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(54) Title: HUMANIZED MONOCLONAL ANTIBODY TARGETING BCMA AND HAVING HUMAN MONKEY CROSS-RE-

ACTIVITY

(54) ZFABTR: SLFBCMAREAT NFEAZ S NI AL T LA

(57) Abstract: Provided is an isolated monoclonal antibody targeting B-cell maturation antigen (BCMA). The antibody can bind to
both human BCMA and monkey BCMA. Also provided are a nucleic acid encoding the antibody, a method for producing the antibody,

and a pharmaceutical composition comprising the antibody.
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$21%) BCMA 4B F AR X ARILE % EFtk

FARARER,

KA R4S B @R AR BCMA), CLIER I M4 A
A BCMA #=% BCMA /R 64 3% L3R 23 R .

KL B 3 BAF M4 A BCMA F+ BL474%) BAFF #= APRIL 5t BCMA & 4&
LE W SRR B .

AL R L W B g 4E e BCMA S+ B4 K7 AR 692 0 ik
AR K.

FREAL
B%m%@ R AT AR KB, LS 4 B FARIT LI R 8 I 2 K 2
KRR A RERATHMBEILE, 2RBIGIHEE #5 Bhe)7 g
étﬂﬁbﬂ“ Tk RERA IR, BRBETERERME,. ME. BE MEF
fLE, RIA—FtIE9G KA RGBT AL, TG R ET AHEX, A
BRI E B R ERE G g (MGUS)BMERE B A % & M 5 &
5L MA 2K MEHIBSMM), &R RS LW E MG Nature
Reviews Disease Primers, 2017, 3, 17046.). % % M8 #&7% (Multiple myeloma,
MM) 289 R AL L35 5 4505 . BHaeME. T, FHRIAEEHRS, FH4
) Bl B g A 2 By B A R A M A (Nature Reviews Clinical Oncology, 2012,
9(3), 135-143.). FEEFRFTHIBEAE LT, B 2017 F8 A, 2KER
AHIR TS T AT, BFFHEARVIH 1140 FA, FHIL 9 FTARTEZA
B @R #IR(BCMA), & TIFBIRLEFRREG—R, £2LE
Fielemie., REmiof i mptdm, e pmbikdUERRL, 55—
7@, BCMA BT @k @& ek, AR AT 16 5 EKD
TNFRSF17 4% %, # L #RAR b (Blood Cancer Journal, 2015, 5(2), e282-282.),
BCMA #4649/ A £ B mied & EAEA BF, 2L mite 4%

JeL
Jie

%
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RAME,

BCMA #) ik .45 B @& LB T (BAFF)Feif 538 JA LA (APRIL).
¥, BAFF # %K% €35 BAFF-R #= TACI, APRIL #)%4h& 4% TACIL,
BCMA 155 i@ 3% £ 20 VE A 28t B ety A 5. AP T @it
BE S, AR, TACIAZ 5 i@ 3547 %) B 40 I 49 A3 (Nature reviews immunology,
2009, 9(7): 491.), 3t F X =424k Wm 5 (BAFF-R. TACI #= BCMA), /£ B m
AL FEAEY, KRB @i, £8446¢ B @micfmis B eokd Rk
BAFF-R; GC B itk & 3¥)H %&£ BAFE-R 4= BCMA; &1¢ @ik @ 3 H &
iX BAFF-R. TACI #= BCMA,; 3 & m JeL 2 K 4w e & 8 3% & 3K TACI #= BCMA,;
SR R E AR SRR mILE, A& &AL BCMA, A
T hE &k iE TACI da & &L BAFF-R(Nature reviews immunology, 2009, 9(7):
491). @34, K960 B @I AL BCMA, #5b, AFRE e
B E 0 A U R EGA BCMAL 6 R L, % £ W E B8 A Adfn i+ BCMA.,
BAFF #= APRIL ¥4 2 £ 5 L5 A A AWE 2 £, Ak, B57F 5 AMFE
B8 7 &1, BCMA 2 —#48-F CDI19 Fag#7de s, L47H G A%k 588 ER
Foh. Bk, AR BCMA ¥ 5 6 BoAT FLIT R 3K ) AR 69 Ak 25 49
TALE B IR & % KT BB 6906 77 BOR, ERMKIERIE T 698 1ER, FFE
TOAS A E R A At 2 E.

B A7, /2 ADC(FAh 24 418354 (antibody-drug conjugate, ADC))24 47
#, Glaxo Group ~ 3] #= Seattle Genetics 2> 3} 4k F] 7+ & 49 Belantamab
mafodotin( & #8 % GSK2857916)% R 2%, £ 35 Bl EHE T (K S K EH
EVBEZT SHAFELSEFAMRR MM E4F, ORRAE| T 60%, F1L
PFS(Progression-Free-Survival (L2t & & 7 #1) )25 12 A~ A (NCT03848845). =
CAR-T @7 &, #HF AU 5 A6 CAR-T 49277 % Idecabtagene
vicleucel(f] #& %4 bb2121), f& 33 BlELAE 4% £ 00 3 F 77 ix L K4 R/R MM
BEY, CEMELRT 85%, F412 PFS 4 11.8 4~ A (NCT02658929). &3
MRMIAA T &, bt AMG 420 R R R T E, TERARRELR
ol IERATURIR KA RS RR, A RIFEME, [2F R ke RKiuk
42(NCT02514239). #tls R4 R s, 405 BMCA ¥ 569 854), b2 2470,
B, ADC iE A& CAR-T @afiis 7, HBFTAAWBB LR, FHEKE
R A&, BCMA ¥e 54 Rk 69 a4 A 4K T 4 de &,
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R AN

ATFEEFF, KAPFTAEFT L EFHE 69%E BCMA 694k,

AL AL BCMA Y4 B R e R, BT s HARETHARK, MET
ik FART I, RIFR B EAAFE BCMA R LETAR, Bidid
FARARIBGE , & RRE L ETURBGE H ARILIR, Bl F4. it
W AF T fE RIS IE S ARAAE L SRR ILE TR A8 fe, EanKTFaR
B fe T %5 GSK2857916.

ABLEIA B AT TR £ Al Ao it LakiB i 7] A F £ A2 AR
X,

JE KK A3 B—Fb 5 B g ¥eh) B I AR AR (BCMA)§9 % 34, & Fudk
o, PRk FRER 45 A A BCMA L8 45 5% BCMA.

E—BAFTEY, ARLAAGIALLSER/RTER, A e TERX a4
SEQ ID NO: 1 & 2 Ff 7~ &9 F 4% Z 4M& 5 X 1(CDR-H1), #2/2 &4 SEQ ID NO:
3R 4 Pty T4k B ANEF X 2(CDR-H2), #9/3 8.4 SEQ ID NO: 5 & 6 P
T 89 4% L AhkE X 3(CDR-H3).

E—BARFTEY, REAGIALLSBR/RTER, s TERX a8
SEQ ID NO: 7 2 8 A ¢4 424% 4}k % X 1(CDR-L1), #=/3 ¢4~ SEQ ID NO:
9 3 10 AT 69 4245 2 4k Z R 2(CDR-L2), #=/3 &4 SEQ ID NO: 11 & 12
P = 64 %245 B 4M & 2 X 3(CDR-L3).

E—REARFEF, KREAAGRACSERTERBMETER, L+,
Frid 46+ & X €4 SEQ ID NO: 1 3% 2 PT84 £ & L 4N 2 X 1(CDR-HI),
Fa/ 2.4 SEQ ID NO: 3 K 4 A9 T4t A AMNE T R 2(CDR-H2), F=/3 2.4
SEQ ID NO: 5 =k 6 Fr 8§ E 4k L AR E X 3(CDR-H3); Prid 44T X X 8
SEQ ID NO: 7 2 8 A ¢4 424% 4}k % X 1(CDR-L1), #=/3 ¢4~ SEQ ID NO:
9 2 10 FT -7 a9 3245 Z ANE R 2(CDR-L2), #+/&X &4 SEQ ID NO: 11 3 12
P = 64 %245 B 4M & 2 X 3(CDR-L3).

E—RRFE T, AEHGTROA ERFRG TR, BAES FiRK
K FIT iR 64 FUARAR [F) AR AL 69 7 M

E—REARFEF, REARGRALESB/TIR, FAB#TIR 4
SEQ ID NO: 13 & 14 Fr = #4857 . K Lk 57 6 TAK,

3
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E—REArad, KRAPHAKROLTRTER, FAE#TEIR LA
SEQ ID NO: 15 = 16 Fr = a9 8ILBRF 7. K L& 55 69 RAK,

E—BARFTEY, RLPHIRALLBRTERFERTER, L,
Pk #2459 1 X ¢4 SEQ ID NO: 13 & 14 A= ¢4 R LB F 7). R E&XF7)
B TR, PR E4 T 4 R EA SEQ ID NO: 15 X 16 BT8R LB F 7). K
ik 57 6 TR,

E—BAsamy, RELPIRe)E4TE R 84 SEQ ID NO: 1 A=
45 CDR-H1, SEQ ID NO: 3 Ff+ ¢4 CDR-H2 #= SEQ ID NO: 5 #f 4§ CDR-H3.

E—BAsaEmy, RELPQIRe)E4ETER 84 SEQ ID NO: 2 A=
45 CDR-H1, SEQ ID NO: 4 Ff - ¢§ CDR-H2 #= SEQ ID NO: 6 #7 4§ CDR-H3.

f—BRG@mF, REAPGIRG 24T R R 64 SEQ ID NO: 7 Af
45 CDR-L1, SEQ ID NO: 9 Ff 7+ #) CDR-L2 #= SEQ ID NO: 11 #7744 CDR-L3.

E—BARFE Y, ALK 2ET R R 6.4 SEQ ID NO: 8 Fi =
45 CDR-L1, SEQ ID NO:10 Ff=&) CDR-L2 #= SEQ ID NO: 12 FiT#j
CDR-L3.

f—BikTr @, AR ARk 4G 5244 9T 1 X BA SEQ ID NO: 13 X 14
e 77, RERE LR E—FFIED 80%, Flie, 85%. 90%. 91%.
92%. 93%. 94%. 95%. 96%. 97%. 98%. 99%ABNANE 44 5 7],

F—RARFEF, KL ke 4T 5 R EA SEQIDNO: 15 &K 16
e 77, RERE LR E—FFIED 80%, Flie, 85%. 90%. 91%.
92%. 93%. 94%. 95%. 96%. 97%. 98%. 99%ABNANE 44 5 7],

E—REArad, AEAAGRKROELTHTERFE8TEIRX, L4,
TH#TER @4 SEQ ID NO: 1 B7745 CDR-H1, SEQ ID NO: 3 FfF#
CDR-H2 #= SEQ ID NO: 5 P 7 4§ CDR-H3; #244 %] % R €.4- 6.4~ SEQ ID NO:
7 i &9 CDR-L1, SEQ ID NO: 9 A5 CDR-L2 #= SEQ ID NO: 11 Ff7 &9
CDR-L3.

Ht—, PTfuikeg245 T X X B4 SEQID NO: 13 Fr w89 /57), KE-
HE E#RF—F5) 20 80%, Bldn, 85%. 90%. 91%. 92%. 93%. 94%.
95%. 96%. 97%-. 98%. 99%ABLAM YT 5] Frikdiikey T4 T T R A
SEQID NO: 15 Fi 95 3], REA 5 ERAE—FF] £V 80%, e, 85%.
90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%. 99%AR LIty 7
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3.

E—BARFTEY, RLPHIRALLTRTERMBETER, LF,
TH#TER @4 SEQ ID NO: 2 Bf745 CDR-H1, SEQ ID NO: 4 FfF=#
CDR-H2 #= SEQ ID NO: 6 Fif 7 45 CDR-H3; #244 %] & R €.4- 6.4~ SEQ ID NO:
8 AT 45 CDR-L1, SEQ ID NO:10 Ff-=#j CDR-L2 #= SEQ ID NO: 12 Ff = #)
CDR-L3.

—F, ridfRegeTE R EA SEQIDNO: 14 Fr =89 /573], £
HE E#RF—F5) 20 80%, Bldn, 85%. 90%. 91%. 92%. 93%. 94%.
95%. 96%. 97%. 98%. 99%ABNAME Y F 5], FrikFAike) E4ET T R BA
SEQID NO: 16 Fi =95 3], REA 5 ERAE—F 7] £V 80%, ke, 85%.
90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%. 99%AR LIty 7
3.

KK BRE R —FrFed) B 0k R (BCMA) &) 3 5 Uk, i3k
5 E ik AR B BT IA 64 AR R A AR ) 64 LR A ER A,

KK BRE R —FrFed) B 0k IR (BCMA) &) 3 5 -k, i3k
5 bR KK BRI 6 FAk F 4 45 A B @ik A 3R (BCMA).

KK BRE 3 B G Al bR KK IR 4G ARG AR

RE LN B—APF IR BN, H b Lt KL Pk e94% .

AKNEH B —Fb 7% Lamfe, H b LR AL U Pk 6 R A BARSRAR
4E P HOTR KK IR PR 6 MR

KK B B —Fb A T E ARG R, PTA R QL3RI IR AR IR B
A 75 E am AT A F B IR AR R BT K 64 3 R R R

RERLE R A Shdhnody, L5 RE PTG FEFRFh 5
LR BAR,

KL BRI B —HF 2 &R oh, H 638 R LK IR Pk 6 3 50 R SR A
B Pk 6 2 AR o .

AR PEF R —H657 5 BCMA )R AAR KRB 7%, L83
A o E 6 2 KA A T R KB PP AR 64 S S R AR SR K B FTAA 64 P 4 4
-t BAK P BT L 6 2 & R A o

E—BEAR7m@m, FAKRLH B @ ahhetahasm., T @i 2h
EMagmm. SZHHREHgnRk, BEHEEG 0K, FHEREERE 0,

5
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B 004tk & dn e & ot A | B fm et R dm IO AR ROR fa 0T L 18 AR G
RHOME K B @i EE . SRR e . it d fm, ) mIER K ik
B EE . BMRE S, BHKEAKIL., MALT #hELJ8 . JhA itk
B8, MERMERE. ZMTHE. AMAT R gL R F EEeAE.
EEHEMREIE . REmMPARCE . R R mig. LASNFCE
R M. FHE. MGUS. @B, AalihiiZaRdanstt
M F2 POEMS 474-4E.,

E—BkF &, ERBRRA S EMTHA.

AR NE T BAL R ETARES S F TiEI75 BCMA 695 1k48
X 6 R A 6 S o 64 A iE

E—BEAR7m@m, EA%RLH B @R eHd om. T a2 h
EMamm. SZHREHghk., BHHEEGnR., REKE e 0R.
B 004tk & m iR & ot g B fm etk R dm IR A ROR 40 0T | A ARSI B
RHOME K B @ik EE . R MARERE .. Eaioa ik, iR K mitiE
BV EE . TS, SRR, MALT HREIE. ShE 4k
B, DA RMRETE . M THE . AMAT KRR A 7w 5 EeE,
EEHEMREIE . REmIORCE . RmiEr R @i, LABRNFCE
R M. FHE. MGUS. @B, AalihiiZaRdanstt
M A= POEMS 42 4-4E,

E—BkF &, ERRRASEMTHA.

EMRR, RKREPH B AT 7 @

1. —H 5 & th¥ed B el I /R(BCMA) £ F 5K, £F, prik
FRBL AL 4 A BCMA 6845 &% BCMA.

2. MRIEIR 1 ATR B S EAR, AT IUIRL B VAT 8942 —FF:

(1) ik, LS5 EuTER, TR E4TERE4S SEQIDNO: 1 X 2
Py £ 48 Z AN X 1(CDR-HI), #F=/% &2 SEQIDNO: 3 3 4 Fi 49 %
4k 7 AMRE R 2(CDR-H2), #2/3 @4~ SEQ ID NO: 5 3 6 Fr =69 E 4% L AbR
% X 3(CDR-H3);

(2) #tk, a2 TERX, kTR K4 SEQIDNO: 7 2 8
I 69 5248 B AR R 1(CDR-L1), #2/2k &4 SEQ ID NO: 9 & 10 A= 844
4% B AR X 2(CDR-L2), #2/2 &4 SEQ ID NO: 11 2 12 A 64 424% 7 Ak
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# % R 3(CDR-L3);

(3) HR, BAFTARAN T/ TERRAQ)II ARG 824 TR
X;

4) Fk, (D~Q)FAE—RIF ARG FRARG TR, LELES1D)~B)FPIfE—
I FIT i & S ARAR [F) SRAB AL 89 7 1

3. IR R 2R IR, EAFIEAE T, PTRFRE oL T 89—

(1) #dk, 4824 T TR, Frki24+T %R &4 SEQIDNO: 13 X 14
Pt BAABRF 7). R 576 T AR

(2) Futk, OAEHTRER, FrEEs#TEZREEH SEQIDNO: 15 X 16
Pt BB 7). R B 5] 8 TAK;

(3) HR, BAFTARAN T/ TERRAQ)II ARG 824 TR
X,

4. =R 1~3 FAE—IRETEGGIUAR, FAFIEE T, PRk eddniked 46T
% R 8.4 SEQ ID NO: 1 Ar=#) CDR-H1, SEQ ID NO: 3 Ff+=¢§ CDR-H2 #=
SEQ ID NO: 5 By~ 4 CDR-H3.

5. %I 1~3 FAE—AATER IR, HHAEET, PTAegkey 4T
% R 8.4 SEQ ID NO: 2 Ar=#) CDR-H1, SEQ ID NO: 4 Ff+=¢j CDR-H2 #=
SEQ ID NO: 6 Ff 4 CDR-H3.

6. %I 1~3 FAE—RATEeGHUIR, HAAEET, Prifagdiikeyizsd=T
T X .4 SEQ ID NO: 7 Ff7=#§ CDR-L1, SEQ ID NO: 9 A #%j CDR-L2 #=
SEQ ID NO: 11 Ff=#4) CDR-L3.

7. %03 1~3 FAE—RPTReGAUR, HAAEE T, PTifagdiikeyizsk=T
% R 8.4 SEQ ID NO: 8 Ar=#) CDR-L1, SEQ ID NO:10 F7 - ¢§ CDR-L2 #=
SEQ ID NO: 12 Ff=#4) CDR-L3.

8. MBI 1~3 FAE—RATIR IR, H4FMEET, Arikeyduineg izt
THERAEA SEQ ID NO: 13 K 14 =ty 53], REF L5 LRE—FF E )
80%, 4w, 85%. 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%.
98%. 99%ABNAME 4 7 51 .

9. HRIERN 1~3 PAE—FRATERGIIK, TAFEET, PrdesuRey T4t
T4 R EA SEQ ID NO: 15 & 16 Fiw 64 /55], REA L L E—F7] F 0
80%, 4w, 85%. 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%.

7
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98%. 99%AahE 4 5 71,

10. —# ¥ B @i 3R (BCMA) W & 5 s Fuk, BE4FEE T, &
TG IR 1-9 P 42— IR BT L 4G SRR B A8 B 69 30 R i 2 3/

11. —#3¥ed B @i IR (BCMA) L Ak, E4EET, &
ARG IR 1-9 FAE—RATR SRR T F LS B @R AR (BCMA),

12. AR 1-11 PAE—IR L FARGALFR.

13. —FrREABAR, H 4R 12 ke,

14, —Fb 2w, L4 13 Pk ey Rk SRS H 4 04 R
12 Frik 694284 .

15, —FP 2 =3 5 SR ik, ATk ik Q38 RIEIN 14 PTidey
78 I A EARIE IR 1~11 FAE—IR BT R 4G F e FK,

16. —# b4y, LOARIER 1~11 FAE—IRATR G F 5 FAR
Fath F BT HZ 6 BAR,

17. —#rh &R Hlde, HOIFARIBER 111 FAE—RPTE L L E IR
SARIEIR 16 PTiE oG h4p004) .

18. — 6475 BCMA #9 &AM X0 R Ry 7%, Hais:

BA E B0 RE L HARIER 1~11 PAE—IRPTR YL F TR RAR
PN 16 BTiE 69 B 4L-a- 4 R 17 Pk 69 25 & 3 4 .

19. B3R 18 Frikegrik, £, FIdEBiLH B e almke g
%, TRk tEagnik., ZHEREHgnRm. [ZHEBEESG LR, £
MR E k. B @itk esa i g R, B a3 fm I AR KK dm
FIE . 1GEMEREIE . BREMR B e . ERERERE. aftdh
F, IR K IR R E G . TR EE . BRI A K L. MALT
WREIE . S EMIARCIE ., AL RRCE. ZEAMTHE. FHEAET R
BRI A FFEAAE. EETEMEIE . REmOREE . PR R m
fodg . RARBIFe B R a iz, BB, MGUS. X@ming. Z4aME
AR G B AR R A POEMS 42-46-4E.

20, ARIEIM 18 X 19 Frik ek, H ¥, FridARA ZRAMTHA.

21. ARAEIR 1~11 PAE—IRATER GG L T TR EFR G T6575 BCMA
64 &K AR K 0 R R 6 B 6 R iR

22, ARIEIR 21 FrReg iR, b, FrkAEmiL g B aiaHheks

8



10

15

20

25

30

WO 2021/068761 PCT/CN2020/117757

%

%, TRk tEagnik., ZHEREHgnRm. [ZHEBEESG LR, £
MR E k. B @itk esa i g R, B a3 fm I AR KK dm
FIE . 1GEMEREIE . BREMR B e . ERERERE. aftdh
R, AR K IR AR EL g . TR . TR AR SL. MALT
WREIE . S EMIARCIE ., AL RRCE. ZEAMTHE. FHEAET R
TR A F TR, FETEMRCHE . REMOMRCHE . X R R m
fodg . RARBEIFe EREOoiE. FHME. MGUS. X@le. ZA4ME
AR G B T M Fe POEMS 42464
23ﬁﬁﬁ2yxﬂmlﬁmk»ﬁ¢ Frid R A % A ME BT .

AL R o R

#8tbF Belantamab mafodotin #4R(# 8% GSK2857916), KA W A kY
FARBLAL2E A A BCMA £484 41 BCMA, £ FAKP5 &, HXaingd
. RK AP R FIKETLE BCMA %4 3 ft/k BAFF X APRIL # &
&, 45 GSK2857916 it i £ £4F. AL AR EN BB RS &,
E A b GSK2857916 ATy A AZR . KA R AIFIRERFEE T @,
B A bk GSK2857916 F4F 64 # AL 2 M . AR I B gk, £ 25 R @,
A ARG B, BA ARG S5 Rt

Wt B A

A1 BRIk FAiEE, 73 BCMA 6B AR 6 AR =
e R:DECE

B2 R TF4H%EH BCMA. BAFF f= APRIL FMHNE, 4R ETE5%
B EMRLET. B 2(A)R T ARF 454 (Fc #= His)# AF 12 BCMA #U/R F= Fa b st
BB Hik GSK2857916 #9464k, B 2(B)R T A BCMA /R F= R IR JZ €,
#.49 BAFF 894 6-45 R, B 2(C) R 7 A BCMA #L/& A= 7 B K E L4k 49 APRIL
o

B 3 B Rkl it KA ARKE BCMA #mitss ong, 4 2E%
TR AR B AR 45, B 3(A)R TkLJMB%&%\@ﬁaw%
i E XA BCMA #9 HEK293 fmfieeys 4. B 3(B)R il il FACS # & 314
1E kRS i R A% BCMA 5 CHO 2 fined 4t 4.
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A 4 B 7Rtk S5 AL BCMA X LU FEAiEHadn 4 R, B 4(A)
2 TRHMEL AR Elisa K-F L5 A BCMA #9E AR, 4R KA,

&k FARAR L T GSK2857916 ik it £ £ 4769 F 2R, B 4(B).UL’J‘
1R LR Elisa K-F L5 BCMA ¢ %A 30R, R K0, Rotkik
FARAE L T GSK2857916 MR A 4215 L £ F 4764 %%nafc%

B 5 7SR R LT ORI 25 0%, B S(A) FRE L AR
Elisa 7K-F £ FL¥T BCMA 5 BAFF #9454, 2R &0, \4%@&4417%&1 B F
GSK2857916 4k i £ £ 4F a9 Ml R, B 5(B)F & R34k Uk
f& Elisa /K-F Pt BCMA 5 APRIL #9444, %R &, FoEkisktg
P F GSK2857916 i /hA 4215 4 £ F 4764 Eﬂuﬁﬁi%

B 6RrhAaREMNTLER, B 6(A)FB)ETHRMELITIKAEAT
B % HO29 mit Ly M AKE, & %%&f], B AE & FARAR LT
GSK2857916 #uikA £ 469 M AR,

B 7 R TEEFAREAGILE, T B 7 RFT o E s FURELR L
A BCMA #j HEK293 fmfie. L4230 R, KA BCMA # CHO % £ ¢4
FEAH R, Elisa K- LA AL & BCMA #) #4230 % , Elisa /K- _E L BAFF
5 BCMA #4690 Elisa K-F LB APRIL 5 BCMA 448980k, VA
BN T B @I HO29 ey NAHR, P ERZ Y, REAR
REF, FAW R A SRR IR E, 2R RH, FAK SY14-3rd-5-6-7 F=
SY14-3rd-5-6-32 2 I T EMRF 4 426 20K .

A 8 E:'T‘A%’4%nyiﬂ\(5-6-7-hu-2)5/\ M BCMA RS Fa & A N

R, B (AR THM SY14-3rd-5-6-7( AR 5-6-7 K 5-6-7-WT)IARARAL
#1/5, fE Elisa 7J<4;J:5/\ BCMA #) %42k, &REHY, WAARKLES
A BCMA #FFa ) Fa ARACTTRF—K. B §(B)R 4N SY14-3rd-5-6-7
FARANRALHT S, & Elisa K-F L5 BCMA ¢ F A0k, 2R KM, Ik
A RACE 51 BCMA 49 3 o 7) Fe ARALAT IR — 2L

B 9 B FARAME FR(5-6-32-hu-2)5 A 1 BCMA T X3 Fo i AN

iR, B 9(A)R TN SY14-3rd-5-6-32( XAk 5-6-32 K 5-6-32-WT)FARA IR
AT /&, FE Elisa K-F L5 A BCMA ¢ F AR, &R, RAARLE
5 A BCMA &) % A= 4R | 48 T A M 304K (GSK2857916). B 9(B) 4 )
SY14-3rd-5-6-32 HLAh ARALAT &, f& Elisa /K-F £ 5% BCMA &) Ff20K,
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R R, FARARIE 5% BCMA ) % 4 /428 48 F P8 b 3k
GSK2857916.

B 10 2 7 A RS FAR(5-6-T-hu-2) LB R A 25 R, B 10(A) B T
M SY14-3rd-5-6-7( X Ak 5-6-7 K 5-6-7-WT)FAR A RAL/E, F Elisa /K-F LR
Br BCMA 5 BAFF 24669687, 4RE, WARARILE E BCMA 44
BAFF ) 2 R # £ T 8 4 4t 4k (GSK2857916) . B 10(B) R 7+ 4 N
SY14-3rd-5-6-7 3R A RIS, fE Elisa 7K-F LB BCMA 5 APRIL 444
B, SRR, FRAKRARLEE BCMA %44 APRIL 4930 A8 2 T ratk
FAK(GSK2857916).

B 11 87 ABAE FAR(5-6-32-hu-2) Ll 2 RN 2, B 11(A)RF
) SY14-3rd-5-6-32( X AR 5-6-32 K 5-6-32-WT)Iuih AR5, & Elisa /K
- P BCMA 5 BAFF 448968 71, 45 R AR, SR ACRAL G FLET BCMA
% 4 BAFF #92CR A £ T A M 404K (GSK2857916). B 11(B) £ + 42 7]
SY14-3rd-5-6-32 Ak A RACE, JE Elisa /K- _EFB¥ BCMA &5 APRIL %44
BRe S, HRE, FURARELE BCMA 5 APRIL #9 %R £ T Fa M
FAK(GSK2857916).

B 12 BT ARETE FAAE S RIEA. HE BCMA 4 tafitns A% Ml 7
R, B 12A)R TN 5-6-7 A= 5-6-32 FARKARIHT B & it £ ik A BCMA
49 HEK293 0t e9 4668 71, & REAPIAANRIE 52 694668 /1 Fa AR
AT IR HF— 2 AL T GSK2857916 #utk. B 12(B) 2 T4 M 5-6-7 F= 5-6-32
FARARALHT B B i R A BCMA %) CHO faf i 4: 648 71, 4 RA PR
ARG B 2864 4 668 ) Fo ARALET R #F — B BAR T GSK2857916 4utk.
A 12(C) R =N 5-6-7 A= 5-6-32 AR RAH )G 5 B #8780 0 % HO29 2m it
Wkt ), B REPTARANRILE 520G 45658 ) Fa NRALAT IR FF —HIF
A A% F GSK2857916 Ak,

B 13 BT FARARIHT B F£ HI29 4 it L 64 A AR M 2 48 %, B 13(A)
RN 5-6-7 FUARARATE, £&E BCMA 69 AT RE 4l % HI29 4
fo bR B RR, 4R RIPATARARALE N AR AARAITHRF—EST
#£F GSK2857916 #utk. A 13(B)R T4 5-6-32 AR ARALHT G, AL
BCMA ¢ ACE B85 a2 H929 fafit b A by 2R, 2 R R PFARARASE
N B2 R A A RAL AT PRI — B SE B AR T GSK2857916 Huik,
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A 14 B T ARAIAREANHFILE LR, B 14 B7T ARLIKGA
FBAAR B, £ A A A BCMA 49 HEK293 a6 3 Faid R, £ 235 BCMA
69 CHO #mft b oy EFei R, & Elisa KF EAA. 1 BCMA ¢4 F £,
FL¥F BAFF 5 BCMA #4-%0K . [HEF APRIL 5 BCMA %4 4-30R, AR IR
BEAE G I HI29 Loy B8R, £ PR FMRZ B, RAFUKFE A,
FRBr R R AR Wik 255, SRR, FIRARLEEANT et A RALAT IR
F—3, ANRAIIRI ST 683 XA T GSK2857916 ik,

AERE A B & BRFEFRREEMFTER G, ATEESEKRER
B, FARME, T KLPEL—FegFmit.

AL B RBGFFAE LA 5 AARIEAA B 7 M 69550
Flag43L, Jof o ROARGIA B F g2 LAk,

— T, AW HFRAGRELE T 4L,

ERRLPBY, “0B G RARZCLELECHRRIREGLES S .% qu
M, EXETHRTEF, BIRALLERT 95%R 99%L6 5, Arifsh/Eidid
) 4o,k () 4=, SDS-PAGE 4 % K £ (IEF). £.4m% ¥iK)K, @FL(% |4e, BT
R R B AH HPLC) R A4 5.

AP 84 ﬁiﬁ“BCMA” H % B mIC AR, £ARA CD269, A%
W B F 2R EE K R A, B TNFRSF17(Thompson 4
AL JExp.Medicine, 192(1):129-135,2000), A BCMA JU-F HE bk Mo 2 % 4w i F
% K MEE BRIt R R GA (B U454 Novak 47 A Blood,103(2):689-694,2004;
Neri % A ,Clinical Cancer Research ,73(19):5903-5909 ;  Felix ==
A Mol.Oncology,9(7):1348-58,2015). BCMA T 44 B a1 H F (BAFF)
Fu ¥ 74 % § B 4R (APRIL)( #] 4= Mackay % A 2003 #= Kalled 4%
A Immunologlcal Review,204:43-54,2005). BCMA =T vAZ4+5F % L M5 455%
89 R 06 IT A GG B8 I g TR FEAT.

“IR (Ag)”i«‘tﬁ’]‘u RIS F e 7R T AR T e L 2 e9ieedh. 28
S BRMT, QIEES BB S F 9B W (Bl e LiE R AT FHE G
LA, FoR N PR S MR T 4 M (0,3 B R AR () e BT
TR )F-F 69 5 M) RL AT F BT, 4R £ BCMA % Ik &AL,
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CEALREIR AR TFRIBIR B EESFE SR, KL T A &4
BARREZEEO R Z B E T EN R E S RERT R, 58 8IRH R
G ERALE R E T EMEF B FTRE, MBI =R EH R RALEH T H
A AR B F K, LR T AR R R R OIEE S 34, SFHEE
TEYSA. H49NRY 8-10 MR,

PR IEL R LS R B, #l4e35¢ 1g. Ig NAR. Fab k. Fab' k #&.
F(ab)2 K ¥, F(ab)3 h . Fv. #4k Fv &4 (“scFv’). M-scFv. (scFv)2.
WA FAR . R ediR. Zhfedik. Wbk, —miEiE a4y Fv &9
(“dsFv”)Fe 3 45 H3R AR (sdAb, 24 K FUAR) A B R 3T S0 R 4 689 2 K IR 69 36
. TR RIBE QIFEL TS TRRE NG N, Bl S TR (Fl e AL R
FUR). RS TUR(B o4 A TR LR 46 h . A5 H L RITH
&k 5 F M (Pierce Catalog and Handbook),1994-1995( & R #7 4L 5 /> 3]
(PierceChemical Co.), ¥ #%.#& 1% (Rockford) /7 #1354 M (IL)); Kuby, %95 5 42 &,
% 3 M, WH. % 2 % 23] (W.H Freeman&Co.),4.29,1997.

HodE RA R PTEEMEF+ B KK PTHA , AR5 MmN E4fm
Nphk, BAERBTERURE—. F-FFH ZBXREK, mENEE
BT RRXAaE R, "ML TS EN a. d. e y A2 u. "H3lahm
HOEALR K EB o b e YR U ERNEERETO S EAHLERES
(Ig)A. IgD. IgE. IgG #= IgM. TARKL R Y HK, YEdam T4
05 —Feth Z B R GF AT IgE A= IgM, $ 9187 R)& A ALK,
HFA A EZME TR, Ty, o § EA WA BRI
MBI R e R, A T RERGEREAR, T4 ufc B HWAN L
BB O MBI R B R, F ff 8 K45 A AR A “CH2 A"
Fa“CH3 4 M3, Y 69BN LiE4 03| AN BENT R ET RGENE
BT ERAE —EIR, BEPTHNTER A TIREE.

BUFRETHTERASH R LA ZASER (AR CELAN R R 7K
“CDR™)#9“# R 7K, CDR T ABILHATG E A LREA, Fldoil SR
Kabat % A #/5 7) (Wu, TT #= Kabat E.A., 25 & F 4 & 132(2):211-50,(1970);
Borden,P.#= Kabat E.A. . PNAS,84:2440-2443(1987); 4/ Kabat 4§ A%, J& 5 B
L6 6 ST 49 7 7 (Sequences of Proteins oflmmunological Interest), & B T

& Fo s R 435 (U S Department of Health andHuman Services),1991, bt
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PAE| R e 7 X FF ), KRB 1E4 4% Chothia % A 44 #5 #)(Choithia,C. %= Lesk,A.M.,
o5 F A4 % 4 & Mol.Biol.),196(4):901-917(1987); Choithia,C. 5 A, § &
(Nature),342:877-883(1989)).

T 824 R EH MM R R 095 5] £ Y (B 3m A KR B AR R A1
TR MR R (LR R B4 Fo T 409206 3R X)) A A JE = 45 = 18] F 52 A e
tbxf CDR. CDR & Al AR R eg£4n, /4509 CDR @F A
CDR1. CDR2 #= CDR3, A N K& 4448 F %%, 5 BLil L8 1345 2 CDR
e Fegde s, B, TG TG T ELMIRT 4 CDR #HH
CDR-H1. CDR-H2 #= CDR-H3, 4% T Huikeg424469° & 42 M35+ 49 CDR
# % CDR-L1. CDR-L2 ##= CDR-L3. B R4 F (B4t KRR A -
B 4EaA% B AR EA R F) CDR. A& Lk b5Hkz 8469 CDR &F, {2
CDR WALH R4 B 9 RARALE A A SR 4E4E. CDR A 69X sk 4x & AR
4 SR T SR AR(SDR), 3R T AR ATiE £ 69 A K BCMA CAR #9
324% CDR #9390 M 5 ) 6L 3E5({2 R [RT)SEQ ID NO:1-3 ¥ A i£ ¢4 CDR &
5, & B T M AR & 9 AFAL BCMA CAR #9%E 4% CDR #9308 4 52 45
835122 FR-F)SEQ ID NO:4-6 ¥ FT1# £ ¢9 CDR A 7.

BBV EVH RIG S B REO THOTER, @A, Fv. scFv.
dsFv. Fab A AT AT L e Ffh b ey AT LR . AV 7R “VL”
ERFFIREOBRENTER, 7RI, Fv. scFv. dsFv. Fab A AL
FroacTreg ek h RGBT R KX,

“BEERRTAE B S @R EAN LR G L LR B AR
0 E2 4k o T SR TR 6 20 0 7 A G UK. B U R AR I RATUR A ARAR &
Fo b 7 ik A, PldeiB il b B RS a0 S 5 I 4m L 64 Ak AR ) B 22 AR
TR, B e AR SIS SR,

PV ASH ZETRESILEG T DIARR R, E—AFKkplF, Nk
Fv Ak —ANEHTREM RN BRTREMR I LT EFFRENG S
TR, EREE Fv(scFVF £, —/ N ERTREMRE —NEE_TR
$EMPIRTT VAR AT oM BGE T ik 38, F R T4 T A e KT 4k
Fv At R o4« M%GF 6. EX—REF, BATREHNRGEAGZER
(HVR)A8 Z 4 H A2 . VH-VL — Rty k@ LR 4428, <A~ HVR
E B WK T A R e R A e, R, BPAREANTT B A HIRGL S
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AL EAT IR BA 4F 169 HVR 89 Fv 89 —F ) B A 75| Fe 4 SR 69 f
7, AaF e KT L AALE.

Fab A Wi &H E4 7T T e MRt be o T L MIRH AL S A 24kt e
EMPIRA T 40 F — B L HIR(CHI). Fab'h 5 Fab H B R Z & £ T,
T4 CH1 MM RIERBIERT IUNRE, GFE RS ARG R
bR 69 F PLRABR. Fab-SH R AL X F Fab'e9.8 4k, ¥ 2% 4 Mk -F
R R IRAIE A 7 B BRI . F(ab')2 Uik b B 2 A A 31 BAT 4k &
BR &4 Fab' B BT 7 A, 3 S diiik f 6 e384,

o LA, KA B —F 5 B e ¥ed) B @M R AR (BCMA)G 2L
Bk, HP, PR FRELAE4E A A BCMA 84 4% BCMA., ARk,
FEARL AP, FUR AR @SR F H(FACS 7 %) BiE T ALK B 69 FARAT
FIEAFNE BCMA 206 Ffa R . ANE B ATIF B 64 32 0 1 Futkat T A
BCMA-HEK293 42244 3 Fa 2 R AL T Fa A BB 704K (GSK2857916). AKX A
FI 4% 3 64 3 %, 14 k3T F 1% BCMA-CHO 48 64 35 Fo ik R AR B /A8 T Fa b
st BB AL (GSK2857916), A K A AT 45 3] 4 3 F I Uik, 6e9% Bl B & FF At
S AANE 6 BCMA 7R, FE69 BCMA R4 4, TR EFEAN KA
KA, AR (R VEAHEAR, RIFIATEI I F K3 ) F3745 .
Flat, RAPGELBERRBEF RGO FF, SFFRIOTIRES L LE
BERH, ik SR RaT LEME TRER, FFKESR
K AR EF E4F, ™ LB R SRR st 28R T, PrE ek
F T b4 F K,

EARLHR, RiBFREES”, WA Rt B RE
AFETT M G FT HILGAR EAE R, el R E SR O E 644,
Bl de, HFFMg S FEATR(T A REAL) IR 658 25 L eieire) 4648
b, H5ERATNESEA ERGFRN . T ERGHF/REH ERGH
AR IR E SR A, B ERTEY, dethheiB A M KRN T R
RIAFMNZ, HBRLELEOL FMEARFOELBERRARLEO TGSk
GG o 29 10%., E—B AT EY, FAUEERFHLELEESTEE
H GRS F $(K)<IuM. <100nM. <10nM. <InM <0 .1nM.

ERRB, REAAHIARLESET/TRR, rAF#TER 4 SEQID
NO: 1(GHIFTNFHFH) & 2(GYIFTNYHMH) #f = & & 4¢ & 4h 2 & X
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1(CDR-H1), #2/3 .4 SEQ ID NO: 3(GIYPGNGDTF)2k 4(GIYPGNGDIF)FT
T 4 A AR ® R 2(CDR-H2), /3 &4 SEQ ID NO:
5(GSYYGYIDAMDY) 3 6(GSYYGYIDAMDY) B = #) % 4% & 4F k. & R
3(CDR-H3).

BRI, REPAGAARTALLBETER, AR TEIR @8
SEQ ID NO: 7(RASQDISNYLN)3X 8(RASQDISNDLN)Ff - & $24& B Ak 5T
X 1(CDR-L1), #=/2k ¢4~ SEQ ID NO: 9(YTSRLHS)2X 10(YTSRLPS)FT 7 #9
B4 A ANREZ R 2(CDR-L2), A/ &4 SEQ ID NO: 11(QQGNTLPWT)=X
12(QQGHTLPWT)Ff 7 4 424% & #bik 52 [X 3(CDR-L3).

BB, REXRAHAATALEER TR 2 TER, L4, Ff
R FHT R X 6,4 SEQ ID NO: 1 X 2 At E 4t 24Nk % K 1(CDR-HI1),
Fa/ 2.4 SEQ ID NO: 3 K 4 A9 T4t A AMNE T R 2(CDR-H2), F=/3 2.4
SEQ ID NO: 5 & 6 Fr= 89 F4% Z A4M#k % X 3(CDR-H3); Frid 244 T E X 1.4
SEQ ID NO: 7 2 8 A ¢4 424% 4}k % X 1(CDR-L1), #=/3 ¢4~ SEQ ID NO:
9 3 10 AT 69 4245 2 4k Z R 2(CDR-L2), #=/3 &4 SEQ ID NO: 11 & 12
P = 64 %245 B 4M & 2 X 3(CDR-L3).

AR B, RERAGTIROLBREBTER, FFEABRMTER A
SEQ ID NO: 13:
DIQMTQSPSSLSASVGDRVTITCRASQDISNYLNWYQQKPGKAVKLLIYY
TSRLHSGVPSRFSGSGSGTDFTLTISSLQPEDIATYYCQQGNTLPWTFGQG
TKLEIK
£
SEQ ID NO: 14:
DIQMTQSPSSLSASVGDRVTITCRASQDISNDLNWYQQKPGKAPKLLIYY
TSRLPSGVPSRFSGSGSGTDFTLTISSLQPEDIATYYCQQGHTLPWTFGQGT
KLEIK
B 0 RILBF 7] . R A7) 69 TR,

BRI, RAPGRAROLESET/TER, TEATHTERER
SEQ ID NO:15:

QVQLVQSGAEVKKPGSSVKISCKASGHIFTNFHFHW VRQAPGQGLEWIG
GIYPGNGDTFYNQKFQGRATITADKSTSTAYMELSSLRSEDTAVYYCVRG
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SYYGYIDAMDYWGQGTSVTVSS
EY

SEQ ID NO: 16:

QVQLVQSGAEVKKPGSSVKISCKASGHIFTNFHFHW VRQAPGQGLEWIG
GIYPGNGDTFYNQKFQGRATITADK STSTAYMELSSLRSEDTAVYYCVRG
SYYGYIDAMDYWGQGTSVTVSS

Pt BB 7). R R 7) 6 TAK,

AR B, AEPHAARLLBHTERFREATER, L4, Arids
#T X 8,4 SEQIDNO: 13 2 14 FF T~ B LB F 7). R EE 5769 TR,
prid &4k & R B4 SEQ ID NO: 15 & 16 i~ R LB F 7). R E&XF7)
0 TR,

BAR R, REPG—Fr ke 4T LR @4 SEQ ID NO: 1 Fr#y
CDR-H1, SEQ ID NO: 3 B+~ 45 CDR-H2 #= SEQ ID NO: 5 #+~#) CDR-H3.
KL PR 7 —Fr ke E 45T & X 6.4 SEQ ID NO: 2 A7+ ¢ CDR-H1, SEQ
ID NO: 4 Br+% ¢§ CDR-H2 #= SEQ ID NO: 6 F7 &5 CDR-H3.

BRI, RKERAG—Fukegi245T £ X 6.4 SEQ ID NO: 7 Fr=#y
CDR-L1, SEQID NO: 9 Ff 4 CDR-L2 #= SEQ ID NO: 11 Ff~#j CDR-L3.
KL PR 7 —Fr Fuk 69 5245 9T & X 6,4 SEQ ID NO: 8 A7+ 49 CDR-L1, SEQ
ID NO:10 A7 45 CDR-L2 #= SEQ ID NO: 12 Fr+=#j CDR-L3.

EARRBL, RE ARG 32457 L X B4 SEQ ID NO: 13 3 14 Fr®
WED), REHFEH ERE—FF)E D 80%, Fldr, 85%. 90%. 91%. 92%.
93%. 94%. 95%. 96%. 97%. 98%. 99%FENAMEE 5], BARRBL, KK
Bf) 6 ke £ 44T % R B A SEQ ID NO: 15 X 16 Biw84/75), REH 5L
HRAF—/F 5] E 1 80%, Hlde, 85%. 90%. 91%. 92%. 93%. 94%. 95%.
96%. 97%. 98%. 99%AENAME 85 7).

EARR, RPN —Fr kb TMTER2uTRR, L4, £
45T % X 8.4~ SEQ ID NO: 1 A7 &) CDR-HI1, SEQ ID NO: 3 Ff &) CDR-H2
F= SEQ ID NO: 5 BT %) CDR-H3; %24+ % X &4 SEQ ID NO: 7 Ff &)
CDR-L1, SEQID NO: 9 Ff 74 CDR-L2 #= SEQ ID NO: 11 Ff =~ #j CDR-L3.
HARRGE, PridfiReg 246 & R B4 SEQID NO: 13 Ar= 89 57, XEAH
5 FRFE—FF E Y 80%, B4, 85%. 90%. 91%. 92%. 93%. 94%. 95%.

17



10

15

20

25

30

WO 2021/068761 PCT/CN2020/117757

96%.97%- 98% 99% A8 &4 7 7] ; Pk didk ey T4ET R R B4 SEQ ID NO:
15 Tt 53], XEH 5 L#E—F 5] 2V 80%, #l4=, 85%. 90%. 91%.
92%. 93%. 94%. 95%. 96%. 97%. 98%. 99%ABAAME 4T 5],

Bk, KA\ A —FHRARCEERTERBEAETEIR, L F,
T4 RR A4 SEQ ID NO: 2 A4 CDR-HI, SEQ ID NO: 4 Fr+#)
CDR-H2 #= SEQ ID NO: 6 i ¢y CDR-H3; #24£+T % X ¢4 SEQ ID NO: 8
B &9 CDR-L1, SEQ ID NO:10 A7 %5 CDR-L2 #= SEQ ID NO: 12 A 49
CDR-L3. B4Rk, Pk Fikegi245+T £ X EA SEQ ID NO: 14 Fi+ 84 75
5, REA L5 LRME—F 7] £V 80%, #Fl4e, 85%. 90%. 91%. 92%. 93%.
94%. 95%. 96%. 97%. 98%. 99%ARNMAMEG) 3], PRk ke T4 T L
A4 SEQIDNO: 16 Fi =t 53], REH L5 LBME—F7 £V 80%, #]dw,
85%. 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%. 99%4a{k}E
PSRN

Yo KL, RIBTARZILOEBIFE Y —A, Hlde 1. 2 R 3 NN5&
AP, AR TR TRERRBUTER, AP oo TaRiaut
RGBS G IR F A AR LR GEATAT IR L 65 G 0 E M FIFAE.
BE-—ANFkFTEY, bHERERTERIKBRTERF I NRRLELSEE
PRBIGAF AT R 4558 09 60%. 70%. 80%. 90%. 100%E M 4F4E, M
B, TARIEREL F —ANEET R R R8T EREMSIHEAN T4
TERRBETER, ANFHRBLELGEOLEEARAILHANEETER
RABF D) 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%. K 99%
FlReE#TRRIIRF T, AT RE &8 sy KRk
T T R BIELBF ) 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%.
K 99%F) R 4y 24T R R BART I, FIRME ST AEEANATHTRER
Fo/ RENZETER L, REGTHOWRRETARTERK, Mt EF CDR
R 5 EMT R R A/ RBETERARLPAHE CDR B4 100%F) —
M, e KL, RiE“CDR BAREFFLEEMHE Y —/, #Hldm 1. 2 K 3
MRAEBRIRAR,. Bk RFmeg CDR, H ¥ €4 CDR ZARG 21546937 ¢
SEOERERGEMINIRESTONENTRIE. E—ANERTEF,
SH TR CDR 3R 26K ARG ATAR LS8 19 60%.70%. 80%.
90%. 100%E M F4F4E. L5, TS a9/ CDR T A2k R 5 5
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—/~ CDR 2861845, E—A %45 2T, SRR, 3 2RFIRK.

o EPTIR, KR IR E TR B RS 6 AR, 348 T PR MR BR Hk
(GSK2857916). W A4 A (endocytosis ) XARNMAE A RILBAEH , Ri@id
JRRR 64 B F A b B M R AR B N 632 AR . ARIBEATOM R 69 T F) K
ANy ABNIEHE 69 R B T A BAE R o A Z AP KR BEAE A . BARLER
ZRNFENBNER . RERAPTEIFRG AR, R HRNFHNA
YR, iBit¥ed) BCMA #4935 &4k BCMA 4465, A-F BCMA-#uik
T AT A B MG AR B AR B S, EIEBRIRA BCMA-HUK B &4 #0u%
BERA-G T4/, 355 BCMA X BCMA-#FK AW T wmieiE £, 4
RAE R PTiR 6 2 L R IBILFF TR ADC B4 )5, BTN A4EE
FHR, BREESTRSIRESE (W2 XHTHEEE). B,
YKL PR L EFARTE L A ADC 254, FFik B4F64 ) A BCRAT T4 8h
ot N o) eI T

Bk, AK B IR R B AR BEE IR, BRE AR BET B
RS AFE BCMA 4465 HAR—3, BARMBEER G 690K [T
BCMA #= BAFF #4980 REARK—. KL\ ARMBKE TG AR F R
BCMA-CHO %l 5 43 R 3L A —2, B3R T FabEst R IR (GSK2857916),
B AR E AT S Foh A HO29 mfitnss & RIAR—3, HIYh Flrats g
FUAR(GSK2857916). HARALH & FARILAR AR #5582 e 7 HO29 mfie, b
09 M BHORIAR—3, B3R T Fa kst B A4k (GSK2857916).

CARALIAR” R — K TRMAK, REAR A FASKRLEREEO O
#£ CDR, %4 THHRREBEREGQITENSR A —FF(REAALERE
6. b, ERIFERELTURTAREGL S FF (5 LH 4 Queen
% Proc.Natl Acad Sci USA,86:10029-10032(1989),Hodgson
% Bio/Technology,9:421(1991)). A& d9 A ARFUAR T A8 1T 5 Rk 8
R AR ILBR T 7)) 69 F) IR M HLEAE B, #4338 B . Los Alamos #4345
JE Ao Swiss B @ L EAE B TR, VA B BHRIAR G IER R 64 B R MG
BILBR)EAE G AFAR T AIE S TR THAAEA CDR 49 F4E12 F X Fa/
REMET RAERRK., TAAEMG 7 RAFRBIREBREEBITRTRIERR
B EZARIUR, B HIEFNL, THRRUAE/FBRETT ZRR TR
ZARTR,
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KA 2N RABGE B 0 R 69 A8 T Mok AR T PR 3E R AR
(GSK2857916), HikZB|Huik i 24 69 MAE 2 M0, P8 M £ 7T 85 AUk
REGE R, iR E A AR R,

BN, AR LH R —FrIed B m MR IR (BCMA)G £ Ik,
F RS B AR PR 69 AR IR B AR B) 69 4L R & 3. KA AL A —
Fh¥e6) B IR AR (BCMA) G L LEHuk, Edukl L KL APt ey
AR E S M A B @R AR (BCMA).

BRI, RE L R gL Bk KL R G FAR IR, RE IR B
—Fr R EBAR, LA LR KK TR ER, AR L AR —F E I,
68 b KK B P ik 64 R BAR R 48 o BO KK A PR AR

o AAIR Cadm, JEARSI P T ARAE 695 M B BB MR R AT K
JE WAL B AL, FHEL @45 DNA #2 RNA. HZH BT AR EEML TR . &
BB, B F R AL . P/ EN . RF feabiE it DNA
2 RNA REBaHENE BT R . 2o KFT A, “BAR(vector)” KT H R,
LB —Fr R Z AT R AR ST B ENTE T @I EARLER
P FGE PR R B R 5. ARG E ) L2 RR T RERA. - DNA
K RNA FZEBAR, FAs, A RERARBAR . 5B B T4 X 69 DNA
K RNA FEBAR, @EATIE AR T 49 DNA R RNA R EBARAR L & A
AZ AR, Flhek Famie, EARKA P AREE M. B LML g T
WIIE IR T EARAE R, AR ORI AR MAZBR G e, ik
e TR, 78 @I LiE LT R s ey m i, L edERAR S L mie
AR E LR R GG TR, TR EAERAR S, FTRAEZRSE LS F XK@
AT AEME, [BTHAH RE, AL OIS EmbE L6 i ik Rk
By mie LA AR e A Y F F RO R T TK.

KK B B —Fb A T8 E ARG F R, PTR R QISR IR AR R A P
6 8 E dm BN A SR AR BRI 6 S R TSR

RERL R AT Shah oty , H O REP TR FIEFAARFTh 5
P HERAR, KAWL N B &R bldn, LOERLPATEGE S
B AR R L AP R e S M0 . do RSP, <25 3T B2 e BIR R
F I BRI F) AT XA, S5 F RS ESN, HAFAT
RN RFAMEY, TEREXZWRBEEGERA., EH QBT T
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FTARR 35 2 8K, BlaeBERR Lo SR, A SUA) (oih /K LA A B A FE £
B eGREA . AT RIERERM F M58 695847 4 B8R 4 o 3 K (PBS)
A HK(0.9%). BITaFr by F A EELE LA X EBARG L SH(AN,
1] 4=, Remington'sPharmaceutical Sciences,18th edition,A.Gennaro,ed.,Mack
Publishing Co.,Easton,PA;1990; #= Remington,The Science and Practice of
Pharmacy 21st Ed. MackPublishing,2005),

AEPLH R 5575 BCMA e EEM X e RMmeg 7k, L e
)4 b FE ol X H T AR K O BT IR 0 LR SR SRR B BT ik 6y B dh e
P EARK PTG B E R, BARRDL, LRARRIL A B @i LMk E
MR, T @R MmhedanRk., ZHRetgham, [ZEHEEEGhRm,
BRI d k. B @k @it g om., Btk R aArat 2R
MG AEAREE . SRR B @R e, AR ER. Lmitd
o, e K itk e g, Bk, B ER R,
MALT #&.58 . SR miehess. LKA eRm. 2AREHE. AHMLH
A RAE R LT R, FEFTOMEH. KTmRERH. Rt
BR g . RSB IC EREG o)., FHME. MGUS. R@im. %
AR B A R A2 POEMS 424648, BARRHL, LikAEAmA
% KB R,

Bk kph, KiE“% AWFHBMM)”, ©ARA Km0 E 88 Kahler
KJa(Otto Kahler 2.5), £—FUSE M@ E itk SHE B @ieE
FRA R R ARG AL B @ itE. MM 2 —Fr#r itk R,
AR ded 3t AR B mine AT E ARG 7l ALy, BP 2R d H4n,
Fot(11;14) t(4;14) (8;14)F-F 89 £ EAR G4z, KMIR, 44w del(13) 7= del(17),
AT e K P& T A AT, B e mieAeds T o 43
e, mTEMNNATE, B hew BRELMBAT LRAIFRETRE
EG. BEMNBIERRLIURE, EeNfElaie. £CNg Ry
AT SHIA SRS, SEMERIE EB @ T AR, REAGES
Hedz & TRIF B @ie e etk eg ik, 3R EAFE MR R BT
FH), AHTEXAEG. AFHALT, BHTABRABIHERHL)E] FEK,
CRIMIARAR L E 7 A&,

o LA, EZAMETMBELFEFTURINLAREG THEA (A

21



10

15

20

25

30

WO 2021/068761 PCT/CN2020/117757

F B4k 14, R 14932 By AR(Z % 11q13. 4p16.3. 6p21. 16¢23
Fa 20q11[10)Z A 49 f AR fn., ZREFHATE R AR GG KE, KBIAD
BB A GG — A F R A, SR AR WL A s A
ARBTAEEM, FHRAE-FHREIHIL, £EY 50%8 A B RIS R o)+
WERE|T 14 FEEARRT ., £4 50%8 R FLILRE T 13 53 ek (—
FRo) BIER K.

BEARLF, “ZiKH”. NIRRT RRHILDY, EREEA, "HIL
NYL LIELRRT R WM. ZRHDM. £8h. RKE B, K. . D
RAKR. ERAKAY, GQFbE 26932 XH L KLU Pk 6938 4 e 4k
AL BR BT A G A L0 A SN K IR BT R 04 2 & R e R AR T A A EF Y
Bl oM R B F R F e, WwARLPPTR, RiEHFBERT 7| L 4ot
RAERGREIFHERGUELE. 2%, HHRAG LD FRE Foh T 54
KB E., I, REBBTHARERT, HEFELZEOARELZIXE
A, FIARER. RERSER GRIESLT . R R RREZNE, RE
1% 5 g R L R R B ARG B, S ARIE AL B ML A YR IET
A=,

AR NE T BAL R ETARES S F TiEI75 BCMA 695 1k48
KRB AP ey R iE, Bk, LR AR A B Re st dh
. T @b hetagnk, Zuhetagnk., BHEESG0R, Bk
ME ML fm . B YR i E fm . B am I S e AR AR 5K g
VG ARG RO K B R R MERE R . B G R,
DR K IR R B . B EE . BB R L. MALT #k
BJE. ShEmiohesg. DG RAEE. $LAMTHE. AMAFTRRAT
BEW A By tm e, EEHOHREE. REWEKEE. Rt R mib
. LARBMFCEREG0E. FHME. MGUS. R@ig. Zaiiay
& 6 B4R FF R A= POEMS %2648, B4Rk3t, EdkkmA $ LM E
BB, W R, RiBRE. “FED TR T LHAL, FEAHE
—REHHR, AHROCEZLABEBUEMRFEATRIIZ AT GERRL
JLIGTA G O T AR tm A, oA AL T MR AR K s 7B £
A MIRA B AN, Bl EEOETHRTUARERE AN LEETHXRT
AR BT TR BB @I, RAERE @GR, AE ML T
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BAFe min) Tl it 2 2 s 093K, HRRALFEER SRR
5. W RKERATA, BT AT ELIEREL MR @I, LOEMTER
F 4@ A8 5 (ancestor) A9 A5 AT m it X GLAEREAS 60 el Fe Rk IhIE A dp Fe
A ARG mILE . HRBGEFTRIA FRBEFELERN, “bRE
A6 B A R R e 64 el B ST A 4G AR Sk 5] dwid id e CAT 4245 .

MR&%\X%&\ﬁPi%@%%ﬁ,%@m%M%%?%%%ﬁm¢
—Fr RS I RESHFRIRGEERTANGITE. B2, KELAHK
EFOEmL. FAEY. BEMMETNERGIE, CEERELENRYE.
g . RALAE K. ABRBIEHMEAE RS, WETAHE 0 E, #lhed
IR RS, BP A RARAY G, TR 0 R Leg BAR B G35 8
g R e g MR et G R R S m et G R, BRI S R R

W, B,

4o b FFiA, 48 -F Belantamab mafodotin Fui () #& 4 GSK2857916), A
KR R FAREL L4 A A BCMA 4884 41 BCMA, &% FKF7 &,
Lz E I4F, AKPFRGIARETE BCMA %44 84k BAFF 3
APRIL #R 7 &, 5 GSK2857916 it £ 4%, A% BCMA #= BAFF A
APRIL %4, f%34) 2 Bk 46-F B o 13 583875 14 (J= NFkB 13
FEE ), AR mRe s, RANPEGITIRERNSZR T @, £
H b GSK2857916 #4749 M AR, AABRAZIFIREH@IXY (ADC) I~
FmiR R e ke, BA 256G SR GIUAT B ADC 2 4h %45 3L
RELMH . KRERAF R GTARERAE T T &, B b GSK2857916 E4F
B AL T, AAE TR TR R M0 K AEFS AT, B AT 6 A TR,
B BT R AR H, H 5 A RARGTREM IR, AL H A
R, ERERET &, HARMLEQGIRA, BF ZIE LB RAERNK, %
R RMAAARN G LB, —F @5 AR, BRI IR a3
R, A —7 mEBEALERETRIT A I RGIERNRE., mARL
AR, 4R CDR RASMG A 2| AT R R ik, 182 30 T AMFuk
F 5, A I ARAAR = 2 3% 5 08 R M 6 R

5% #6.45)
A 1
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JRATHL 64 ] &

FEARFEHA T, BCMA 3R A H ARG g ACRO Biosystems, [ B,
HIEE B £ A P 5 (US20140105915A) %) & 7 B 2 & £ 4. (GSK) &9 Fa M Ik
GSK2857916, {AfF & 692, #|&69% FAFURIEEA 18E 5 F 5 T2t
TS FS 6 HAR T 68 69 3 fie.

1.1 #R e RS

AwiFRI/E L FH B4 F 44 human-BCMA-Fc. human-BCMA-His.
cyno-BCMA-F¢ #= cyno-BCMA-His, ¥)% 3% T ACRO Biosystems, %t 5 4~ #
% BC7-H5254. BCA-H522y. BCA-C5253. BCA-C52H7. %4, HiEMHE
5 GSK2857916 #4748 L3k, 5 £ B % A ¥3F US20140105915A L5
ARA, RETER 2A)F.

1.2 Betky a4

A iF b A RAKE R B 4 F 2 A, human-BAFF-Fc #=
human-APRIL-F¢, ¥ 3% F ACRO Biosystems, %5 4% BAF-H4268.
APL-H5267, %4}, H#FMHE5 human-BCMA #A47T% Buiks e, 75
£ B £ A ¥ US20140105915A L EegAa4, 4R 2-7EH 2B)F 2(0)
L

1.3 FEME st BB Fo Ak 64 4] &

AwiFd, FaM R IFIA GSK2857916 £ A B4+ 2 % (ExpiCHO)#AT &
ik, £d, AR 2O Gibeo AL T A29100-01), Gibeo
LR F&(5: A29129). &b, ARIEEZEF A %45 US20140105915A 3%
04 5 56 A GSK2857916 #9424 5 7)) (2w A 7 5 SEQ ID NO:17 44 5 5| BT+~
Fo &4 5 7 (225 7] 5 SEQ ID NO.:18 895 5| Fr ), BidonF s iEimE
i 6,87 B GSK2857916 Huthdzshfe T 48 AR 69 4L, ¥4H GSK2857916
PR R TG TR 2 1 R ERATRSA, £ 25 mL &k
WER RN, #BBAFEASEE LTRSS (25 ng)b i X F 4R FF
MmN 25mL &) ExpiCHO ik Xz F. A4RAE, T37C@REism
MR 18-22 /A, G, & k4R RS Y F Rei ARG E T 32°C
MILITIRFE N GIER, L EE 5 R, FmE kAN, @i T
NCEWILITHRABNYRLEIZR10-12 R, B4, HFREAFH@RERIITS
#BSIHFIR B, AR EFZ022 um BEEIEE, KA Protein A/G A2 &
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WAL F Ak b AT4 b, 4L, A 100 mM H & BR 3 (pH3.0) %L AL B #9 &
8, KR4, B, %, 2 SDS-PAGE L Zfoik LT AW IENEFESL.

L] 2

28 JOLRR 0 ) -

FE R T T, HFE T EA BCMA AT HBmRZ HO29 mie, #E
T it &k A BCMA #4 48 itk BCMA-HEK293 fm e feit & A% BCMA 44 ta e
#k BCMA-CHO #m .,

2.1 H929 fmfttktd a4

AKwigd, H929 MFabwhAmie &, -5 % 3111C0001CCC000360,
A KRR G ERIZA BCMA #8855 s ok,

2.2 BCMA-CHO #m bkt 44

2.2.1 &3k BCMA &K g R ke iz

Wt B A RBARSRAH BB BCMA &8 69 DNA K &, #3452
SO E AR B, BTN T IEFAKRMAAR, IR E L LE N
133 EA G AL LI, AT RO FB4R 5T B RN A AR IA.

222 ik

1% Gibco #§ CD-CHO ZAnif3z k(55 : 10743029)3% & CHO-s 4@
B, wEFT—K, @A AR E 5x10%mL, K B2 Invitrogen 49 W 45K 57
£ (55 MPK10096)F= 8, 54 (5} 51 MP922947)345 4 #24F 44 it #2-9 A CHO-s
minT, FhaiEemitsE CD-CHO #BiA T, RETF 37 Camiieiim
¥ 3Z IS 48 h,

2.2.3 i L ARAR

o455 69 CHO-s 2a 4% 2000 A~ 2 /30453 96 JUMF, M ASIRE
30 uM MSX(Millipore, GSS-1015-F)#= GS supplement(Sigma, 58672C-100ml),
K ETF 37°CRALEIE Fn A8 P 345, 10 R G A A4 30 uM MSX #= 1<GS
supplement %93 Fx 3k,

224 F ik, ity 342 FACS X%

HIR 96 Fuba F KB 69 Lm0 L%, 5545 £ 24 LB AP S G ¥ KIZHR,
Z /%83t FACS % 7% 1 BCMA #4845 53 64 e fobk.

2.3 BCMA-HEK?293 #m it bk 64 %) &
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2.3.1 ZEA BCMA &Kt f eyt

i B A R AR A R AH A BCMA & ¢ 4 DNA A B, 42 %
FERABAR, BT EFAKRBHE, IR KA B £ LS 055
B A GG AL LIS, SAT B AL R IR S RN 5 A AL

232 Hi%

1% | Gibco #) DMEM Ffn & 325 (5F5: 12634010)3 7~ HEK293 4m
fo., wEFT—XK, F@ma AR E 2x10°mL, K B4EH Invitrogen 49 W 45K 57
& (%5 MPKI10096)F= & £ AL 5 MP922947) & 4 2 47 69 it 42 A\
HEK293 e . #4455 8 mi04 £ DMEM 54 F, K E T 37Cam
¥ A48 3E A~ 48 h.

2.3.3 W55 AR AR

F w4t 5 69 HEK293 @mfieaz 1000 /S fe/sL40 3] 96 LRt , Ae AR
J& 2 ng/mL 49 puromycin, X E T 37°C = 8ALBRIZ A P It 4, 14 REANA
AuN 2 ng/mL #) puromycin 493& 7K.

234 LEPL. @iy 3EF2 FACS 5 &

PRI 96 SUM F Kb 69 2 mIe L%, 3545 £ 24 LMo sk 4 b KR4,
Z jZ i it FACS 57 A BCMA #4445, 3h 4 tm itk

Fhp] 3

N R

BEREZRG T, ) h LIEHA 7 LR AT, ERETET, R
N Rt 7 HEAT R M ST 3R AE 95 69 R, RRBARIE o T BN R R 4G )
RAm5.

3.1 I

311 % EHE—

IR TR A IE A 69 7 R %2 Babl/c ) R(LiER A AR
fRoxd) , bk, 6-8 B, n=2), ##}t 4% Lk $2 3] 49 A BCMA-Fc #24% BCMA-Fc
/R % E (ACRO Biosystems), KA X X £ E 675 N. B RLEF ZH 100 pg/
R, F40vh CFA(R A RAEF)), 26 R BEHBHZE 50 ng/ R, FF3 0L IFA(H
AR TAER]), 394 P B — K X %P 5t A% 5 2 Mouse 1 #2 Mouse 2.

312 SEFE=
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@R FIEM AR EA 6 7 XA Babl/e DR REFTE—HE—
ek, n=2), M .36 £k 37 2] 69 A BCMA-Fc. #& BCMA-Fc /& %& & (ACRO
Biosystems). % &ik A BCMA # HEK293 faftf= & & £ BCMA 4 CHO
mi, RAXXKXEN TN, BAOREFNEA 20 ng/R, @ELEHNZH
Ix107/ R, BAEES, H—RBA—RX Xk, 35 A% 5 4 Mouse 3 4= Mouse
4.

3.2 A ELISA 42

3.2.1 /R QA Fa 3t M)

J£ ELISA # £, #3T—X 5% & A BCMA #=% BCMA, @#KEH
2 pg/mL, 30 uL/3L, 4CidR&R, ERESMNESHEH, A PBST #HR =K,
A 5% BLAG 445 £ 8T ) B B, B PBST #e =K.

322 —¥Ae i

B~ B AR R R0 R b AR 50012, Brdx 3 R A AT AR
YEh—4mB| ELISA # ¥, £RTHE 1 h, PBST %R =ZKE, AR
(Goat-anti-mouse-IgG-Fab-HRP, Sigma, M4115), £R& T % 1h.

323 B 6&,. LabAigin

%% %S, PBST #bAi-sk, Av TMB(SurModics, TMBS-1000-01)%
@, REFER ELR, A 2 MHCI LR 5, 18 i B4R (Molecular Devices,
SpecterMax 190)/2 OD450 TFittr, fmiFzmes REH, LA FFA
BCMA #4% BCMA ¢4/ &, TH T F—F ek imE, L4R8
TETFTA 1152122 9,

& 1-1 JAA BCMA #23)s R, fo 7 64 84

mES ABCMARSHHR

e FE-EHEEEN)N FRCESRERNG | e o | IEE | SRRE
HELH Mowse § Mouse 2 douss 3 Mouse 4 T - GSR285T0L4 sgan
S0 187 kR .83 258 318 186 10000
By 2.88 1586 x4 217 G0 286 3383
4500 1835 31 233 113 o407 3.83 LIt
13500 2568 261 1.22 {55 306 300 570
A0 163 811 458 322 $.0% 28 123
1245 .83 .32 .22 &.10 205 .13 4041
Jo4500 0.34 0.3 0.13 §.07 405 .83 G014
HIBES00 0.2 i .13 808 G105 (.23 4005

% 1-2 1% BCMA #)« )~ R Ao i 64 M
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=3 i E b, e
Jiii} B %&233“:3{%3@;& ﬂ%/ﬁﬂ
RS FR-E4LRERRN FRETESREERD | MR e
WL HLamaIR | oorassitie | vem
et Adouse | Mouse 2 Movss 3 Nouss d i e
A 285 303 28 z8g H.86 278 1000
1500 2.81 EX 280 252 P05 273 3333
F300 178 ) {63 141 4465 281 1.0t
135 333 2.20 $.72 057 1.05 233 A3
450 1A% 104 $.25 032 .06 L&Y J.E23
L2300 LR 43 #.12 11 4465 258 BEE
SH4500 2 0,19 7 La7 .85 1893 G484
1083500 0.4 010 L5 &6 143 .94 QA
bl
F A 4

FEARFERBF, KT EH3H45] 3 PRINRMLG DR, RAEHRE T
AR, ¥ BRI B 40 e) Sk R B L E o B AR R T BN, MR ITIR L
. PAA BCMA #4 BCMA % itk 4R, @BiT X EHEE . 3 %4 ik A2
A idAz, RERIT 17 Mt AARE 8 BCMA 3R LA 467 e ik o
¥,

4.1 B EH R TR R SR

BERFRE, B RAFERELE DR, R RMIE, ZHEfid
TS, R 4a e, Ja N 1 mL &9 TRIzol™ Reagent (Thermo Fisher, 15596026)
AR am e, 18 B A7 R AR IE RNA, i@ i R 4 KK 7 £ (TaKaRa, 6210A)
F RIS RNA R45F &% cDNA., Z /5, vA ¢cDNA 3 PCR #7, KA R IR
RT3 e d, SR AR BEERESRER. &5, B
Ncol+Notl M Eg4Fe T4 iE %4, KR A R f BRIGAN E4 B KR~ A
R b, #EEEmHiE it DNA & 306X A 2(Omega, D6492-02)E 1L, R/Zi@iLd,
# L (Bio-Rad, MicroPulser)# 1t £ B % & X WA B SS320 ¥ (Lucigen,
MC1061 F), #4&H F4H AFHEEZFAWEIRE 6 2-YT(CHK+ 2-YT) B 44 -F
M, Y E AR R R A SS320 B, RAME R A Fab BRG] 49
L

4.2 "B IR R AR R B SR I ik

4.2.1 BEBRE I i o B AR R T AR AR B SR

FEER % U5 i AR T4 Biotin AR89 4LR B O M BFA Avidin 492k 45
o, BILE LSRG BRI R RATIHF . AL akidAE, &7
2-4 0y, RAKADTIRR S AL SRS FTRGIE, KK
#.45) % F | Biotin 471549 A BCMA /& A= BCMA #0/& X gk 49 R N,
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L —Fofh =K AABCMA #ik, % %K% BCMA #it, —&i#&
3%, REWKEEGTRFT RS, HITAFNE BCMA #9525, %4075 .

HARE 37 40T

& 4£ A Biotin 4#7it#9 A BCMA & & 5 Avidin 1BIREGREZRIE T , 1EFA
BCMA & & ¢ 45\ atzk £, 45468 BCMA 3R 6y ik Al 132 6y L H K A
ERTFHE 2h. £ PBST #74 6-8 X5, =MRIEHFHRMGHER, e
Trypsin(Gibco, 25200072)%2%2% 4 FF R L 20 min, VA ZRBLAF 1 48 a9 ik
R i B AR, UG, B RBLT R e B AR AR et 4 69 SS320 # A& (Lucigen,
MC1061 F)3+# % 30 min, &X/E/ 220 rpm &4 F3&44 1 h, FBidmA
VSCMI13 $# B 5 H AR FH# E 30 min, 2478 220 rpm 54 T34 1h, B
FEBE CHK+2-YT A TF, RAFIN LB RRE R T T 40984,

442 RIS AR R T AR AR R

S Lt BRI RN BCMA B8 QA LA 5B M A6 ks &@,
B S H R T IR AN EE F AR T REETRBOREE
AT . kA AR, B 24 ikik, RAKEATRR Y
AR L ETARE £ T R4, SBEE RBERIEN B 6939 h g R4S
TR TR, AP LAY R T . KEHRGFAA BCMA LR
Foft BCMA 408 XSk e B, o4 F—FF =4 KA A BCMA #it,
% i KRk BCMA ik, —kifik 346, REHS ENRARFTREY,
AT AFNE BCMA 6938 0840 0h . BARE 367 ik B RgzRkixmid £ R,

4.5 % 5 &0y Pit

BTk /E, AE Z4889 Pool W Bkt 3143 5, [ #EAT ELISA 4,
.75 5 A BCMA #24 BCMA #9454 R&, £ 1344 A ufEd £33 93 A
B4% 5 AFaik BCMA R4 Fa ki 1%, 20 A 90 A5 AFk BCMA F
Fo NP E R DTG, RELRIRT 17T NEABYFIMELRARITT—F
a9 K,

LA 5

SRk FAME. Rk

BEARZRAIF, HEEM 4 FIRIFE 17 AATEZ L Fab Ikt A
A IgGl &, H 424535 H Kappa, IR EA A AR MAEIUIR,
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5.1 RAaehmE

Fimk RAF 0T8T 5 A IgGl Fo BehaoME, 245A48
Kappa 2% X fk &M, HFT4Aoi24% 69 ks ExpiCHO mfe, #F-5 K
R SRR R AR,

5.2 Fuk e R A Sk

AdiEd, FAKRM A ExpiCHO Bis &k A4, 324k A (Gibeo,
A29100-01), %&F3X7) & 4 (Gibco, A29129). BAKF kT sE3T—R%
ExpiCHO et /T4 K, £ 25 mL 4k & i, M ELFag/i s 25 pg 545 4K
FlRAZZ @ MmN 25 mL ExpiCHO @fe ¥, i e, F37Capiti
A6 &K 1822 h, MG, & Lik4ER P RimiHE A E T 32°C
MILIEIAG MR BN R B R S R, IR K AME, RS mie B F 32°C
mMARIEAG MU AR 10-12 R, A, BARAFORIRERIITHES
SHIR A, AR EES 022 um JEARIEIEE, KA Protein A/G F A EATAE
FEAE AT, S, A 100 mM H £2BR 2 (pH3.0)BLE 69 & &, K%,
B, 2%, % SDS-PAGE %%.. SEC ¢ B, FMETENEKEG,

5] 6

ik AR ELISA 7K 3% Ao PRI R AS

B AT T, AT ELISA 897 iz 3iE T 1 kst Afa it BCMA 49
F AR, AT ELISA 697 i 104 T /& % 44K FL BT BCMA F= BAFF st APRIL
LEA N RUR,

6.1 35T ELISA A& Suikst AFaik BCMA & % Fa Uk

7£ 96 3L ELISA #& _E, 2% @4 A BCMA #=% BCMA, 2 ng/mL, 30 pL/
3L, 4 Fit&. k8, JFI3UHRA PBST 2k 3 KJE A S%BLAE 445355 2 h, A
PBST #6483 KRG, MmN A ok AR B PRt BB AR (GSK2857916)
FHEF 1h. 25, A PBST # 2k 3 K& mA —%u(anti-human-IgG-Kappa-HRP,
abcam,ab79115)3 9 & 1 h. 1 F %A, PBST %4 5% K, /v TMB(SurModics,
TMBS-1000-0)® &, RFERELR, A 2M HCl LR A, BT B4R
(Molecular Devices, SpecterMax 190)/2 OD450 FiE#k, %R E-TEAE 4(A)
ZH AB)F, BREY, FREFEAR ELL ZH T GSK2857916 kb F
Fa A BCMA F= 4 BCMA 9%k,
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6.2 A& F ELISA A4kt itk [T BCMA F= BAFF #9454

FERZHEGFT, REARZ QR AT L eydAe, R/FLLER, HTE
FRAE R Y 3 B R BE RAS M 0 TR AR & A4k,

st F BAFF #9887, @A BAFF & ¢, 1 pg/mL, 30 uL/3L, 4°Cids&.
KB, 453048 PBST #t 3 KRG A S%BLIE 443351 2 h, RE 0 A EL R
%&m@ﬁ%ﬁ%&&a%mmﬁ%ﬁﬁr%EBmmwm%AB@mmé
ng/mL)R AT HUR 0.5 h, fE3FH] %R IR 4 % )Z m £ 96 3L ELISA A& ¥,
F 1h. /&, /A PBST ##k 3 KB A —4i(NeutrAvidin-HRP, Therofisher,
31001)5+M % 1 h. & T ARG, PBST #HMssk, A TMB(SurModics,
TMBS-1000-0)® &, RFERELR, A 2M HCl LR A, BT B4R
(Molecular Devices, SpecterMax 190)/£ OD450 FiE#k, %R E-TEAE 5(A)
F, SRE, FELSUARIAE HELE ZMART GSK2857916 Hutk 6 [ETA
BCMA #= BAFF #4-69 %R,

6.3 2T ELISA A& & i 5K LT BCMA #= APRIL #9454

FERZHEGFT, REARZ QR AT L eydAe, R/FLLER, HTE
FRAE R Y 3 B R BE RAS M 0 TR AR & A4k,

sfF APRIL #9887, @A APRIL %9, 2 ng/mL, 30 uL/3L, 4°CiL
B KRB, F3L#A PBST %k 3 KB M 5%MIE 4433814 1 h. RJE 05 F1%
e FAR K PE M T BB ALK (GSK2857916) 4% B # B, F+ 5 Biotin 471869 A
BCMA(0.6 pg/mL)R AT HURF- N0, 23 H) 2RI s REmE 96 IL-F
WP, MH 1L h., 25, H PBST #F#% 3 RKREMAZ R
NeutrAvidin-HRP(Therofisher, 31001)-%% % 1h. %% % T &x/&, PBST #tir %
K., Fm TMB(SurModics, TMBS-1000-01)2 &, #&#%E R &4 R, wA 2M HCI
b R, 38 i3 B 474X (Molecular Devices, SpecterMax 190)/2 OD450 T 4%,
SRETERSB)YT, ERAY, BEEFURIA B L ZH4 T GSK2857916
FAR GG [T A BCMA #= APRIL #9454 89 20%.

i

1&E 1% AR FACS 7K-F 5 A A5 BCMA £k 0 IOPR 35 Fo 30 F 48 M)

FERFEHRG T, £F FACS F ik ik ik Akt £ EAFHE BCMA
JeL e E A RUR,
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7.1 3 F FACS A& i Fsk st A BCMA-HEK293 48 it 64 35 A2 30 %

I F8 Hok K 2789 A BCMA-HEK?293 @mft, 300 ¢ &Sk bk, @k
F Be 4769 FACS b i & &, H3M 5 e i B iR B A% 2x10%mL, M
J&, 4% BCMA-HEK293 a2 vA 430 100 uL A 96 SLE KA T, 300 g -3
B, S R I e AR AR G AR ik AR e PR M B R R, R HE
AWk ) AR E T 4CTFME 30 min, HHF &6 aiiReiz 300 g B
3 EAF, @t ILTF A 200 pl 9 FACS & 94 & 518 A i B m e,
T H MK, 300 g Bu4 B Ae PE 47269 anti-human-1gG-Fe A X Atk
(Abcam, 98596), FHALH ik 9 FXEF 4°CTFHE 30min, 300 g B
F B, MG, mANFACS & itERE@mIL, €4 MAEGILTF lmN FACS
% ik, 30200 UL, EE MR, RE, BiLAX @4 (Beckman, CytoFLEX
AOO-1-1102) EAuEm ., AFEaplF, 2RBTEB 3A)F, 2R, i
R SY14-31d-5-6-7 & F A BCMA-HEK293 28 it 44 3 Ao 2R AR T FA M B8 ik
(GSK2857916).

7.2 ZF FACS A& nE it SRkt 2 BCMA-CHO @it 69 5 fa R

REHRLF, BEAES 71 Z2—K, 5XRFGHE, @BH%R
BCMA-CHO @mjt, £ R 2 =AR 3B)F, %R LW, Fik SY14-3rd-5-6-7
stF % BCMA-CHO 4@ 6,49 3 A= ORAR T B Mt B 304K (GSK2857916). 5
o, AR 6945 5 £ 9T f8 2 BCMA-HEK 293 2 BCMA-CHO £ BCMA
FIRF £ F1E R,

b 8

1 35 AR P B 2R A )

BEREZHRA P, FETHNFAREAFTTBE mIZ HI29 @i b A
I5 iR B AT AR AR ) BB BEAT T AR AR, AR B2 38 1T am e A
kAR AR 4G 1) A AR . Fab-ZAP(Atsbio, 1151400)%#%@%7 saporin(%
%)% Fab A ¥, saporin & —FFHAERIPHE|F], AEBIP 4R E R 696 Rt
ILIL T, AEB P, Fab-ZAP & —FF 4t 'vﬁwkﬁ#w: Fc 44-%) Fab A
¥, Fab-ZAP F=it BCMA 89 4ukE F B ik &%, 440 BCMA 49
émw‘éz H929 e N BJe , & AR AD @i A S m st =, B,
A8 iE MTS XA & (Promega, G3580)4 M £m el ) 75 Mk SR AR M LAk 6 ) A
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L

AR T kST HI29 iR AT — B A7, A EH 3 RER—K,
FR IR E A 2x10°/mL, i E R 3 B, AR FaisAk
ehmpn, AR @i, wESFRE L EE, 1A 96 LF AR, K
MR A 4x10° /mL, HILP AN 50 uL e, 2E233TRE, Kai
BARMBAN 3T Cafssiis P g 16 af. RBEA 1640+10% FBS+1%
PS+50 pM B-#iAk T8 743 K4 Fab-ZAP st Be#) A% 27 nM(2.16 pg/ml)#y
Wk, Ao AR AR NAEIFHEF 49 Fab-ZAP 45K E 2 13.5 nM(1.08
ng/ml), 33X AHEFa9 AR, A 300 uL HEAE AAFEEA T BR 50 pl #AF R A 2
Mt Y, BRBRMBITIRY, AAN@BERBESR 3 R, 25, ®RATHE MTS
BT EEARML, Hm oM AE T B, A 100 pl 49 12 AR ARER 20 pL
6 MTS I AZF|&3Ld, BRWBITEETRAHME 2h, RE, H@BR
NEERFALFR , fE 492 nm KT, 3 HRA.

AEHBIF, 2RI TFEB 6(A)F 6(B)F, LREP, FLIK
SY14-3rd-5-6-7 #= SY14-3rd-5-6-32 &4 i A& 3L & ¥ £ F 18 M 3+ BB 44k
(GSK2857916).

F b, MRRFRPITA N ERICELER T+,

] 9

AN RALEGE

BERTHA T, 3 RBIAR T fo bt V RGAERHAITT BB LR
T, AR FHE AL Germline, 2 , % 691& £ ik €045 SY14-3rd-5-6-7( X
# 5-6-7 K, 5-6-7-WT)AF= SY14-3rd-5-6-32( X AR 5-6-32 &, 5-6-32-WT), £+ &
% 5 W R AR LR D B AR A 5-6-7-hu-2 F= 5-6-32-hu-2.

F A 10

AN BACHAR ) G I E

10.1 A& T ELISA #& ] A AME it Uk £ AR AL BLE AT & A AF i BCMA
b4 AR R

BARBAE T R AN FEHHB 6, 4RI TAEA SA). B 8B). B 9A)FH
IB)F, EREW, ARLBEI G Gk 5 AF sk BCMA 4 6-7F M RK—
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.
102 T ELISA A # ME i AR EARALEE AT & LT BCMA F=
BAFF #) 3%
BRBRELIFE#G] 6, £RETER 10A)F 11(A)F, EREHA, A
5 RALEGEE 69 FURFLET BCMA #= BAFF 454-69 BOR A £ T Fa k4R,
103 AT ELISA A # ME L AR EARALEE AT B LT BCMA F=
APRIL #y3R
BEARBEANEHP) 6, £RIETE10B)F 11(B)F, LREH, AR
1B B 69 AR TR BCMA #= APRIL 44~ 69808 A £ T M EFIK,
10 10.4 2 F FACS #W4% i 4k xF A BCMA-HEK293 4 itLtd) 35 o s R
ARBEAINZ#Y] T, SREFAER 12(A0)F, SREW, ARLK
¥ AT G Sk fe A BCMA-HEK293 fmfiesd &8k A R—3K, HIMm T radist

P AR (GSK2857916).
10.5 A F FACS #4% % Fik st & BCMA-CHO 4 fies 8 35 Fa 0K
15 AARBEAN TG 7, 2228 2B)F, £F2 KA, ANRLK
% A& FuihFeik BCMA-CHO i 4: &3 RIAAR—2E, HIYHK T ekt Bin
PR (GSK2857916).

10.6 AT FACS A& MMk i Ak st AE B8 tm e 2 H929 it o F fn il R
BERBELINE®RY) 7, 2REFEE 12000F, SREH, NRLK
20 #ATE FARAT HO29 fm A4 AR A K —3, H3IMA T Fa Mt Bk
(GSK2857916).
10.7 FARAEARAL L BT 5 1 B2 B A
FEARFEHAB P, AN T FAME L TARARACIE A B LA BEIE 0 0
% H929 g Ley M AL, EARBELAINL#H4] 8, 4 RETAE 13-AH
25 13-B ¥, 4R A, ARATR 5-6-7-huV2 ¢ 1 AR ILARALET(5-6-7-WT)
BRI, EABARALETE FAR A EAE HE i £ H929 it L ag i
BRI, HIHM® T e B IHAR(GSK2857916).
Z b, BAMEGFUREANRACEERT G TR AN RICEEE 14 9.

30 E4 11
AN RALET B 1E ik FR DSF 40
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AT, AW T FAAR TR ARAL B BTG oA B FE AT B8 3
1K (GSK2857916) 44 A8 & M4 . BARAE T H&IARER, 025
mg/mL, 19 pL/3L, FFAHR % B Z AP 4730, SF04 PBS 4= IPIA4F 4 A&k,
RIG EAAILF e 1 pl RE A 100x45 SYPRO orange 4, & B,
#1 A ABI 7500 FAST RT-PCR AL B #ATMK, K KA R F LM H L, KA
EEBX, BIRETLE A 25-95C, FiRREH 1%, 25°CF# 5min, £
fimatAR R R EHIE, RS L HEE ROX, # RIARiE4E None, B HLARAR
20 pL, VARSRRE &R — 8000 F — AN At B 6 IR A A R ARG R
MR, #RFILE 1-3.

F 1-3 ANRACTAR AL AR 48 R

DSF

T T
5-6-7 81.4
5-6-7-hu-2 70.0
5-6-32 68.4
5-6-32-hu-2 71.1
GSK2857916 69.4

FH] 12

A RACHT & M i AR 3 Fo A7 4R

He K45 % , £ Fortebio Octet REDI6 BLZE, 4 M T 5-6-7 = 5-6-32
B ARALET B 1R LR, B A BCMA ZJ% BCMA # %42 7.

12.1 M EE

#RIX 1 g 49 BSA, I 500 pL 49 Tween 20, Jv A %] 1000 mL #) 1xPBS,
B, IEE S FERA, BRI 0.1 mL 0.1M pH=2.0 4 H & %% mA 0.9 mL
egR LK, R, FRA KB buffer #8 & 10 pg/mL, #u/&RvA KB buffer #
B G TIREAE, 4RK K 200, 50, 12.5. 0nM .

122 SRIRAZ

¥ R sensor(Anti-Human Fba-CH1 2nd Generation, FAB2G)Z£. ' 10
min /& A 44 M iXAF sz (GreinierBio, PN655209), MK K% & =ik 42 5 2
7. B, SR 1695 1. 10 A= 12 5] 5e A 200 uL/3L49 KB buffer, % 11
F) AN 0.01M pH2.0 49 H BB, % 2-8 F A NH| &4F 69 K du i (— /M4
Fohn 4 43U, Bp—Fldm 2 AR, F U5 4R IRE M S BURIR KA AA
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BCMA-Fc, BF % 1, 5 AN3LAmA 200 nM #9308 %0, % 2, 6 3L 50 nM
IR, F 3, TN 12.50M HBRE%, % 4. 8 /\Sﬂﬂbn)\ 0 nM
BRI, FESRR 2 89S RS LT R B IE BCMA &8, H47%
FRE., HIBELERFILA 14,

F 1-4 NRALTARS AL 1 BCMA F A= 4804 R

JOBE B SS A BCMAREM AT AEAB S EBOMAT S RO
RDOMD kon (1/AMs) | kdis (I7s) R2 KD (M) kon {1/Ms) | kdis (1758) R2
5-6-7 101107 | 1762107 | 1.78%10% | 099 3.54=107 | 200<10'" | 10310 099

5-6-T-hu-2 | «1.0<10% | 296<10™ | <1.0x10% | 099 293<101 | 5125107 | 1.50<10% 099

5-6-32 2124107 220410 | 4852107 | 099 638101 | 3.72¢10™ | 237<10™ | 099

5-6-32-hw-2 | 4.66<10""  3.49<1077 | 163210 | 099 6532107 | 6.06x10™" | 3.96<10" 099

GSK2857916 | 5.39x107" | 2200107 | 1.19x10%° | 099 3522107 | 317107 | 1.11-10™ 099

4] 13

EF LR FEHAHELT 5-6-7-hu-2 F= 5-6-32-hu-2, 3 H 347047 A= 5
A F IMGT #38% (http://www.imgt.org/ ) 5T AR FARF 7)) 7T & X #4772 3L,
HRAL AR BRE AT 4T EREFF] (SEQIDNO: 13-16), 4t3f T E R
J5 5 #4757, KA AbDM Z 3 CDR #97% X, #Z T Fik T4k fodp bt 04 L 4L
* X F%) (SEQID NO: 1-12),

AL AR 69 77 Bk T

SEQ ID NO: 1

GHIFTNFHFH

SEQ ID NO: 2
GYIFTNYHMH

SEQ ID NO: 3
GIYPGNGDTF

SEQ ID NO: 4
GIYPGNGDIF

SEQ ID NO: 5
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GSYYGYIDAMDY

SEQ ID NO: 6
GSYYGYIDAMDY

SEQ ID NO: 7
RASQDISNYLN

SEQ ID NO: 8
RASQDISNDLN

SEQ ID NO: 9
YTSRLHS

SEQ ID NO: 10
YTSRLPS

SEQ ID NO: 11
QQGNTLPWT

SEQ ID NO: 12
QQGHTLPWT

SEQ ID NO: 13

DIQMTQSPSSLSASVGDRVTITCRASQDISNYLNWYQQKPGKAVKLL
IYYTSRLHSGVPSRFSGSGSGTDFTLTISSLQPEDIATYYCQQGNTLPWTFG

QGTKLEIK

SEQ ID NO: 14

DIQMTQSPSSLSASVGDRVTITCRASQDISNDLNWYQQKPGKAPKLL
IYYTSRLPSGVPSRFSGSGSGTDFTLTISSLQPEDIATY YCQQGHTLPWTFG

37
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QGTKLEIK

SEQ ID NO: 15

QVQLVQSGAEVKKPGSSVKISCKASGHIFTNFHFHWVRQAPGQGLE
WIGGIYPGNGDTFYNQKFQGRATITADKSTSTAYMELSSLRSEDTAVYYC
VRGSYYGYIDAMDYWGQGTSVTVSS

SEQ ID NO: 16
QVQLVQSGAEVKKPGASVKMSCKASGYIFTNYHMHWVRQAPGQG

LEWIGGIYPGNGDIFYAQKFQGRATITADKSTSTAYIELSSMRSEDTAVYYC

ARGSYYGYIDAMDYWGQGTSVTVSS

SEQ ID NO: 17

DIQMTQSPSSLSASVGDRVTITCSASQDISNYLNWYQQKPGKAPKLLI
YYTSNLHSGVPSRFSGSGSGTDFTLTISSLQPEDFATY YCQQYRKLPWTFG
QGTKLEIK

SEQ ID NO: 18
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSNYWMHWVRQAPGQG

LEWMGATYRGHSDTY YNQKFKGRVTITADKSTSTAYMELSSLRSEDTAV

YYCARGATYDGYDVLDNWGQGTLVTVSS

VA b PR 6 BAR b, 3P AR IR B 6. HARAFTEFH ARRATT
wt—HFmitef, MM, L BRI KL 6 AR E S W &, JF
TR TFIRABI AL, JLEREBGHARF RN Z A, P Emss. 5
B, mtEF, ¥ EOSERALNHRFTEEZA,

38



10

15

20

25

30

WO 2021/068761 PCT/CN2020/117757

O N S S

1. —H 5 & th¥ed B el I /R(BCMA) £ F 5K, £F, prik
FRBL AL 4 A BCMA 6845 &% BCMA.

2. AR AI R 1 ATiL ey R Uk, PTiEduiRit A VLT 6945 —FF:

(1) ik, LS5 EuTER, TR E4TERE4S SEQIDNO: 1 X 2
Fr w69 E 48 AR R 1(CDR-HI), #2/X &2 SEQID NO: 3 =& 4 Fi w8 &
4k 7 AMRE R 2(CDR-H2), #2/3 @4~ SEQ ID NO: 5 3 6 Fr =69 E 4% L AbR
% X 3(CDR-H3);

(2) #tk, a2 TERX, kTR K4 SEQIDNO: 7 2 8
I 69 5248 B AR R 1(CDR-L1), #2/2k &4 SEQ ID NO: 9 & 10 A= 844
4% B AR X 2(CDR-L2), #2/2 &4 SEQ ID NO: 11 2 12 A 64 424% 7 Ak
B % X 3(CDR-L3);

(3) HiR, BAFTARARG TR TERRQ)I L ARG 8248 T X
X;

4) Fk, (D~Q)FAE—RIF ARG FRARG TR, LELES1D)~B)FPIfE—
TR 64 FUARAR [F) AR 497 1

3. ARIERAIZR 1R 2 Pk egduik, HAAEET, Ptk AL T )
1E—FF:

(1) #Ak, 4824 T TR, Frkiz4 % R &4 SEQID NO: 13 =X 14
B 6 BB R 7). R BT 5] 69 TAK;

(2) Futk, OAEHTRER, FrEEs#TEZREEH SEQIDNO: 15 X 16
B 69 BB R 5] . R R T 5 64 TR,

(3) HR, BAFTARAN T/ TERRAQ)II ARG 824 TR
R,

4. BIBARAER 13 PE—RIEGRA, LFEELET, ALk
&4 T X &4 SEQ ID NO: 1 B4 CDR-H1, SEQ ID NO: 3 Fr=#y
CDR-H2 #= SEQ ID NO: 5 #7745 CDR-H3.

5. AR A ER 1~3 FAE—RATRGGIR, LAFEET, AR egduik
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&4 T X @4 SEQ ID NO: 2 B4 CDR-H1, SEQ ID NO: 4 Fr=#y
CDR-H2 #= SEQ ID NO: 6 Fi =4 CDR-H3.

6. HRIBERAIER 13 PAERAEGIAIR, EFIELET, PFEGIA
09424877 T X @4 SEQ ID NO: 7 Fi=¢9 CDR-L1, SEQ ID NO: 9 Fr#9
CDR-L2 #= SEQ ID NO: 11 Ff=#j CDR-L3.

7. REBAIER 13 PAERAR IR, EHFIELET, PFEGIRA
09424477 T X @4 SEQ ID NO: 8 49 CDR-L1, SEQ ID NO:10 A =49
CDR-L2 #= SEQ ID NO: 12 Ff=#j CDR-L3.

8. RIBAANIZR 1-3 FAEIRATEGTAIR, EHELT, PrEHIAR
é/JELFX%é'Tx[:ﬁJﬁ‘ SEQ ID NO: 13 & 14 Fi =8 /7%), REH L5 LdfF—rF
51 Z ) 80%, #l4e, 85%. 90%. 91%. 92%. 93%. 94%. 95%. 96%.
97%. 98%. 99%ABAANEGY T 5.

0. RBAFNZRK 1~-3 PE—IRAEGITAR, E4HELT, PrEHIA
aﬁé‘%’rxiﬂﬁ SEQ ID NO: 15 & 16 Fi =81 /7%), REH 5 L fF—5F
51 Z ) 80%, #l4e, 85%. 90%. 91%. 92%. 93%. 94%. 95%. 96%.
97%. 98%. 99%AEAAIEE F 7.

10. —FF¥ed B @/ m A IR (BCMA) £ L EHIK, B4FEAT, %
FARG B AR 1-9 FAE—IRATE GG AR IR 5 48 B 69 FL R & T 34,

11. —#3¥ed B @i IR (BCMA) Lk, B4EET, &
RAERHAER 19 PE—FFAGRKRESFHLELS B @R ARE
(BCMA).

12. SRR ZR 1-11 FAE—IR BT R 6 SR G A% BR.

13, —FFRABKR, HOEBAER 12 TR R,

14, —Fr5g 2w, HaAARFIER 13 A ey R A BARRILE 48 F &
SABF|ER 12 PR L,

15, —Fr & Z3 B TRe 7 ik, PRk Rk asER MRIETR 14 prideg
15 E AT A AR AR 1~11 FAE—IR AT 6 4 AR,

16. —F B Mmody, HOSRIEBAAEZR 1~11 PAE—RTAEE L

& Uik Fa 2l 5 B o2 6 8K,
17. —# 3% ERE 5, LORERFZL 1~11 PHE—RTARG LS
AR RARIESFF K 16 Frik e 42864,
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18. — 6475 BCMA #9 &AM X0 R Ry 7%, Hais:

EH tE B0 2 XFE A HARANE R 1~11 PAE—FRPTE AL SRR
AN Z K 16 FTiL 69 4 406 SARF|Z K 17 FTid oY 25 &3 4] o

19. ARERAIEZR 18 Frikegrik, 4, LA BiL A B @i E Mk
EtEfm. TalRiEhetaghn. SEREHEaghR. FHEEG D
. MR E @R R, B aRE @ing iR, Bém it R fa iR
FARIIG . 1O EAFREIE . R R B ek esg . A KE s, £
f ) dn g, s SRR K G TR TR B . TR O . TR B ZE R
MALT # B3 . SrEmHERE . DEARKECE ., ZLHTHB. FHAT
REAF BB R EAAE, FEFTeMEE. REmiohe s, Lot
RER 0. KARBHFICEREG E. FT8E. MGUS. @i, %
G R G B AR R e POEMS 4264,

20. ARIFEARAIBR ISR 19 TR eGH %, ¥, FAridskmAp 2 R
¥Z .

21. HRABEARF| R 1~11 FAE—RATRGE LR TARERER TS
BCMA &4 & A48 X 69 Jk Ja 64 25 4 F 64 A 12,

22, RABEARFIER 21 Frid ey Al i, HF, PTAARRIL A B @i E ik
EtEfm. TalRiEhetaghn. SEREHEaghR. FHEEG D
. MR E @G R, B e RE @it g iR . Bim it R de AR AR
FARIIG . 1O EAFREIE . R R B ek esg . A KE s, £
f ) dn g, s SRR K G TR TR B . TR O . TR B ZE R
MALT # B3 . SrEmHERE . DEARKECE ., ZLHTHB. FHAT
REAF BB R EAAE, FEFTeMEE. REmiohe s, Lot
RER 0. KARBHFICEREG E. FT8E. MGUS. @i, %
G R G B AR R e POEMS 4264,

23, ARAEAGRIER 21 R 22 PRk ey Rae, Hd, PR KRRAY S A MFH
7%
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A BCMAF1 = BCMAF] i P %5 5

~&— ABCMA-Fc
A BCMA-His
PBCMA-His

o
.

—Fo HBCMA-FC
—— B Rk

oD450

EC50
ABCMAHis | 0.77
ABCMA-Fc | 0.3037
BBCMA-His | 0.463
WBCMAFc | 03384

0.0 L
0.01 0.1 1 10

GSK2a57916ik 1% {pg/mL)

A 2(A)
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ABCMA 5 ABAFF 1) i 5 i

BAFF 8 pg/mi
BAFF 4 pgfml
BAFF 2 pg/mi

BAFF 1 pg/ml

Fortodt

KRR

QD450

EC50
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INTERNATIONAL SEARCH REPORT International application No.
PCT/CN2020/117757

A. CLASSIFICATION OF SUBJECT MATTER
CO7K 16/28(2006.01)i; A61P 35/00(2006.01)i

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

CO7K; A61P

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

E98%E: CNABS, VEN(DWPI+SIPOABS), CNTXT, EPTXT, USTXT, WOTXT, CNKI, & E2# A, ISI-WEB OF SCIENCE,
PubMed, Genbank+EMBL+DDBJ, FE L H A4 FF 08 RS 1R 7: B A FGUR, BCMA, CD269, B cell maturation
antigen, B cell mature antigen, FATT AP, BAHT, monoclonal antibody, monoclonal antibodies, mab, mabs, mcab, mcabs,
sequence search for SEQ ID NO: 1

C. DOCUMENTS CONSIDERED TO BE RELEVANT

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

A WO 2017021450 A1 (ENGMAB AG) 09 February 2017 (2017-02-09) 1-17,21-23 (all in part)
see description, abstract, description, page 4 line 13 to page 21 line 29

A XIS % (LIU, Mingjie et al.). " LABZH AR A BT EON MBS IR T IETE & A M8 | 1-17, 21-23 (all in part)
KB 3B (Research Progress in B Cell Maturation Antigen-Targeted Immunotherapy in
Multiple Myeloma"
ZEMAEZIREZHR) (Journal of Lanzhou University (Medical Sciences)),
Vol. 45, No. 4, 08 August 2019 (2019-08-08),
ISSN: 1000-2812,

see pp. 67-71

A Eckhert, E et al. "B-cell maturation antigen directed monoclonal antibody therapies for 1-17, 21-23 (all in part)
multiple myeloma”
IMMUNOTHERAPY, Vol. 11, No. 9, 16 May 2019 (2019-05-16),
ISSN: 1750-743X,

see pp. 801-811

D Further documents are listed in the continuation of Box C. See patent family annex.

*  Special categories of cited documents: “T” later document published after the international filing date or priority
«A” document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand the
to be of particular relevance principle or theory underlying the invention
«g” earlier application or patent but published on or after the international «X» document of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive step
«1» document which may throw doubts on priority claim(s) or which is when the document is taken alone
cited to establish the publication date of another citation or other «y» document of particular relevance; the claimed invention cannot be
special reason (a§ specified) ) o considered to involve an inventive step when the document is
“0” document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious to a person skilled in the art
?ﬁ)cul.pegt published prior to the international filing date but later than . & document member of the same patent family
e priority date claimed
Date of the actual completion of the international search Date of mailing of the international search report
11 December 2020 30 December 2020
Name and mailing address of the ISA/CN Authorized officer
China National Intellectual Property Administration (ISA/
CN)
No. 6, Xitucheng Road, Jimengiao, Haidian District, Beijing
100088
China
Facsimile No. (86-10)62019451 Telephone No.

Form PCT/ISA/210 (second sheet) (January 2015)
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International application No.

PCT/CN2020/117757

Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

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

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

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

b. furnished together with the international application under PCT Rule 13ter.1(a) for the purposes of international search

only in the form of an Annex C/ST.25 text file.

c. D furnished subsequent to the international filing date for the purposes of international search only:
D in the form of an Annex C/ST.25 text file (Rule 13zer.1(a)).
D on paper or in the form of an image file (Rule 13zer.1(b) and Administrative Instructions, Section 713).

2. D In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required

statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 (continuation of first sheet) (January 2015)



INTERNATIONAL SEARCH REPORT International application No.
PCT/CN2020/117757

Box No. I1 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:
1. Claims Nos.: 18-20
because they relate to subject matter not required to be searched by this Authority, namely:

[1] Claims 18-20 relate to a method for treatment of the human or animal body.

2. D Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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

This International Searching Authority found multiple inventions in this international application, as follows:

[1] Inventions 1-63: claims 1-17 and 21-23 (all in part), each relating to an isolated, B cell mature antigen
(BCMA)-targeted monoclonal antibody, the antibody containing a heavy-chain complementarity determining
region 1 (CDR-H1) as shown in SEQ ID NOs: 1 or 2, and/or containing a heavy-chain complementarity
determining region 2 (CDR-H2) as shown in SEQ ID NOs: 3 or 4, and/or containing a heavy-chain
complementarity determining region 3 (CDR-H3) as shown in SEQ ID NOs: 5 or 6, and/or containing a light-
chain complementarity determining region 1 (CDR-L1) as shown in SEQ ID NOs: 7 or 8, and/or containing
a light-chain complementarity determining region 2 (CDR-L2) as shown in SEQ ID NOs: 9 or 10, and/or
containing a light-chain complementarity determining region 3 (CDR-L3) as shown in SEQ ID NOs: 11 or 12.

[2] Because the sequence combinations of the H1, CDR-H2, CDR-H3, CDR-L1, CDR-L2, and CDR-L3 to which
inventions 1-63 relate differ, and thus the antibody molecules formed or the structures of fragments thereof
differ, the various inventions therefore do not share a same or corresponding special technical feature, do not

share a technical relationship, do not form a single general inventive concept, and thus do not comply with PCT
Rules 13.1, 13.2, and 13.3.

Form PCT/ISA/210 (continuation of first sheet) (January 2015)
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PCT/CN2020/117757

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

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

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

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

4. No required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.: 1-17, 21-23 (all in part)

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

D The additional search fees were accompanied by the applicant’s protest but the applicable protest fee
was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet) (January 2015)
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Information on patent family members

PCT/CN2020/117757
. Patf‘/nt document Publication date Patent family member(s) Publication date
cited in search report (day/month/year) (day/month/year)
WO 2017021450 Al 09 February 2017 KR 20180042271 A 25 April 2018
AU 2016302881 Al 08 February 2018
PL 3331910 T3 18 May 2020
JP 2018532766 A 08 November 2018
LT 3331910 T 25 March 2020
CN 108350073 A 31 July 2018
CcO 2018001149 A2 10 July 2018
us 2019352427 Al 21 November 2019
IL 257233 DO 29 March 2018
JP 6682632 B2 15 April 2020
EP 3331910 Bl 11 December 2019
us 10683369 B2 16 June 2020
BR 112018001955 A2 18 September 2018
CA 2992797 Al 09 February 2017
MX 2018001398 A 28 May 2018
SI 3331910 T1 31 July 2020
EA 201890441 Al 31 July 2018
DK 3331910 T3 16 March 2020
JP 2020109117 A 16 July 2020
PT 3331910 T 24 March 2020
HK 1249114 Al 26 October 2018
RS 60030 B1 30 April 2020
EP 3670535 Al 24 June 2020
EC SP18007905 A 31 October 2018
ZA 201800435 B 19 December 2018
ES 2777602 T3 05 August 2020
CL 2018000281 Al 09 November 2018
HR P20200390 T1 12 June 2020
EP 3331910 Al 13 June 2018

Form PCT/ISA/210 (patent family annex) (January 2015)
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