELRK QA LR LR LS BCMA ©94uikeg 1. 2
#0 3 ANE445T L X CDR, BF HCDRI. HCDR2 #» HCDR3.

AR EZaFEPA, RWBELSROAS LR Lk FHE S BCMA $4uikey 1. 2
#o 3 A~224457 % X CDR, EP LCDR1. LCDR2 #= LCDR3.

AL FEP, FWRELSR 5 40 L4 44 BCMA ¥ 3uike) 3 A4k
T % X CDR #0 3 /42445 & X CDR.

B—EFZEFET, WRESR O Lo tg R Lid 714456 BCMA 94k e E4E7 &
RAos24E 5T R, ARARKZPATEH KRR,

R RS K A Cami) R iR 4 F 44 BCMA 30K 8 Fab, VAR RZ BA P&
R,
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AL PEN BRI TR ES5T, Btk h B, HFARFFEEESH TSR
g R, Blein RS R K.

2T EY, FLRLE S A A Fab.

24
L TRTEY, WRESHERLE 1 AREA Fab, L+ —ARZA Fab @6 A
FHT A RERR LS.

1.9, FH)beg EHFE

1. RAREIRBLE SRR, LOS— N EMEABELE—RBRNE—RRESRF—/N
REMNFFHELELF BN E —RBRELGR, EPHERARBRELGETHES—AREA
9.4 F 4k CHI #4244 CL, FFHAPTR CHI-CL ¥ R@ L84 —abt B RE, /K

ik R e RPHE Y —AREAN LS THTE R A4 TE X, AR 4T R RAodpst
TREZRE LRI 04 RF R, FTRGH KT A5 AR B BT LAY 7 A R IR
SR R A A AR AT 6 BB

B Bk — AR Ao B IR A B R

ik, —FHAEERREROLESE—NUELES X CHI-CL id L.

2. FHAFEIRAREIRBLESREK, LV iR RT O

() £E4 CHI 915 F 126 &L BA —A3EF AR AR E -/ F AR EILROIRNK (EU
%), HE4E CL e E 124 & BA —ANEFRAR AR 2 — N F AR BB IK
(EU %5 ) ;

(i) /£ £44 CH1 #9412 F 168 & BA — AN k¥ LAS AL B 2 — A F A AL B 49X, (EU
%), HE24E CL #5164 L BA —ANEF AR AR £ — /A F MR BB 6 UK
(EU %% ) ;

(i) £ €44 CHI #9158 170 & B4 — A~k F a8 880 2 — A F PR B AL B 49 IR (EU
%5 ) . B8R4k CL #9152 F 162 X 164 & BA — AN EF A AAR 2 — N F R B Atk
I (EU %5 ) ;

(iv) £ £4k CH1 #9458 173 R BAH — A F AR A AT 2 — A F a8 2849 IRK (EU
%5 ), BE4k CL 4942 E 160 & 162 & BA — AN EF AR AA R E —ANF AR AR
#hIX (EU %5 ) ;

(v) £ &4 CHI 9912 B 128 & B A — /N 3E F LR E 80 £ — AN F L AR /LB 49 X (EU
%), B84 CL 92 E 118 & BA —ANEF AR AR £ — /N F IR E LR 69 UK
(EU %% ) ;

(vi) £E44 CH1 8915 8 134 L B A — AN EFBLAR B AR 2 — /> F AR AL 49 AR (EU
Y5 ), B4 CL 945 F 116 R BH —AEFMABR BT E —/F AR EAR G IR
(EU %% ) ;

(vii) £ E 4% CHI1 #9158 136 KL B A — A 3 F AR AT £ —/F AR R AT IRA(EU
), HE24E CL #9432 F 114 & BA —AE F AR R £ — A F PRI 2L B 69 JUX
(EU %7 ) ;

(viil) £E45 CHI 4915 K 171 L A — /A~ E F AR BER E — M F AR BB G IRK(EU
Y5 ), B4 CL 945 F 162 L BH —AEF AR AR E —/F AR EAR IR
(EU %% ) ;
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(ix) £ €44 CH1 8912 B 139 & BA — N EF P AR 2R B 2 — AN F AP R B 49 FUX (EU

WF) . Bizbk CL W E 116 A BA —A 2k F I AE FOL S — A kA UL 89 AR
(EU %5 ) .

3. FARFR2HARIERRESHE, At s EHRL ol

(i) £ CH1 % &4 F126C, Bf CL % &4 Q124C (EU %% ) ;

(i) /£ CH1 # &4 H168C, A% CL ¥ &4 T164C (EU %5 ) ;

(iii) /2 CH1 ¥ &4 F170C, B & CL ¥ &4 T164C (EU %% ) ;

(iv) £ CHI * &4 F170C, HA CL ¥ &4 S162C (EU %% ) ;

(v) £ CH1 ¥ &4 V173C, B4 CL ¥ &4 $162C (EU %% ) ;

(vi) £ CHI ¥ &4 V173C, B4 CL % &4 Q160C (EU %% ) ;

(vii) £ CHI % &4 1128C, B/ CL ¥ &4 F118C (EU% %) ;

(viii) £ CH1 *# &4 S134C, B CL ¥ &4 F116C (EU %% ) ;

(ix) /£ CH1 ¥ &4 S136C, H. 4t CL ¥ .4 S114C (EU %% ) ;

(x) #£ CHI * &4 P171C, H4 CL ¥ &4 S162C (EU %% ) ;

(xi) &£ CHI ¥ &4 T139C, HE CL ¥ &4 F116C (EU %% ) .

4 KRB ERRE SR, LOS—AE S MHFREESE RN E —RRES R A —N

REAHFFBESFE RN E SIRRLESR, AFHRNRREORTHNEY A OSE

44 CHI A424£ CL, JAZEFE CHI-CL R 8 L 04 AR EBEE, LR s E
BRE A CHl ¥ 84 T139C, HAECL ¥ &4 FI16C, £+ RS —RRESRAH IR

Rt KT VAR ) LR

5. A E 24 PHE—MGIRARLARESAR, AP s RREALOLFHBER

-zt ta R d R 494 ) R R AR AR F R IRAX.

6. FHFE S QRSB LS A, b4 E F AR FHARRK B4 CHI
P49 5 220 1569 F BLABRMAE F LA, B CL 495 214 {3 893 B ABR IR F BLABR

B

7. FARFTE 6 WRARLRRES AR, JoPEFRABRPEF RARRKREIHSE CHI
P84 C220S/A/V, B CL *F &4 C214S/A/V (EU %% ) .

8. FZiFE6HIRRLRRLESAK, LT - mREDRECS

(i) #£ CHI # 89 F126C #» C220S, vAZ fe CL ¥ #) Q124C #» C214S (EU %5 ) ;

(ii) /£ CHI * @4 HI168C #» C220S, , H7E CL ¥ @4 T164C 42 C214S (EU %5 ) ;

(iii) #£ CHI * &4 F170C #» C220S, , H7 CL @& T164C #» C214S (EU %% ) ;

(iv) & CHI ¥ &8 F170C #» C220S, , H CL ¥ &4 S162C #» C214S (EU %% ) ;

(v) 4£ CHI + &4 VI173C #» C220S, , B CL *F &4 S162C #» C214S (EU %% ) ;

(vi) & CHI F &4 V173C A2 C220S, , H{E CL F @4 QI60C #» C214S (EU %5 ) ;

(vii) £ CH1 ¥ @4 L128C #» C220S, , E.f£ CL ¥ &4 F118C #» C214S (EU %5 ) ;

(vii)) £ CHI ¥ &4 S134C #» C220S, , Ef& CL ¥ &4 F116C #» C214S (EU %5 ) ;

(ix) £ CHI ¥ .4 S136C #» C220S, , A& CL ¥ .4 S114C # C214S (EU %% ) ;

(x) #£ CHI + &4 P171C #» C220S, , Hf CL ¥ @4 S162C #» C214S (EU %% ) ;

(xi) £ CHI ¥ &8 T139C #» €220S, , Hf& CL ¥ &4 F116C #» C214S (EU %% ) .

9. FHFE 1-8 PE—FARMIIRIIIRE S KL, P CHI R AHAK 1gG CHI. ]

4o, A IgGl CHI, A IgG2 CHI, A IgG3 CH1 KA IgG4 CHI1, #|4> CH1 R .4 SEQ ID

NO:116 Fr 7= 49 2B A 71

#9/3, CL I h A ) Kappa 424 CL X LA 89 Lambda $24% CL [, 414w CL K .4 SEQ ID NO:54

3 SEQ ID NO:55 ¢y £ ILER 5 7.

10, FEHFE R IARREILERLE S HEK, £P CHI

(i) &4 5 SEQ ID NO:129 Ff a9 BIBA 71 AT £V 90%. 91%. 92%. 93%. 94%. 95%.

39
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96%-. 97%. 98%3X, 99% ] — M 44 LB A 71, B &4 F126C A= C220S; & &4 SEQ ID NO:129

B T 09 BINBR 7 5] 3y T & 5 51 2%,

(i) €445 SEQID NO:133 Ff & 9 B ILBRF 51 B4 £ 90%. 91%. 92%. 93%- 94%. 95%.

96%- 97%- 98%3% 99% ] — 64 BILER A 7, B @4 H168C 4= C2208S; 2 &4 SEQ ID NO:133

B 7 6 BINBR 5 5] 3 BT 5 2 40

(iii) &2-5 SEQ ID NO:135 AT & 04 BB 5] BT £ 90%. 91%. 92%. 93%. 94%. 95%.

96%- 97%- 98%3%, 99% [ — a9 BILEE A 7], B .4 F170C 4= C2208S; 2 .4 SEQ ID NO:135

B T 09 BINBR 7 51 3y T & 5 51 2%,

(iv)@45 SEQ ID NO:137 Fr = BB 5 5] B AT £V 90%. 91%. 92%. 93%- 94%. 95%.

96%- 97%- 98%3%, 99% R — M 64 BILELF 7, B &4 V173C 4= C2208S; 3 &4 SEQ ID NO:137

B 7 6 ZINBR 5 5] 3 BT 5 2 40 A

(v) &45 SEQID NO:139 Fr = 6§ &I 71 A £V 90%. 91%. 92%- 93%- 94%. 95%.

96%- 97%- 98%3K 99% ] — 46 R IE A 71, B ¢4 L128C A= C2208S; 3 &4 SEQ ID NO:139

FIf 7 6 BB B 20 3 BT i 51 4%

(vi)&L4-5 SEQ ID NO: 141 FF w8 BIKBR A 7 AT 20 90%. 91%. 92%. 93%- 94%. 95%.

96%- 97%. 98%K, 99% ) — P49 RILEE A 71, B L4 S134C F» C220S; & .4 SEQ ID NO: 141

B 7 69 BB 5 5] 3k b BT i B 2 408

(vii) .45 SEQ ID NO:143 FF T 69 BB A 7| B4 £V 90%. 91%. 92%. 93%- 94%. 95%.

96%- 97%- 98%3% 99% [ — g BIER A 7], B84 S136C F» C2208S; X .4 SEQ ID NO:143

FIf 7 6 B BR B 7)) 3 BT A 51 4%

(viii) €45 SEQ ID NO: 145 FF 7 89 8ILER A 2] LA £V 90%- 91%. 92%- 93%- 94%. 95%.

96%- 97%- 98%3X, 99% [ — PG BRIER A 7], B34 P171C #» C220S; & .4~ SEQ ID NO:145

B = 6 BB A 5] b FT A B 2 4R 3K

(ix)@4 5 SEQ ID NO:147 Fr T &9 BB 5 7] B4 20 90%. 91%. 92%. 93%- 94%. 95%.

96%- 97%- 98% 3K 99% ] — M g BIBR A 71, H ¢4 T139C A= C2208S; X .4 SEQ ID NO: 147

BT = 69 BILBR B 5] 3 b T2 5 51 4L K.

1. F#FE 810 PR RARE B LS K, P CL

(i) .45 SEQID NO:128 Ff & BIBERF 7] BAT 20 90%. 91%. 92%. 93%- 94%. 95%.

96%- 97%- 98% 3K, 99% F) — M 69 BB A7, A L4 Q124C #» C124S; 3 .4 SEQ ID NO:128

B = 69 B BR A 5] 3k b AT iR B 2 4

(i) 245 SEQ ID NO:149 FF T84 BB 7 LA £ 90%. 91%. 92%. 93%. 94%. 95%.

96%- 97%- 98%3K 99% [ — a9 BB A 7], B4 T164C 4» C1248; R 2.4 SEQ ID NO:149

FIf 7 6 B AR A 20 3 o BT 38 A 51 4%

(iii) 45 SEQ ID NO: 151 Fr 7 64 BIKER A 7| AT £ 10 90%. 91%- 92%- 93%. 94%. 95%-

96%- 97% 98%3X, 99% ] — A &9 BB 71, H L4 S162C Ao C124S; & €4 SEQ ID NO:151

B 7 69 B BR A 5] 3% b T A B 2 40

(iv)@4-5 SEQ ID NO:35 Ff T84 BB 7 LA 20 90%. 91%. 92%. 93%. 94%. 95%.

96%- 97%- 98%3X 99% ) — M #) R A 7], B84 Q160C #» C124S; X .4 SEQ ID NO:35

FIf 7 6 B BR A 2 3% o BT 38 A 1) LK

(V)&45 SEQ ID NO:37 A =09 8A B A 71 A £ 90%. 91%. 92%. 93%. 94%. 95%.

96%- 97%- 98%3% 99% ) — 4 69 B IR A 7], A4 F118C #» C124S; & €4 SEQ ID NO:37

B 7 6 B BR A 5] 3% o T iR A 2 4

(vii) 45 SEQ ID NO:98 Fr = ¢ BB A 5 A £ 90%. 91%. 92%. 93%. 94%. 95%.

96%- 97%. 98%3% 99%[F) — 89 BILER A 7], B84 F116C #» C124S; X .4 SEQ ID NO:98

FIf 7 6 B AL BR A 5 o PR A 5 2R R

(vii)) &85 SEQ ID NO:100 P = 69 8RB 5 7] LA 210 90%. 91%+ 92%- 93%. 94%. 95%-
40
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96%-. 97%. 98%3X, 99% ] — M 49 B ILEL A 71, B &4 S114C #= C124S; & &4 SEQ ID NO:100

B T 09 RINBR - 5] 3y AT &5 5] 2K,

12, £ F5E 1-11 PE—RGARRERRE SR K, AP 8T ERABETERR

Fd B RARF B G THTEROEE 39 BB TERGEE 38, THTER

WAL B A5 Aoz T R R W912 8 87. T T ER WL FE A5 fo2 BT ER LB 44, THTE

ReG12E o1 Aoz oT R RAGMEE 43 REMTER ML E 91 7824 T E X492 F 44 (kabat

%T) .

13. F#AFE1-12 PE—RGARRERRESAER, EFE) - ANF—RAREGRPHE

B ER ST IR IRE LGERRTGEZEEHE ) — N A RES RO EAER.

14, a5 E 13 PHRRIERRLESHER, AP EH—RREEGRORIABRY L E LR

LEHELRE F RS RANR LB L6 5 T 50 R0 A 4D R 69 B 7.

15, FaFE 14 HRAERRERBESRER, HP

(1) EHF—RRELSRY, FHTEREE 39 AWRABRMIRKR AT ELFTELHK, B

BETERGE 38 AN BABRBIKA T R RO ERAR, PES HRESE Y, THT

T RAZE 39 A8 RABBBRAR A QB RAR, H24T X R/ILE 38 L 49 RIBREKIR

AR A 5E o 0 BR R

(2) BB —RBELSR P, THTEREE 45 LYRABRBIRR AT ERFTH AL, B

BT ERZE 87T AN RABRBIRKR AT RO TORAR, PEF HRESR Y, T4

TRAZE 45 AL BABRBIK A F 1B 8RR, BBETERMEE 87 A M RARKR

AR E A 0 B ER

(3) BF—RELSR Y, FHATER/EE 45 L HRABRBIIRR AT ELFGRLR, A

2445 T RALE 44 A0 BRI Y 7 R BT RAR, P EH HREESR P, T4

TRAEE 45 A BB IK A F R BT 8RR, HBMTERAEE 44 LA RABRMIR

AR o IE o, 7 69 BN ER

(4) A% —BRELHSR P, FHTERLE 91 AR BREIIRKR AT ELFTHRLR, B

BUTEREE 43 L RRBRBIRAR AT A TORLR, PES ZHWREESR T, TH#T

T RALE 91 &) BABRBRAK AT AR RLR, A24TERILE 43 L&) RRBER

RA W ERF R, XA

(5) B —RLESRP, THTERLE 9] AW RABRBINR A FERFRLIR, A

BUSTEREE 4 LW ERBBRIRAR AT A RAGRAR, PES IHREGR Y, THT

TRz E 9l &L W) BABRRIRARA T A WA RAIR, H824TERILE 44 2 RERRIR

AR A v o AR ER.

16, FaFE IS ORARELRLESR K, EPrdm B R a iRt g K. RRH, 4o

IR R e RABRA § E R D.

17. FH#FE 16 IR ERELEERE, £+

(). EF—RRELSRY, FTH4TEREE 39 WAL BRBIRNKAY K, HE24T T K{s
B 38 /e BKBRAIRAKA D, FIN, EHARESR T, FHTLRMLE 39 4
8 BB A D, B3 T K41 E 38 Lt RARBRIRNKA K;

(). AEF-WRESGRY, EHTREREE 45 A0 ERBRIKA K, BT TR
B 87 LB BAKIARA D, Flot, EFH ZBRESRY, EHTEREE 454
89 BILBARIRAR A D, B324TE R{1E 87 L #) RARKBNAA K;

(iii). EHF—IRELGRP, EHETERILE 45 AW RABRBEIRKA K, L2487 % K4z
B 44 L BABMIKA D, BN, EFZAREESR T, TRTEIRMLE 45 &
8 B BRAR IR A D, B2 T R{LE 44 & 0 BRI A K;

a1
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(iv). EF—RRESRY, EHTEREE 91 LY RLKREIIRKA K, L2487 TR
E 43 L9 BRIEMMIRKA D, BN, AF_AREESR Y, ERTEIRMEE 91 &
0 R EAIRARA D, B8 T XK K2 F 43 49 FARBMIRKRA K;

V). EHF—RBELSR P, FHTEREE 91 &L YELBBIRKA K, LE/TERE
B 44 L RIS D, R, EH —AmBRE6RY, THTEREE 91 &
RPN AH D, BR2ETERAE 4 Lo BABRBIRK A K.

18, EHMFE 1-17 PAA—RG KRR L ARE S A K, EFRSHFRIVKROABFTRE
Fo —mAE FHRE,

19, EHFE 118 PE—RGAARRLARESRE, LT AR SARLALESHARR
HIRRESRLEMBEMER.

20, EHAFE 119 PAE—RORAILRBE SR, £F, F—RBRLELGREATHTE
R, ¥4#8%E X CHl. 84T LXp24B8E R CL, LF - mREZGR LS EFHTER VI
Fod2 4 T LK VL.

21, FHFE 20 IR LR BLE SRR, £

1) B—mBRESROEFERTE 1-17T PAE—RFELG BT HARE,; 4

2) $—RBLEREOSFRF R 1117 AT L0 RE;

3) B—IRBRELSROAEHRFE 11T PAE—RFZAN AR EDREPOFTRE; RHF
4) B—RRESROAFAFTE 1-17 PIE—RFRA G AR ERREPLHERE,; A%
SRBELSR AL TRFTE 1-17 FAA—RF RGBT RE,

22, FHFFE 2 HIRKRERBLEESRE, £ F

1) %R R Q4 ThFE 28 THE—FAE AN R TR E

2) HF—HBRLESR LA TkFE 12-17 AR LG LA EE;

3) HF—RBRLEREEFEHRFE 28 FPHE—RAFMALY M ERE LA O S I TiF
12-17 PHE—RAFZ X LT RE; RAE

4) F I RAS RS AR & R O 8 ST R 1217 PAE—TA R L 0H KK
AF—RREAREQLS LT E 2-8 PAA—RATZ AN TR RE,

23, FAkF R 22 RSB S A B, P AR S HFHAIRNG H — RS K L4
B 4o F o) R RS

S
My

3

n

3

[

iﬁVHf@ﬁanii giVLiﬁulii
2041 Q39K F126C, C220S Q38D Q124C, C214S
Q39K H168C, C220S Q38D T164C, C214S
Q39K F170C, C220S Q38D T164C, C214S
Q39K F170C, C220S Q38D S162C, C214S
Q39K V173C, C2208 Q38D S162C, C2148S
Q39K V173C, C220S Q38D Q160C, C214S
Q39K L128C, C2208S Q38D F118C, C2148
Q39K S134C, C220S Q38D F116C, C214S
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Q39K S136C, C2208 Q38D S114C, C214S
Q39K P171C, C220S Q38D S162C, C214S
Q39K T139C, C2208 Q38D F116C, C2148
hE2 L45K F126C, C220S Y8&7D Q124C, C214S
L45K H168C, C220S Y&7D T164C, C2148
L45K F170C, C220S Y8&7D T164C, C214S
L45K F170C, C2208 Y&7D S162C, C214S
L45K V173C, C220S Y8&7D S162C, C214S
L45K V173C, C2208 Y&7D QI160C, C214S
L45K L128C, C2208 Y&7D FI118C, C214S
LASK S134C, C2208 Y87D F116C, C2148
L45K S136C, C220S Y&7D S114C, C214S
LASK P171C, C2208 Y8&7D S162C, C214S
L45K T139C, C220S Y&7D F116C, C214S
843 LASK F126C, C220S P44D Q124C, C214S
L45K HI168C, C220S P44D T164C, C2148
LASK F170C, C2208 P44D T164C, C2148
L45K F170C, C2208 P44D S162C, C214S
LASK V173C, C2208 P44D S162C, C214S
L45K VI173C, C2208 P44D Q160C, C214S
L45K L128C, C2208 P44D F118C, C2148
LASK S134C, C2208 P44D F116C, C2148
L45K S136C, C2208 P44D S114C, C214S
LASK P171C, C220S P44D S162C, C214S
L45K T139C, C2208 P44D F116C, C2148
8454 Y91K F126C, C220S A43D Q124C, C214S
YI91K H168C, C220S A43D T164C, C2148

43




WO 2024/017371 PCT/CN2023/108651

Y9IK | F170C, C2208 A43D | T164C, C214S
Y9IK | F170C, C220S A43D | S162C, C214S
YOIK | V173C, C2208 A43D | S162C, C214S
Y9IK | V173C, C220S A43D | Q160C, C214S
Y9IK | L128C, C220S A43D | F118C, C214S
Y9IK | S134C, C2208 A43D | F116C, C214S
Y9IK | S136C, C2208 A43D | S114C, C214S
Y9IK | P171C, C2208 A43D | S162C, C214S
Y9IK | T139C, C220S A43D | F116C, C214S

845 | Y9IK | F126C, C2208 P44D Q124C, C214S
Y9IK | H168C, C220S P44D T164C, C214S
Y9IK | F170C, C2208 P44D T164C, C214S
Y9IK | F170C, C220S P44D S162C, C214S
Y9IK | V173C, C220S P44D S162C, C214S
Y9IK | V173C, C220S P44D Q160C, C214S
Y9IK | L128C, C2208 P44D F118C, C214S
Y9IK | S134C, C2208 P44D F116C, C214S
Y9IK | S136C, C2208 P44D S114C, C2148
Y9IK | P171C, C220S P44D S162C, C214S
Y9IK | T139C, C220S P44D F116C, C214S

fEikdh, PRid s —HRESREQLSR AW TFHREEAS:

T4 VH RE 245 VL RE

41 Q39D Q38K

42 L45D Y87K

143 L45D P44K

o4 Y91D A43K

e s Y91D P44K

24, FHFE 23 WIKRILIRE G A L, b ATk § R IRIR AR B — R A6 R o
%o RRES RS @b THE LM
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Py VN FoRRE
%%VH?{ %%&cm % f%ﬁVL*ﬁ if%si CL ® FE VI EE ﬁ%ﬁVL""f;
£ x £ x x

fﬂ @ Q39K 1;1222?)2 Q38D gzlfjg Q39D Q38K
Q39K ggﬁg Q38D g?jg Q39D Q38K
Q39K 21272%(; Q38D g?jg Q39D Q38K
Q39K 21272%2 Q38D (5312611(53 Q39D Q38K
Q39K \Cfggg Q38D ilﬁffs: Q39D Q38K
Q39K 2:/;(3)5 Q38D 8;1625’ Q39D Q38K
Q39K Elzéf)(s: Q38D Elzﬁ(s: Q39D Q38K
Q39K 21232‘52 Q38D 212113(5:’ Q39D Q38K
Q39K 212322(; Q38D (5212111(83 Q39D Q38K
Q39K 212721)2 Q38D 2126112 Q39D Q38K
Q39K (T;g?fs: Q38D ?21132 Q39D Q38K
iﬂ & L45K 21222?)(; Y87D g;fjg L45D Y87K
L45K gg’gg Y87D Eiig L45D Y87K
L45K 21272(())2 Y87D Z;?Z(s: L45D Y87K
S e N s 1 S
L45K VI73C, Y87D s162€, L45D Y87K
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C2208 C214S8
145K Z;ZS;:’ Y&7D 2211625 L45D Y87K
L45K ]Eééig’ Y87D Elzllig’ L45D Y87K
L45K (83123;(;(;’ YS87D EIZIIZE’ L45D Y87K
L45K (83123260;:’ Y&7D (Sjlzlli(sj’ L45D Y87K
L45K 212’;)(;’ Y87D ?3126131:’ L45D Y87K
L45K Eg?)(s: Y87D EIZIIZ(S:’ L45D Y87K
iﬂ & L45K 1(:31222?)(83’ P44D 8 ; fjg’ L45D P44K
L e N [V S P
L e N [V S P
L45K 21272(())2’ P44D ?}1261%1(8: L45D P44K
P N P R [VE S P
L45K Z;;gg’ P44D 821 1625’ L45D P44K
P N L1 VS
L45K 2123;)(82’ P44D ?2113% L45D P44K
P P [P S P
L45K 212721)(5:’ P44D 2126112’ L45D P44K
L45K E;;g(sj’ P44D Elzlli(sj’ L45D P44K
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jﬂ < | yoik (Fjlzzzzg A43D gzlfjg Y91D A43K
Y91K Ig;ggg A43D Eﬁg Y91D A43K
Y91K ?272%(; A43D 212?12 Y91D A43K
Y91K 2127200(; A43D 3126131(5: Y91D A43K
Y91K 2:/;;(3)5 A43D (831261312 Y91D A43K
Y91K Zggg A43D 8213’5, Y91D A3K
Y91K ](élzig(;)(s: A43D Elzlli(sl Y91D A43K
Y91K 2123;;2 A43D 21211642 Y9ID A43K
Y91K 2122?)(83 A43D lelli(s:’ Y91D A43K
Y91K ];]272:)(; A43D 212611(53 Y9I1D A43K
Y91K ggzg A43D 2121132 Y91D A43K
iﬂ = yoik 2122222 P44D gzlfjg Y91D P44K
Y91K I(g%g P44D (T:;?j(s: Y91D P44K
Y91K 21272%2 P44D E‘ij(s:’ Y91D P44K
Y91K 21272%2 P44D 2126112 Y91D P44K
Y91K \c/;;gg P44D 2126112 Y91D P44K
Y91K 8;35 P44D 3211625’ Y91D P44K
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Y91K Elzii(s: P44D f:lzllig Y9ID P44K
Y9IK 2123;)2 P44D f:lzllig Y91D P44K
Y91K (8’11232?)2 P44D 21211‘;(53 Y91D P44K
Y91K 1;12721)2 P44D ?:12611(; Y91D P44K.
Y91K g;?)(s: P44D ?21122 Y91D P44K

25, AL RRE SR, LEE— NI SNMHFAREELE —RROE —IRES KA —
AEBEABFUELFE RN E RRESR, A PHRRRESRFTHEY 04T
MR ARMTER. ik § TR KT R KRG b0 SRR 04 LHRE,
A& A R B 45 i OB b e A BB R R B A H A AR B BRI
A FHT R XA BT R E ARG L RAB Bk B THTERMEE 45 fodpbe =T
TRt E 87, T TERN(LE 45 o2 TE RM2 B 44, THTERGILE 9] foizsk
TEREE 43 REBTEROEE 91 BETERGEE 44 (kabat %5 ) .

26, FAF R 25 QIARIARRLESAR, AFES —AFE—ARBSERFPHERTER o
BETERZRE LOREBSEELE ) A% ZRRESRGLEAR ., L+ F—I
AT Z I RABE R RF.

27, FAFE 26 FARKRERRES AR, AP FE—RRESR G RABEE LR
TGt BB E H TR A RANRME B L 60 R 26 69 SURBR S A 8 BLtY AT

28, FHRFE 2T ORARERRESRE, £P

(1) BF—RREGRT, THTERME 45 209 FRBARRK A F B0 A0 288, 1
BT K 45 B 87 Ao SURBRBIRR A F R LR 09 BB A5 IR SR P, T
TRz E 45 2t BRBAIRARA T A w0 8RR, AT T X5 E 87 4 o) RAKBAIR
KA A IE AT 0 BB

(2) BEF—RRESGR T, THTERE 45 & o) FURBRMIRK A F E w09 28R, B
BEETERALE 44 L FRBAMIRA F R0 H 0 RAB; P ES HRBEGE P, TR
T RIEE 45 L RABRBEIRR AT A me) 248, 24T 5 R E 44 AR RARIR
KA W B 0 2R B

(3) £R—RESGR Y, FHATRRLE 91 o) ZURBBIRR A F E A 20, B
BEETT K RALE 43 449 BORBAIRAR A o b A 0 BB A H RS R b, E44T
RRA2E 91 &0 FAEAIRR A {0709 BARER, HA24T LI 12 F 43 4L o) RLEBRAIR
A E AT BB, A

(4) EH—HRRESGREY, FATEREE 91 LW ELBRBRR A FELTORAR, A
BT R EE 44 R0 EABRBIRRAF A WR O ELR,; PES ZHRESRK Y, T4
LRAEE 91 e BAEBABIRA T R oA BAEE, HRETERAEE 44 20 FEBRAIR
K o IE 87T 6 B BR

29, FAGTE 28 MIRALRRE SN, LPAEFERFELERLAH K. RAH, F
IRA L f AT ) RABA G B 3D,

30, LAFE 29 BIRRERRLES KK, £
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(). EF—HRLELGRY, THTEREE 45 W) RARBBNKA K, B2 E R
E 87 At RAMBIAKA D, B, EHF A RESRY, EHTERILE 454
) BILBRAEIRN A D, AT E R E 87 Aty RIAMEIRAK A K;

(i), EF—FRRELGRY, TETEREE 45 LW ELBRIRRA K, BT E K4z
B 44 L BRBMIKRA D, BN, A ZRBRESREY, FHTERMGE 45 &
A EIRBARIURA D, BBET TR E 44 LR BARIURA K;

(ii). EF—RBRELSRE, FHTER/EE 91 LY ALBRBEIKRA K, L2455 R4
B 43 9B RBEIRAKA D, R, EFAREESGR Y, EHTLRMAEE 91 &
9 RIS D, BE2ETERILE 43 L9 RARBKIBAKY K, K

(iv). EF—RBLESEY, FHTEREE 91 LRI K, BaMTERE
B 44 e RIBARIRIK A D, BB, EH RS SGRY, ERTEREE 91 &
BRI A D, AR E R/ E 44 44 8L IK A K.

31, FHFE 130 PE—RAGAAREARRESREK, AR —RBRESRXO24E4

RE, B & R BEHR OAMRIMRE.

32, FHRFE 131 PAE—RAGIAERREARESAE, AP E—RRESE Hiuikeg Fab A

B, Ao/ B IR ES R ARG Fab b K.

33, FEHFE 132 PAE—RGRRIARES R K, AFHERKR—AREANRELIHE —

RREAR BT 44248187 K 4 Kappa 242K, A—AREANIREHRE R ELSR

B 469424408 % K h Lambda 28 RBE R, RBFLF—AREANARLHME —RE LS KFF

fAu iz le R R4 Lambda 28R, B—AREARELIE RRESRATL402

4k 182 X h Kappa 2245 la 2 X,

34, FTaFE 133 PE—RGRARRERREESHR, LPHEARAKLLESH— Fc K45

ZFc R, ¥ % —Fc RAr = Fc KABF) R AF].

35. FHEFE MR RERBREES AR, HPH— Fc R4 % = Fc K45 H Ak IgG Fe,

4o, A IgGl Fe, A IgG2 Fe, A IgG3 Fe, A IgG4 Fe, 40 .4 2K B A 7] SEQ ID NO:122

R 123 RE LA E D 90%F — M, Bide 95%, 96%, 97%, 99%3K B 2 H) Rl — L6 BRI

A5 3% 2,

36. FHFE 34 K 3589 545k, H P AT Knob-in-Hole 3R, #%— Fc RAn% =

Fc X P 5] A48 89 Knob K % 47 Hole R%E.

37, FaFEICHRERERRLESRK, P

a)—/~Fc R 3 IREL4RE T366W, m % —A Fc X % Bk .4 T366S, L368A #v YA0TV (%5 7

KRB EU 431), 2

b) —/~ Fc R &4 REBAHNK S354C 4 T366W ,H % —4 Fc K &4 R LB RKR

Y349C ,T366S ,L368A #» Y40TV(%h5 7 RAREE EU % 3]).

38, LT E 36 69 B4R, HP

a)—/> Fc X % k&4 SEQ ID NO:125 Af R é) BB 7| o 28R, % —/> Fo K % k&

4> SEQ ID NO:124 Ff & 69 8L ER 5 7] 3% oy S 40 A% ;

b) —/AFcR %k &45 SEQ ID NO:125 AT T 89 BB A 7| B A £V 85%.90%. 95% 96%.

97%-+ 98%. 99%49 B — e BIKERFF], W H—/ Fc R % KeLé5 SEQ ID NO:124 Ff 7= 49

BARBIN T THELRAFI LA E Y 85%. 90%. 95%. 96%. 97%. 98%. 99%t) B] —

8 BB 7 ;

o)—A Fec R % k8,45 SEQ ID NO:125 A = 4 BIKER A 7] B AT 21V 85%. 90%- 95%- 96%.

97%- 98%. 99%49 ) — I 69 BB 7] B @4 R % S354C F» T366W, f% —A Fc K % K@

45 SEQ ID NO:124 Ff 709 8ILER A 2 AT T 00 BB 70 LA 2 85%. 90%- 95%. 96%.
49
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97%- 98%. 99%4Y ] — M) BRI F 5] 4 K E Y349C ,T366S ,L368SA #= Y407V,
d)—/> Fc R % Jk &4 SEQ ID NO:20 X 131 A 8 R A 7| R 40, m B — AN Fc K %
K &4 SEQ ID NO:101 3 130 FF 7 89 2L 85 5 7] 3 by 240 A%
e) —AFcX % k&4 SEQID NO:20 2 131 AT 7t ZILE/F 7] B £ 85%.90%. 95%-
96%-+ 97%- 98%. 99%4GFl — Mg BRI A7), ™ H—A Fc R % ke 45 SEQ ID NO:101
3 130 AT TR RGP T TR 5 A £ 85%. 90%. 95%. 96%. 97%-. 98%.
99%49 F) — 4 BIKER A 75 3K
fH—/~ Fec K % Bk &4 5 SEQ ID NO:20 & 131 Fr 7 #9 BB F 7] B £V 85%. 90%. 95%.
96%- 97%- 98%. 99%49 ] — ey BRI 7] @SR E T366W, # 5 —A Fc R % Ke4
5 SEQ ID NO:101 3 130 A 7 64 B IR 885 2] Br 7 b9 BIL BT 2 B 50 85%. 90%. 95%.
96%- 97%- 98%. 99%49F — e BILER T 7] L4 R K T366S ,L368A 4= Y407V,
39, TiFE 34 X35 WIRARLARLES A K, £ FETF Innobody K, £%— Fc Ko
H-_FcRP3IAEE, Ri#tH — Fc RAa5 = Fc R#gF—FAL.
40, FHFE 39 WIARILIRE SR B, £ F —/A Fc R4 CH3 &4 S364R #» D399K &
%, BB —A Fc R4 CH3 RE &4 Y349T. K370S #» K409D R %E.
41, FHFE 40 GIRKRR LR RESRE, L
a)—4> Fc B % k@4 SEQ ID NO:126 Fi T #) BB T 2] b 4k, m B —A Fe RS Ke
4~ SEQ ID NO:127 FF = 69 B ER A 5] 3ty 240 % ;
b) —A Fc R % k@45 SEQ ID NO:126 Ff 7 69 RABR A 5] LA £V 85%.90% 95% 96%.
97%. 98%. 99%&9 R —I e BIERE 7], ™ H—A Fc K % KkeLs4 5 SEQID NO:127 Fra 49
RBARF 2 TR0 2 AR5 LA 2 85%. 90%-. 95%. 96%. 97%. 98%. 99%%) R —i%
HEABRA T, R
¢)—A> Fc B @45 SEQ ID NO:126 Ff T 4 BAER 5 2| B T 09 BB A 5] B4 £V 85%.90%.
95%. 96%. 97%. 98%. 99%44F] —tttg B F 5] B &4 R T S364R 42 D399K. 1 % —A~
Fc X % fk €45 SEQ ID NO:127 FF T8 BI B 5 5] FT T 09 RA B 5 5] LA .10 85%. 90%.
95%. 96%. 97%. 98%. 99%%)F] —i &) RIS 7] B4R K Y349T. K370S #» K409D.
42, FFE 34-4] PAE—FNRARRELIRBRLE SRR, BFPHREF —F/R% = Fc R4
L234A/L235A R %
43, KRG E 1-42 PAE—ROTIRRERRE SR K, L PRk BR e o R kP
Sty Rk BATH—/A R A CD3. BCMA. CD20. Her2. Her3, B7H3. EGFR. Hel.
¢MET. Axl. GPRCSD. %Ji# % &4 F ¥4 PD-1. PD-L1. CD47. %J23%% » T 4v 4-1BB.
CD40. OX40.
44, FHFE 1-43 PIE—RGARRERRELSREK, EF 5 —RRAH R RE LR
AT R AR,
45, FH T R 44 IURR LIRS R B, P T R sk g5 5k B Jo T 89 B AN LR
CD3/BCMA, CD3/CD20, CD3/Her2, Her2/Her3, B7H3/EGFR, PD-L1/CD47, PD-L1/CDA40,
PD-L1/4-1BB, EGFR/Her3, Her2/Hel, Her2/PD-1, Her2/PD-L1, Her2/CD47, Her2/cMet, 3
CD3/GPRC5D.
46. FFHTE 44 R AS QIRARLIRBRLE SR K, LTIk s Ik Ss FHESH
— R E R ES R RRELH ARG —RRELR, L+ F—RARELGK A
4% —Fab, H _HBRLEESROLE%H —Fab, X P FH—Fab £X CHI 49 C R 5% —Fc KN
RopikdE (BHR AL hEK, Bl R), $_Fab AL CHI ¥ CR#FHEHH _Fc XN
RoHEE (BHRTLhEL, PloRERX) .
47, FHTHE 46 QIR RI IR S R L, P AT R AUIROR 1gG AR, B 4o
B 1 AT e AR,
48, FTHFE 46 R AT TR IRARERBELS K, £04
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T4k 1 ANEE C ARG FTRABAR: 5§ —Fab T4 TER-F448% X CHI-%— Fc X,
L F4ez R CHI A5 CEKEEHFH —Fc X N K322 d R RE2 b k( Hldodi bk R ik 4%,
2481 MANBE Cta4Rdh FTidiR: $—Fab BT ER-Z#ETR,
T2 MNHE ChOAR G FTRAM: H —Fab THTER-FTHex R CHI-FH —Fc X,
P F4#ET R CHI £3 C K55 —Fc R N R dy R AREZ b3k 4 dodi bk K )if 3%,
2480 ANRE CHO4RD FiRLMR: % _Fab ¥R TER-ZETR,

49, FakFHE 48 VAR LIRE SR K, P

(DE—RRELRFFELES Her2, ¥ T4k 1 o4k 1 505 442 F 49 SEQ ID NO:
T e BB A7, REOEH I T RINET 7 BEA £V 85%- 90%- 95%. 96%- 97%- 98%.
99%49 7] — 49 BILERF 7, K d4eF SEQ ID NO Ff = 69 5 71 40 A%,

i) SEQ ID NO: 43 #+ SEQ ID NO:45;

i) SEQ ID NO: 48 #= SEQ ID NO:49;
iii) SEQ ID NO: 21 #= SEQ ID NO:22;
iv) SEQ ID NO: 25 #= SEQ ID NO:26;
v) SEQ ID NO: 25 #= SEQ ID NO:29;
vi) SEQ ID NO: 31 #» SEQ ID NO:32;3%
vii) SEQ ID NO: 31 #= SEQ ID NO:29;
Fo /3K,

(2) % R AHR4FFH et b Hel, T44 2 F03244 2 53] 00440 T 49 SEQ ID NO:Ff &
WHRABF T, RO L RHEEBFTEHEY 85%. 90%. 95%. 96%. 97%. 98%.
99%4 ) — M 49 RILE T 7, R dr4eF SEQ ID NO Ff = 49 5 51 40 A%,

i) SEQ ID NO:41 #» SEQ ID NO:42;

ii) SEQ ID NO:23 #» SEQ ID NO:24;

iii) SEQ ID NO:27 #» SEQ ID NO:28:

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

v) SEQ ID NO:33 #» SEQ ID NO:34;
vi) SEQ ID NO:33 #» SEQ ID NO:30;

(2) -1 B R RESRKFHMLES PD-1, T4 2 foizsk 2 5 %] 44 F 4 SEQ ID NO:
i BB A7, RS 5 AT T e B ERF 5 BA 20 85%. 90%- 95%-. 96%. 97% 98%.
99%449 Bl — M 49 B A BRF 7, Rt 4o F SEQ ID NO Ff 7 44 & 71 48 a%,: SEQ ID NO:46 #» SEQ ID
NO:47;

(2)2 H_RRESREF LS CD4T, T4t 2 foszhk 2 5] €442 F #) SEQ ID NO:
BT e BB A 5], ROLA BT R BILBRA 7 BAH 1 85%. 90%- 95%. 96%- 97%- 98%.
99%44 F] — I 44 B BRF 7, X @40 F SEQ ID NO Ff 744 5 7| 48 a%.: SEQ ID NO:50 #= SEQ ID
NO:51;

(3)2 B RS RIFF LS c-Met, T4 2 fod2dk 2 5] 8,840 F 9 SEQ ID NO:
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B 8 BB 7Y, LA B BT e BT 5 B 2 85%. 90%- 95%. 96%. 97%- 98%.
99% 44 5] — M 44 B IR F 7, Rl 4= F SEQ ID NO Ff 744 7 4B a%: SEQ ID NO:52 #= SEQ ID
NO:53.

50 RAEFE 44 K 45 09 B4 AR, HP AR A AU LA | M RE SR
— R E—IRE SR A 2 NEFBRE S RBNE RBREESR, AP E—RBREE
R ¢4 % — Fab, % BSR4 % — Fab, P —A% —Fab £H CHL ¥ C KR35 %
—Fc X N Kspifd: (2 hA L2k, o), —A%— Fab £ CHI 4 C K%
5% - Fc ENA#&EHE (2O AL dEk, B8R ), L5 —A% = Fab &3 CHI
9 C A5 % — Fab 94T E XA N Kshidds (@R oRd@iddgk) .

51. FsFE SO AR REARLE SR K, EPArEFFERARL 2+ INHME, H
A4 5A PR em AL,

52, FFE SRR RERBLELS R IL, PR ke s

Tl ANBRECHOASRB TEAR: H _Fab THTER-THELRK CHI-%—
Fab T4 T ERX-F4#8E X CHI-% —Fc K, L+ % —Fab T4 ex K CHI £ C Kt 5 %
ZFc RN K#pZaR A% hiEk (FloR) 4548, BE —Fab £EL CHI 8 C Rap b %
— Fab 89 T4 T % X 69 N Ropibds (Bt R Rdiddesk) ;

24k 1 ANSEE CROS RSB FTiRLK: %— Fab ) RETER-Z#BTK;

T2 MNRECHEASRB TEKR: HF_Fab FHTER-TH# LK CHI-F —
FcR, £ P F4Ez R CHl £ECR#EEFE —Fc RN K2 h R RE dd k( #4ikdE R )
HIE;

24k 2: MANSEE CR 4R FTiRLKA: % = Fab #5247 ER-24k 18T X,
Hop AR R F IR G A 2 K84t 0.

53. EFE S OIUEKRREABRESGAER, EPE—WBREHGRE4CD3, BE R
4: 5 X 44 GPRCSD, #lheid,

1) 4% 1 €4 SEQ ID NO:58 Ff =89 B8 IEL A 7], K& 45 SEQ ID NO:58 Ff = 89 Rk
BRF 5 LA E 0 85%. 90%. 95%. 96%. 97%. 98%. 99%89F) — MG BLBA 2], KEAT
R BB 5 LA

424k 1 @4 SEQ ID NO:59 FF =49 2 L85 7], X &4 5 SEQ ID NO:59 Ff 7 44 2L B8 5
Gl EA E Y 85%. 90%. 95%. 96%. 97%. 98%. 99%4y Bl — I 4) BB F 7], RbFTRR
BT 2B AR

44 2 €4 SEQID NO:57 FF T RAB A 5], K45 SEQ ID NO:57 Ff 7 #) R B A
A Z U 85%. 90%. 95%. 96%. 97%. 98%. 99%4y Bl —M g AL BRF F], Ry FFiE A
A BT P 4R Ao/

3244 2 8,4 SEQID NO:56 Ff w8 BILHF 5], R &85 SEQID NO:56 Ff 7 ¢4 IR 5
G EA E Y 85%. 90%. 95%. 96%-. 97%. 98%. 99%#44 Bl — 4y BRABF 7, Kb PTE A
BT DN AR A
2) T4 1 &4 SEQ ID NO:62 Fi 8 BB A 5], K45 SEQ ID NO:62 Fiw iy &k
BRAF 5 B ) 85%. 90%. 95%. 96%. 97%. 98%. 99%49 F] — 4y B LB A7), Rk
BIBRS 5] 2R
52
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3245 1 8,4 SEQID NO:63 Fi &) BILEL 7], K &4 5 SEQ ID NO:63 Ff 7 49 BRI BR 5
5l EA £ 85%. 90%-. 95%. 96%. 97%. 98%. 99%84 ) — ey BILBEF 5], S PTER
FBR A D4R R

F4£ 2 €14 SEQID NO:61 Fr T RILER 57, R 145 SEQ ID NO:61 Fr = #) R B A
A ) 85%. 90%. 95%. 96%. 97%. 98%. 99%44F] — Mty REB G F], Kb FTIER
B DL Ao R

324k 2 @4 SEQ ID NO:60 AT =89 8IB A 7], X &4 5 SEQ ID NO:60 AT 7 49 RILER 5
5 B E D 85%. 90%-. 95%. 96%-. 97%. 98%. 99%8g B — ey BT 7, Kb PTIEA
FBR T 5 4R,

54. REFE M R A5 SRR EARES R K, b AR 4 Faduik s 1 My
FHEEE RO B —RRE SR A 2 MERFMESHE BN E —RRESK, AT 5
— RS R OAH— Fab, H _IBESR 4% = Fab, L 2 4% = Fab £ CH1 &
CR#HAE5H—Fc KN A#Ffofh —Fc R N KopE3(Lh A RL bk, vl R),
BH—Fab EEHTERMNRSES —Fc B¢y C Kspit (AR RBidHEL) .

55. FHFE SANIEKRRERBRLESRE, PR s4F itk 2 2+1CssMmA, H
B & 5B PR eG4 AL,

56. FFE 55 RN LR BRES R IL, AP AR AR IR 604

T4 MNRECHAASRM TR F_Fab TR TER-THEL KX CHI-F =
Fc R-%—Fab ¥4 TER-$4 8T K CHI, P % _Fab £HE CHI ¥ C KsnH % —Fc K
N KspdE (bR e hiEk, flmidRX ), BF—Fab ATHTERYNRRHE =
Fc X&) C K%k (B raitdesk) ;

24k 10 MNBE CHOSRY FTRABK: F—Fab B TER-BEETK;

T4 2 MNBECHASAB TEAR: H —Fab THTETR-FTHET KX CHI-F—
FeR, £ PF4ET X CHl £ CR#FEHF—Fc KN R#FLZHR AL diEL( Hl4oikE K )
%3,

2462 ANRE CRESAH TRAA: F = Fab t)2iTRR-2HBEK,

o BT iR R R AR 6,4 2 8048 0.

57. EFE 56 KRR ERBRESRR, EPE—BREHGRE4CD3, BE R
45 A X 44 GPRCSD, #lheid,

1) 4% 1 €4 SEQ ID NO:64 Fr T8 B8 ILE A 7], K45 SEQ ID NO:64 A=) &k
BRA 5 LA E 0 85%. 90%. 95%. 96%. 97%. 98%. 99%84F) — MG BLBA 2], KEAT
R BB T 7 4R AR

3244 1 €4 SEQID NO:59 FF = R8I A 5], R .45 SEQ ID NO:59 Ff < 4 BILBR /7
5 BA E ) 85%. 90%. 95%. 96%. 97%. 98%. 99%4g Bl — Mg RABF 5], R R
AR T B 4R

F44 2 €4 SEQID NO:57 I T BABAF 7, R 45 SEQ ID NO:57 Ff & ¢ AL B A
5 EAH ZE 0V 85%. 90%. 95%. 96%. 97%. 98%. 99%4g Bl — Mg A LB G F], Ry FFiR &
KRR 20, Fo/3R
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3245 2 8,4 SEQID NO:56 Ff 69 B ILER 7], K &4 5 SEQ ID NO:56 Ff = 49 R BR 5
I EA £ 85%. 90%. 95%. 96%. 97%. 98%. 99%84 ) — ey BRILBEF 5], S PTER,
LB, RE

2) T4k 1 &4 SEQ ID NO:65 Fr w8 A A 5|, R4 L5 SEQ ID NO:65 Ff iy &k
BRA T BA E Y 85%. 90%. 95%. 96%. 97%. 98%. 99%H9Fl—Ik ey RIKMA 7], M AT
EBILBR 920 A%

3245 1 @4 SEQID NO:63 Fr =8 8B A 7], X &4 5 SEQID NO:63 A 89 BRI 5
5 B E D 85%. 90%-. 95%. 96%-. 97%. 98%. 99%4g B — ey BB F 7, Kb PTIE A
R R D4R R,

F4k 2 4.4 SEQID NO:61 Fr =89 8L A 51, R &4 5 SEQ ID NO:61 Ff 4 RILEE A
A 0 85%. 90%. 95%. 96%. 97%. 98%. 99%44F] — Mty REB G 7], Kb FTIER
B P2 Fo R

2245 2 @4 SEQID NO:60 FF =89 8ILER A 7], R4 5 SEQ ID NO:60 Ff 7 44 BB 5
A ) 85%. 90%. 95%. 96%. 97%. 98%. 99%#J Rl — Mg RALBKA 7], R FFik R
R R 740K,

58. FeFE 44 R 45 AR R LR RE SR, B P AR sk a4 2 NSt
WL E—IRBNOE—IRBRES R 2 MFRBELF BN E IR EGR, P FE—
FRESR 4% — Fab, % —IBRELSX 4% — Fab, 2+ 2 /~% = Fab £3 CHI #9 C
AR EMWMA-Fc X N Ri#ddE (2R AL dEL, #8488 X)) (AL Fe K7 AFHRE
RAFE), H2ANE—Fab ATHTERE N R#EH5HEH 24 Fc B6) C Kigitds (ALK
FSEEVE: S

59, EHFESSHIERERRESHK, £ s4FRmIitikg 242C sHmA, H
BB 5C Fr T agHfl,

60. EaFE 59 NIAIRREIARE SR, H P AT F IR 4

T4 ANBRECHROARBTRAR: H _Fab TR TTR-F4 8% K CHI- Fc X-
%—Fab THTER-FHBLKX CHI, £ +% = Fab £33 CHI #) C K355 Fc R N Rini
B A(ZHXTEHHEL, HloRMER), B —Fab ATHTERGN RS Fe R C K
sHiEdE (@i R Ak

24k 1. ANSBEZE CHOSRB TR F— Fab W BRHETER-BEBETR;
245 0 MNRE CRsdAb TRUAR: % —Fab R TER-ZEBTX,
H b AR A F IR 84 2 KF

61. FFE 60\ AREARESRE, EPE—RRELSRLEL CD3, L% R
4R 454 GPRCSD, 4o,

1) £4£ &4 SEQ ID NO:66 Fr 8 2K B/F 5], & &2 5 SEQ ID NO:66 AT #) R
B O BA E Y 85%. 90%. 95%. 96%. 97%. 98%. 99%#4 ] — P4 RILBF 7, Ky prik
RALBR T 5] 4B AR

4244 1 €4 SEQ ID NO:59 FI =8 8B A 7], R &245 SEQ ID NO:59 Ff = #) AL B A
A E Y 85%. 90%. 95%. 96%. 97%. 98%. 99%#) ] — M8 BILELF 7], R FTiR R
BB 2A R, Ao/,
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124k 2 8,4 SEQID NO:56 Ff =89 BILB A7), K845 SEQ ID NO:56 Fif = 49 &L BR
5B E D 85%. 90%. 95%. 96%. 97%. 98%. 99%8y Bl — 4y RABF 7, R PTiE
R 55 2R, KA

2) 48 @4 SEQ ID NO:67 Frw t9 RJLELF 7], A e85 SEQ ID NO:67 FF T 49 2K AR
B3 BA Y 85%. 90%. 95%. 96%. 97%. 98%. 99%#4 ] —it 4y RILBF 7], Hd ATk
RIALBR 5] 20 A%

3245 1 @4 SEQID NO:63 Fr =8 8B A 7], X &4 5 SEQID NO:63 A 89 BRI 5
5 B E D 85%. 90%-. 95%. 96%-. 97%. 98%. 99%4g B — ey BB F 7, Kb PTIE A
BB, A/,

4244 2 €4 SEQID NO:60 FT =89 2JLELA 1, R 45 SEQ ID NO:60 Ff 49 RILFE A
A 0 85%. 90%. 95%. 96%. 97%. 98%. 99%44F] — Mty REB G 7], Kb FTIER
HER 7 2R K.

62, FAGFR 1-43 PE—RGAARRELARE SRR, XF AR —RRAFE IR
B, BAFRAL QR FAMREESE ARSI RGIARESK.

63, FHF R 62 HIRR LI RLE S R, L P AR FURR Z 45 F Mk,

64, FHHE 63 NIARIILIRLESRER, EFPAME =AM IAKOSHFHESSE —
B E—RRELR. FRHELE RN E IR ELSR RS RS
ZHRRELSR, £PE - BRELSREASF —Fab, F R RELSR LA H —Fab, L+ 5 —
Fab 725 CHI #) C K35 5% — Fc B N Kshif#: (L d R R4 ddsk, #lRER), $=
Fab 723 CHI # C K335 % —Fc R N Ks#if4: (L m R AL wiEk, #lRER), %=
B tEAS R @4 scFv (#)40 VH-VL & VL-VH) , £2 9 X "2 h4k£HE VH R VL 4 N
RibR C K3 (#lde scFv £ VL-VH, #l4e VL 89 N K3%) 5% = Fc K ¢9 C Ribikis,

65. FHFE 64 WK REILBE SR, LAk 43 MR MR A 2+1C 54
A, 4o 7A R B A,
66. FHFTE S WKL RLESREK, AP 2HRFHIIKROLS

Fhk1: ANBECHALSRB TR H— Fab THTER-T#ELTR CHI-F—
FcR, AP FE—Fab ERX CHI ¥ C R85 % —Fc R N R (ZHRRE ik, #
AR )

248 1 MANSBZE CHOARE TRUMR: F—FabWRETER-BMETR;

T4 2 ANZECROSRMTRIAAR: H - Fab FHTER-EMELR CHI-F =
Fc R-scFv, AP £48T X CHl £ C £ 5% — Fc B N £34 2 m R RE w4k (#do
345X ) %45, B scFv 2@ R ARZdiEk AR VH R VL 49 N K34 C £3% (4o scFv &
VL-VH, #l4o VL 49 N 3% ) 5% = Fc R ¢§ C Kohikds;

842 ANHECHOLERG TEAA: % = Fab t9RETER -2 BRK,

67. FwFHEOWHRARERBRESHE, P E RS REF 44 GPRCSD,
B _RRESRFRMLE L CD3, f/RE ZARESRFFMLLE S BCMA, #lwidd

44 1 .4 SEQID NO:71 FI T8 BAEBA 7], R 45 SEQ ID NO:71 Ff & &) AL B A
P A Z 0 85%. 90%. 95%. 96%. 97%. 98%. 99%4g Rl —M g A LB G F], Ry FFiR A
KRR 720K

A
2
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324k 1 8,4 SEQID NO:72 Fi 89 8B A 7], X &4 5 SEQID NO:72 Ff w8 RIABRR 5
EAZE Y 85%. 90%. 95%. 96%. 97%. 98%. 99%ﬁ’3ﬂ—‘¢iﬁ’3%¥€r’ﬁx/?§'l Kby ATiE R
HBR P 4R

F44 2 9.4 SEQID NO:73 Fr = 89 2L B 5 7], K45 SEQ ID NO:73 Ff T 4 RUL B A
FIEA ) 85%. 90%. 95%. 96%. 97%. 98%. 99%44F] — Mty R LB T, Kb FTIRR
B DL Ao R

324k 2 9,4 SEQID NO:74 P =89 8B A7), X &4 5 SEQID NO:74 AT 7 ¢ RILER 5
B ZEV 85%. 90%-. 95%. 96%. 97%. 98%. 99%H9 R — e BILERF 7], R ATiE R
IR T 2R,

68. ML, LB TEHRFE 1-67 PIE—RNIARERBRESFE, ILEF—4LR545
4%

69. RIEBIK, HEEFTRETE 68 9,
HOATHhFE 68 LM R T T E 69 49 kL HIK.

&R E 1-67 PIE—RYRARR IR LS AR 7%, Hais
a) FRMILRR IR A R B BRI N Zmi
b) 275 EamARAK R FOE B E PR SR R LIRS K B
fEikH, PR AR R AR EE B B ek, )30 38 Protein A 4644,
72, RFBEBRAY, HOASTHRFTE 1-67 PHE—IRYGIFARIEIRLES A K.
73, @AEEE, LOL5FETE 1-67 PAE—RGIRR AR LS R K.

L5
>

FHTE 1-67 PAE—AAY AR LR E SR K.

(&\

74, T sk, H

I 445 F684%4&

KL LIRET Z A AT ol ity ki ik, AR rEd, FEgESHT
AFARREERES., A—LEEFTET, ATERRARA S HFIIIR, o T F UK.
N

#,
FE—ATrdy, KA LELS 5T Bl ekt &7 ik 04
a) AL ST Blae ik ) S MO BRI N E @R,
b) A 18 T amieik M AR B R L 64T e ik,
TEik i, PP 454 5 F Bl ot Rk 4h4t, #]4o3% Protein A 4h4L.

EX-‘/\?%%’%\‘? LSS TF Bl Ao R 7 A IR B33 R AR P m AL St Hldo Lotk
AE. E—AERGEY, TRAEERA TIRZES.

BT, AN BRI 5SS T btk Rk B4 %
.

A —k 5

\H

£, KERH HASHER TG T Al dediiRde B R F A
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AR (5] S A F AR ).,

E—RRETEY, KAV TERBENAE—NWRE T ELLLE S 5T Hledtikie %
B R (Bl RFF IR ) 09 & R, LB L T A mie i Ridfolkob g
4.

I BB A s Tl

AL O FRAE SR A0 KK B 09 45 BT 0l dodiide % 45 5 A SR ) o WU AR 094 E— &
4 AL AR RS MR IR, T AR KGRI A 8 5 %, FARDEFHN S B HH A
51, sboh, KA % BB AR T VA LA R AL 5T 5 kA KSR, SF5 el KK A 46 &
H-F Bl hdriAk 4o B B Fo M AR AR do A AR P A KRB TR £, AR TS
KK A 45 Ao ) do ik dn $ 4F B M IR AR] do SR SR A RO B R b ik e Rk,

AE PO OE RE NI BAR, BE—DREFTET, BARLRERIK, il
FRBUR, BAR OB RRTFRE. Fl. . A EHARBEEALEER(YAC). fith
R FHFTE T, KL REBARL pCNDA # A&, #lde pCNDA3.1 LK.

AL R QPR AZ BRI PTABARA) E Lmhe., ER TELHFAFALNLE ST
oAk do B 4 F B AR ) do A R MUK R R 09 18 £ IR RATIR b > do by, STA R
0 R IE RN R RAEF X L mIR, F BT A R R F 098 8K mR A A T At KRR 348,
M TR TR F 0 B 4 T PR ) o SR S MR R TS R LR

BE—NEREGEY, BELMRAEAN., EH—NEHEFTEY, BELMICL HBEEWL.
i S M 4w (9] he CHO mBR3%, 293 @@, 4w Expi293 @mfi). =T B 49vhILah 40 75 £ mie %
895 F 2 by SVA0 #HLe9HEE CVI £(COS-7); ABERS'R %(293 2k 293T @mie., 4ot 4eit 8 T
Graham % JGenVirol36,59(1977)). %4 8.5 @@ lBHK). s R EIe4(sertoli) mIL(TM4 m e,
4= 5] 4o 42 B T Mather,BiolReprod23,243-251(1980)) . #& B 4m Jo(CV1). FE M 41 B fm e
(VERO-76). A'F 34 taJ(HELA). KB 4l (MDCK), buffalo X R 40 A0(BRL3A). A
IL(W138). AT 4mf(HepG2). I RFLE AT 8 40 e (MMTO060562). TRI #m (e 5] deit 2 F
Mather 4 ,AnnalsN.Y.AcadSci383.44-68(1982)). MRC5 #mfitf» FS4 fmft.. 2T A ayrdslah
HmE MR AT EALRN L CHO) @ M, & 3% dhfi-CHO % 2 (Urlaub
% ProcNatlAcadSciUSA77,4216(1980)); FoB #73 4m i & 4= YO. NSO. P3X63 #» Sp2/0. £—
NRFEFEY, EEMIR A A, Hik A islshd et P B R8I0 £(CHO) M.
AE S B (HEK) 48 A Sk otk B 4m A (] 4= YO. NSO. Sp20 #mAt).

IV. A8 KRE RS TFRER KA HeT

HE—RRETEP, KREWWEESSTINE —F/ RE RS SRT A5 5%, 7T
BREEZBERESH LM, MTHREEGZHRER. WEZKRER TR Wi RARL
BR .

b, AL LN R QA I KL S50 T Hldediihde % 4 Fb 3k (1] de 04 St 30
K G REEA M (ADC).

% TFEY, REPOLE LS5 TRE R LT URMES] T @Ak (TCR) +.
B —EFTHRFEPR, TCR O TEREAANTAHRYRERTEIAL, Pl sl EBR
T, fo/REFRE.
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B—RRETEFY, RN SHS TR BT R G R e bt sk a.
Fo— e T E P, FALE G 69 F ) @46 I BAR SR, 1o BUkAR £ fR B F R AR,
o JB IR L A F(TNF). o ) A & KA -F(VEGF) R 45102 KB F(TGF, #l4= TGF-B )R 3
R, VAR E K PR,

V. FaAaAiE

BB R, KEANLH R QAT ELE S0 T Hldmdiikde % 4 b AR ) o
SRR GRS H (Pl BBt ).

B—ANFFEY, RASNELSHMEH. A—NTRFEY, Do, o,
Hitpinbth, SRR NNESHST, AAR—IR S L CHIT A As,

AR 64 WR 7T VA L4018 49 25 B 3B AT, S RARIR P ©a4m 8% 20 1 30K 2 R 7
QIELAF ., WwARILFFA, “HAHBIR QIEAE LA IEFTR st . o8 M. F5
FRBEMAER F) 5. 2F T2 AsMA LA AL AR, 774N “Handbook of Pharmaceutical
Excipients”, % /\J#&, R.C.Rowe,P.J.Seskey #» S.C. Owen, Pharmaceutical Press, London, Chicago.
REBRGRSHTIAR F SN, X X0 38R, FERAEARFAE, SR
BX (Bl e, TIEA R BRRF AT R R A A KRER . I RARF FAe AL R 49T
Ak TR MR XA 97 MR, TR EA TE N RELAGES50T 5 A
RS APAEAL G G A AR S R B G LA RIS 0T 0 HM, Hllevd AT 47 ks
T X

Ak e £, RKEPTBAD TR L0 F Bl diiide % 5 F R 0] o 4%
FHIARIE T R, BlRe bR a bR R0 Ak, A FRRS R A, XA THER TR
G ITF e e AR,

Bk T 2065 A&, KA A5 TF 0 dodidkde £ 4% 7 30K ) 4o U - M 3R L 7T
AL B MG yT A48 e, Blhe, HETRE ST A TEITMIBE, PrRS 77 64 A T8 57 0
ey BAPIE YT R, Bl Aty R F A R ER] . @R, @i dnR. ZTiik. by
F MR IR () 4o BB BT F SO Eh A ).

A EEFEP, KELVULRET HMBEIGHEE TR, La5KEMGLELS
F. AR —FP RS A R T E T A F.

AL D —NE R RBE—FREHE, LS REPNEMBE, KM EAE
A TR N, BILT URIEL 2 5 R R e 8 IR #3381,

HE—NThFTET, AEANKELEER —OEA S
- AR S REANLE LS THHMBEMNE — B,

- BH OB LCHTANHNEEMG T 55,

5 #45)
TP 1. BEARFARG R
—RRAEE R

—ANTAK RER B F R AR E AR ALY, B R A ANUR ) B2 B4 M A AL e b A, A T
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PR F A AR AT E Y, KT AR, IR R T2 F AR
Rl B R BRAE, RV T 24 A4k 4 ik ) 69 BB 2T S ATk, RBFEAANS a R TFZ
B ZE & T 8A, AL DT 6A 9 EIRIRA, JF B BILBR G MAELE & ik, Ak F a9 FIRER
stdek 1 Br = (EU %% ) .

K1 ZEAEER MM Bkt

i E | T CHI B2 E 1) CL

F126C SEQ ID NO:1 Q124C SEQ ID NO:2
H168C SEQ ID NO:132 T164C SEQ ID NO:148
F170C SEQ ID NO:134 T164C SEQ ID NO:148
F170C SEQ ID NO:134 S162C SEQ ID NO:150
V173C SEQ ID NO:136 S162C SEQ ID NO:150
V173C SEQ ID NO:136 Q160C SEQ ID NO:152
L128C SEQ ID NO:138 F118C SEQ ID NO:36
S134C SEQ ID NO:140 F116C SEQ ID NO:38
S136C SEQ ID NO:142 S114C SEQ ID NO:99
P171C SEQ ID NO:144 S162C SEQ ID NO:150
T139C SEQ ID NO:146 F116C SEQ ID NO:38

LHRL

H— AT AR BERF R R E4EfuAr, BER NIRRT RS RS2, £F
4o iz bh 09k LT RAAM, REAFTMRBTORAMR, £ AR BT LAGK35] 49
IR FUR ALt ARARES, T R XA LR Z0E LRF e RARY, R
BRAT 8 o BB T Z A FE B T 124, MRS KM, ik P o) R8I ek 2 FF (Kabat
Yl ):

&2 WEAREML

IR 1 6 | Fk 1 6 | k2 )| duAk 2 e
. |vH .| VL . |vH . |VL
FHEE BHEE TR L 2hE R X

W1 Q39K SEQ | Q38D SEQ | Q39D SEQ | Q38K SEQ
ID D ID D

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

Py L45K SEQ | Y87D SEQ | L45D SEQ | YS7K SEQ
ID ID 1D ID

NO:7 NO:8 NO:9 NO:10

wo 3 L45K SEQ | P44D SEQ | L4s5D SEQ | P44K SEQ
ID ID ID ID
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NO:7 NO:11 NO:9 NO:12
44 Y91K SEQ A43D SEQ Y91D SEQ A43K SEQ
ID ID 1D ID
NO:13 NO:14 NO:15 NO:16
wes5 | YIIK SEQ | P44D SEQ | Y9ID SEQ | Pa4K SEQ
ID ID D ID
NO:13 NO:11 NO:15 NO:12
B—N R P R AR AR AT R A RA R T g TR 5 RENA s,
do & 3 B
k3 VREROHEREH AU EBRTME
k1 FULIR 2
N 4 CH1 ® . L R .
grvagg | TR s | s oL gt | ERVARE | BEVLERL
2
124C
me1 | Q3K FI26C, C220S | Q38D Ql24c, Q39D Q38K
C2148
124C
M6 | L4sK F126C, C220S | Y87D Q124C, L45D Y87K
C2148
124
143 | L45K F126C, C220S | P44D Q124€, L45D P44K
C214S
124C
Ae4 | YIIK F126C, C220S | A43D Q ’ Y91D A43K
C214S
124C
445 | YIIK F126C, C220S | P44D Q ’ Y91D P44K
C2148
39K H168C, C2208 | Q38D ,
046 Q ’ Q TI64C, Q39D Q38K
C214S
Q39K F170C, C220S | Q38D T164C
weT ’ 39D 38K
c214s Q Q
Q39K FI170C, C220S | Q38D s162C,
mes '
oLsS Q39D Q38K
Q39K VI73C, C2208 | Q38D S162C
5859 ’ 39D K
2148 Q 8
ne | QK VI73C, C220S | Q38D 160C,
Q Q QI60C. Q39D Q38K
10 C214S
ne | QK S134C, C2208 | Q38D F116C,
Q Q Q39D Q38K
11 C214S
ma | Q39K S136C, C220S | Q38D S114C, Q39D Q38K
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12 C2148
ik 39K P171C, C220S 38D ,
Q Q 5162C Q39D Q38K
13 C2148
i Q39K T139C, C220S | Q38D F116C
’ 39D 38K
14 C214S Q Q

BHAK 1 230 Her2 40, FUR 2 230 Hel IR, T 1044 04 345 - 3k 2K 48 49 5 7))
TR AP oL 3EE 140465, BPA 9 Fagas 1-404 5 93Uk,

24k % R 054k

AT H—FFRTFHS, REMTHRIIK, Tkt F b —A ke izsdlaz X
#EATHAR, A C Kappa B-4% 4 C Lambda ( 5 — Nk R G 2 Lambda 5248 1) 7 A 542 ).
& ) AR Fab A —/> Kappa &), —/> Lambda %!, /A%t Kappa #= Lambda %! 4246 7 £ 814
89 F AN R BAT T bk,

F 64 2. HEK293 400 R A R TARA R R TAR G 2L,

F KL 09 &I B A A o KA SR, I A2 5] pCDNA3.1 A4 R d
L. AR E—EF M. FRG P AD SRS S B LA 4.
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A 022 pm 49iEkIEIE, BTl kil ARIEATE AR E R
Expi293 Zaft. (Invitrogen ), %% #T— K& mieFEEAEE 3<10° N mfe/ml. 4%
F 8 R o E BRI 30° A tmft/ml. BRERAR 1/10 (v/v)E Opti-MEM
AL (Gibco %5 31985-070) 4E A4 42 bk, Bk A T4 ik A
24 FUR B $45: UK B 24=1: 1: 1: 1 RECEELELH5GA), AL
JEkL, 8. e 093K Tl B R(PED) (Polysciences, 23966) 2| E—¥ 49 i
P (s PEL &9 h 1:3), BB ERMF 10 min, KF DNA/PEL &4
4. ¥ DNA/PEL 4442 F /8 N\ HEK293 @ fie 5T R4, & 37 C, 8% CO2 44
# T34 24h B, Ahe VPA (Sigma, %F5: P4543-100G) #4GREE 2 mM A
2% (v/v) Feed (1 g/L Phytone Peptone + 1g/L Difco Select Phytone ), 4k4:3% 3 6
K. OKEZ R, VL4000 5/ 4P E S 30 o4, BRemft B R 0.45 uM IR AT
98, @id ProteinA F A EATHATEAL, HHREROHF ot —FBL BT IRE
#7+ KappaSelect % #2 & A7 4= LambdaFabSelect ¥ Fo E AT # AT 454K,

ELIR 64 ProteinA 3 Ao BAT4bALIRAVE T ¥R A A FUE A Hitrap Mabselect Sure
(GE, 11-0034-95 )4bAv. b ik, 34 4o T2 4L R 5 442K A 0G - #%( 20 mM
Tris, 150 mM NaCl, pH7.2) “F#3AH4z; B R LFa3ETF, B 10484
IRARG) P HR i R, FRAEHFRESEY; A S EERRSRME Y &
( 100 mM sodium citrate, pH 3.5) ¥ Ze3At, K& RBLIR. AN 2M Tris 4 pH
5] 6.5, AR EE-TIEIEAE AR (LC-MS ) 2t 45405 44 R4 5 b 34K 347 IE #
FLAT Hutp) M.

ARG BT R EATEABRAE T A N MIER%EE (MILLIPORE, B
% UFC901096) R 43| pH6.0 1%k PB 4 4% (10 mM #5824, pH6.0) +.
F+ /A Capto HiRes S 10/100 (GE, %5 29275879 ) d#tf#ysmshifb, s i/ 54
ARG pH6.0 1K 2E PB 42 i P HPAA AL, IR E e9AF @it T, BM 10
fEALAR A4 pH6.0 152k PB 4 o & i A R, X R R ML 4% G ; LA,
KIS pH6.0 33k PB 447 (10 mM #5842, pH 6.0, 1 M NaCl) #9RZ (4
MAFE 30 AR KA pH6.0 52 PB 4 4 R I A 30%38 %] 100% ), I
E B E M, (EAARIE RS (MILLIPORE, % %5: UFC901096) X3%%] PBS
%R (Gibco, W5: 70011-044) . F&RAREE-SEKAER (LC-MS)
Xt HAY 5 AF S SR AT I A8 BUst b ) & A

BLIK 49 KappaSelect 3 Fo B AT 46 AL3RAE F B . A TR AE HiTrap KappaSelect
(GE, 17-5458-11) ¢b4b L. #1EoF: 4ibaT A 5 1ZAR e - #7% ( PBS,
pH7.4) “FATHiAH AT, e ey EFBI AT, BA 10 2ERRGTaRF R
FAx, KRIEFFHLESEG; A SEEARBRERBE TR (0.1 M HRBRE T
&, pH 2.5) P sediAt, WERBLE. AN 2M Tris P40 pH 2] 6.5. M &40 &1-
JREIRA A (LC-MS) s 4ifb /5 69 U 534 d ik 47 O A Besd b 5] 2 2 2

B 4K 49 LambdaFabSelect * A2 B A7 b L 34EF B A AT EAE HiTrap
LambdaFabSelect ( GE, 17-5482-11) #hifb bEiFi., BAedoT: 2h4LE] A 5 4844K
G-k (PBS, pH7.4) -FHBEAAE, ¥l Eey Lihd T, B/ 10 4
RGBT PR, FRAER AL SR, A S BARRGRILE TR

(0.1 M BEBR 242 v i, pH 3.5) P op3ddt, ICERBLA. AmN 2M Tris ¥ 4= pH
2] 6.5. ARAREE-FHIRAHEA (LC-MS) 2 2b4b /& 89 A 51 R 24T B A
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Aot EL ) 2 M,

RHH) 3 KL RERAMA F ik
T ik B8 E B R S EAR A R T A3 B

VA IR AR TR, REEFRRATHREZ N 54 (T4
C220S, %24k C214S), AB#BE 1 a2 LM, REAFMAR., BE
TARF I HEK293 £ %P 347 R34, A protein A #h4b)5 3E473FE B IR A I BL
MR E K, B 9A-B 9C. TLA D], Xk R TR AR B R B
BRIRBIR P RS S F T ST, RARY R E R, Pt it R T (35
FRAREFT T R T 54,

Py, BEEBRT ZAREGIR AT EHRIELRE ST BIK
(nrCE-SDS) (@ 9D-I 9M ), b F a4 s by 2 B AT 3 4bm 2. TVA A
5|, ZHALF R IARG RS F A 98% A b, Bt—FiEB] T &9 64 ZaRAE ARG
BT R,

ZHAEE W R T 3T IR A BT B 6 B o

B A1 F8g FI26C/Q124C —aih & # R E A HlmiX —ridd T R Eaf i
BT P 69 B 0f, L R R B 69 R R 4G dAk Aotk A st R I A RLIRAR R 5. £
HEK293 @mfi. b A ik /G, RA protein A Ffo BATHAY, 8 % 5T i X3t F48
B 4 F 49 % Ptk A . A LC-MS R X anti-Her2/anti-Hel 4% 4k st #»
anti-Her2/anti-PD-1 304K 20 R 4F F PR BT 4 B A Be st e ). T4 )il it
Knob into hole #2387 R Bt .

& 5 T RRALE B 6 SURF R AR VA R IE A BT B A5

FAR L AR IE # B Rt 4T L
(2
Her2/Hel WT 30.27%
Her2/Hel_126C_121C 58.18%
Her2/Hel_126C_124C 65.10%
Her2/PD-1 WT 55.60%
Her2/PD-1_126C _121C 70.78%
Her2/PD-1_126C 124C 76.93%

# EATUAA , F126C/Q124C R E 4645 R F 42 3 WA A 4k 69 IE 4 e
P A], 45)4e Her2/PD-1 dukat 6 37 4 B okt 64 i 4 Bt b 5] 245345 55.60%.
/m E F126C/Q124C R L&, IE# Bt b5 5] 2t —F ik ] 76.93%.

T, F126C/Q124C R EM mAGE MBSt TGl R &, HRSHTFHAL
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FRFE D], L—EF2E & -F CN104011221B P aa# 64 £ % F126C/S121C.

LA, 4R R G R BR XA SE AT R A, BT R
PR B BRAEAE A Ao 40 IS AR P 800 B F PR RBR BT R RRAE, 3R
HF LR ERAASAR . BASAR T VAR LC-MS 48 3],

F 6 ZERAES #6469 S LRGBS 4 X,

A0 F
a5

N
&)

ARG AR F B BRAEA L A5
Her2/Hel WT N/A
Her2/Hel 126C 121C N/A
Her2/Hel 126C 124C N/A
Her2/PD-1 WT N/A
Her2/PD-1_126C 121C 10%
Her2/PD-1 _126C 124C N/A

R Her2/Hel R4 F, 2 Her2/PD-1 Wii¥, F126C/Q124C BE
JUF- ) R B 7 B F- LR ERARAS AR 09 s 4y, 3 — LA ZARAR IE 74 75 mR G PL ) R
5. 4849, 3IANT CNI104011221B P27 é9)RE F126C/S121C #) Her2/PD-1
BAEF IR R ALY 10%7% B F RABRAEASIH g e, Bk
F126C/S121C Z—ARAE RHE XA EE AT K.

ZHREEFRRELELSVRELHRE

B mAEERRE (F126C/Q124C) 4R m 4 A9 RE (Q39K/Q38D)
®&, f£ HEK293 ffe ¥ & X5, R protein A FABEATHAL, # % LT 4L
7 XaT F b T 49 M. A LC-MS X anti-Her2/anti-Hel F4K 248 px 3%
MR AT 69 B A fext o] (B 2), £4482 0838 iF Knob into hole 423t F- iR 2.
*t,

T ZEARE 4 A T R R 6 U B AR GE A4 BT k15

FTHVHE | M CHI R | B VLR | 24 CLE | EAfX ST
£ £ N £ L 45
AR
| N/A F126C N/A Ql124C 47.4%
PAiges F126C, Ql24cC, .
2 N/A C2208 N/A C214S8 65.6%
494 F126C, Ql124cC, .
3 Q39K 2208 Q38D 143 96.3%
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TAEER, ZHRRERE, WEFRIKAEARNNFERER S, ESRIUK
KA —mhtZ s (R 78462, B2B), Ui 54t (74561, B
2A) W EFBLAT RS —FREG. Bt—F0, EVRRAVSHTEEE (7446
3, B20), Emfesfasit—FiRE.

M 4 5 RE) # Rt R4 W, & HEK293 @mfied &Kk &, R A protein A
FARMTMAL, # %I E s X T4 BT o 2 R1EA . A LC-MS k4
AR T AR A E A Beat re s (B 3). IHE—sAd T WL S R LT
AR IR B &l A . R, WLERGUR AR B KT,

E 81 REFARIT 5 A mrAE E 8 45 & 5 B E B 8 IR A 51 vA B IE # L
<t bt )

FARAS RE EEFABS T | REE
(mg/L)
Her2/PD-1 Q39K,F126C,C220S/ 86.1% 199.6
Her2/CD47 Q38D,Q124C,C2148 89.1% 2348
Her2/cMET 94.6% 222.9

4 20 RR) G IUARLE AR FE T 90% A A 6 E ALt b, 00 a4t FiR s
AT RET T RE AR SR A M., IWEXFTE, 420 RF)4GFIRBAHRT
VAL E) 200mg/L £ & 4 KTF, KB TG AR E, KFEHRMmMY,

B TR RS TRMEE @7 R I EA BT ILH 6% rh

IgG @b g bt RARTAZR: T AmBARLE, CHI 5o T4
18 BiP ¢4, ARBI| X ATHARF R LITERE, BI85, B4H L0
i$ VL5 VH 44, A% CLA#IE BIP 545 CHI 44, & CL##H 8T, CHI
A B, 5 4K AL T AR . ( Matthias J. Feige, An Unfolded CH1 Domain Controls
the Assembly and Secretion of IgG Antibodies, Molecular Cell. 2009 Jun
12;34(5):569-79 ). ®isbA 4 Fid425 40, VH A VL 8948 205 IR 2 T4 5%
e sk —idA2, Fivh, KA LFTRE LI RRHE VHA VL R, ATt
—HIEREM AR, BAELF £ CHL A2 CL ZE I ANRAT, R
BERTAETF V R C Kb FEAGS LA Fh. 04K 82 PHE—RARE
49 Her2/Hel WA F M4kl @ &K 7 4046 3 e93uik 24 7] Lo R AL T A7 7]
B REAMSGR A, HeFr] AR,

A 82 ZHMEHRELEELSAFMLE A R L T8 F 40 4 fuad tb ) 6d

“ERREBRR

ES
Q39K/Q38D (V X)) F126/Q124 96.34%

W, 5 R R AE A Best oF re A
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H171K+T190K/N137D (C X ) F126/Q124 77.89%

K216E/E123R (C X)) F126/Q124 55.87%

TOAAER], MBI A ERREASE, ME645F VX4 Q39K/Q38D
B4 R E FofsF C X e HI7TIK+T190K/N137D #» K216E/E123R &4 R L, {5F
V R e R E L% kS EATT > TF o], EHE T V Rkt hac
M

EECH VELFTRTE g hnas

FR7 Q39K 4o Q38D Z.4h, FHEAIM VELFREL AR THART
F126C/Q124C 3474046, S Ak 3 P 89404 1-404- 5. £ HEK293 mpeF kL5,
R protein A FAv EbTebik, B K LT by X3 TR FERER. A
LC-MS 3 28 A% 4% 5 b 30 AR B 0 (£ A Bt r ol 18 4 ), € 4% 2 1818 iF Knob into
hole 123t iR dest. BT, WRIIRE X FHKF.

K91V RREL LS ZGALE RS EMHBLA 494 Hot)

RPN R R ﬁaxa;%\%tb EEF (mgl)
A1 92.17% 305.6
e 2 98.88% 221.0

Her2/Hel 2043 99.11% 183.5
HA 4 98.47% 83.8
A S 99.47% 104.6

A4 1 3406 S AR E F Ak AT 90%4G BBt R, 406 1 3)40S
3T VAAE] 5 R dnAau 6 kA F (200-300 mg/L) . 2044 544 5 e kiAEg
1%, 12T VAL %] 100 mg/L A4, Blt, €4 KE 4R L6 F i
PR A 3K B 454 84 A R

VROFERESEE s d B R T amse

FRT F126C/Q124C Z4h, BHTCEMN —_HMAEBREL V RUFEE
Q39K #» Q38D # 47484, WAk K 3 49404 6-404 14, L84 3 P45 6-404
14 ¥4 —3R % % 69 Her2/Hel WAk G L4k 3 486 1-5 P E—TES
5| LR ARAE T e R BB RE R, HiF5) K%,

£ HEK293 #mfinP kL5, R M protein A FFo AL, BE 8T
Aot FA4EFL - F 495 . A LC-MS MK L0 A A 5 b 300 B 6 JE #4 Bt 3t bb
). F4& =z 8):8 i Knob into hole fe#t F iR Bext. FIRy, AMLRIIR LKL S KTE.

A 92V R AT R A6 st E B K L e EAMEH 6 5T He bl
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Skt R i j’;iﬂ]ﬁﬁiﬂ'é‘]ﬁ\%bt )% (mg/L)
56 83.90% 199.6
AT 97.50% 229.5
A8 98.90% 243.2
59 91.90% 252.9
Her2/Hel | 20410 | 80.52% 253.2
B8 11 | 79.46% 264.1
4612 | 86.86% 262.2
204613 | 93.16% 224.0
046 14 | 83.82% 246.1

B4 63484 14 89 RE F X AEARIFIIA B 79.46%~98.90% 4% F 74 e xf 2
FARF WAL B B F ARG KT (200-300 mg/L) . Ak, &4 KLAHGRE
4B A 04 VU Sl AR 3 R 3K 31 885 49 B AR Bt b ) e R A KL

FHAH 4. KL T ARG FR M RE

KR A& MR E BT 5 (BiolayerInterferometry, BLIAZ A M & A KL B & &4 2
SRS & QIR T M B F A (KD). BLI ik F A4 A M 4 BIVA 095
% (Estep, P % A, High throughput solution Based measurement of antibody-antigen
affinity and epitope binning. MAbs, 2013.5(2): % 270-8 W ) #47.

R FF AL FTE AN B ARIEAE S 30, IS iE 348 49 ProA( ForteBio, 18-5010)
5 B %2 8F SD buffer (PBS 1%, BSA 0.1%, Tween-20 0.05% ) F. B 100 ul
#) SD & IR EREE G 25 mAF] 96 JUR &R T ¥ ILIR( Greiner,
675076) . WRIBH e E AWK, SRBEAREE, LB RXIE AR T: B4
Z%: Baseline. Loading ~1 nm. Baseline. Association #= Dissociation; &/~ 3
B AT A IR F AR Ao Bk, 451 400 rpm, BAEH 30 E. £
ForteBio %7 3k o4 KD 14.

vAFo-Her2 FUIRAE AABA, FIANE 3 T o944 1-4046 5 R E 5, 5 I/E Her2
8 E A0 N EIE LT &

210, T3R5 A Her2 89 3 A2 H 40

Name Antigen kon(1/Ms) | kdis(1/s) KD (M)

WT 2.68E+05 2.00E-04 7.46E-10

Ae 1 2.49E+05 2.00E-04 8.05E-10
A Her2

he2 2.68E+05 2.00E-04 7.48E-10

43 2.64E+05 2.00E-04 7.58E-10
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Bo 4 2.62E+05 2.00E-04 7.64E-10
BE 5 2.78E+05 2.00E-04 7.20E-10

ML EBEERTIL, SRXREREFARIKEST PN LEANE L7, K
R R VR E#E S0 LA R T 54 T Rk

F2 7).

&S 5. SMMBER

FL A AR 4G B SRR T B0 1+1 AR (B 1) o), &7 de i
89 2+IN sHA R (B SA), 2+1C A (B 5SB), 2+2Cs#MA (B 5C), F
AKX, REBIR Fab WA LE T4 5 R sh, FThEZ T AN 3] 8
Innobody & %A% 3t F R ALAT.

R L) 2 04 F ik F R Fo il B M0 2+IN s A,

2+H1C smMA, 2+2C

sEHR SR R A E A T e (B 6), S RIBLEANE 11,

11 3 ME 5T o9 Bt L)

RGBS

AT

R

R

IE A Bt 44 4 F te )

GPRC5D/CD3-1

GPRC5D/CD3

2+1N & A

AR B,

HER

37.80%

GPRC5D/CD3-2

GPRC5D/CD3

2+1N sHAt A

ZERAR
Al

R

99.32%

GPRC5D/CD3-3

GPRC5D/CD3

2+1C s A A

(R B
En

59.10%

GPRC5D/CD3-4

GPRC5D/CD3

2+1C s A

TRk
TR
SR

722 R
R=

98.58%

GPRC5D/CD3-5

GPRC5D/CD3

2+2C s MR

1R BE,

HEP

42.60%

GPRC5D/CD3-6

GPRC5D/CD3

242C AR

ERAR
AT

RN

98.89%
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h LA PRI, KEAPFRAGREEN T S MME LT, Bk
HRZ M EHRAT . BEZRT 3 MME ST, FAETAAS, —HitE
B RE, WRZAHELARE, ERARAMILVIRZYES.

R 6. MBI R

BCMA/GPRC5D/CD3 Z (3 A R e s | AKEHIPT B R L, AL LA 7,
B2 AL 5 &) R IS H929 4ni & @69 BCMA 2 GPRC5D #=/&4X, PBMC ¥
8 T R Ee) CD3 44, #iE T @i, M5 T @fiast BCMA 3 GPRCSD fd
VP fm ey 45 . ABRR AR SLERBLASE (LDH) %40 PBMC 5 BCMA fd
M 4G H929 mfievh & GPRCSD FA M4 H929 fmfin k32 R 54 T, Au A7 #3704k 24
DN BN 0 kb s tm iR Bk 09 LDH #9 KR, A IRAE RS04 T st
BCMA 92 tmfiivA B GPRCSD IF& tmfit ey & tife /. Wi RFIAARR P LT R
T A AR T R T 49 BCMA/GPRCSD/CD3 =3u (B TA) Ao3| AKREHFT 5
8 44 % & 49 BCMA/GPRCSD/CD3 =31 (B 7B), A+ F ey R L2t Fi%
ZaTa%A.

MR AAE P IRt PBMC (R 5 44h, SLB-HP100A) F 37 Chlkikakik, &
MANTR#AY 1640 3577k (Gibco, 22400-071) (4 0.1% DNA 85)%, {FiRE7%
10 ml. 400 g &5 5 %47, /A 10ml 49 1640 357 4E ¥ &, 5w 10 Wl DNA #%,
37 C. 5% CO2. MEARIE AR, BRIREF @0 400 g 55 5 040, /A 1640 3%
FREEE, itk B @B RS 4<106 cell/ml, ¥ A3 4afe. BCMA 3,
GPRCSD Faibk H929 4mff, ( ATCC, CRL-9068 ) 4 A 3eémfit., 400 g B3 5 44,
JA 1640 342 F &, 3, FHRmi B RS 2105 cell/ml, J59824F e
B AR mE] 96 JLAR T, EIL 100 wl; 545 AT 09 Lk A 2] 96 FL P,
530 50 pl; B4 U 408 PBMC m %) 96 SLAR F , 830 50 ul. R derb A 10:1.
# Lik 96 LI E F 37 C. 5% CO2 324 ¥ 37~ 24 I BFEE L3, 4588 LDH
X F & (CytoTox96 non-radioacitive cytotoxicity kit, Promega ) #8442
Sb.tm R B EiE P 49 LDH #9438, R /5 i+ R0 ik xt MM m e 49 215 e )

Fdovh B kPR AR FI P, B IR AR S R BAR B HE A
PBMC #+ H929 #miLég X545 H (LA 8).

FAevAh B ERATRIATH R T, IR T TR E S SR 4 E R R
PBMC #f BCMA 3% GPRCSD fa ¢y HO29 tafit & ¢h X 546 R, LI AKEA)
P A BRA RAE, 3FF Bk e F 5 8 D AH Bk A2 T AT E IR RE
. TFRITARTTAE— A0 & PR H&, FH T AR al i P REH &
PRINE 4B 844G BRI .
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6:0ON dI OdS

EXRAULASYT S BH H
F-(30 B8 mv) Wy 1PH %

SOASTSISIOLAUNH TYHHIWASISIANDO
OMISTAALTIASATIASOASATAdALLIANNAIOONSAMAAVIASdAIDIAVOS
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(xii) £ CHI1 ¥ %) F126C #= C220S, vAZ £ CL ¥ %9 Q124C #= C214S(EU %5 ),
(xiii) /£ CHI1 F &4 H168C #= C220S, , B CL ¥ .4 T164C #= C214S (EU
%B5)

(xiv) £ CH1 ¥ &4 F170C #= C220S, , B/ CL ¥ &4 T164C #= C214S (EU
ST

(xv) £ CH1 ¥ &4 F170C = C2208, , B/ CL ¥ &4 S162C #= C214S (EU %
)

(xvi) /£ CH1 ¥ &4 V173C #= C220S, , B/ CL ¥ &4 S162C #= C214S (EU
%)

(xvii) ££ CHI ¥ .4 V173C 42 C220S, , B4 CL ¥ &4 Q160C #» C214S (EU
%T)

(xviil) /£ CH1 ¥ &4 L128C #= C220S, , A& CL ¥ &4 F118C #= C214S (EU
%5)

(xix) /£ CH1 &4 S134C #= C220S, , B4 CL ¥ &4 F116C 4= C214S (EU
H%T)

(xx) /£ CHI ¥ 8.4 S136C #= C220S, , B/& CL # &4 S114C 4= C214S (EU %
)

(xxi) &£ CHI F &4 P171C #= C220S, , B CL ¥ &4 S162C #= C214S (EU
%)

(xxii) &£ CH1 F &4 T139C #= C2208, , B CL % &4 F116C #= C214S (EU
%T) .

9 MFIER 1-8 PR A IAARRILIAFRLE SRR, L F CHI B AHAHN IeG
CHI, )42, A IgGl CH1, A IgG2 CHI, A IgG3 CH1 A IgG4 CHI, %4 CH1
R &4 SEQ ID NO:116 Ff = 89 BI85 71 ;
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Fo/3% CL K % AhY Kappa #4& CL R R A Lambda $24% CL X, #fl4 CL R &
4> SEQ ID NO:54 3 SEQ ID NO:55 44 28I 85 71 .

10 ARZR 8 2 9 ey dik R IR LS R L, 3P CHI

(i) ®.45 SEQ ID NO:129 Ff T ) RILBR S 7] B £V 90%. 91%. 92%. 93%.
94%.95%196%. 97% 98% 3k 99% ] — I 49 B ILELF 7], BLeL 4 F126C #= C220S;
K L4 SEQ ID NO:129 AT w69 BILER A 71| 3% & AT ik B 1| 41 4%

(ii) €45 SEQ ID NO:133 AT =) RILB A 7 LA 2V 90%. 91%. 92%. 93%.
94%.95%-96% 97% 98% 3%, 99%[F] — I 44 R T 5], B4 H168C #» C220S;
R &4 SEQ ID NO:133 AT F e) BB A 7| 3K & AT i 5 5] 20 A

(i) .45 SEQ ID NO:135 Ff T 89 RILBR A 7 B A £V 90%. 91%. 92%. 93%.
94%.95%-96%. 97%- 98% 3K 99% ] — M 44 BB F 7], B 8,4 F170C F» C220S;
K &4 SEQ ID NO:135 P 69 RUL BT 7| X &1 FT ik A 5] 20K,

(iv)&.4 5 SEQ ID NO:137 Ff 7 &9 BB A 7| B £V 90%. 91%. 92%. 93%.
94%.95%-96%. 97%. 98% 3%, 99%[F] — I 49 B AL FLF 9], B &4 V173C A2 C2208:
R 84 SEQ ID NO:137 AT 7 69 BB A 7] 3 & BT 3L 5 5] 20 A%,

(v) .45 SEQID NO:139 Ff =t BI85 7] LA £V 90%. 91%. 92%. 93%.
94%.95% 96%- 97% 98% 3K, 99% F| — i #4 B L B 5 71|, B &4 L128C #= C2208;
K 4 SEQ ID NO:139 AT 7 69 BB S 7] K i BT ik 5 5] 20 A

(vi)e, 85 SEQ ID NO: 141 Ff 749 BB /F 7 LA £V 90%. 91%. 92%. 93%.
94%.95%.96%.97%-. 98% 3%, 99% ] — I+ 4 B ILBR A 7], B 8,4 S134C #= C220S;
R .4 SEQ ID NO:141 A ¢ BB A 7] 3 & BTk 5 5] 20 A%,

(vii) @45 SEQ ID NO: 143 A = 49 BIL LA 71 BL A £V 90%. 91%. 92%. 93%.
94%.95%-96% 97% 98%3X 99% ] — I 49 R BLF 7], B 8.4 S136C #= C220S;
K 4 SEQ ID NO:143 AT 7 #) BB S 7] K & BT iR 5 5] 20 A

(viii) 245 SEQ ID NO:145 B 7= 69 BB 5 B £V 90%. 91%- 92%. 93%.
94%.95%.96%.97%.98% 3K 99% ] — L 49 B IL B 7], B 8,4 P171C = C220S;
K &4 SEQ ID NO:145 AT e) BINBRF 7| X B Frik 5 5148 % K

(ix) @45 SEQID NO:147 Ff 7= #) R A 7| B £V 90%. 91%. 92%. 93%.
94%.95%-96% 97% 98%3X 99% ) — M 49 BB 5 7], B4 T139C F= C2208;
K €,4 SEQ ID NO:147 BT R 69 BB 5 7] 3 b AT iR JF 71 40 A%,

11. BAIZR 8-10 PHE—ReY AR EILRESH K, £+ CL

(i) 45 SEQID NO:128 Ff 7t BB F 7 A £ 90%. 91%. 92%. 93%.
94%.95%-96%-97%- 98% K 99%F] — I+ 4 BILE A 7], B &4 Q124C #» C124S;
K &4 SEQ ID NO:128 AT 7 6 BB 7| K i BT ik 5 5] 40 A

(i) .45 SEQ ID NO:149 B = ¢ BA B 5 5 B H £V 90%. 91%. 92%. 93%.
94%.95%96%-97%- 98%X 99% ] — M 49 BIL AL A 7], B 6.4 T164C F= C1248;
X L4 SEQ ID NO:149 i 77 69 BB 5 2 & BT A JF 5] 28 A%

(iii) 2,45 SEQ ID NO:151 AT 9 BILEF 2] EA £ 90%. 91%. 92%. 93%.
94%.95%-96%+ 97%- 98%3K 99% ) — 49 RILBLF 7], B 6.4 S162C A= C124S;
K84 SEQ ID NO:151 A7 7 9 R B 7 S & ATk 5 51 48R,

(iv)e.4 5 SEQ ID NO:35 B ey BILBA 51 BA £ 90%. 91%. 92%. 93%.
94%.95%+ 96%- 97%- 98%3 99%F] — 89 BIRERF 7], B &8 Q160C F= C124S;
K &4 SEQ ID NO:35 AT 69 2IRBR 7 7| 2k iy P i /7 5] 2 A%,

(v)&@4 5 SEQ ID NO:37 AT 89 8IABRAF 2 EA £V 90%. 91%-. 92%. 93%.
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94%.95%1 96% . 97%- 98% 3K 99% ] — 4 44 B I B 5 7], B 2,4 F118C #» C124S;
K €4 SEQ ID NO:37 FF T 49 RIALFA A 71| 2 oy T 3£ - 5] 284K,

(vi) @45 SEQ ID NO:98 A = ¢y BILB A 51 A £V 90%. 91%. 92%. 93%.
94%.95%-96%. 97%. 98% 3% 99% ] — M 44 BB F 7], L&A F116C #» C124S;
K &4 SEQ ID NO:98 Fr = 9 2L B 5 5] Ry ATk 7 S 20K K

(vii)) 8,45 SEQ ID NO:100 Af = ¢ BB 5 7| B £V 90%. 91%- 92%- 93%.
94%.95%- 96%. 97% 98% 3K 99% 5] — M 4g R I BLF 7], B ¢,4- S114C #» C124S;
R 4 SEQ ID NO:100 A7 7 69 BB A 7] K & AT ik - 5] 20 A%,

12, BMAIZR 1-11 PHE—RGAARREABRLESRK, L PR ERTERA
BETERIRG EEARBME TRl THTERGEE 39 R TR

Ro94s g 38, T T R R F 45 TR R E 87 THTRERMNEE
45 Fo 24 TR R9(5 E 44, THTERLE 91 PREETERNGE 43 R T
4T TR G945 F 91 oi24 T H X 4945 F 44 (kabat 55 ) .

13, BANIEK 1-12 PAE—RGAKRRLARLEESREK, EFPEV—AE—RR
HHORPHEH/TERBMTER IR LR EBRYIEESE VA%
ZRBESRNILEAR.

14, BAIZK 13 PR LA RESRE, AP E—RBRLESRHEIAMRT
e E EMREBEMNAELARE S —RARL S RMBEE LR T B0 RARS
A ARG AT

15, BAIZR 14 9 IRAERERBRLE SRR, L

(1) EF—RESRK Y, T4TE K E 39 MR BRIKRA B ERA
AL, BA2HTEREE 38 A BABARRRAF A DR, fafd
—RRBRESR Y, THTERSE 39 & RILBARIARA F R B R AR,
BA2EET B R A% F 38 AL 8) B BRARIRAX A 4 IE .77 49 B AR ;

(2) B —HRBESR P, T4 5 K45 F 45 &0 B BARIRR A & E &Y
AAE, BERMTERMEE 87 AW BABAKRAAFT A A FHRAMRK; id
ZHRELSR P, THTEREE 45 &) 2B AT 7 0w e 2L,
B4 5T % R 45 F 87 KA BB AR IR A # IE &7 49 B AR

B)EF—RELGR Y, THTERETE 45 &89 BILBARIR A # 1E &, 77 49
AR, BRMATERMAE 4 LY RABRRRAF A BT ELm, fasd
SRS R Y, FHETERALE 45 L4 RABEIRRA T R BT e R,
BT R 15 F 44 K49 BILBRALIK A 4 0E & 5 49 B ER;

(4) EF—WREGR Y, THTEREE 91 & o) BB A % E 8578
FAE, BRMTERMEE 43 L BABARIRKA T A BT RAMK, i d
ZHBRELSR Y, TETEREE 91 48RRI A F 1 BT e R,
HE24E T A5 F 43 /) BABARIRR A F T 88, K&

(S)EF—FRELSR P, THTERAE 91 449 BIRBRARIX A 4 iE &, 77 49
AAE, BRMATERMRE 4 LY RBRBRBRRAF A T RLR, fo~rf
ZRBELR Y, EHEATERALE 91 AR ABREIR AT R BT B,
BT T RALE 44 2009 BRI BRARIRAR A 1 57 49 B
16 AR A|ZR 15 69 R IAR &6 R K, E ridap £ 57 69 B BRE A K.
R X H, Ao/ A ey R A% H E R D.

17. BAAIZK 16 IR R LB LSRR, P
(vi), AF—RBRLEESRTY, EHTRREEE 39 AHRARKIBKA K, B
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24T X2 E 38 A RALBMAIRIA D, BN, A _RELZELHR
b, FHETEREE 39 RHREEBMBEIKA D, AE2ETER/EE 38
2 84 B BRI AR A K

(vii), EF—RRELGRF, THTERMEE 45 LW RLBRKRKRA K, B
2T R R/ E 87 AW FLMABEIRKA D, AN, EF _RHEBELHR
b, THTEREE 45 LWARABHIRKRA D, A2 TEREE 87
2Ly BB IR A K;

(vii), AF—RRESGET, EHTERMEE 45 LOREBBIRKA K, B
BHTEREE 4 LOELEBRBBNKA D, B, A% —REBELHGR
P, FHETEREE 45 L RLRBIRNKA D, ABRETEREE 4
L4 ZOLBRAR IR A K

(ix). EHF—RRESGRY, THTELRMEE 91 L9FABRBIKA K, B
BUTERZE 43 LOALRBRNKA D, R, 2% —REREHR
P, FTHITEREE 91 L9 RARBIRNKA D, BRETEREE 43
2 6 BABRAR IR A K;

(x). AEF—RBESRY, EHTLREE 91 LHRABMRKA K, B
TR R E 44 RO BEBMIKA D, BN, A% RERELHK
P, FHTER/EE 91 RHELEBBIUKA D, A4 TE XI5 E 44
2 19 AL BRAR I A K.

18, BAZR 1-17 PE—RGAARRELRERLE SR K, L PArE 470K
DAL ERA A ERRE,

19, MAIER 1-18 PHE—RGAKRRXEARESHEK, LA AR EANRALH
EHMBIB IR LEGR QSR RE,

20, BAIZR [-19 PIE—RGAARRLARESRER, L, F—RELEEGRK
DL FHTER, TMELR CHl. #ETERPR4RELZR CL, L% AR
ULROASETHTER VH R4 TER VL.

21, AAIER 20 a9 IR R IR LSRR, HP

1) B—HRESGROUERAER [-17 PAE—FR AN TR RE; R4
2) HF—RBRELSROLEPAEZR 1-17 PAE—RATZ XL RE;

3) F—RESR OEBAIZR 1-17 PAE—TATE L) A EH R T fod, f7
TR, KA

4) F—RES R OERANER 1-17 PAE—RATE X8 bt &0 K E Ao, 77
RE;, BHE HRLESROLEBAIZR 1-17 PAE—RAAFERGRTER.

22 BAVER 21 9IRR AR E SRR, P

1) F—RBRELROEBA)EZR 2-8 PIE—RTZ X s E 8 RE,

2) H—RBRELSR O IeBAZR 12-17 PAE—FAT G0 R E;

3) HF—RRELGRAEPAIER 2-8 PIE—RAEZXN TR RETALS
et AR 12-17 PHE—RAT RGBT RE; RA

4) F—RBRELGR I FH IR ELS R QSR AZR 12-17 PIE—IRATE XY
A RE, FELE LR ESRELSRANIEZR 2-8 PAE—RATE L) —midt &
WRE,

23, BRAIER 22 AR LI RE SRR, LAPATd S50k % — R
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HoROSR A THREASE:

o e otk ERVE i oLk
w41 Q39K F126C, C220S Q38D Q124C, C214S
Q39K H168C, C220S Q38D T164C, C214S
Q39K F170C, C220S Q38D T164C, C2148
Q39K F170C, C220S Q38D S162C, C2148S
Q39K V173C, C220S Q38D S162C, C2148
Q39K V173C, C220S Q38D Q160C, C214S
Q39K L128C, C2208 Q38D F118C, C214S
Q39K S134C, C2208S Q38D F116C, C2148
Q39K S136C, C220S Q38D S114C, C2148S
Q39K P171C, C220S Q38D S162C, C2148
Q39K T139C, C220S Q38D F116C, C214S
) L45K F126C, C220S Y87D Q124C, C214S
L45K H168C, C220S Y87D T164C, C2148
L45K F170C, C220S YR7D T164C, C214S
L45K F170C, C220S YR7D S162C, C2148
L45K V173C, C220S Y8&7D S162C, C2148
L45K V173C, C2208 Y87D Q160C, C214S
L45K L128C, C220S YR7D F118C, C214S
L45K S134C, C2208 Y8&7D F116C, C214S
L45K S136C, C220S Y87D S114C, C2148S
L45K P171C, C2208S Y&7D S162C, C214S
L45K T139C, C220S Y&7D F116C, C214S
8463 L45K F126C, C220S P44D Q124C, C214S
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L45K H168C, C2208 P44D T164C, C214S
L45K F170C, C220S P44D T164C, C214S
L45K F170C, C220S P44D S162C, C214S
L45K V173C, C2208 P44D S162C, C214S
L45K V173C, C2208 P44D Q160C, C214S
L45K L128C, C2208 P44D F118C, C214S
L45K S134C, C2208 P44D F116C, C214S
L45K S136C, C220S P44D S114C, C214S
L45K P171C, C2208 P44D S162C, C214S
L45K T139C, C220S P44D F116C, C214S
Ao 4 Y9IK F126C, C2208 A43D QI124C, C214S
Y91K H168C, C2208 A43D T164C, C2148
Y9IK F170C, C220S A43D T164C, C214S
Y91K F170C, C220S A43D S162C, C214S
Y91K V173C, C2208 A43D S162C, C214S
Y91K VI73C, C2208 A43D Q160C, C214S
YO1K L128C, C2208 A43D F118C, C214S
Y91K S134C, C2208 A43D F116C, C214S
YO1K S136C, C2208 A43D S114C, C214S
Y91K P171C, C2208 A43D S162C, C214S
Y91K T139C, C2208 A43D F116C, C214S
BE S Y91K F126C, C220S P44D Q124C, C214S
Y91K H168C, C220S P44D T164C, C2148
YI91K F170C, C220S P44D T164C, C214S
Y91K F170C, C220S P44D S162C, C214S
Y91K V173C, C2208 P44D S162C, C214S
Y91K V173C, C2208 P44D Q160C, C214S
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Y91K L128C, C2208 P44D F118C, C214S
Y91K S134C, C2208 P44D F116C, C214S
Y91K S136C, C220S P44D S114C, C214S
Y91K P171C, C2208 P44D S162C, C214S
Y91K T139C, C220S P44D F116C, C214S

fEikih, Frd% —RREEGRLASH AL THRENS:

FTHVHREE BHVLEER
R | Q39D Q38K
We2 L45D Y87K
a3 LA45D P44K
o4 Y91D A43K
Be 5 Y91D P44K

24, BAIZR 23 (R R E R E SR K, LV ATE SRR PTE S —
HREGRAF ZIRRESES NS TR ENS:

ERY TN igﬁﬁ%
T4k VH| £4 CHI |44 VL |84 CL| ¥4 VH X %4 VL
fﬂ & Q39K 2122222 Q38D (C);fjg Q39D Q38K
Q39K ggﬁg Q38D (T:;?jg’ Q39D Q38K
Q39K 21272%2 Q38D gﬁg’ Q39D Q38K
Q39K 21272(())2 Q38D 212611(83 Q39D Q38K
Q39K \c/;;gg Q38D 2126132 Q39D Q38K
Q39K Zggg Q38D g;fgg Q39D Q38K
Q39K élzéig Q38D fjlzlli(s: Q39D Q38K
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Q39K ng)g Q38D ?2112(; Q39D Q38K
Q39K lezzf)(s: Q38D 2121112 Q39D Q38K
Q39K 1():12721)(53 Q38D 2126112 Q39D Q38K
Q39K g‘;?)g Q38D 1;1211?12 Q39D Q38K

iﬂ/‘}\ L45K 1(::1222?)(3: Y87D gfjg L45D Y87K
L45K gggg Y87D 212?1(53’ L45D Y87K
L45K 21272(())2 Y$7D g?jg’ L45D Y87K
L45K 21272(())(; Y87D 212611(83 L45D Y87K
L45K \c/;;?)g Y87D 212611(83 L45D Y87K
L45K \C/;;gg Y87D gfgg L45D Y87K
L45K ]élzif)(s: Y87D f:lzlli(é L45D Y87K
L45K 2123;)2 Y87D lélzllig L45D Y87K
L45K 212‘;%(8: Y87D ?:121112 L45D Y87K
L45K 1;1272;2 Y87D 2126112 L45D Y87K
L45K gz?)(s: Y87D };121132 L45D Y87K

iﬂ/‘a\ L45K 2122222 P44D g;f:g L45D P44K
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L45K Ié;gﬁg’ P44D 212?1(53’ L45D P44K
L45K 1(::12;(())(5:’ P44D Z;?j(sj’ L45D P44K
145K 1(:31272(())(; P44D 212611(;’ L45D P44K
145K \C/;;(?;g’ P44D 212611(;’ L45D P44K
L45K \C/;;(?;g, P44D S;f‘(:g’ L45D P44K
L45K ]622(8)(8:’ P44D l(zjlzllig L45D P44K
L45K ?JIsz)(S:’ P44D 1(:312112(837 L45D P44K
145K 2123;)(; P44D ilzlljcsj’ L45D P44K
L45K ];12’;1)(8" P44D 2]2611(83’ 145D P44K
L45K 212;?)(51’ P44D lél;li(S:’ 145D P44K
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Y91K 2122?)(53 A43D 512112(; Y91D A43K
Y91K 2123;2(; A43D 2121112 Y91D A43K
Y91K 1():12721)(53 A43D 212611(; Y91D A43K
Y91K g;?)g A43D 1;121132 Y91D ABK

iﬂé\ Y91K 1;1222%(8: P44D gfjg Y91D P44K
Y91K ggﬁg P44D Z;?j(sl Y9ID P44K
Y9IK 21272(())2 P44D gﬁg’ Y91D P44K
Y91K 21272(())(; P44D 2126131(53 Y91D P44K
Y91K \C/;;gg P44D 21261312 Y91D P44K
Y91K 3235 P44D (C?; fgg Y91D P44K
Y91K ]élzif)(s: P44D 212 11 i(é Y9ID P44K
Y91K 2123;)2 P44D 2121132 Y91D P44K
Y91K 212;%(83 P44D 212 11 j(sl Y91D P44K
Y91K 1;1272;2 P44D 2126131(32 Y91D P44K
Y91K giig P44D };121132 Y91D P44K

25, HRRLRREG R B, LOE—AREANHHFBLEF —HRGF — R

AR —ARSANAFFHELSE R E ZRRESIR, PR RES

[X: ‘:F éﬁi»‘é/l\ @@é%&ﬁi Eﬁnég—:ﬁ%‘qi B R ﬁﬁiﬁé&—gj‘ﬁ Eﬁgéf‘é%&_ﬂ_i [X: )‘ri

Foy 149 SURBRAT €40 45 R K, Pk 4 92 2 h 94 Pk SURBRAT 1 60 P A Sk
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Ban REAFTAMR A RLER, b AR EHTE K foda T LR IR D

FORABMMEE LY THRTERGEE 45 24T E X9 F 87. T4

TERMEE 45 R TERMEE 44, THTERGEE 91 PRETER

915 B 43 REMT LR E 91 s T XX 8945 & 44 (kabat %5 )

260 BAIZR 25 9AREIRBLE SRR, APEV—ANE—RBELSRTHY

FHTERPEETER RO QRS EELE S — G ZRRES

Ry BEAE, HPH—RBAH IRBRIERTE.

27. BALZR 26 PAIRARRERBLEERK, HPE—RE SR GRILMAT

MR P REENEARS F _REBRLEASRMRAEE LR E B M ELRE

A A8 R AT

28, BMAIER 27 IR LR E SRR, L

(1) BE—RBELGREY, T TEREE 45 A6 BB A % L4

FULEL, BRETEREE 87 AR ABMARIRKAF i T E0LR; A ad

ZHRBESR Y, FHTE R E 45 &g BB A B R BB ) SRR,

HA2EET T X A5 87 AL A) B BRI A A IE 0 AT 09 B BR

(2) EF—HBESR P, T4TE R R 45 445 B BRI A F B &5 09

FILBR, BT T RIS E 44 K R BRI A % i o B R, AR

ZHRBESR Y, FHTE R R 45 /0B BRBIRR A B R )RR,

BA2EET B R A5 F 44 289 B BRAR IR AR A F IE 24T 09 R AR

(3) AR —FRELSR Y, F4TER5F 91 & o) RILBARIVK A # E &, 75749

FOLBR, BT T RIEF 43 /) RABARIR A % R & e BULEL; AR

ZHBRELSR P, FHTEREE 91 A BRBRIVR A F 7 BRI,

BAREET K45 B 43 AW BUL BRI A F E AT R BL B, &

(4) ER—FRELSRY, THTERXEE 91 Ao R BARIRA LB i)

AR, BEBETERAEE 4 L EBABRRRA T A TR LE, faed

ZBREASR Y, FHTERAEER 91 A4 REFARIVK A B R B R e SRR,

BA246°T R A5 R 44 409 BIRBRARERAR 4 % IE & A 09 BB

20 ARA|Z R 28 B4 RRELILRLE A K IL, P iR BB AT RIALAE A K.

R S H, Fo/R ATk i B ire) B8 AmRL i B X D.

30 MAEK 29 s R LR H R, AP

v). HAF-RREEGET, EHTEREE 45 A RARBRRAKA K, B
BHTTERMEE 87 A RAEMBBNKA D, R, £F _RHRLELHR
b, FHETEREE 45 AW REBRBIRKA D, B2 TEREE 87
2L 8 A BRI A K

(vi). EBF—RRESRY, THTELREE 45 LHFABRBIKAH K, B
BETTREE 4 KOREBBERKRA D, BN, £F R BRELHRK
b, FHITLTREE 45 LGALBRBIKA D, ABRETEREE 44
20 B BRAR IR A K

(viD). AF—RRELGRP, THTERMEE 91 RYALBEIRKRA K, A
4T R R 45 F 43 L RLABEIBRA D, BN, A% —RBELELHR
b FHTEREE 91 AW ELBRMIARS D, B4 TEREE 43
2L 8 B A BRI A K 3R

(vii). EHF—RRLEEGR Y, THTEIREE 91 LHFABRRIKA K, A
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ST E R{5 E 44 R RILBARIRA D, B, A% —RRBLELHGK
b, FHTERMEE 91 KR EBEIRA D, AB2ETEREE 44
2k 8 Z L B AR IR A K.

31. RANER 1-30 PAE—RGRKRLRRES KR, KPR H—RRES

RESAMREE, LA FH - RESELSHEIRE.

32 BAIER 131 PE—RGRKRIRRESRER, AP FHF—AREEGEH

FARE) Fab K B, A0/ F 3R 446 R AR Fab K K.

33, MAIZR 1-32 PIE—RGRARRELRRE SRR, B Pk —41R%

ARG~ B ELG RISk R XA Kappa BHEELZR, BH—A K

BARAHF ZRBRES RO ZE LR R A Lambda #2487 X, 4L

P AREANREINF —RRE SR OB EE KA Lambda B4 187 X,

H—AREARDIE R E SR P40 E R 4 Kappa B4l8 % K.

34, BAIER 133 PAE—RGIKRLRRESRK, APAARiKkLOL %

—FcRAwHE _Fc R, AP F—Fc RAnH = Fc RAFR R K.

35. MAIER 34 49 IRR A RBLE SRR, HFH— Fc Rfo% = Fc R4 44

A9 1gG Fe, #l4e, A T1gGl Fe, A IgG2 Fe, A 1gG3 Fc, KA IgG4 Fe, #ldmé,

4 2B A7) SEQ ID NO:122 X 123 5 LA 0 90%F — P, #lde 95%.

96%, 97%, 99%3k F. %89 ] — Ik 49 ZIRBR 5 7 3K by 40 AR,

36. RANIER 34 K 35 69 SR MUK, H KT Knob-in-Hole K, £%—

Fc RAr% = Fc R ¥ 5| A48 #) Knob & % Fo Hole % .

37. RANIER 36 9IIRRE IR LSRR, L

a)—/> Fc K 2 k&4 E X T366W, Mm% —A Fc R % Ik24 T366S, L368A #v

Y407V(%5 7 AR EBU %3]), X

b) —A Fc R &4 S A B AAX S354C #» T366W B % —/ Fe R .4 R AL BMHEAX,

Y349C ,T366S ,L368A #» Y407TV(%h 5 7 XK EU % 7).

38, MAIER 36 649 B4R, HP

a)—/> Fc X % Bk €4 SEQ ID NO:125 Fr = 6§ BILBR A 5] S 20, @B —A

Fc R % Bk .4 SEQ ID NO: 124 Ff = 89 8RB A 7] 3k 40 % ;

b) —/~Fc R % Ik &.4-5 SEQ ID NO:125 Ff 7 ¢4 BB A 5] L £V 85%.90%.

95%. 96%. 97%. 98%. 99%HG R — e B KL F 5], f B —A Fc R % ket

5 SEQ ID NO: 124 Fi 77 69 BILER A 5] FT 7 69 RAKBR A 2 LA £V 85%.90%-95%-

96%. 97%. 98%. 99%%4 ) — I b) BABLF 7 ;

) —AFe R 2 K &.45 SEQ ID NO:125 Fi T 89 A B A 5] B H £V 85%.90%.

95%:96%-97%- 98%- 99%49 ] — 4 49 BILEL A 71 B 8,4 R & S354C #» T366W,

7% —A Fe R % k€45 SEQ ID NO: 124 Fi 7 44 BB 5+ 5] BT 7 04 B BR 5+ 7))

A F 0 85%. 90%. 95%. 96%. 97%. 98%. 99%44 ] — 4 ¢4 BRI BT 7 .4

R & Y349C ,T366S ,L368A F7 Y407V;

d)—A Fc R % Ik .4 SEQ ID NO:20 X, 131 AT 49 BABLF 71| K by 28 %, 70 5

—A~Fe R % fk @4 SEQ ID NO:101 2 130 Ff = 89 BB 71 3, oy 220 %

e) —A~Fc R % k&4 5 SEQ ID NO:20 K 131 FF 7 4 BABF 7| LA £V 85%.

90%. 95%-. 96%. 97%. 98%. 99%#) B — e BIERAF 7], B —A Fc K %

JR @45 SEQ ID NO:101 3% 130 Ff =9 8B A 5| FT R B BR A 7| A £

85%-. 90%. 95%. 96%. 97%. 98%. 99%%IFE —MH e RIEBRAF 7; XK

)—/4 Fc R % k@45 SEQ ID NO:20 X 131 AT =9 BALBRF 7| LA £V 85%.
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90%- 95%+ 96%. 97%-. 98%. 99%4) F)—4 49 RILEL A7 B4 K K T366W,
w1 % —AFe R % fkéL.45 SEQ ID NO:101 3% 130 Fi w49 8L B 71 BT = 49 Rk
BR 5 7 BLA £ 00 85%. 90%. 95%. 96%. 97%. 98%. 99%h] ] —4 49 B IL L5
7 8.4 % E T366S ,L368A #2 Y407V.

39, BMAZR 34 K 35 4R R LB LS AL, H P AT Innobody K, &
#—Fc RAs —Fc RPFIARE, 1-3t% — Fc R = Fc R#5 =1k,
40, BAER 39 IR RE S R K, L —A Fc R49 CH3 &4 S364R
#2 D399K £ %, .5 —A Fe X 49 CH3 R & €4 Y349T.K370S 42 K409D ¥ % .
41, BAIER 40 IR R LR E S AR, LT

a)—/ Fc X % Ik €.4 SEQ ID NO:126 Fr =t R8ILB A 5| K 20k, ™ H —A>
Fc X % Bk &4 SEQ ID NO: 127 Ffr 7= 44 2L 85 7)) 3k y 228 4% ;

b) —AFe K % k€145 SEQ ID NO:126 Ff 7 49 RULBA A 7| B A £V 85%.90%.
95%. 96%. 97%. 98%. 99%44 Rl — Mty R LM A ], @B —A Fc X 2 k&4
5 SEQ ID NO:127 Fr = #9 2L BRF 71 P = 49 8RBT 70 B £V 85%.90%. 95%-
96%- 97%- 98%. 99%%)F — ey BILBF 7; K

¢)—/~ Fc R €45 SEQ ID NO:126 Ff =t 8B 5 7| i w0 AL B3 | B A £
b 85%. 90%. 95%. 96%. 97%. 98%. 99% ) Fl — I BB F N B O SRE
S364R #2 D399K, % —A~ Fc K % Jk .45 SEQ ID NO:127 Ff 49 BB 7]
B 0 BLBR 5 5] B £ 0 85%. 90%. 95%. 96%. 97%. 98%. 99%#9 F] —itk
R BRF 7] B4R T Y349T. K370S F= K409D.

42, BAIZR 34-41 PAE—ROGRAREIRBRLE SR, LPIrkE —F/R%
= Fc R &4 L234A/L235A %,

43, BAIZR 1-42 PTG AKRREARLE SRR, L P ArdinhR itz
o R BTS00 REAATH—/K %4 CD3. BCMA. CD20. Her2.
Her3, B7H3. EGFR. Hel. ctMET. Axl. GPRC5D. #%7E# & & 4-F #)40 PD-1.
PD-L1. CD47. %% %4 T 4= 4-1BB. CD40. 0X40.

44, BAZR 1-43 PAE—RGAARRLABE SRR, P —inBfed it
JR AR ELAT 3R AR - WA F A R

45. BAIEK 44 B9IRR LR B LSRR, P ATRRSFFHIUAE S AL
Tay@mAd/E: CD3/BCMA, CD3/CD20, CD3/Her2, Her2/Her3, B7H3/EGFR,
PD-L1/CD47, PD-L1/CD40, PD-L1/4-1BB, EGFR/Her3, Her2/Hel, Her2/PD-1,
Her2/PD-L1, Her2/CD47, Her2/cMet, 2% CD3/GPRC5D.

46. BAIFR 44 R 45 AR IR LS H K, PR UK 844
FHRESE—IRNE—NBRLE SR ANRESE RN E AL SK,
EPE—RELSROELE—Fab, % B E AKX &4 % = Fab, £ P % — Fab
FEHCH1 %) C K35 % — Fc X N Kb BN AL hdEk, flioddd X ),
% = Fab 23 CH1 #) C K585 % — Fc R N A3 (SmR R hiEk, )
dodgpE X ) .

47. BAIER 46 QFARR AR LS R R, E AR R4FF k£ 1gG i
IR, LBEAwE 1P mil,

48, BAIZR 46 3 47 FFR YAk R LI BES /KR, Lad

FHELANBE CshLoRE FTRLR: % —Fab 47 T R-F4418% X CHI-
F—FcR, AP EM4EETR CHl £H CR#E5FHF —Fc RN A B ZHR LY
Bk (Hlhodgpb R ) %45,
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248 1: ANSHE CHO4 NG TR H— Fab M2 TE R8T X;
FH2LMNBECHOUSRY FRLUR: % = Fab THTER-F4i a2 X CHI-
HFcX, AP FHETRX CHl AL CR#HEE5H ZFc XK N RHLZHRT4Eg
Bk (Hlhesist X ) £,

B2 ANRE CHOSR g FiRMAMR: %= Fab ¥4 TE R -4l x X,

49, BAIZR 48 R LB LSRR BT

(1) B—RBELSR&EFHMEL Her2, BPF44 1 24k | 2 QST
9 SEQ ID NO:FF R4 BILB A7), RS 5 A=) BILMA 7] LA £ 85%.
90%+ 95%. 96%. 97%. 98%. 99%%) ] — L&) RILB A 7], 24T SEQ ID NO
BT 64 5 2 2 A%,

i) SEQ ID NO: 43 #= SEQ ID NO:45;

ii) SEQ ID NO: 48 #= SEQ ID NO:49;

iii) SEQ ID NO: 21 #» SEQ ID NO:22;

iv) SEQ ID NO: 25 4= SEQ ID NO:26;

v) SEQ ID NO: 25 #» SEQ ID NO:29;

vi) SEQ ID NO: 31 #= SEQ ID NO:32;3%

vii) SEQ ID NO: 31 #4» SEQ ID NO:29;

Far/ 3,

() IR 46 R4y 444 Hel, T4k 2 04244 2 5 5] .44 T 49 SEQ

ID NO:Ff 6 BB A 7)), K45 P R 69 8IBR G 7] BA 20 85%. 90%. 95%-
96% 97%. 98%- 99%89F —E ey BRI 7], HdideT SEQ ID NO AT &84 /f-
70 AR,

i) SEQ ID NO:41 #= SEQ ID NO:42;

ii) SEQ ID NO:23 #» SEQ ID NO:24;

iii) SEQ ID NO:27 #= SEQ ID NO:28;

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

v) SEQ ID NO:33 #= SEQ ID NO:34; =X,

vi) SEQ ID NO:33 #» SEQ ID NO:30;

(2)-1 B R4 RHFF ML S PD-1, B4 2 o4k 2 55 04T H

SEQ ID NO:Ff = 0 RILER 5 5], R L4 5 T e RABF 5 A £V 85%-90%.

95%. 96%- 97%. 98%. 99%#)Fl — I a§ B IER A 7], K4 T SEQ ID NO A7
455148 8%: SEQ ID NO:46 #= SEQ ID NO:47;

(2) 2 B3 BRESRIEFMLEA CD4T, $4 2 Hoi2kk 2 R 084 TF
#7 SEQ ID NO:FF = 4 BABR A 7], R OS5 AT o) 8BRS 7| LA 2V 85%.
90%- 95%. 96%. 97%. 98%. 99%44 [F] — I 64 B I B F 7], K 14T SEQ ID NO
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PR 5 5128 % SEQ ID NO:50 #» SEQ ID NO:51;

(3) 2 F HBRELRFFMHES c-Met, T4 2 fodzdh 2 R0 4T
9 SEQ ID NO:Ff =9 BB, RS LT Ta) BINIRG 2 A £V 85%.
90%- 95%- 96%- 97%. 98%. 99%t9 B — It a9 BRILBR 5 7], R 14T SEQ ID NO
B w45 5148 5%,:  SEQ ID NO:52 4= SEQ ID NO:53,

50, AAEZR 44 3K 45 49 S HFHIUA, JP BT WU IR B4 | AN
FMEEE RO E —IRES KA 2 NFEFHLELE RGNS R
SR, P H BSR4 E— Fab, % B ESK A% = Fab, H
— A% —Fab A3 CHI 89 C Kot 5% — Fc R N Rshid (L R L vk,
lhosi4E X ) , —A%— Fab 23 CH1 49 C K55 % = Fc K N Rshids (£
HRAZhIEL, B4R ), BH—/A% = Fab £H CHI 49 C Rin b % —
Fab 49 F 4T X X 49 N Ropigdd: (AR RdaddEk) .

51, A AR 50 ik RALFURE S R B, Hof PR U M FUR R 241N
s AL, HAA B SA T ey,

52 AR S AIRARELINRLE SR K, EP AR ik a4

T4 MNBECHOSRB TEAR: % _Fab T TER-THlET
K CHI-%—Fab €4 T ER-F4 182X CHI-% = Fc X, £+ % — Fab 418
FR CHI 3 C Ksx 5% — Fc R N Rsp 2 d R AL ik (FloER) %
H, HFE —Fab £HL CHI 89 C Rt 5% — Fab ¥ F4 T R R 49 N Rapifds (&
R W STECE S DI
245 10 MNSEE Csaa Rt TR % — Fab 893244 £ X424k 18
e

T4 2 MNBECHOSRM TiEMm: H _Fab THMTER-FTHleT
R CHI-%—Fc R, £ PF#ex X CHl £#H C K#%5% —Fc K N K%4 b
RAZhEL (PlheikiE R ) £,

2482 MNEE CpaaRw TiALEMAR: % = Fab 93244 T T R 424418
g,

b B U B AR 6,8 2 4248 0.

53.BANER 52 AR ERBRLE SR, EPFH—IBRE S R44 CD3,
B# R4 R4 4 GPRCSD, #l4oi P,

1) 45 1 .4 SEQ ID NO:58 FF 89 RIAABRA 7], R 845 SEQ ID NO:58
P 0 BB T 2 LA 00 85%. 90%. 95%. 96%. 97%. 98%. 99%#) F) —%
MRLERF D], R PriR BB ) 4A
32451 &4 SEQ ID NO:59 Fr =) 2A B A7, K45 SEQ ID NO:59 FF
TR F T BEA E Y 85%. 90%. 95%. 96%-. 97%. 98%. 99%#) [ — 8
RBABF T, Kb Prid 2IEA 7 40K
F44 2 9.4 SEQ ID NO:57 Fr =t BILBR A 7], K &4 5 SEQ ID NO:57 FFf
T ELBRF DI EA ) 85%. 90%. 95%-. 96%. 97%. 98%. 99% ) Bl —t )
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FULBRT 7], R TR RULERT P LA A0/

3245 2 8,4 SEQ ID NO:56 Fr =89 BB A7), K &4 5 SEQ ID NO:56 FF
TR F B £ 85%. 90%. 95%. 96%. 97%. 98%. 99% 4 ] —t 4
FEBF 5], RBFERERT AR, RE

2) 4 1 €4 SEQ ID NO:62 Fr Tt R JKBRF 7], R €45 SEQ ID NO:62
i a0 B BR A 90 BT 20 85%. 90%. 95%. 96%. 97%. 98%. 99%#) Fl—I4
B RAERF 5, R IE BB 5 ALK

1245 1 €4 SEQ ID NO:63 Fr =t BB F 5], R &4 5 SEQ ID NO:63 Ar
TR BRI F 5] B £V 85%. 90%. 95%. 96%. 97%. 98%. 99%4g B — 44
FIEBLF 5], Kb PTR R IERF 5] LA K

T4 2 94 SEQ ID NO:61 Fr =8 8B A 5], K45 SEQ ID NO:61 FF
R EIBRT T BA ) 85%. 90%. 95%. 96%. 97%. 98%. 99%#4 Rl —it 49
BABFT), Kb TR BB IR Ao/

345 2 8.4 SEQ ID NO:60 FF =8 BIER A 7], K &45 SEQ ID NO:60 Ff
T RIBRE D B 0 85%. 90%. 95%. 96%- 97%. 98%. 99%4)[F] — M 84
BEBF 5], b PRI G 5] 20 .

54, BAVZR 44 R 45 49 5 RARREIRBRLE S F K, H P PR o F Ak
BEINEFRELE—RNE—IWRES R 2N FRLELE RN E
ZRBRESR, AP E RS K 04 % — Fab, H IR S X 8.4 % = Fab,
EPINE —FabEE CHI W C K553 5% —Fc RN RK#AHE —Fc X NXK
i (ZhR AL hiEk, HlsdR ), BH— Fab AETHTERH N R
5% ZFc X6 C Rapitdd: (@R R@iddEsk) .

55. MANIER 54 ik RE AR LS R, PR o4 F k2 2+1C
AR, HBA 4l SB AT TaGM AL,

56. BANE K 55 ¢9IRAAR AR LA R I, H P AR WA F IR L4

F 1. ANBECHROLLERETARANR: $ _Fab FHTER-FH BT
K CHI-% = Fc X-%— Fab $# T EX-F4 182X CHI, £+ % = Fab i s
CHI ¥ C K325 % —Fc AN K#2%E (2R A2 dhEk, fllosEgX), A
% —Fab EEFHTERMHNKRZEEH —Fc R89C K%t B it K Rd itk );
2481 MNBE ChaaRw TiRLAMK: % — Fab 93244 T £ R 424418
Z X

F42: MNHECHOSRY FTiEMEMm: H —Fab FHTER-FH#l8Z
R CHI-%—Fc R, EPFHex X CHl £X C K#%5% —Fc KR N R4 %
RAZhE X (PlhosiE X ) £,

24 2. MNZHE CHESRE TRAMR: %= Fab )24 T R-2244 08
TR,

b B A R AR 68 2 448 0.
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STURALER 56 (9IRS IR A 12, b 5 — R 254 254 CD3,
B Z4R% & K454 GPRCSD, #Hldoff,

1) £4 1 &4 SEQ ID NO:64 FF =89 88 5 7], R &4 5 SEQ ID NO:64
B T 0 BB F 7)) B AT B0V 85%. 90%. 95%. 96%. 97%. 98%. 99%#) B —i%
Y RIBRF ], S PTR R F D) LA

$24% 1 &4 SEQ ID NO:59 Frw ey £ILBAF 7], K e85 SEQ ID NO:59 Ff
TR AT A E 0V 85%. 90%. 95%. 96%. 97%. 98%. 99% 44 5] —4 8%
FIBAFF], b PTiR EIRER A 520K

F4£ 2 .4 SEQ ID NO:57 A=t BRI A7), K &4%5 SEQ ID NO:57 Fr
TR R F ) B B0 85%. 90%. 95%. 96%. 97%. 98%. 99%44 B — 44
BEBF 5], RbPTRRIB G AR Fo/R

3244 2 €4 SEQ ID NO:56 Fr a8 ILB 7 7], R &4 5 SEQ ID NO:56 Fr
THRILBF 7B £ 85%. 90%. 95%. 96%. 97%. 98%. 99%#) ) —I 4
BB, RGPFERLEBF BN, RE

2) T4 1 4 SEQID NO:65 Fr =89 B A7), K45 SEQID NO:65
BT A 69 IR ER A ) LA 200 85%. 90%. 95%. 96%. 97%. 98%. 99%#) Fl —i%
BIEIBRF 5, o TR BB )4

4% 1 @4 SEQ ID NO:63 Fr =) 8RB A 5], R eL45 SEQ ID NO:63 FF
TR BRE T A £ 85%. 90%. 95%. 96%. 97%. 98%. 99% 44 [F] —4 44
AEBFD), b PTRRLBRT ) ER;

F4£ 2 2.4 SEQ ID NO:61 Fr =89 BB A 7], 45 SEQ ID NO:61 Ff
TR 7 A E ) 85%. 90%. 95%. 96%. 97%. 98%. 99%#) ] — 44
BIBRA D), Rb TR BARIRA PR, Ao/R

3244 2 €4 SEQ ID NO:60 Ff = #) 8JILEF 71, R &4 5 SEQ ID NO:60 Ff
TR ER ST A 2 85%. 90%. 95%. 96%. 97%. 98%. 99%#) [F] — 44
RAEBF ], Kb PR REBT 5] LA K.

58, ARAIER 44 3 45 IR RE RS R IR, H P W R AR 6
SN FIREEAE — RN E — R BREASRA DN FMREAE R H =
WRELGR, P& —RLEES R4 % — Fab, H i RESR 4% — Fab,
HP 2 A% = Fab £8 CHI 69 C R#FNFH 5BA Fc R N R#iE#H (BHRT
Zwitk, Bl X ) (7R Fc R UAEIR AR ), A2 A% —Fab £ &
BT E RN KBS A5 2/ Fe Ry C Rsgdds (@R RdddEsk)

59, MA)Z R 58 YR R AL RLE A R B, PR v F Ak £ 2+42C
A, HEAwE 5C e A,

60. A EZRK 59 aIAR IR LS R L, HP AR IR S

F4: MANBECHOELASRY TEAMR: H _Fab FHTER-F4 BT R
CHI-Fc R-% — Fab €T X X-€4fE & X CHI, £+ % — Fab £ CH1 ¥ C
K5 Fe RN RsgE8 (2R g hik, flikiR), AF —Fab A®
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HAER N R3p 5 Fo K9 C Romibse (RERRBidzk) ;

241 MNZBECHESIN G TRAR: H— Fab )iz T R-224k 08
£ R;

3248 2: M N#HE CshaA R TR % = Fab )T X R 2418
ZIX,

Hob B R F IR @8 2 K E 4.

61 B AIZ K 60 B9 IRREIBRLE SR L, P F—IR4E S K44 CD3,
A% Bk 5 X445 GPRCSD, #4oiP,

1) 4% &4 SEQID NO:66 AT T ) 2ILER 5 7], K45 SEQ ID NO:66 Af
T BRI F B BV 85%. 90%. 95%. 96%- 97%. 98%. 99% [ — M8
BEBRF 5], Kb PRI 5] 20 K

3244 1 €4 SEQ ID NO:59 Fr = #) 8ILB/F 7], R &4 5 SEQ ID NO:59 Fr
TR RILERF P BA 2 85%. 90%. 95%. 96%. 97%. 98%. 99%44 Bl —I4#)
AEBAT), R EEIRBRA SRR, Fo/K

3244 2 8,4 SEQ ID NO:56 Fr =89 8B 5 7], R 245 SEQ ID NO:56 FF
THRLBRF T EH E ) 85%. 90%. 95%-. 96%. 97%-. 98%. 99%#) B — 4%
FHBFF], RBIFEREBRF AR, A

2) T4 6,4 SEQID NO:67 Fr =t BB A 7], R .45 SEQ ID NO:67 F7
TR BR T B 2 85%. 90%. 95%. 96%. 97%. 98%. 99% 44 [F] —4 84
AABED), R ARRALBS D] LR

1245 | .4 SEQ ID NO:63 Ff =8 B AL A 5], R&L45 SEQ ID NO:63 Ff
T BRI ) AT BV 85%. 90%. 95%. 96%. 97%. 98%. 99%#) ] — &)
BABRFE ], Kb PR BB F PR, Ao/R

3244 2 €4 SEQ ID NO:60 AT e BIBF 7], R &4 5 SEQ ID NO:60 Fr
TR E T T B £ 85%. 90%. 95%. 96%. 97%. 98%. 99%#4 ] —l 49
BIBRT 3], Rod PR RIRBRT 5 4R AK,

62. BAIEZRK 1-43 PAE—RGAKRRERABRLESREK, EPHEE—RR
Fo i R AR, B AIALE QSR FHEESE—ANRE N ERIRB GRS
X,

63 A ZR 62 #Y AR R LR S R B, P TR UK R Z 4 F AR,

64. BAZR 63 AR I RES R K, LPrd =40k s4
FAMESF —RROF —HRESGR HABEEH RN E R RES R
HAMEEFHE ZRROFZRRELSR, RV E —RRESR S FH — Fab, %
ZHRBRELHR A4S —Fab, AP % —Fab AL CHI 89 C KB % —Fc RN K
ik (Z2HRAREhEk, FliRiRX ), F - Fab AL CHI ¥ C Kuh%
ZFc RN R##&EE (BHRALHIEL, fliiR), FZRRELROE
scFv ( #l42 VH-VL & VL-VH) , £2 R RZ d4EkE L VH & VL 4 N K%
R C K% (#lhe scFv & VL-VH, #l4o VL4 N K% ) 5% — Fc K49 C Kopik
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.

65. ALA i< 64 TR IR LS R &, H ¥ ATid Z 4 F ik ey A
A 2+1C A, 4B 7A X B ArE.

66. BAIRR 65 AR LRRE SRR, VA S HFRAKCS

FThE1: ANEE CRESRG TELEMK: —-Fab fﬁ&T}U: TR
R CH1-%— Fc X, # ¥ % — Fab £ 4 CHI éﬁcala 5% —Fc R N Kbk
(ZhRAZ 0k, PR ) ;

241 MNBE CmaSRby TRLAMK: % — Fab 9324 T T X248

R

T4 MNBZBECRELLSAR B TARAKR: H - Fab THUTER-FHET
X CHI-% = Fc R-scFv, ¥ F4 o7 K CHI £ C Ris5H% =~ Fc K N K3}
ZHRAZHEL (KR ) %38, H scFv 29X KR4 xb#%%ﬁﬁ VH 2

VL & N K33 C K% (44w scFv 2 VL-VH, #4e VL # N £3%) 5% = Fc
R 9 C R3pikdE,

245 2. M N3 ZE QAR W TR Ax: % = Fab #9324+ % X -3244 18
TR,

67. BAEZR 66 AR ERRESRE, EPE—RESL E##%'
4~ GPRC5D, % B4 AHOREEFMHLEL CD3, Fo/R & Z M BEHRIFFM
4 BCMA, 54wt

4% 1 €4 SEQ ID NO:71 Ff w9 RBIEBA 7], R €45 SEQ ID NO:71 Ff
TR BT B £ 85%. 90%. 95%. 96%. 97%. 98%. 99%#4 B —i 49
BIBRT 5], Rod PR RIRBRT 5 4R AK;

3245 | .4 SEQ ID NO:72 Fr =t BILBR A 7], R 45 SEQ ID NO:72 Ff
%éﬁﬁ£ﬁ£§§ BA Z Y 85%. 90%. 95%. 96%. 97%. 98%. 99%#) ] — 4 44
BABRAET], Rt BRLBRG F)LER;

F44 2 6.4 SEQ ID NO:73 Fr =8 8B4 7], R&45 SEQ ID NO:73 Ff
T RIBRE T A 0 85%. 90%. 95%. 96%. 97%. 98%. 99%#4 [F] — 44
BEBFD, RbPTERLTRF DR, Fo/R

344 2 6,4 SEQ ID NO:74 Fr 8 8ILEF 7], R 45 SEQ ID NO:74 Ff
T BRI A P BA 2V 85%. 90%. 95%. 96%-. 97%. 98%. 99%%) ] —I4 4%
BIBRE ], Kb Pk BB 7 4R,

68. R, HBAAMFIEZR 1-67 PIE—RkR LA BRES KK, it
E—5R % bk

69, RIEHIK, HEOSPAIER 68 K945,
70. 7B R, HOSFER 68 4B AR A B K 69 49 F ik HAK.
. HBEBAIERR 1-67 PIE—RGIAIRRERBLES RN TR, Lol
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a) IR R IR L SR R BTG et

b) &7 E @A N RA AR RIAR IR LS R

fEi s, PR SRR EIURL & R AL, #3w Protein A 251,

72, REEAM, L OABRANZR 1-67 PR IRIKRR LIRS R K.
73, BAEEE, EROAPAER 1-67 PAE—IRGIRKRREIRRLE SR K.
74. T Ak, L EARAZR 1-67 PAE—RGIARLIRRLE S H K.
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