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Disclosed are methods of treating cancers and enhancing efficacy of T cell redirecting therapeutics.

EXRAE



202430571

TW 202430571 A

RPMI8226 + HD PB MNC
n=3

100+

S 50
3
&
0-
T T T T T LTI T T T TrIT~TTTIm
0.001 0.01 0.1 1 10
JNJ-957 (ug/mL)

(& 1]



20243 G F4FEE : 113109635
202 @@@WWWWWWW

E LAY

[ FPoCERTAAA1 ] Ja s R SR TAAE B2 (R a R Dy 578 (—)
[ 352400 44%% ] METHODS OF TREATING CANCERS AND ENHANCING

EFFICACY OF T CELL REDIRECTING THERAPEUTICS

(]

Fifa g Byl G EIE SO SR TR B E R AR Z Dy )57k -

(53]

Disclosed are methods of treating cancers and enhancing efficacy of T cell redirecting

therapeutics.
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[of SCERETR ) SEERIE R S TATR L 6 . D30T 53—

[ 3L 258H 4% ] METHODS OF TREATING CANCERS AND ENHANCING

EFFICACY OF T CELL REDIRECTING THERAPEUTICS

[citr<His ]
[0001]) FrigE~a RaiEiE iy SR THIREE 2 (e B R L LSEy 774 -

[oeRidsdin ]

[0002] TAHAEEE [FRCRALRT 2 e M T (AT E R - —fi%
s > TAREEE R THRETENGE AR £2/0 “(ERGE S EM - Hf—{E
Sz 2L H ARAIAE. ERE IR G - B — M A TR E RS & » 2T
HEREPUR 24 ZKETCREB'EE SR Z AHHCD3 e REL LR #L [ PLEE
[FITHHAERC R, - EALERPR AT R ERPRFE tP UL/ THIRE B8 [F By SR R A
frigergi(May C et al., Biochem Pharmacol, 84: 1105-12, 2012; Frankel SR &
Baeuerle P A, Curr Opin Chem Biol, 17(3): 385-92, 2013) -

[0003] fefs i e A e FE B R R IR (TME) SR Ak At e T Rk A
TME > fERFEDUR K3 RAVRAE T - THIEB S RIS B £ - IR HERR
HELIRE RIS IERE TT © AE f£ 5 (engage) I/ T TAREEE € RIS L /e HIRT I A T
AMAE 2 ohee M BE R E ([ EE I SFEREI DR - NI > FE S TR AE
MDA R B/ TAHAE B E (RIS TS PR R LI

F1H > 171 HEWRAE)
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[#HANE]

[0004] A#EHZIRHE—ID AR IREL 7% HE SR ERIETIEH
AR & 2 $CD38iRE K TARTEE IE [F AR LUSHEREE ©

[0005] A4BFEIMR I —TERRE RS AT 2 7% - HE S ESE
THICD38Hi#S K A RE 4R 2 B 45 & < THHRTEE E (e B —E 2 AR
HE R AR AV -

[0006] AtBFEHR AL —TEMY TR TAIREE E [0 S BT B REE < (A8 1Y
Yz )3 - HE s e {ERi T HiCD38HiE -

[0007] A4BFTIMRHE—TEERERR . BE L 7% HEa @R T4
A RE 2 BCMAXCD3 5 B RS Ko d1CD38% 1 AS LUERIEIE -

[0008] AtEFE/MEHE—TEERER . BE L 7% HES @R TIE
FH R E 2 BCMAXCD3 5 B RS DUARREE - HP % PBCMAXCD3%84¢
NGRS AT > (AR AHICD3SHIREH -

[0009] A4EFTEI/MRHE—TEERERR . BE L 7% HEa @R TE
FH R E 2 BCMAXCD3 s B H AR DUATHET » Hrh (S e AT 6%
Bl 2GR A E S -

[0010] A4BFTIMRHE—TEERERE . LR MFIE . % - HE g HE
A i T B 0 E < BCMAXCD3 R R TG K iCD38 A LUSH 2 3 M s

[0011] A4BTIMRHE—TEERERE . LR MFIE . % HE i HE
Rt T IAR A E 2 BCMAXCD3 8 B RS USR8 B BEg - H(ri%

TBCMAXCD3® R R 2 AT - (ERREAEHICD38HIAZ B -
H2H 171 HEGHHEE)
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[0012] AfGZI/NMEE—IE AR 2 SR FEE < % HE
BT AR AN E < BCMAXCD3EEF MRS USR8 T RaH - HP{(EEe
HIEAIN 2 2 M T RE T AR R 2 AR A E S EERA -

[0013]) AfEFEI A —TEEEEEAA Y HE A BCMAXCD38 R M-S
FeiCD38%iAS » #ZBCMAXCD35E 5 B MBS Bl 2 BCMASS &35 fe CD345 &,
2 BCMA4E &880 4 SEQ ID NO: 29 VHE SEQ ID NO: 302 VL » % CD34E &8
£14:SEQ ID NO: 39 VHESEQ ID NO: 407 VL » #%4/iCD38$ 812 SEQ ID NO:
4 VHESEQ ID NO: 57 VL -

[0014] AfFT/MER—IEEREE BT 7% HEaE R TE
B & < BFIGPRCSDEE & 2 TAHRH B 7E [V AR A K FiCD38EAE LU EIE

[0015] AfGT/MER—EEREE BT 7% HEaEEERTE
R R E < GPRCSDxCD3 B B fRg LUAHRIE - HA R CRInTuE A
BRI VAR AR S EERIE -

[0016] AfgF/ R EME—E8E 040 & » HE & GPRCSDXCD3 R - 1148
Fe3iCD38%i#S » #%GPRC5SDxCD3 %87 £ M-8 2 GPRCSD4E &l . CD345 &
b5 » % GPRC5D4E &35 12 SEQ ID NO: 4322 HCDR1 ~ SEQ ID NO: 44> HCDR2
SEQ ID NO: 45> HCDR3 ~ SEQ ID NO: 46> LCDRI ~ SEQ ID NO: 47> LCDR2
F:SEQID NO: 48 LCDR3 » % CD34% &8 £1-4'SEQ ID NO: 332 HCDR1 ~ SEQ ID
NO: 34> HCDR?2 - SEQ ID NO: 35> HCDR3 ~ SEQ ID NO: 36> LCDR1 ~ SEQ ID
NO: 377 LCDR2ESEQ ID NO: 38> LCDR3 > #%4/1CD38%1&% {14 SEQ ID NO: 6
~HCDRI1 - SEQ ID NO: 7. HCDR?2 - SEQ ID NO: 8> HCDR3 -+ SEQ ID NO: 9>

LCDRI1 ~ SEQID NO: 102LCDR2FSEQ ID NO: 11 2LCDR3 -

F3H 171 HEWRAS)
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[0017] A&/ R — i aR e e 77k - HEarREEkTia
A E L BICD19%E & 2 TR E € [ GBI K fiiCD38iRe LUGTEREIE -

[0018) AT/ —FEIE R BICD1945 & > THHRNEE & [ G RI{E B
AREEZBRETFIVERZ kA B SR THICDI9%E & 2 THIREEE [EVEHF
A EIEER T HICD38HAS -

[0019] AsgEE /et —fEgEnil s HEE2ASEQID NO: 53 7 fi %5
B2 37 (blinatumomab)#JCD19xCD3 &4 {1 H7 & » $/{CD384/1 #4824 SEQ ID NO: 6
~HCDRI1 - SEQ ID NO: 7.2 HCDR?2 - SEQ ID NO: 8 ZHCDR3 - SEQ ID NO: 9>

LCDRI1 ~ SEQID NO: 102LCDR2FSEQ ID NO: 11 2LCDR3 -

[0020] AfgFa /MRt —TRE & A L BEEHRIEN -

GEENLEETEED

[0021]
(1) BURINI-OSTHS 2 %855 5T (MM)4HAE 2:RPMI8226 .~ ZLfif

{50 A fE RPN & i MR BEAZ AR (PB MINC)E Ry 38U 4HIAE -

(B2 ) BERINT-95 741 2 2% 1 BERE MM AT . UMY 242 - (E I
R & A MR B A AR (PB MNOE /38 iR -

(B3 ) BERINI-OSTHEA 2 235 M BT (MMDATINE 2:U226 2 2% - (E I
R & A MR B A AR (PB MNOE /38 iR -

(B4 ) BERINT-OSTIES 2 24 VB B (MM A 2 MM L2 4% - (EF
R & A MR B A AR (PB MNOE /38 iR -

F4H - H 171 HEYRRAS)

113109635 FEHESE A0202 1133102594-0



202430571

(S ) BURAERPMI 82264 ER (& FERIE & PB MNCEFERYURIEEFIT
(n=2) » INJ-9578#L 1 MMARREESER RIS HCD2S (JE{E) ZREZFRIFEIIAT
HITE 2 CD4™ THRALE (B R LFERL «

(6 ) ZUR{ERPMI 82264 AL (& FHRIE EPB MNCHERYURIEEFIT
(n=2) > INJ-95747 - MM&RREZEF - AI#E I CD107a (LF0ML ) ZRHEFIRIG
INFTHIE < CD4™ TAREE (L R 2L

(7 ) BURAERPMI 82264 HER (& FHRIE EPB MNCEERYURIEEFIT
(n=2) - INJ-95747 1 < MMAIAEZLE# R A0FE 1CD25 K CD1072%4(51:CD4+ T4
At EEBIRT#IE 2 CD4™ TARRRE (B R 58

(B8 ) BURAERPMI 82264 HEA (& FHRIE EPB MNCHERYURIEEFIT
(n=2) » INJ-9578#L 1 MMARREESER RIS HCD2S (JE{E) ZREZFRIFEIIAT
HITE 2 CD8" TAHRLE (L R AL -

(B9 ) BUR{ERPMI 82264 HER (& FERIE EPB MNCEERYURIEEFIT
(n=2) > INJ-95747 - MM&RREZEF - AI#E I CD107a (LF0ML ) ZRHEFIRIG
IFTHIE < CD8" TAHAEE (L 2F0HL S

(10 ) BUR{ERPMI 82264HE {2 FE1AHE 2 PB MNCIE BRI E H
(n=2) - INJ-95747 1 < MMAIAEZLE# R A0FE 1CD25 K CD1072%4(51:CD4+ T4
At BRI INFT ¥ E 2 CD8" TAHRE &b e L -

(11 ) BERASINERL BT 2k B e ey 2 45 118 $E/ (NDMM) K 72
MR PTOATE S8/ 6 EMM (RRMM) & 2 MMATRERYZEE < 2K 5 Z L s
MERRMMAE & 2 23115 Bl Al 21 BE Sl 1 & A i+ P<0.0001

FSH - 171 HEWRAS)
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(B12 ) BRINI-O574L /& 5 Hra2 Bty 2% M5 B 8% (NDMM, n=8)
EHERFE#BM) MNCH 7 S741R - TAHHD 5 NKARE AR TR & S - A 77
FEEANE FT s ST (0.0064%4.0ug/mL) THIE - B (R4R)
SEANAE ¢ BT (FP4R) C THHRE C =& (T4R) - NKAIAE -

(13 ) BERINT-9574LS & B BT EE e (lenalidomide )R (A8 2 288
Mg REREMM)E# (n=15)2 £ 58 & 7E(BM) MNCH ZAZ4IAE - TAAE A NKA
AR B R HE - RAF T o EE R EIE F R Z STEPIRRE (0.0064%£4.0
ng/ml) THIE - BlIfZ (L&) 4% 5P (FF4g) T4HRE =& (T
) - NK&HAE -

(14 ) BERINT-9STHL /11 5 ¥ACHI e e K ZE L B AU AR (R B G < MMUER
FHn=1)Z =HREFHBM) MNCH Z SZ41HT - TAIHE R NKAIAEZ AR & 5
JE - FEE T R R B Frs < SAEHIRRRE (0.0064£4.0 ug/mL) TMHIE -
B (E&) © SEEAE B4 (Feg) « TEiE =& (T8 @ NKEIE -

(15 ) BERINI-O574 9 2 MMANHEEERHHEHE 2K ENDMM -~ 225 R 47146
RRMM (RRMM) fz ZE i B 471 % 5 ERRMM (RRMM daraR)fE & < BMECA H1.Z
CD4+ TAREAYE(E (AICD2SFREZBAIE NIFTREE ) © 3930 © [FAUEHE - BC3B4 :
BCMAXZ=E845 B 88 1 7008 © Z2xCD3EERF B8 -

(16 ) BE/RINI-O57# 12 MMATHEEERHHHE 2K ENDMM -~ 225 BE i 4146
RRMM (RRMM) fz ZE i B 471 % 5 ERRMM (RRMM daraR)fE & < BMECA H1.Z
CD4+ THHAEATLFR L (AICD107aREFRIENIATREE ) 3930 ¢ [FIAREE

BC3B4 : BCMAxZ=EER 47155 © 7008 © ZExCD3EERF EAH1AS -

F6H 171 HEWRAE)
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(B17 ) BErsk BT RIERE 2 INT-95 7 NDMM -~ 3R B4
RRMM (RRMM) }Z ZEFi1 BE$7 86 14 RRMM (RRMM daraR)F 3 BMAE A 7 BE[5
PECD25+CD107a+4HAEAECD4+ TR HY 77 EE - 3930 * [EIAVEHE - BC3B4
BCMAxZZ B MRS 7008 © ZExCD3EERF RALATAS - BEF5 1 : CD25 K CD107a
EE[54:-CD4+ THHAE -

(18 ) FE/RINI-O57# 11 MMAHRTSERHEHE 5K ENDMM -~ ZE 1 B 4T146
RRMM (RRMM) &, # $i7 B $71 8634 1RRMM (RRMM daraR) 5% BMAEA 7
CDS8+ TAHAEAYE (L (AICD2SHRERIIGANFTEEE ) © 3930 : M55 s BC3B4
BCMAXZ= B4 B MEH B 5 7008 & Z8xCD3 S B o

(19 ) BERINI-O57# 11 MMAHRESERHEHE Sk ENDMM -~ ZE 1 B 4T146
RRMM (RRMM) &, # $i7 B $71 8634 1RRMM (RRMM daraR) 5% BMAEA 7
CDS8+ T4RAHY LR (MCDI07aRERIIGANFTEEE ) © 3930 © [5G ;
BC3B4 : BCMAXZS S B4 5 7008 © 22xCD3 & BL A -

(20 ) EErsk BERHTRIERE > INT-95 7 NDMM -~ R B4
RRMM (RRMM) }Z ZEFi1 BE$7 86 14 RRMM (RRMM daraR)F 3 BMAE A 7 BE[5
PECD25+CD107a+4AEAECD8+ TAIAEFHY 1 77t - 3930 * [EAVEHE - BC3B4 !
BCMAxZZ B MRS 7008 © ZExCD3EERF RALATAS - BEF5 1 : CD25 K CD107a
EE[54:-CD4+ THHAE -

(21 ) BUR{ENDMM -~ ZEH BT AT/ERRMM K2 A B 6 ERRMM{[E
gt > MMARAD FAYBCMAZRIR K (SEHIMFL + SEM) « FoRaR il ey PE

{48 FiMann-Whitney UlgEETHE 5 *P<0.05 ; ns : FEHE -

FHTH 171 HEWRAS)
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(22 ) HURAENDMM -~ ZE 4 BT #14ARRMM K222 Hi BT EE A 1 RRMMA[H
B MMARAR FAYPD-L1FEE/KE (SEIMFI £ SEM) -« FRéA Rl EAYPE
{%{ FAMann-Whitney Ut EsTHE 5 *P<0.05 ; ns : NEZE -

[ E23 ) BURAKENDMM -~ Zf1 B 5T #14ARRMM K fi S #E G 1 RRMM
ZBM MNCH  TregHy R4 F 77 EE - **p<0.01 5 ns : FEHZE -

(24 ) BURAKENDMM -~ 241 B 5T #14ARRMM 2 fi ST #E G 1 RRMM
<~ BM MNCH 2~ £&E(LAYTARAD (WTHLA-DRIGMERTREE ) AYESRE it -
+%p<0.01 ; Ns : FEEZE -

(25 ) BURAKEINDMM -~ ZE41 B 5T #14ARRMM 2 fi S B G 1 RRMM
<ZBM MNCH 2 ZAETHRE FEEAELR 7 EE © *p<0.05 5 **p<0.01 ; Ns @ B
% o TEMRA : CD45RA+CCR7- T4HfE ; EM : ¥R E > CM @ Hhstfg s N :
lls

[ Bi26 ) B H#EBM MNCFT#L /2 5K ENDMMEEHY 24 M5 B4
HEZINJ-OSTHLS 154 - BEARIKE R TregR o3 {b (R<EE50E & > &>
FS0E rE) o Ns @ AEE -

(27 ) &BUrrf HEEBM MNCFT#L /<~ K B ZE AL B G UARRMM B EHY %
SV SRR AN Z INT-9STEA T 348 » BRARIE R TregHIFR (b (fER<5E50
Ho 8 E>S500 78 © *p<0.05 ; **p<0.01 : Ns © FEE -

(28 ) &rrf HEEBM MNCFT#L/ >~ K B ZEAL BB AERRMM B EHY
2B R SR Z INT-OSTHEL /2R - IR AR TregflFR — 70k ({R<Z550

o S>RS0E 7 r#) © *p<0.05: Ns @ FEEZE -

F8H - 171 HEWRAE)
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(29 ) B2k ENDMM (n=9) ~ ZEHI BT #)4ARRMM (n=18) Jz 2411 B fji-
H/ATERRMM (n=13) & & BMEE AL E48/NRF. Z IR HYINI-957 851 2 MMATIHE
g - BUELON Ry PH(E+SEM - PEERSEMRERTH © **P<0.01

(30 ) By 5 &4 /EN a2 %M S i & & RRMM) (n=8) 2 & H#E
(BMYBAHYINT-95 741 2 MMARANZAR ALK B EE 2 H B U oA
( " Daraz%fz | ) THEGR KB HEE B EABETUARRLA 224 (| Dara
4G 3 ) UK = IR LTI {E+ SEMPOR ¢ PEEAREMREE - ns - A B ¢
*P<0.05 » **P<0.01 -

(31 Bk 5z Biiiian 2 A (daraZ /i) R4 22 BRfi s 6k
IR (darazifz ) ZRRMMEEHRFFBMIHEY) (JRE/RHNES0) §1.2 TregHy
EoyEh o ns ¢ RERE -

(32 ) Bk 5 R BAiiian 2 A (daraZ /i) R4 22 BRfi s 6k
PRI (daraZfz ) ZRRMMEERYIKFBMIEY) (JREURINE30) f1.2CD4”
FNET3EE < s+ RERE -

(B33 ) Bk 5 BAiiian 2 A (daraZ /i) Res& 4 22 BRfi s 6k
PRI (daraftFz ) ZRRMMEERIRFFBMAEY) (JMEURICE30) §1.2CD8+ T
AHAEAY I 7 LE

(B34 ) BUREAER T4 MPB MNCPE RS 4 < INT-95 781~
RPMI8226 %3¢ 1 g SRR 2 22K B E A7 Z NI BT & HIPB MNC
(" Daral{fiff] ZPBMNC | ) FHEZ K E RSB 2R RS UA IR BT
A (" DarafJ#3.ZPBMNC ) (n=S5)HTUK - BIELLIFIS{EE SEMEIR ¢ P{EE

FARE e ESTE - ns - REEE ;5 *P<0.05 °
F9H - 171 HEEHAREAE)
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(B35 ) BniE B Ef BHUAREIR < AT (DaraZ Jil) KA BEHUA
] (Darallfifd]) Z RRMMEEHIFEEI10AF AR E R e AHAE (KPP
PB-MNCHEAH 2 TreghJ 43 L -

([E36 ) BniE B Ef BHUAREIA 2 AT (DaraZ Jil) KALZERL BEHUA
] (Darallfifd]) Z RRMMEEHIFEEI10AF AR E R e AHAE (KPP
PB-MNCHEEAF 2 CD4" THHAIAY E 73EE © ns @ REEE -

(E37 ) BniE B E BHUAREIR 2 AT (DaraZ Jil) KA BEHUA
] (Darallfifd]) Z RRMMEEHIFEEI10AF AR E R e AHAE (KPP
PB-MNCEAH 2 CD8+ TRV 73 LE - ns © AEEE -

[ Bi38 ) BRI EHUBORINI-OS T/ 2 MMAHRE R - sKENDMM
B (n=8)” BMEZAHAE(MNC){%45INJ-957 (0.032%0.8 ng/mL ) BEMEE BT
5110 pg/mLAH SR FRA8/NEF o ELIRE FRINI-O57 K ZEf S i ZZ 21 HY (obs)
MM Rf R g /K A B TR (exp) SRR /KAE - 52 TR KA (A DLAH S U th a0y
EFTRZ BIIRUEZ AV EREGTE - BEMRERETIIELSEM - PEHRE
B G E o ns | REEE -

(B39 ) BrriihnzEh BEHURTRINI-OSTHL 1 o MMAHRE AR - R 10

4RRMMEE % (n=17) BM MNC{£48INJ-957 (0.032%0.8 pg/mL ) BB EHLERT
5110 pg/mLAH SR FRA8/NEF o ELIRE FRINI-O57 K ZEf S i ZZ 21 HY (obs)
MM Rf R g /K A B TR (exp) SRR /KAE - 52 TR KA (A DLAH S U th a0y
EFTRZ BIIRUEZ NI BEGTR - BEMRFRIATHIELSEM o PEEH R
B G E o ns | REEE -

10 H » 4 171 HEEHESHE)
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(40 ) BE i RiniEi B H I AR INT-9574 7 MMATREZYRE - i By sk
SEMERRMMEE 2 (n=14) 2 BM MNC{44KINJ-957 (0.032%0.8 ng/mL ) BEEE i
ALEEFT10 pg/mLAH S Rr FRA8/ NI o LLIFEHINT-957 K 2 AT B4 TR Z2 2HY(0)
MMEHRfESL R 7K A B TREN(B) 3Rk e » 52 TR KRR AR & RS Th a0y
EFTRZ BIIRUEZ AV EREGTE - BEMRERETIIELSEM - PEHRE
Bh g EstE o INJOSTIEE HF #7< RINI-7957  Dara 21 Ef
(daratumumab) °

([E41 ) ZBURRE BN 2 Rajidifl 53408 - (EA2KE 1144RRMM &
B ZRFPPBIEALE B (ETR10:1) - HAAEEA USRS Hiltih 2
Al (BE) RACENEGUAEIE (ke) 185 JAEIE P B8R TEA -
E22 148 H o ENBLIZ Sl Mt E (A Rajidif BIRT 2 5 B (0.01210
ug/mL) fLiESEPB-MNCIEAE NEFE4S/NF 2 (88T - BB FET5{E+ SEM »
BRI _EET - Fonel L [ERVEEETEEE M (PE) (ERIRER IR et & -

([B42 ) BURINI-95T# 2 & B /< #pPCLEF ~ BM-MNCHHAIHIAEAH
AL ~ THHRE R NKAHA SR AR 8 S HE © 3R o EARE B A s < SAEES R
& (0.0064%4.0 ug/mL) THIE - F&F © BE4HAE 5 T 43 - THHRE R NKAHAHYE
Bt o INT-95T{E B P i 32 BINT-7957 -

[ [B43 12 RHIGPRCSDXCD3#E 11 2 MMARRM £ 34f% - (LK 5 1154RRMM
BE ZMFPPBEEAME RRUEMAL (ETR10:1) - HR{EEN BEHUERE HilEdn
ZH] CT4) RATZEABIUARIR ( B4R) 1BS  JAREAR B8 ATHEA -

#E2E14EH - BHBLIZ AAEEE Mt E (R A RajidAEELRE 2 B ST (0.012£10

511 H - #1171 HEEHESHE)

113109635 FEHESE A0202 1133102594-0
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pg/mL) {EiEEPB-MNCIEAE MBS/ N ZIRTT - BUR R TH9{E+ SEM »
LI _EET -

(44 ) BRI BT A TIGPRCSDXCD 3B S M AG (INT-7564) 7
B9 < MMATRESER (5 B M - 2R B HTOIIARRMM % (n=17).2 BM MNC{#&K
HGPRCSDXxCD3 8 - HTAG (0.00128%20.8 pg/mL ) BEfEEl Az i1 B H770.1
pe/mLAH SRR A8/ NEY © PEEGRE M1 HTGPRCSDxCD3 8y EL: G K ZE AL B TP
BIZEHY(0) MM 2 /K AR B TR ()R ER/KAE - 32 TR AR /KRR LIBH 3%
JERE IR AN T AR R Z BRI 2 Y RGEE TR © BRERE Rl PHE{E+SEM - P

BB E £ g EsTE o Ns © RgEZE o Dara : 2L B (daratumumab) o

(&0
[0022]) Frt&Ee < )7 AR M2 S T EEEF AT S E (HPR AR
H—8l o) AL RS AR - EE B EREEATiaFE 2 A A RIS A At
LR SRR LR E 77 BASCT R E R Z FRE HEVE & E LURBIRY 5 =l E
A B HE B H A S EPRHITESK OREERY 7R o AEASCRATS [REVFrA E4 - B
ANFASAHEEE ARG A 02 SERAR A -
[0023] ERIFRASCE - BEIPZ( " —(a/an) ; K ' #%(the) | BFEHEEL -
[0024] =FERAREHE T REEHI R (R s I HA i eR S A
IS EE o o B R AR AR s i 2 JFUAEZ K ER - PRIES
e - &R hE % < FisE R (R ASR IHE PRt 2 ER —2
[0025]) ERPEAEFEHE - BT - S0FEER - " &Jabout) | EELE
FrE ([ERT T2 sR 2 S N - IR RS B REE AT HE - HifkF

512 H » 4 171 HEHESHE)
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o M EUA AR BRI EEHIER - RIS 2400 R - BRIEEEFIsER
HAZE PRy HAI T — R E ~ EREEFGIN N RS AR - "9
(about) ; BFEHTUEAHMAVE BT —(MIEEREN - NEELSPHEE - LUK

[0026] ' Higd(antibody) ;, RUAEEA A BRI AERREKED Y
F o HAmEgiie (EEEE - A8 - UR(E(humanized) K g & BT
) MFEESRE  ZEEMNE (GEUSRRN  ZF RN - U RME
%)~ TR UERBHRSERIE B BB REfTEMEER
ARTERRE RGN RERED 7 T 2 EMERE - "2 RIS
(full Iength antibody) ; B1&F5 i S b § 5 28 > Wi {7 588 (HC) R 9 s g
(LO) AR HEZETRE (PlaigM ) - & B A & E o] 21& (VH) Kk =i N E &
(B&1CHI ~ §## - CH2 ~ &CH3) - EREH G SR rE & (VL) R
A E & (CL) » VH R VL& 0] 3 — -4 7 pEHOE R 28 1 1 (FR) FR Y 26 (8 = 828
G - HAWHE & G A EE(CDR) » & VHE VLA H ={HCDR K& IU{HFRE EL
SHPY > FE B T FINE P 1 B B 2 2 ARl HE51) : FR1~ CDR1~FR2 - CDR2 - FR3 »
CDR3 ~ KFR4 o REEEREH A #70 F NHITLREA © 1gA ~ IgD ~ IgE ~ 1gG K
[gM - 15 5 ##{A 72 3 (constant domain) i BBz Fe Y1 € © [gA K lgGiaE—F
WAl oy BRI RIgAL ~ IgA2 ~ IgGl ~ IgG2 ~ 1gG3 K 1gG4 - (LAa] £ HEBN Y)Yl
A RS S o ] A o By W A AR i1 [FR 2 ( Bllkappa (x) &zlambda (b)) H 2 —
o HA K E e AR TN E -

[0027] ' PiR&E&EF Bz(antigen binding fragment) ; =X " JURES S

(antigen binding domain) | ARG G IR Z RIEERER 7T Z—8 7 - iR
13 H 171 R
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ek B Ba ey - T RES - S ERTRENE . ZIL - HEkE
VH -~ VL ~ VH VL ~ Fab ~ F(ab')2 ~ Fd ~ BFvE B - f—{E VHEE — @ VL
Yk BT AR R 33 B (dAD) ~ & T8 1gNARK (shark variable [gNAR domain) -
BEBE(LVHEL » EEETIAS 2 CDR (F5AIFR3-CDR3-FR4# 43 - HCDRI ~
HCDR2 ~ F/SZHCDR3 ~ A KLCDRI1 ~ LCDR2 ~ J/SXLCDR3) MREER
FEELFTAH Ak B/ Nk B BE T o VH R VLIS o] 48 & B B T i B E — I DATE
Pk & RE A R B B G B RSt 0 P VH/ VLI E 31T 9 FINEC Y - B0E/E VH
Fe VLI 5 i 73 B < LS B AR AR PR B 2 1B 0 T v AT 0 F B - DA
BB RS G L - FHWEHEF v (scFv) s E1#E(diabody) ¢ H ik
TP 14 BRI s B R A B SR WO 1998/44001 ~ WO1988/01649 ~ WO1994/13804 ~
K W01992/01047F -
[0028] "BCMA | {415 AEHBAHRERLIR » 71 H K CD269 5,

TNFRSF17 (UniProt Q02223) - BCMA . FI4Mi ik 35 Q02223 & L 1 54 -

NHHBCMAEESEQ ID NO: 2 Z A B FP o -

SEQ ID NO: 2
MLOQMAGQCSQNEYFDSLLHACIPCQLRCSSNTPPLTCQRYCNASVTNS
VKGTNAILWTCLGLSLIISLAVFVLMFLLRKINSEPLKDEFKNTGSGLLG
MANIDLEKSRTGDEIILPRGLE
YTVEECTCEDCIKSKPKVDSDHCFPLPAMEEGATILVTTKTNDYCKSLP
AALSATEIEKS

ISAR
[0029] 'R R M (bispecific) | (RIEF RS S fEA F PR

514 H » 4171 HEHESHE)
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(5 BT J PAY  { F [5) 2 A AT F0 8 BT 22 M i A T 9 i AR R HL R B A 58
FZVEM: - BIanE R B Bt iE (SENAEE0RE ) BVEEGUR (ERY
(homolog) ) BALZNIEN: - ZFRAIMWEBEREMacaca cynomolgus,
cynomolgus, cyno) S RIZIE(Pan troglodytes) » B¢ F] AE AL _BE X 1E
AEBUR 2 B H R RAL -

[0030] T HEHE(Cancer) | HIE—FFREIZIISIEER - HRELN S
Ao th B E AR AY R 2 PR AR R o R ECER B 4R o R A R EEURIUM T
B Ey S ML R TE 1 LN BT 68 bR S 2 S B R S 2 B B RV RE B )
fiE(cancer) ; =2 " EEAEAH K (cancer tissue) ; W[ ELFERES -

[0031] " CD123, (%5 EFSEQ ID NO: 57w B BB P 51T A
BB R-3Z/RE Lo (IR3RA) © fIIMEECDI12315 5 SEQ ID NO: 57HY

FEFE1942305 -

CD123 (SEQ ID NO: 57)
MVLLWLTLLLIALPCLLQTKEDPNPPITNLRMKAKAQQLTWDLNRNVT
DIECVKDADYSMPAVNNSYCQFGAISLCEVINYTVRVANPPFSTWILFP
ENSGKPWAGAENLTCWIHDVDFLSCSWAVGPGAPADVQYDLYLNVAN
RRQQYECLHYKTDAQGTRIGCRFDDISRLSSGSQSSHILVRGRSAAFGI
PCTDKFVVFSQIEILTPPNMTAKCNKTHSFMHWKMRSHFNRKFRYELQ
IQKRMQPVITEQVRDRTSFQLLNPGTYTVQIRARERVYEFLSAWSTPQR
FECDQEEGANTRAWRTSLLIALGTLLALVCVFVICRRYLVMQRLFPRIP
HMKDPIGDSFQNDKLVVWEAGKAGLEECLVTEVQVVQKT

[0032] "CD19, 4$5EASEQ ID NO: 58 7 B % 7IHy AFAB Itk

E4IREHTRCD19 - CD19 Z g MEfmEE SEQ ID NO: 58HyEE20£291 -

515 H > #1171 HEEHESHE)
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CD19 (SEQ ID NO: 58)
MPPPRLLFFLLFLTPMEVRPEEPLVVK VEEGDNAVLQCLKGTSDGPTQ
QLTWSRESPLKP
FLKLSLGLPGLGIHMRPLAIWLFIFNVSQQMGGFYLCQPGPPSEKAWQ
PGWTVNVEGSGE
LFRWNVSDLGGLGCGLKNRSSEGPSSPSGKLMSPKLY VWAKDRPEIWE
GEPPCLPPRDSL
NQSLSQDLTMAPGSTLWLSCGVPPDSVSRGPLSWTHVHPKGPKSLLSL
ELKDDRPARDMW
VMETGLLLPRATAQDAGKYYCHRGNLTMSFHLEITARPVLWHWLLRT
GGWKVSAVTLAYL
I[FCLCSLVGILHLQRALVLRRKRKRMTDPTRRFFKVTPPPGSGPQNQYG
NVLSLPTPTSG
LGRAQRWAAGLGGTAPSYGNPSSDVQADGALGSRSPPGVGPEEEEGE
GYEEPDSEEDSEF
YENDSNLGQDQLSQDGSGYENPEDEPLGPEDEDSFSNAESYENEDEEL
TQPVARTMDFLS
PHGSAWDPSREATSLGSQSYEDMRGILYAAPQLRSIRGQPGPNHEEDA
DSYENMDNPDGP
DPAWGGGGRMGTWSTR

[0033] TCD3, BiE—EAENE  HERENTHABR LEEZ

TTHIREZA(TCROEEY) L —80 oy > HIHE R B W (i 2V i <2 fS 3
(CD3g ~ CD36 ~ CD3( ~ &CD3y) Giafpk LR _EAG e R FARdHk -
AFECD3e&SEQ ID NO: 3 7 A 751 - SEQ ID NO: 228 /RCD3 efy
HESMEK -

16 H > 4 171 HEEHIEHE)
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SEQ ID NO: 3
MQSGTHWRVLGLCLLSVGVWGQDGNEEMGGITQTPYKVSISGTTVIL
TCPQYPGSEILWQHNDKNIGGDEDDKNIGSDEDHLSLKEFSELEQSGY
YVCYPRGSKPEDANFYLYLRARVCENCMEMDVMSVATIVIVDICITGG
LLLLVYYWSKNRKAKAKPVTRGAGAGGRQRGQNKERPPPVPNPDYEP
IRKGQRDLYSGLNQRRI

SEQ ID NO: 22
DGNEEMGGITQTPYKVSISGTTVILTCPQYPGSEILWQHNDKNIGGDED
DKNIGSDEDHL
SLKEFSELEQSGYYVCYPRGSKPEDANFYLYLRARVCENCMEMD
[0034] "CD33, {#iFEASEQID NO: 97 7 g B 7 Y1 & Ba i A

FHEPLFECD33 - CD33 7 F/MKFEESEQ ID NO: 97/ 5 E 184259 -

CD33 (SEQ ID NO: 97)
MPLLLLLPLLWAGALAMDPNFWLQVQESVTVQEGLCVLVPCTFFHPIP
YYDKNSPVHGYWFREGAIISRDSPVATNKLDQEVQEETQGRFRLLGDP
SRNNCSLSIVDARRRDNGSYFFRMERGSTKYSYKSPQLSVHVTDLTHR
PKILIPGTLEPGHSKNLTCSVSWACEQGTPPIFSWLSAAPTSLGPRTTHS
SVLIITPRPQDHGTNLTCQVKFAGAGVTTERTIQLNVTYVPQNPTTGIFP
GDGSGKQETRAGVVHGAIGGAGVTALLALCLCLIFFIVKTHRRKAART
AVGRNDTHPTTGSASPKHQKKSKLHGPTETSSCSGAAPTVEMDEELHY
ASLNFHGMNPSKDTSTEYSEVRTQ
[0035) T CD38 (45 AJH CD38 & H’E( UniProt & 1F4R 5% P28907 )

([FIZEFADP & HEIR(LES 1 - cADPr /KfEES 1~ IR{K ADP 2 /Kfigls 1) -

ANIH CD38 B4 SEQ ID NO: 1 FirR 2 AL 751 - CD38 {4 —7fd 11 AU

517 H » #1171 HEEHESHE)
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B

REBEES ﬁﬁﬁﬁ%ﬁ@ IR R R | £ 21~ (UREBHRIEAY A
BEEL 22 £ A2~ R ACUERHEIMERYIRE: 43 £ 300 -

)

=
D

SEQ ID NO: 1
MANCEFSPVSGDKPCCRLSRRAQLCLGVSILVLILVVVLAVVVPRWRQ
QWSGPGTTKRFPETVLARCVKYTEIHPEMRHVDCQSVWDAFKGAFIS
KHPCNITEEDYQPLMKLGTQTVPCNKILLWSRIKDLAHQFTQVQRDMF
TLEDTLLGYLADDLTWCGEFNTSKINYQSCPDWRKDCSNNPVSVFWK
TVSRRFAEAACDVVHVMLNGSRSKIFDKNSTFGSVEVHNLQPEKVQTL
EAWVIHGGREDSRDLCQDPTIKELESIISKRNIQFSCKNIYRPDKFLQCV
KNPEDSSCTSEI

[0036)] " CH3 E&(CH3region) ; B¢ " CH3 &/ (CH3 domain) | (%
fERIEEKEHR < CH3 & - AMH [gGl fife < CH3 @ IER B EA 341 £
446 - ZA1f - CH3 BN A] Ry Rl A S Fr it & HA i AS [E A o

[0037) T #k&Pi)EZR8(Chimeric antigen receptor) ;| 5( " CAR | %
RETRENE L T2  HRECREdiREREMESEE T dEE (1
WIEG T 4HAE ~ a8 T 4Rt - XUERCE T e E ) - CAR JIHE
AL THZE - e THZRERERE 2 - CAR BE b
ReE & Z MAMEL ~ BRI R 2 /b —(ERE A3 - CAR IR & EXITER &
{H a5 5% LS B AE T 2 AR Y Re B E (LB i) < SR Y 22 ik - B5 R e
& EAIES AR AR . wT 05 A DA B2 A S e R (B 3R 2 AR AT IR B0 iR - R &
[ 528G w] et v Bl & g s e - ELPE Ry R AN B S e e R Y I RE T

[0038] ' #H&(Combination) | EHEH B Z /G RE —LLUR &
IR T 2 - HARL T ARG T MR IE R LERR 1T -

[0039) " HAfFREE(complementarity determining region, CDR) |
R EPUREZ PiAslE - CDR o i ] B FEHI4E 2K E K > 5840 Kabat (Wu et al.
J Exp Med 132: 211-50, 1970) (Kabat ef al., Sequences of Proteins of

518 H » 4 171 HEEHEHE)
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Immunological Interest, 5Sth Ed. Public Health Service, National Institutes of

Health, Bethesda, Md., 1991) ~ Chothia (Chothia et a/. J] Mol Biol 196:
901-17, 1987) ~ IMGT (Lefranc et al. Dev Comp Immunol 27: 55-77, 2003)
& AbM (Martin and Thornton J Bmol Biol 263: 800-15, 1996) - ff{i#ft ZfE{H
se O] SR AR TR B B E (2B AI40 » Lefranc et al. Dev Comp Immunol
27:55-77, 2003 ; Honegger and Pluckthun, J Mol Biol 309:657-70, 2001 ;
B¥ P25 o % 38 22 (International ImMunoGeneTics, IMGT)E#HE  FRE R
http://www_imgt org) - 8] = (40 UCL Business PLC 2 abYsis)
A A48 CDR - A i 2 H&5E"T CDR , ~ THCDR1 ; ~ " HCDR2 | -
"HCDR3 , -~ TLCDRI1, -~ TLCDR2, - & TLCDR3 |, A#Ef i Kabat ~
Chothia ~ IMGT ~ ¢ AbM FFHY{E{A[ /5 7AEFHY CDR » FrIE(ERHAZ F 5AH
HH it

[0040] ' & &(comprising) ; EMEFEME " EA L. 4K
(consisting essentially of) | & " [1...4H}k(consisting of) | A iE N EH
[FEEst > FHRE T AR B dHE(consisting essentially of) ; EAUELFE MR
" 1. &A% (consisting of) | P EAYE ] © FRIE BT SO M H HAth 22
Ko HRAIERSRAE KHFEENEE S 2 ¥ /& (comprise/comprising) |
AL E A i 38 Ry i i M 22 BE R M B PR M BB SR M8 22 © D »
T EFE(E AR (including, but not limited to) | V&% o

[0041] 358 (enhance) ; B¢ " #E5RHY(enhanced) ; HFEAE T F 2
— BRI RE AR B IR oy - hE 58 BORIE oy T L H S Y — B AR T RE AR L
P — B ¥ iR oy T 158 o n)HIE 2 BIR M ThRe (B R A B AR ~ T dHRE
b~ MHEEEE T HEEE « Fe Eh2RUEYRE (Fl0 ADCC ~ CDC R/
B¢ ADCP )E(H Fey 2ZH8(FeyR)EL FeRn 45& -7 1 58HY 0] 54 10%20% ~
30% ~ 40% ~ 50% ~ 60% ~ 70% ~ 80% ~ 90% ~ 100%E 5 2% 7 ¥k ~ 245t
FEERE A

519 H > #1171 HEEHESHE)
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[0042] ' Fey 2@ (Fc gamma receptor) ; (FeyR)(hiE R B A Xl 2
FcyRI ~ FeyRIIa ~ FeyRIIb B¢ FeyRIIT - j&{E FcyR B $E FeyRI ~ FeyRIla K
FeyRIII

[0043] ' GPRCSD , {4557 SEQID NO: 98 fftiR 2 f BL Bk i 711 HY
NHGEHEEREZR CRESEDNKE -

GPRC5D (SEQ ID NO: 98)
MYKDCIESTGDYFLLCDAEGPWGIILESLAILGIVVTILLLLAFLFLMRK
IQDCSQWNVL
PTQLLFLLSVLGLFGLAFAFIIELNQQTAPVRYFLFGVLFALCFSCLLAH
ASNLVKLVRG
CVSFSWTTILCIAIGCSLLQIIIATEYVTLIMTRGMMFVNMTPCQLNVDF
VVLLVYVLFL
MALTFFVSKATFCGPCENWKQHGRLIFITVLFSIIIWVVWISMLLRGNP
QFQRQPQWDDP
VVCIALVTNAWVFLLLYIVPELCILYRSCRQECPLQGNACPVTAYQHSF
QVENQELSRAR
DSDGAEEDVALTSYGTPIQPQTVDPTQECFIPQAKLSPQQDAGGV
[0044] " AJEHifB(human antibody) ; HIFEEE(LUAER T A
MR B &/ NRERIE 2 iis - NP 2 TS &G04 8 NEREK
EQFY - ENENEEAREESEEE 2 —H 7 A E&EIITEE
NERENREQFY -5 NETUERN T EEGEEER NEEE A REIKE
HEEHE(rearranged) REEKE H BRI 24 - Az NETRES "114£8
(derived from) ; AJFFF%IAY EE # R 8K 3 0] & o BRI R HEER
e Ry AR R E O ERNE - RERETEIEAEBY) (GEOFH A
MR EO AR B/ NEERER ) - EMEN NER R 2 2Bk E
B> T AR — R aARERER  EEANANEGAEIEEAE

20 H » 4 171 HEEHESHE)
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TIERREHERNE Z R4 2 MR 5 ARG AIIZEE - 8R4 CDR

(W) FRESIALR - —f&ins - " AU ) fEke B ey E Bk
NBEAE AR ERECNERRERELDERNMGESEIE ARV EAE
/DE] 80% ~ 81% ~ 82% ~ 83% ~ 84% ~ 85% ~ 86% ~87% ~ 88% ~ 89% ~ 90% -
91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ B¢ 99%][&5]—1M: - £ —
HEER T T NS T RE A B AR E AL A 2R
#1470 Knappik et al., (2000) J Mol Biol 296:57-86 fHfitt » B ALK B RIE
AR FAY AR ERE 0 AR ERY &5 HCDR3 » {40 Shi et al., (2010)J
Mol Biol 397:385-96 k BH[&H A/ G5t WO2009/085462 F il « /) —7Fl
CDR (%074 8F NV Iie ~ BFEE T AP, WESET -

[0045] " AJR{bHim@(humanized antibody) {4f52/V—1F CDR {%
1A BIEANEYEH 2/ 0 —EEBHRITEB NEREREL PTG - A
AR T 2R R T B FE LA BT DAsZ S 28 nl RE A 2 PR AR R BREE
H AR R E H AR TR A BRIV E YY) -

[0046] " & EFE(isolated) , (RIECHEMZ T FHIARS (sEWEM
AHAE ) BYEAEH > EE bk K/ s b 2 — 0 TRERE (GEEa R E %
HEEOE BT ) U E&Z 20— R EECER P BN ELE

FELEEE  HikS (isolated antibody) | RIEEE _EA & HANAHAEA R /R
BYhiae Hika SRR E S EITRS 5520 80%-81%82%~83% »
84% ~85% ~86% ~87% ~ 88% ~89% ~90% ~91% ~92% ~93% ~94% ~95% -~
96% ~ 97% ~ 98% ~ 99%EL 100%4 [ -

[0047]) T ERRPif(monoclonal antibody) | BIEHEE Hig—HYHT
e TRERRIER 2 ike - JRE - BR T ] RE BRI 2 I ANEL Sz B A 2 (I A
TS RE —0Y - ZFUCERE DI BB C ke B B R 26 -
o ol P 5 I T A L G G I P A ~ B B e B 380 A e R 2T e B 0 2k i e B v
Mt - RS — M si & — LR RA - B R ERDIE g e W iE A [F

i

E[

E[

F21 H 4 171 HEEHESHE)
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TR FRAL - EARDUBSEDURS BN W Be A RIREEAL « BEARTUAS nl (R B e 221
AR (BRI ) ~ BE - FE - S EN -

[0048] I ZE&E(mutation) | (RIFEMHENSFFIIG - ZIRHSEEH
% Fe 7l o 2 88 TAZ S BOR RS AR AV D 8 - AU m] B A ~ e A BBk 2R — B
Z G AR R T -

[0049] ' FEEELH & (non-fixed combination) ; {45 T 4HAEEE A
JEEE Kb CD38 $iife < 7 A B B2 4H Y » HoAR B oy FAE RS AL )2 AR 2 18 b
RF P PR A BV IE 0L T BB ~ 9T~ BURFP I T - A bR iR St i (b &Yt
(#8538 N BV A OKAE -

[0050] © %R M (multispecific)  HigHr RIS &2 /D MR [EH
R B FEHURE A 20 B E A BB B TS - 2R R T a oo — - =
PO EL A AE A [E] 50 R B A [E LR N A [EIRYER AL

[0051) T BE&#4HEiY(Pharmaceutical composition) | {&igE &5 M
ROy B B BE B RE7 2 BRI 2 AR

[0052]) T & Fnj#Es2 7 &l (pharmaceutically acceptable carrier) |
2 " TRTE R (excipient) | (RFEEMER Y AN B EE4H Y R AT R 7 o ELES(E
AS R HY -

[0053]) T Eiggute 8 (Philadelphia chromosome) ;| 5, "Ph | (&5 &%
FT AR Z e 9 Bl 22 7 FE RV AL tafs B (i - EEECE BCR-ABL AR H14H
RS MBS b B s S R & - B EBOK B 4y E8e 22q11 2 BCR ERHHAY
— AR E S ERE 9934 2 ABL BRI —H ORS00 HEHEES
t(9;22)(q34:q11) - BIE AN FAAAEE FHan L EIE R GL(ISCN) « BUARREEHY
BHEALE > TR ZMEEO 2y FE0H 185 & 210 kDa % - " &L
BhS ) (RIERTAN(9:22)(q34:q11) BT AKAT BCR-ABL @i & EH -

[0054] "PSMA , 4#5H7A SEQ ID NO: 99 R B Fr 51109 N A AT
VIR ERRDUR - BE/MEt=ESFF SEQ ID NO: 99 ZF8Ak 44 £ 750 -

F22 H 4171 HEHESHE)
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PSMA (SEQ ID NO: 99)
MWNLLHETDSAVATARRPRWLCAGALVLAGGFFLLGFLFGWFIKSSNE
ATNITPKHNMKAFLDELKAENIKKFLYNFTQIPHLAGTEQNFQLAKQIQ
SQWKEFGLDSVELAHYDVLLSYPNKTHPNYISIINEDGNEIFNTSLFEPP
PPGYENVSDIVPPFSAFSPQGMPEGDLVYVNYARTEDFFKLERDMKINC
SGKIVIARYGKVFRGNKVKNAQLAGAKGVILYSDPADYFAPGVKSYPD
GWNLPGGGVQRGNILNLNGAGDPLTPGYPANEYAYRRGIAEAVGLPSI
PVHPIGYYDAQKLLEKMGGSAPPDSSWRGSLKVPYNVGPGFTGNFST
QKVKMHIHSTNEVTRIYNVIGTLRGAVEPDRY VILGGHRDSWVFGGID
PQSGAAVVHEIVRSFGTLKKEGWRPRRTILFASWDAEEFGLLGSTEWA
EENSRLLQERGVAYINADSSIEGNYTLRVDCTPLMYSLVHNLTKELKSP
DEGFEGKSLYESWTKKSPSPEFSGMPRISKLGSGNDFEVFFQRLGIASG
RARYTKNWETNKFSGYPLYHSVYETYELVEKFYDPMFK YHLTVAQVR
GGMVFELANSIVLPFDCRDYAVVLRK YADKIYSISMKHPQEMKTYSVS
FDSLFSAVKNFTEIASKFSERLQDFDKSNPIVLRMMNDQLMFLERAFID
PLGLPDRPFYRHVIYAPSSHNK YAGESFPGIYDALFDIESKVDPSKAWG
EVKRQIYVAAFTVQAAAETLSEVA

[0055] " E&H(Recombinant) ,{5F5E 2K B A [F 2K R & B 4% 32 DL
FEAEHI DNA -~ HilBECE LB - M EHEF A - R - EASCERE
Z DNA -~ fifg R HAWETE -

[0056] T /D (reduce) | B¢ " B/PHI(reduced) ; RIFHE T F 2 —
B¢ % M D RE AR I IR o B BORE 70+ 2 4 S i — B M D gE AR R
— B AW IR 7 08D - BRI E 2 M Ty e (5 A eg A R e~ T 4IRS 1B
e S TS E - Fo 8/ 2 AUEDRE( 14 ADCC~CDC K /5; ADCP )
B8 Foy 2Z2#8(FeyR)E FeRn 454 » " /DAY ;) 0] B&Y 10% ~ 20% ~ 30% -
40% ~ 50% ~ 60% ~ 70% ~ 80% ~ 90% ~ 100%5 5 5 7 k) ~ svshat FEZ
HY I 58 -

523 H 4 171 HEHESHE)
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[0057) T rHuPh20 , 45 E.7 SEQ ID NO: 105 ” FEMFES|M &
H NFEDLIEBANS 0 H AN IEEANS (HYLENEX®=EEY)) - i B
= F A\ FE%E W02004/078140 o

rHuPH20 (SEQ ID NO: 105)
MGVLKFKHIFFRSFVKSSGVSQIVFTFLLIPCCLTLNFRAPPVIPNVPFLW
AWNAPSEFCLGKFDEPLDMSLFSFIGSPRINATGQGVTIFYVDRLGYYP
YIDSITGVTVNGGIPQKISLQDHLDKAKKDITFYMPVDNLGMAVIDWE
EWRPTWARNWKPKDVYKNRSIELVQQOQNVQLSLTEATEKAKQEFEKA
GKDFLVETIKLGKLLRPNHLWGYYLFPDCYNHHYKKPGYNGSCFNVEI
KRNDDLSWLWNESTALYPSIYLNTQQSPVAATLY VRNRVREAIRVSKIP
DAKSPLPVFAYTRIVFTDQVLKFLSQDELVYTFGETVALGASGIVIWGT
LSIMRSMKSCLLLDNYMETILNPYIINVTLAAKMCSQVLCQEQGVCIR
KNWNSSDYLHLNPDNFAIQLEKGGKFTVRGKPTLEDLEQFSEKFYCSC
YSTLSCKEKADVKDTDAVDVCIADGVCIDAFLKPPMETEEPQIFYNASP
STLSATMFIVSILFLIISSVASL

[0058] ' EiGtE(refractory) | f5f5-1 i FH Y F-ilg /v A Hwl20 B 8%
S HE 2 FEE -

[0059] ' {R& (relapsed) ; Hig¥IAHRH K EERZE FIERTEE

[0060] T {EfB(subject) , BLFE(E(T AFASIE N HEY) - " IE N IAE)
P)(nonhuman animal) , BLFEFTABSHEBY) - GO ALY RIFHALEY) -
sl E NEHBERESY - Ry 3 B 2 W - BT -
FrIESHEA - 8 T B & (patient) ; B¢ ' {H#G (subject) ; W GIAEA] -

[0061) ' T 4HFEEEEERERI(T cell redirecting therapeutic) | %45
EH _HREZMEEEE o KR — 4 & 1w B H WA & F 2 4R
TEPUR (GEUEBERDE) SEMEEGEEHHY 285 _SEaE il T

524 H 4 171 HEHIEHE)
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MAEPLE (3840 CD3) RrRMUEEE - IS8/ 2 B IR Gre J1EA: T2 H
fEAAE ECAR &% - EEURRR B A A e 4% -

[0062] ' TMEFF2 , i 5HA EGF £k _(HIE UM R RS 2
Z NBEBEEERE  JIME R % ZEH 3R (tomoregulin) 2 - & AMH TMEFF2
< B EL Fe 7 Ry SEQ ID NO: 101-TMEFF2 Z fig4Msi &S SEQ ID NO:
101 AY3REL 40 £ 374 o

TMEFF2 (SEQ ID NO: 101)
MVLWESPRQCSSWTLCEGFCWLLLLPVMLLIVARPVKLAAFPTSLSDC
QTPTGWNCSGYDDRENDLFLCDTNTCKFDGECLRIGDTVTCVCQFKC
NNDYVPVCGSNGESYQNECYLRQAACKQQSEILVVSEGSCATDAGSG
SGDGVHEGSGETSQKETSTCDICQFGAECDEDAEDVWCVCNIDCSQTN
FNPLCASDGKSYDNACQIKEASCQKQEKIEVMSLGRCQDNTTTTTKSE
DGHYARTDYAENANKLEESAREHHIPCPEHYNGFCMHGKCEHSINMQ
EPSCRCDAGYTGQHCEKKDYSVLYVVPGPVRFQYVLIAAVIGTIQIAVI
CVVVLCITRKCPRSNRIHRQKQNTGHYSSDNTTRASTRLI

[0063]) T &¥EH % & (therapeutically effective amount) | {435 H 3
ZERATHCA R R AT 2B & KB RV E - )R AWE IR AR E
e A RS Z PRIFARER ~ 80 ~ MEA ~ REGE ~ DUSOEE R EOE R IR H &1
(& 55 5% 2 P AX S KBV BB 77 » A Y BB BOE B 4H & & PR EFE IR ffE
B8 E 2 SEFR RIS

[0064] ' J&H(treat/treatment) | (5F5IBFM: B K R0 FRRS 1 205
ATERE R R o Hod B TEPG BB CRES ) JERTAREY A B BB BURE -
A 7 BCFT AR B PR B R B 7 4 BREAIR ~ Ik N BRI AR T ~ (8 P 05 E ARR ZE (B C B
AEALR ) AREE ~ HEEE BURIE PRIR AR E)‘Z%‘:jzzﬁﬁrfﬁkﬁb Ko ag g (im
oresed ) o fEsm nEDA A WA o TOARR ) IR AR BN R BESZIA
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AR < TR M ERFEE ZFHERFENEEZSFCEARNIE
RIERY » PLK % 5 5 B IR BURIERY » B0 3% F I EIR L ER ERY -

[0065) T FERE4HAE(tumor cell) | B¢ " 4R (cancer cell) | BRf54F
BE I (in vivo) ~ BERG(ex vivo) ~ B SHEIEEY) T B A B # 2R BRI
ZEHUFE M (cancerous) ~ FEH(pre-cancerous) s (LAIAY - BEEE(LA —EH
KR8 E Y E WY R - 68 AL o] RE 2K B B bR s 09 B RoRr BN AH i e Y
2 NBSNEIZ BRI > HAa] DL 33 A sAr R BN EUE IR 34 - ¢
e NRANR - BL/REENHI AT @ A£FFINin vitro) ~ 88N (in vivo) ~
FeieRa (ex vivo )P RE AL ~ dlif7k (b ~ BEAVAERER - WP - ¥
E ~ MR B R EMAR RS APV ERED - REEME ~ AR S EIYIE 6
WERETIEREERSES -

[0066] E{psiAE FiiRAE R PR EREEA Z ®IFGIREWD
Kabat et al., Sequences of Proteins of Immunological Interest, 5th Ed. Public

Health Service, National Institutes of Health, Bethesda, MD. (1991) tf Fy#it
Hy EU Z5[(EU index) » [RIESH MRS - Huis K E #E 4R 5% o] 755120
ImMunoGeneTics 54 2 IMGT Web &5 2 IMGT Scientific charts °
[0067] CH3 &JHYHUIREIR RS —H# 2 55— CH3 &fEiEd
1Y (%A ) KBTI E /AL B 2 56— CH3 &R iy (Z{H) &EH
fir'® - fla0 > F405L/K409R {2+51E5— CH3 &~ F405L 288 K125
CH3 &H 2 KO9R 2% - L351Y F405A Y407V/T394W {4+54EE— CH3

EF2 L351Y ~ FA0FA K Y407V 2248 K Ar8 — CH3 @+ 2 T394W ZE8 o
D399FHKRQ/K409AGRH 45 HF D399 uJs&8  F-H~-K - R=E Q BE# - H
K409 5]& A ~ G~ RE¢ H B 7 258¢ o

[0068]) EMH—F& Kk =FRFEERE &GN AT EH BN 1 AT

= 1.
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W EL = F RS — RS
Rl Ala A
1 e B Arg R
KA FEhe % Asn N
RAWER Asp D
FHEHEER Cys C
B Gln E
Eo iy Glu Q
H L Gly G
SH MR His H
5 W Ile I
H W BE Leu L
i M Lys K
FH i e I Met M
el Phe F
i P % Pro P
& e Ser S
iR I Thr T
E=Nid Trp W
% e I Tyr Y
Gl Val \%

DL CD38 B T YIE EMERBIZHE R EFZHR
[0069] “AZ0H %2 /DER ALY IEHAE] INJ-957 K GPRC5DxCD3
HiBS R4t CD38 $ifi8 DARZALEX" (EZRIEH) (HLEE(M LA -
& HIRRF T 2 2 1B B ARV AR ) s FaE & 2 MM diAEAY 7E H
PRI e B ARRY S AT §8 7 AL RIS TR SR BN E & 2R E R G
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Bk o RBIAIREDE T HEFY DARZALEX® (EERLER) SeAma Rk
INIJ-957 91 2 2% 3% & BB AR A Ry 38 3R 2 2 M Re g e 5
HEAFAE /e 2B F iR (E8e o A2 /D E o7 AR
DARZALEX® (ERIEN) HUK#RIES B ER R T fWinE
TE 71 78 B R R Bk 2 3% 1 R R S B DAL 2 R A A Y 38 3R o AU - 4t
CD38 #iifefd T S E [nakEl Ll & /Bt T T dHRE 2 R a KAl
Z AT BT CD38 474G THpa FE A B 0] 3 5 B — AR DU DU » IR EEFY R fiE
—fie(hEE M RIA  FERERYEL o i B — [ IR ER S—E I e R
R E & AR B R ARIFHIIRPR

[0070] CD38 A —fELIhREEH @ HALZRE S LR R EaH i
TER > 0 H & HAS NI S MR 2L/ 53R B - i (LIRAR ADP-#ZHE(cADPR)
Ko ADPR WY1 - CD38 74l i 1138 o0 S itk S Al 2 U (b B 3 A2 (Funaro
et al., ] Immunol 145:2390-6, 1990; Terhorst et al., Cell 771-80, 1981; Guse
et al., Nature 398:70-3, 1999) - CD38 £ . NAD fE /K gl & 7 SH #2240
fESN NAD' 7K 32 5 NAD /K AEZ S B M T 8728 T AR %= (Adriouch et
al., Microbes infect 14:1284-92, 2012; Chiarugi et al., Nature Reviews
12:741-52, 2012) « B 748 Ca* EaASN - CD38 {#ALL FHIALE T 4K B
AR b 2 H R -2 88 E eV s AR A 2 2 8GE &) (F140 MHC 735 ) #Y
Fah(cross-talk) M # 4 > ZFZRE YIS THAESESH K CD38 > i
H# R 1gGl Z 8 K oy ih - AEARAL PR ELH B LT CD38 Hife
DARZALEX™ (ZfIBp1) 58 T JHAEEE [UEHFH < DUE R SUE - #E2A
AL BT E B AU R (BB AT 5% DARZALEX” (ZEHI BT )
&G i HAE AR (A P By R s A ME (URRIR D e BRI M Treg » MDSC
K Breg Z & 4/ CD8™ T 4ffl ~ 18 K& CD8"#f Treg L3 - {ig#E CD8”
O ECIRAIAE RN T dHAE Z SipR T ) mTEEE 2 A1 (E 5G o 3 5 e e
f e - HINEAT e T dipE#E e T U EE FUa A -
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[0071] KiFFEREE—TEGRER B 5L HEagrEefkT
BFAE 2 CD38 fife K T A E E [Ha A LUS R AE

[0072]) AFGEEINIR Gt — TR R ie < fE g dlfE = U0k - Hoal & [al
BTl CD38 i KA o FEE 2 T HiEEE R aREE —
F Je LAk R e g A R A B T

[0073) AfGEE/riRMt—TEE R T dpE € [ a BB E B A B E . (#
Ae tPHYR 2 ik o B s m(E RS T Ht CD38 HifE -

[0074]) fE—S5EHEHIT > i CD38 HifR A1 T T I E E [ G
Bl Z B T -

[0075) THHREEE mEHEI £ THi CD38 ke L Al —#H - i -
=8 —@H 7B NE B WEH - =FEH - UEA - AfEA N
A ~ BCERFEET -

[0076]) fE—SEHAHIS - T dHiEE R EFE B E B AN b 2R
& e

[0077] fE—SFhmd+ - R E 2 HiFE % BCMA -~ GPRCSD »
CD33 - CDI123 ~CDI19 ~ PSMA ~ TMEFF2 ~ CD20 ~ CD10 ~ CD21 ~ CD22 ~
CD25 ~ CD30 ~ CD34 ~ CD37 ~ CD44v6 ~ CD45 ~ CD52 ~ CD133 ~ RORI1 ~
B7-H6-B7-H3~HM1.24~SLAMF7~Fms £ &z % &g 3( FLT-3-CD135) ~
ilewos R E L T 4 (CSPG4 ~ RO MRS ZRELFE) &
KRN T ZA2(EGFR) ~ Her2 ~ Her3 ~ IGFR ~ IL3R ~ &4 BLAARE (L&
H’E (FAP) ~ CDCP1 ~ Derlinl ~ f#4 & H(Tenascin) ~ #&H & H (frizzled) 1
2 10~MMEHiE VEGFR2 (KDR/FLK1)-VEGFR3(FLT4~CD309 )PDGFR-a
(CD140a)~PDGFR—B (CD140b)~ N & if#&E H (Endoglin)~CLEC14-Tem1-8 -
7 Tie2- B (| E] 55 A33~ CAMPATH-1 (CDw52)~ & BE$1 JE (CEA)
bk BE it i IX (MN/CA IX) ~ de2-7 ~ EGFR ~ EGFRvVIII - EpCAM ~» Ep-CAM -~
EfsE S EH G250 Fms FEIg R e % 3( FLT-3-CD135 )~¢-Kit (CD117) ~
CSF1R (CD115) - HLA-DR ~ IGFR ~ IL-2 %&Z%& ~ IL3R - MCSP ( B2 &£
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MR R E S R E O EME) ~ Muc-1 ~ FirlRREr iR (PSCA)
AR M DUE(PSA) ~ hK2 ~ TAG-72 EiRE R A DL -

[0078]) fE—EE&E R+ T AT EE )& E | BCMA~GPRC5D ~
CD33 ~ CD123 ~ CD19 » PSMA ~ TMEFF2 » CD20 ~ CD22 ~ CD25 -~ CD52 ~
RORI1 -~ HM1.24 ~ CD38 5 SLAMF7 454 -

[0079]) fE—sE MM - T AHAEEE RAERIB CD3e 454 -

[0080) fr—suE i - T 4HAEEE A% KIS CD3 & -

[0081]) fE—egFHFIF - T 4HAEEE RIEERIE CDS8 ~ KI2L4 -
NKG2E ~ NKG2D -~ NKG2F - BTNL3 - CD186 - BTNLS8 » PD-1 ~ CD195 -
B¢ NKG2C &5 &« EHHE A CD3 B CD8+ T A s s R 5 AL £ (L
40 WO2018187215) o

[0082]) fE—EE MR+ » T MAEEE FEEEE S CD3 4563 &
CD3 &aaEs

SEQ ID NO: 33 Y E#HH#EEE | (HCDR1) - SEQ ID NO: 34 2
HCDR2 - SEQ ID NO: 35 > HCDR3 ~ SEQID NO: 36 - &8 5 /L E
& 1 (LCDRI) -~ SEQ ID NO: 37 > LCDR2 F SEQ ID NO: 38 2~

S

LCDR3 ;
SEQ ID NO: 39 Y Ef & (VH) K SEQ ID NO: 40 & o] S [
(VL) :

SEQ ID NO: 74 2 HCDR1 ~ SEQ ID NO: 75 > HCDR2 -~ SEQ ID NO:
76 2 HCDR3 » SEQID NO: 77 2 LCDR1 ~ SEQ ID NO: 78 > LCDR2
Kz SEQ ID NO: 79 2 LCDR3 :

SEQ ID NO: 80 > VH ¥, SEQ ID NO: 81 > VL :

SEQIDNO: 53 2 CD3 4% #ig.> HCDR1-HCDR2-HCDR3-LCDRI -
LCDR2 K, LCDR3 : 5

SEQ ID NO: 53 2 CD3 4542 VH K VL -

[0083] fE—FHupIF - T MAEE F/EFM I BCMA GG -

5530 H » 4t 171 HEEHEHE)
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[0084] Ff—LLFjwfld - T YHAEEE RIGHEEIE
BCMA &t K CD3 45614, > % BCMA éﬁéiﬂﬁ@é\ SEQ ID NO: 23
HCDRI1 ~ SEQ ID NO: 24 > HCDR2 ~ SEQ ID NO: 25 .2 HCDR3 ~ SEQ ID
NO: 26 2 LCDR1-~SEQIDNO: 27 2 LCDR2 5 SEQ ID NO: 28 .2 LCDR3 -
% CD3 g5 &4 SEQ ID NO: 33 2 HCDR1-SEQ ID NO: 34 > HCDR2 -
SEQ ID NO: 35 7 HCDR3 ~ SEQ ID NO: 36 2 LCDR1 ~ SEQ ID NO: 37
~Z LCDR2 kK SEQ ID NO: 38 2 LCDR3 ; J/5

% BCMA 45 &84 SEQIDNO: 29 2 VH & SEQ ID NO: 30 .2 VL >

H2z CD3 45412 SEQ ID NO: 39 22 VH & SEQ ID NO: 40 = VL -

[0085] fE—SLEEflF Bl BCMA && 2 T diEE RaR AR
SEQIDNO: 31 & —=E##(HC1) - SEQ IDNO: 32 ¥ & —i&##(LC1) - SEQ
ID NO: 41 % “ 8 (HC2) ~ & SEQ ID NO: 42 5 — g5 (LC2) o

[0086] fE—ELEjfld B BCMA && 2 T MATEE [RGFE R
Seattle Genetics 2 ACTR JE fE & % - AFM-26 - ALLO-715 ~ CRISPR
Therapeutics 2 it BCMA [G]f&E 2§83 CAR-T 4fjff0 & /£~ Sorrento Therapeutics
7 i BCMA CAR-T % ~ Hrain Biotechnology 2 #7 CD19/BCMA CAR-T
¢ B & ;£ ~ Chineo Med (Beijing)> BCMA CAR-T % ;% - Triumvira
Immunologics 2 BCMA TAC-T 4f A # £ - Shanghai Unicar-Therapy
Biomed 2 BCMA-CAR T 4HHEP % - Regeneron 2 BCMA/CD3 #ifg -
NantKwest 2 CAR-NK g £ -~ CC-93629 - CMD-505 ~ CTX-4419 ~
CYAD-211~-HDP-101~HPN-217~P-BCMA-ALLOI1~TNB-383B-bb-2121 -~
AUTO-2 ~ Pregene 2 BCMA #x & 37 [& =2 &2 ¥& )£ -~ Shanghai Bioray
Laboratory 2 BCMA-CAR T 4] g - CARsgen Therapeutics 2
BCMA-CAR-T 44Hfd~ Shenzhen BinDeBio 2 CAR-T/TCR-T 4 o & 5% ~
ET-140 ~ P-BCMA-101 ~ REGN-5458 ~ AMG-701 ~ Cellular Biomedicine
Group i BCMA CAR-T 4lfUy& ;£ ~ bb-21217 ~ BI-836909 ~ CC-93269 -
Descartes-08 ~ IM-21 ~ JNJ-64007957 ~ MEDI-2228 &, PF-06863135 -
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[(0087) £ — & E W Fl & - T @A EE HEENE S
WO02017031104A1 daf7ft 2 BCMA &t 2 F—F& o

[0088]) fE—ELE)Efld - T HAEEE mIGHEAE GPRCSD 454 -

[0089] fE—LEHM+ - T HEEERIEFEREE

GPRCS5D 4&5&1 )z CD3 45&13, » 3% GPRC5D 45&3 a2 SEQID NO:
43 7~ HCDR1-~SEQIDNO: 44 2 HCDR2-SEQID NO: 45 .2 HCDR3 ~ SEQ
ID NO: 46 2 LCDR1 ~ SEQ ID NO: 47 .2 LCDR2 & SEQ ID NO: 48
LCDR3 » 3% CD3 &5 &1 H4 SEQ ID NO: 33 2 HCDR1 ~ SEQ ID NO: 34
<~ HCDR2 ~ SEQ ID NO: 35 > HCDR3 ~ SEQ ID NO: 36 2 LCDRI1 ~ SEQ
ID NO: 37 2 LCDR2 } SEQ ID NO: 38 > LCDR3 ; K/5
% GPRC5D 45 &4 SEQIDNO: 49 2 VH & SEQ IDNO: 50 2 VL~

HiZ CD3 4&&ta4 SEQID NO: 39 2 VH 2 SEQ ID NO 40 2 VL »

[0090]) fE—EE )i fl+ - Bl GPRCSD &5& 2 T 4t 5 7€ [rE A
4 SEQIDNO: 51 2 HCI~SEQIDNO: 52 2 LC1-SEQIDNO: 41 .2 HC2 ~
& SEQID NO: 42 7 LC2

[0091]) fE—2&FhE F T HAEE FEHRE B & Eureka
Therapeutics .2 GPRC5D g °

[0092) £ — & E @ @l & - T @AEEZE HEENE S
WO020180037651A1 Ffr#ll 2 GPRCSD & &ih 2 £ —5 -

[0093]) fE—EE)E@Id - T HAEEE RIGERE CD33 &E& -

[0094] fE—EEHEHIF - T HEERDERERIEE CD33 45ai K
CD3 45&1k » 5% CD33 s &4 SEQIDNO: 84 2 HCDRI1 ~ SEQ ID NO:
85 7 HCDR2-SEQIDNO: 86 2 HCDR3 ~SEQIDNO: 87 .2 LCDR1 ~ SEQ
ID NO: 88 2 LCDR2 ~ % SEQ ID NO: 89 2 LCDR3 » % CD3 && &4
SEQID NO: 74 .2 HCDRI1 ~ SEQID NO: 75 2 HCDR2 ~ HCDR3 = SEQ ID
NO: 76 ~ LCDR1 = SEQID NO: 77 ~ LCDR2 2 SEQID NO: 78 ~ &z SEQID
NO: 79 2 LCDR3 ; K/5¢
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% CD33 &5 &l E4E SEQIDNO: 90 2 VH &z SEQIDNO: 91 .2 VL >
H2% CD3 4482 SEQ ID NO: 80 2 VH & SEQ ID NO: 81 7 VL o

[0095]) fE—EE)Efld - B1 CD33 4552 T HiilEE RN aERIES
SEQ ID NO: 92 > HC1 ~ SEQ ID NO: 93 > LC1 ~ SEQ ID NO: 82 .2 HC2
& SEQ ID NO: 83 2 LC2 -

[0096] fE—EE)EflId » B1 CD33 &5& 2 T HiilEE RN AERIE S
Shenzhen BinDeBio 2 CAR-T/TCR-T 4HHt 2 L~ AMG-330~- AMV-564-~
INJ-67571244~1CG-144~AMG-673 ~ Ziopharm 2 CD33 CAR-T &£ INXN
3004 ~ huCD33-BsAb » VOR-33 - HMBD-004A - GEM-333 ~ TGB-3550 5¢
CD33.taNK -

[0097]) fE—EEHEIF - T HAEEE RIEEREL CDI23 &5 -

[0098]) fE—ELEhEfld - T HAEEE FIEFER &

CDI123 45 &1k K CD3 45413 » % CD123 $5 &84 SEQ ID NO: 94
<~ HCDRI1 ~ SEQ ID NO: 95 > HCDR2 ~ SEQ ID NO: 96 .2 HCDR3 -~ SEQ
IDNO: 9 7 LCDR1-SEQIDNO: 107 LCDR2~ % SEQID NO: 59 7 LCDR3 -
% CD3 g5 &4 SEQ ID NO: 33 2 HCDR1-SEQ ID NO: 34 > HCDR2 -
SEQ ID NO: 35 7 HCDR3 ~ SEQ ID NO: 36 2 LCDRI1 ~ SEQ ID NO: 37
~ LCDR2 Fz SEQ ID NO: 38 > LCDR3 ; K/=

Z CDI1234E &84 SEQIDNO: 100 2 VH F2 SEQID NO: 61 2 VL >
H2% CD3 4482 SEQ ID NO: 39 2 VH & SEQ ID NO: 40 2 VL o

[0099]) fE—EEfld -8 CDI23 &5& 2 T WTEE RGEREE
SEQID NO: 102 > HC1 ~ SEQIDNO: 63 » LC1 ~ SEQIDNO: 41 2 HC2
& SEQID NO: 42 7 LC2

[0100] fE—EEHEfIF 81 CDI23 &5& 2 T WTEE FGEREE
TheraVectys 7 &M & #8180 ¥% & £ ~ APVO-437 ~ Nanjing Legend
Biotech 2 #i{ CDI123 CAR-T 4 Al # /£ -~ APVO-436 ~ Hebei Senlang
Biotechnology 2 CD123 CAR-T i xE - HHZE ¥k E i (flotetuzumab) -

i

il

533 H 4 171 HEEHESHE)

113109635 FEHESE A0202 1133102594-0



202430571

IM-23~JNJ-63709178 -Mustang Bio .2 MB-102~-UCART-123~-XmAb-14045
8¢ Sanofi 22 CD3-CD123 4 1 T 4HAEAE S8

[0101] £ — & F A F T A EERHERELEES
WO02016036937A1 HFfilt.2 CD123 &5&H 2 F—4& -

[0102]) fE—EEHEEIH - T HAEEE RIGERE CDI9 &E& -

[0103] fE—SLEHHF - THEEEFIEFEREE

CDI19 ¢5&1k fz CD3 ¢&5&1, » 3% CD19 &&= SEQ ID NO: 53 2

CD19 45&3 2 HCDR1 ~ HCDR2 » HCDR3 ~ LCDR1 ~ LCDR2 & LCDR3 »
% CD3 &= SEQ ID NO 53 2 CD3 45&4 2 HCDR1 ~ HCDR2 ~
HCDR3 ~ LCDR1 ~ LCDR2 & LCDR3 ; K/E¢

SEQ ID NO: 53 Z FgEBEFFF

[0104] FE—SLFHIF - Bl CDI9&EE 2 T HINEE REFEEES
78+ B ZE (axicabtagene ciloleucel) ~ [ % 5 E i (blinatumomab) ~ F[EEH 2K
& ZE-t (tisagenlecleucel-t) ~ AMG-562 ~ AUTO-1 ~ Cellular Biomedicine
Group 2 CAR-T CDI19 ~ Ziopharm 2 CDI19 g &7 T 4HiEEE
ioceltech Therapeutics .2 CD19-CAR-T 4lfZy& ;£ - Marino Biotechnology
~ CD19-CAR-T #Hff15%;% ~ Guangdong Zhaotai InVivo 2 CD19-CAR-T2
AHRE e L - Juno Therapeutics 2 CD19/4-1BBL #5H CAR T 4HBEEEE -
CSG-CD19 ~ DI-B4 ~ ET-190 ~ GC-007F ~ GC-022 ~ HRAIN Biotechnology
Z N¥E CD19 T 4HAEE % ~ Kite Pharma 2 AJR{EHL CD19 $#24] CAR (3rd
Gen)~Immune Cell Therapy -2 ICAR-19 CAR-T 4~ ICTCAR-003~Marino
Biotechnology 2 iPD1 CD19 eCAR T 4ffjffy - IWCARO029 ~ PTG-01 ~ PZO1 -~
Senl 1904A -~ Senl 1904B ~ UCART-19 ~ UWC-19 ~ AUTO-3 ~ BinD-19 -~
Shanghai Unicar-Therapy Biomed .2 CAR-T 4fE$& % » Shenzhen BinDeBio
7 CAR-T/TCR-T 4l %L - Miltenyi Biotec 2 CD-19 CAR-T 4HfE
72 ~ Shanghai Unicar-Therapy Biomed .2 CD19 CAR-T 4fjffy ~ Takara Bio .~
CD19-CAR T 4HHE& A ~ Shanghai Bioray Laboratory .2 CD19-CART -~
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Sinobioway 2 CDI19 #!mig & hi/E < fe T 40HE - Shanghai Longyao
Biotechnology =2 CD19/CD20 CAR-T 4 B & i£ - CIK-CAR.CDI9 -
ICTCAR-011 ~ IM-19 ~ JCAR-014 ~ [& F % & B #1 %5 H7 #R(loncastuximab
tesirine) ~ MB-CART2019.1 ~ OXS-1550 - PBCAR-0191 ~ PCAR-019 -
PCAR-119 ~ Senl-001 ~ TI-1007 ~ XmADb-5871 ~ [RLLF] B #i(inebilizumab) -
F|E B g5 & (lisocabtagene maraleucel) ~ XmAb-5574 ~ Eden BioCell 2 55 3
£, CD19-CART 4l fg+ mbIL15 - A-329 ~ ALLO-501 ~ Beijing Doing
Biomedical Co 2 #1 CD19 1 CD20 245 B f: CAR FHE [0/ H e T 4l ~ Allife
Medical Science 2 $i CD19 CAR NK #fjffg#%,% + Hrain Biotechnology ~ #i
CD19/BCMA CAR-T 4lfE#& %~ ATA-2431~ATA-3219~AVA-008~Celularity
2 CD19 CAR-T 4iffg#%’% ~ Ziopharm 2 25 3 U CD19 iix&HifF 2/ T 4ii
% ~ Inovio .2 CD19 dBiTE ~ Bellicum 2 CD19 TCR-4HAEHE % ~ Wilex 2
CDI19-ATAC ~ Chineo Med (Beijing)> CD19/20 CAR-T %)% - Eureka
Therapeutics 2 CD19/CD22 %8 |o)$&,% ~ Helix BioPharma ~ #x & iR
B T 4HE(CAR-T)& XL - CMD-502 ~ CTX-110 ~ CYAD-04 - CYAD-221 ~
ET-019002 ~ FT-596 ~ FT-819 - TC Biopharm . vy-8 CAR-T ¥& % -
ICTCAR-014 ~ 1DD-002 ~ KITE-037 ~ NI-2201 ~ RB-1916 ~ Senl 002 -~
TAC01-CD19 ~ TC-110 ~ TC-310 ~ TCB-003 5 TI-7007 -
[0105]) fE—EEHEfIF - T HAEEZE RIEFEEE PSMA & -
[0106] fE—SLEHH+ - T HEEERIEFEREE

PSMA 5&1k K CD3 45413 0 3% PSMA 45 &84 SEQID NO: 54 7
HCDR1 ~ HCDR2 8¢ SEQ ID NO: 55 - HCDR3 ¢ SEQ ID NO: 56 ~ LCDRI1
8¢ SEQID NO: 9-LCDR2 &, SEQID NO: 10~ &z SEQID NO: 59 2 LCDR3 -
% CD3 g5 &4 SEQ ID NO: 33 2 HCDR1-SEQ ID NO: 34 > HCDR2 -
SEQ ID NO: 35 2 HCDR3 ~ SEQID NO: 36 2 LCDR1 ~ SEQID NO: 37 2
LCDR2 ~  SEQID NO: 38 > LCDR3 ; K/5
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2 PSMA 4% &34 SEQ ID NO: 60 > VH & SEQID NO: 61 . VL >
H3 CD3 &5 &A% SEQ ID NO: 39 22 VH F SEQ ID NO: 40 . VL -
[0107]) fE—EEHAIF B PSMA && 2 THREE RAERES
SEQ ID NO: 62 > HC1 ~ SEQ ID NO: 63 > LC1 ~ SEQ ID NO: 41 > HC2
K SEQ ID NO: 42 > LC2 -
[0108]) fE—L&EHwHI+ - T ZEH@%ZEW@J?”“U@ TMEFF2 &5 & -
[0109] fE—ELEjEEI+ - T HANETE [<VEFEE
TMEFF2 45 &3 & CD3 4543 » 2% TMEFF2 éﬁé\iﬁ@é\ SEQ ID NO:
64 > HCDR1 ~ SEQ ID NO: 65 > HCDR2 ~ SEQ ID NO: 66 > HCDR3 - SEQ
ID NO: 67 > LCDR1 ~ SEQ ID NO: 68 > LCDR2 + ¥ SEQ ID NO: 69 .~
LCDR3 » 3% CD3 45 &4 SEQ ID NO: 74 2 HCDRI1 ~ SEQ ID NO: 75
> HCDR2~HCDR3 5% SEQ ID NO: 76 ~LCDR1 5 SEQ ID NO: 77 ~LCDR2
5 SEQ ID NO: 78 + & SEQ ID NO: 79 > LCDR3 ; F/=%
2 TMEFF2 &5 &34 SEQ ID NO: 70 > VH F SEQ ID NO: 71 . VL
H3 CD3 45 &3 A4 SEQ ID NO: 80 22 VH F SEQ ID NO: 81 . VL -
[0110) fE—EEhEHI+ - B TMEFF2 &5& 2 T 4HiEE E RUE BRI
2 SEQIDNO: 72 2 HC1+~SEQID NO: 73 > LC1~ SEQID NO: 82 > HC2
K SEQ ID NO: 83 > LC2 «
[0111] FE—EEBEHEHIT - T 4B S 2 [ A MI B CD20 454 -
[0112) 4SS HafIt » T 4100 2 65 RERISL CD22 454 -

[0113] 15 —SLEFHEMHI - T 400 5 A MR CD25 &4 -
[0114] 15 —SLEFHEMHIF - T 4HHE 5 AR CDS2 454 -
[0115] 15 —SLERaHI - T 400 5 A HEIH RORT 654 -
(0116 #E—EEFREMIT - T AT SE 5 AHAIE HM1.24 G54 -
[0117]) HF—SETHHIF » THEET R EER B SLAMFT £&
(0118 FE—EsSEREHIT » 3% T 4NF0 T = R AR (5 5 4 BT -

e PR ZA2(CAR) ~ &% CAR Z T 4lijg -

36 H > 4 171 HEEHIEHE)
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[0119] fE—E&FHEHIT - T AALEE FGHHI{R CAR -
[0120] HE—LEFHHEAIT - T AEEEEEFER(HRERHE CAR 2 T 4

AE -

[0121] fE—EEFHHIT - T MALETE G HRI(R 2R ZIEPUE -

[0122] {E—EEHEHIF > SR EMHIAG (% 18G1-1gG21gG3 B¢ [gG4
[F] 2

[0123] fE—E&&EHEHIT - DR EMEPIRRGA [gGl [FR -

[0124] {E—EEHEHIF - DR EMEGIRRGA [6G2 FH -

[0125] fE—E&E&EHEHIT - DR EMEHIRR A 1gG3 FH -

[0126] {E—E&E&EHEHIF - DR EIEHIRR A 1gG4 [FHL -

[0127] %5 EANEHURG o] BT ] [FIfE AT - FHII[E)fE R A 24 2

MR MBI ARE  ENEAE Fo B ZUEDIRE < JARMEDLEERI %
I R M Bty B2 (infusion reaction) Y JEfg 3 10 Ko 75 96 S e Y 457 4865 ] Uk
/DIEREREE (Baert 3 A > (2003) N Engl J Med 348:602-08 ) - JEEMIEIE
T8 1 TP aR 2 o % S MR AR FEE ] 3 o H i a4 D Be < [F) A8 S AU 72 (Stickler et
al., (2011) Genes & Immunity 12:213-21) - 5 [E]fE 2 A B B E E & T
i E A B e Y e B e e 1) 5 SR A B - 3R 2 BRI BE . 1gG1~1gG2 2 1gG4
G fE AL -

= 2.

[ e S A SR BRI R AR R A (FEE SRR EUKS5))

IgG2 I1gG4 IgGl

189 282 309 422 214 356 358 431
G2m(n) T M
G2m(n-) P A%
G2m(n)/(n-) T A%
nG4m(a) L R

537 H > # 171 HEEHESHE)
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<
>

Glm(17) K E

Glm(17,1) K D L A

[0128]) FE—LEFwH+ - ZREMEDRRE SR ZREETIRGEFeyZ
AR (FeyR) Z &5 &Y —BCEBFCHU < B/ D 2 R FME UG AR eyR 2 S5 & YU R D
Fei e DRess 025 24 41AS < ADCC ~ ADCP K/5¢CDC - F5 E UL RIELEISEQ
ID NO: 1037 B4 #I1gG1E(SEQ ID NO: 1047 B 4= #ITgG4 %3

[0129]) FE—LLEFhaflF - —EE(EFcHU R AEEE hlgGe 2
F234A/L235A ~ IgGl | 2 1.234A/1.235A ~ 1gG2 |2 V234A/G237A/
P238S/H268A/V309L/A330S/P331S - IgG4 | 2 F234A/1.235A ~ IgG4 |7
S228P/F234A/ L235A ~ FTAIgERY F 2 N297A ~ 1gG2 | 2 V234A/G237A -~ 1gGl
|2 K214T/E233P/ L234V/L235A/G236-1:4:/A327G/P331A/D365E/L358M ~ 1gG2
2 H268Q/V309L/A330S/P331S ~ IgG1 |- S267E/L328F - IgG1 |2
L.234F/L.235E/D265A ~ IgG1 |~
L.234A/1.235A/G237A/P238S/H268A/A330S/P331S ~ IgG4 |7
S228P/F234A/1.235A/G237A/P238S & 1gG4 - 7 S228P/F234A/1.235A/G236-f:2%
/G237A/P238SHT2H AL < BFaH - HHBERFHARIBEURS]|

[0130) FE—LLF)EH+ - —BCZEFCH U AIgG4 | F234A/L235A -

[0131]) FE—LLFhEHIF - —EEHFcHUAIgG] . L234A/L235A -

EE

[0132] fE—S&FHEHF - —B S (EFcHU U {AlgG2 .2 V234A/G237A/

P238S/H268A/V309L/A330S/P331S -

EE

[0133] fE—E&FTHEHIF > —BEFcH{fAlgG4 £ 2 F234A/L235A -
538 H 4 171 FBHRH®)
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[0134] fE—SEHEHIF - —B S (EFcHU U {AlgG4 b 2 S228P/F234A/
L235A -

[0135] fE—S&HHIF - —BSAEFCHU AT g £ ZN29TA -

[0136] fE—S&HEHIF - —BH(EFcHUU{ARIgG2 .2 V234A/G237A -

[0137]) fE—SEHEHF - —BH(EFcHUU{AlgG1 .2 K214T/E233P/

1.234V/1.235A/G236-#:52/A327G/P331A/D365E/L358M -

[0138] FE—EFHBIF - —BSHFEFCHU{fRIgG2 F~
H268Q/V309L/A330S/P331S -

[0139] FE—EEEHBIF - —BSFEFCHU{{f#IgGl 2 S267E/L328F - 11
—EEFHEHI > —B S (AFCH{{{4IgG1 |2 L234F/L235E/D265A

[0140] FE—EEFHHIF - —BEHFEFCHU{fRIgGl 2

L234A/1L235A/G237A/P238S/H268A/A330S/P331S -

EE

[0141] fE—EEHEHIF - —E S HFcHUAlgG4 L

S228P/F234A/1.235A/G237A/P238S K 1gG4 I 2 S228P/F234A/1.235 A/G236-i1 5

/G237A/P238S -

[0142] fE—LEhHEHIF - SRR —P f5 S228PH{X -

[0143) fE—LEHHIT - SR RIETISE S —CH3SS I T 2SR
CH3SERI T ~ B35 —CH3SE B R 55— CH3SE BN & h el & — B (A
FREVAL -

[0144] FE—LEHEHIT > —B S (fA ATHRTHU U ARBEE

F450L/K409R ~ #74 #U/F409L_R409K ~ T366Y/F405A ~ T366W/F405W ~

EE

F405W/Y407A ~ T394W/Y407T ~ T394S/Y407A ~ T366W/T394S ~ F405W/T394S

39 H » 4 171 HEEHESHE)
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K T366W/T366S_L368A_Y407V ~ L351Y_F405A_Y407V/T394W -~

T3661_K392M_T394W/F405A_Y407V ~ T366L_K392M_T394W/F405A_Y407V -

L351Y_Y407A/T366A_K409F ~ L351Y_Y407A/T366V_K409F -

Y407A/T366A_K409F

T350V_L351Y_F405A_Y407V/T350V_T366L_K3921_T394WFT4HEV ~ B£4H -

[0145]) f£—iE
[0146]) Ff£—iE

/F409L_R409K -

SEFHEHIF -
SEFHEHIF -

[0147] fE—S&EHEHF -
[0148] fE—&HEHIF -
[0149]) fE—S&hEHI+ -
[0150] fE—S&hEfI+ -
(0151]) fE—S&hf+ -
[0152] fE—S&hEfI+ -
[0153]) fE—S&hEHI+ -

[0154]) fE—S&EhEHIF -

T366W/T366S_L368A_Y

[0155]) f£—iE

SE T

L351Y_F405A_Y407V/T394W o

[0156]) f+—iE

SEHEAIT

— B AE EIAHEET AL fAF450L/K409R -
— B A R AL R A A

— B AEA EIHETEL A T366Y/F405A -
— B AE EHHTAUAT366W/FA0SW -
— B AEA EITHETELAFA0SW/Y40TA -
— B AEA EIHHTEUAT394W/Y407T -
— B AE A EIHETEL A T394S/Y407A -
— B AEA EIHHTEL A T366W/T394S -
— B A EITHRTELUAFA05W/T394S -
— B AET BRI AL A

> — B A ETHRTEL R

— B AET BRI AL A

T3661_K392M_T394W/F405A_Y407V -

540 H » 4 171 HEEHIEHE)
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[0157] FE—EEEHHIF - —BEEA ETHAITHU S
T366L_K392M_T394W/F405A_Y407V -

[0158] FE—EEEHHIF - —BHEA EHATHU A
L351Y_Y407A/T366A_K409F -

[0159] FE—EEEHHIF - —BEEA EFHATHU A
L351Y_Y407A/T366V_K409F -

[0160] FE—EEEHHIF - —BEHEA ETHATHU A
Y407A/T366A_K409F -

[0161]) fE—LEHEHIF » —B S FA ARV

T350V_L351Y_F405A_Y407V/T350V_T366L_K392L_T394W -

EE

[0162] fe—ELEHEHIF @ FEERMRTMRREE LR -
[0163) {F—SEHEfIF - MRFEMRERG L E M-S -

KT IR 22

EBERE ~ A FIRE IR = FHAY BEMEE E T E (monoclonal gammopathy of undetermined

significance, MGUS) ~ S MEMERAIAEH ME(ALL) ~ &M KB E R

(DLBCL) ~ BurkittEGHERE(BL) ~ R MR (FL) ~ =M EBMCL)

# 1 BHERE [ [YE(Waldenstrom’s macroglobulinema) ~ #F4HAE 5 195

R

S ME(AL) ~ FTASBAHAME REHRE B s - AUAS BRI RN B i -
=M E N A MEAML) ~ SRE(EAES RAEBEEMDS) ~ f&MMERRM: A fmF
(CLL) - BHIAZEMER ~ 12 a st A mm(CML) ~ Sl B MmiwHCL) ~ B

M ARSI B oe AT ~ B INER « FFETSRIMNESR -
BT ERE(MZL) ~ ZEREAERRA MM AH M E B (MALT) ~ 4%4HAE 5 fw

RAIAEAIHRESRZ(ALCL) ~ HIMIREGHRER -

F41H #1171 HEEHESHE)

113109635 FEHESE A0202
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[0164]) {F—HEFHHIF - MREMEERGSEEEEE -
[0165] {E—SLFhiHIF - L8 MTIER (HE2 ety 24 TR
[0166] {F—LLFifF - LM EHEREIREREEDEM 2R TR -
[0167]) {F—SFhip|F - ZEMFEBE HSER SR THEE - BAS
JE\bi 22 M F R < (MRS LA R BRTE 24 E 44 H B A A RTAMR &SR - sl iR
A= EbE 2 8T 3ER < Re At FIEA — S E M E ERE
t(4;14)(p16:q32) ~ t(14:16)(q32:q23) ~ del17p ~ 1qAmp -~ t(4;14)(p16;q32)
t(14;16)(q32:q23) ~ t(4;14)(p16;q32) Fzdell7p ~ t(14;16)(q32;q23) K dell7p ~ B,
t(4;14)(p16:q32) ~ t(14;16)(q32;q23) Kzdel 17p ©
[0168]) fE—LLFhif+ - BA SRS &M g < (e B A — 2
FERRY > HAag .
t(4;14)(p16; q32) ;
t(14;16)(q32; q23) ;
dell7p ;
1qgAmp ;
t(4;14)(p16;q32) Ft(14;16)(q32:q23) ;
t(4;14)(p16;q32) K del17p ;
t(14;16)(q32;q23) Fzdell7p ;5 =%
t(4;14)(p16; q32) ~ t(14;16)(q32;q23) fedell7p ~ ELILAEA[4HE -
[0169] =] F&FdEE M R /BUE & 7 A HIE R {E s a: - tTHE
A RAEEAR O B R NS - LT MR R B S A A B
e b~ R/EGEMAAC R NTE —(E B HAth a5 B ~ 4H4R e -

F42 H - #1171 HEVESHE)
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[0170] AT 5 H W FE B0 e R A FsS (FISHY M - fE e )
firp > BB ENHBS A 24 @8 14932 ERVIgHIE - HEUSEEERNIYREH -
t(4;14)(p16;q32) 14 K A4t RHHAT 4 RN T2 883 (FGFR3) R &7H %3 M5 RETH
SET4EHE, > T /& (MMSET) (7R &WHSCI/NSD2) fy5fir »
t(14;16)(q32;q23)7% X MAFEISH R F-C-MAFHY B i1 © 5 17p (del 1 Tp) b R e 5
pS3ELRIFE -

[0171] fE—ELEhafi - 2 FRREHiCD38E A KPR
(lenalinomide) ~ Bi%5 {/=>K (bortezomib) ~ 31 & FERE (pomalidomide) ~ FIEHFL
(carfilzomib) - $:5E J21: B i (elotozumab) ~ (/b /2> (ixazomib) ~ 2534 fiy(melphalan)
B0/ FIEE R (thalidomide) ~ BRHEFTTAH & 2B RHHIE R TERS -

[0172] fE—ELEhafIF » MEEMEERRAML -

[0173] fE—LFfipIF - AMLGEA 2/ —fEEEREIIAML « £ %
FE R B AML (AML with multilineage dysplasia) ~ BLESRAERIEIAML ~ £ 43k
# AML (undifferentiated AML) ~ #4524 AML (AML with minimal maturation) ~
24 AML (AML with maturation) ~ 244558 BEAZER 14 (5 55 (acute
myelomonocytic leukemia) ~ 24 BE A%k [ 1147 (acute monocytic leukemia) ~ 2
MALmERTE 5 M (acute erythroid leukemia) ~ 2 EAZ SRR M: A M7 (acute
megakaryoblastic leukemia) ~ 2 M:FE ik ATHE 5 197 (acute basophilic
leukemia) ~ Z14: 45 B 4= 454 { L (acute panmyelosis with fibrosis) B BE1E AT -

[0174] fE—EFhaflF » 20 —([AERRE GO M5
fir ~ FxEBR 16 Ay B BRI - FLERB 1587 2B 5L - e FHYEL -
BCLEfms M BRI Rl B3 (FLT3) ~ Z(CBEREEE 0(NPM) ~ RISl

F43 H #1171 HEHESHE)
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(IDH1) ~ £iE5 L a2 (IDH2) - DNA (REHELE-5)- HEEIZEE3 (DNMT3A)
CCAAT/HEs& T-45&EHE o (CEBPA) ~ U2/NMZRNAEHEIR T 1(U2AF1) ~ zeste 2
ZinE B HE S Re2 B L 2 W58 T(BZH2) ~ A+EReaSiBgEREg 1A
(SMCI1A)EB O ASAETRAERTEE H 3 (SMC3)PHYZEE: -

[0175] H—E&hEHT - 2/ 0 —EEREE RS (E; 21)(q22; q22) ~ ]
firinv(16)(p13; q22) ~ Z{irt(16; 16)(p13; q22) ~ HZ{irt(15; 17)(q22; q12) ~ Z8E
FLT3-ITD ~ JAIDHI1 7 7 Z285R 132HE(R100Q/R104V/F108L/R119Q/T130V a7~
IDH2H 7 Z€8R140QER172 °

[0176] FH—SEFhEHIF - MREMRIFHRALL o

[0177] fE—&EhEHF - ALLABAIAZAALL ~ TAHAZAALL ~ B AALL
B/ NEALL ¢

[0178) fE—&EhaHF » EAALL L (888 B A &R ARG EHBCR-ABL
IR 2 Ja A P B EA (& KT (acquired resistance) ©

[0179] Ph:ERSF LN EI20%HYEAALLY liF A\ R/NE 3 EERYEA
ALLY 5 HARFA BTREMHET - (B30 - BAPhMIGIEALLY B a2z fighy
BRI HIRR(TKD) /5 28 H Al N E S TKIEA M - NI A R eSS
R R o B BCR-ABLAIHEI B St Z (ERS i T HiCD38HiAS » HIrtd:
BCR-ABLATHIE &G40 %% JC (imatinib) ~ 2035 /C(dasatinib) ~ [EEEE|T
(nilotinib) ~ {HETE B (bosutinib) ~ 4R [E (ponatinib) ~ & T (bafetinib) ~ 38

—+% fE (saracatinib) ~ [&EL B ES (tozasertib) B 72 & <285 (danusertib) °

F 44 H o 4171 HETIEE)
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[0180] frBAHAUZALLES Tl < HAth A SR EY [ Ae(v; 11923)

(MLLEHE)
ETV6-RUNX1 (TEL-AML1) %t(5; 14)(q31; g32) ; IL3-IGH -

[0181] fr—iE

+ 1(1;19)(q23;p13.3) ; TCF3-PBX1 (E2A-PBX1) ~ t(12;21)(p13;q22);

SEHEIT - (FEE R A ALL

#ZALLEA11q23)(MLLESE) »

t(1; 19)(q23; p13.3) ; TCF3-PBX1 (E2A-PBX1) ~ t(12; 21)(p13; q22); ETV6-RUNX1

(TEL-AML1)=t(5; 14)(q31; q32) + IL3-IGHAEASE iR -

[0182] FEASEH AR {E BRI RG] > P C R RS

(fluorescent in situ hybridization) ~
[0183]
[0184])
[0185]
[0186]
[0187]
[0188]
[0189]
[0190]
[0191]
[0192])
[0193]
[0194])
[0195]

[0196]

113109635

FEHESE A0202

R ~ IREISIZESE K ~ BUEFF -

» MR FEME IR R IEICA T 225 2 M R

» MRS HRMGUS -

» MR FEMERIRIRALL o

» MREMERIR{RDLBLC -

» MR FEMEBRIF(RBL

» MR FEMEBRIFIREL

» MR EMEERIR{HRMCL -

 MUREME PRI AR EBRE H MUE

» MURCE MR (54

» MR FEMERIRIRAL -

» MR MRS (4 A1 A B ARG AR S REAHRE H e -

» MR MRS (4 A1 A B ARG AR S REAHRE H e -
- MR FEMEBRIR R B8 (LA BAEEEEMDS)

» MR FEMEBRIF(RCLL -

545 H » 4 171 HEEHESHE)

A B A -
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[0197]
[0198]
[0199]

[0200]

e o

[0201])
[0202]
[0203]
[0204]
[0205])
[0206]
[0207]
[0208]

[0209]

> MIRCENERIR R E AT
» MRCENE PRI (A7 B B < UM EE S -
> MIRCENERIR{HRMZL

> MIRCENERF{RMALT -

- MRCEME PRI (R AEIAE B M -

> MIRCEMERIR{HRALCL -

> MRCEME R (R A -

> MIRCENE R R -

HE—EE T

- MRCEE PRI (R BAIAEE R -

> MRCENERIA A CML -

> MRSEMERIA{AHCL -

» MIRCEMERIR AR MR e 2 AR R

TERMER

BB RATSIRE - Al - IR/ NIOAEATE

(NSCLC) ~ FHE ~ T-B55% - &I - 7L - UISE - TBNRE - E - BE

T

R TS

E I BB
5 - WELEEY - W AR - SSEBE -

B PR T E M -

[0210] fE—S&hEHI+ -

(0211] fE—EEhEH

[0212] fe—fEEhEH

[0213] fE—S&hEHIF -
113109635 FEHESE A0202

# - BsBtRE  AFdREE - BAAERE LR R
HiRERSE ~ ERZ

LR ATTIE -
LR -
B %I NPT (NSCLO) -
LRSI -

46 H » 4 171 HEHIEHE)

1133102594-0
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[0214]
[0215])
[0216]
[0217]
[0218])
[0219]
[0220])
[0221])
[0222]
[0223]
[0224]
[0225])
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]

[0235]

113109635

FEHESE A0202

 EME R T ESRE
B RS -

- BRI -
BV ARON SR -

BV R T ENREE -
- BV (R -
 EMEREOERRE -
B ARRERE -
BV AR EE
 EMEGRERE
 EMRERERE -
BV AR -

- BV AT AIRERE -

- B AR AR -

B MR (R E R o

BV RIRSHRE -

B R SRR -

- BV R E AR -
B RS ERRE -
BV AR IRERE -
R B AR -

- BRI -

547 H » # 171 HEHESHE)
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[0236] FE—LEEHHIF - EERERIGIIE IS -

(0237) fE—EELEHEMIF - AIFIRREERIESE - FoaME - BEAE kAT
SRR ~ SEMEMES -

[0238] H—EHHIF - HiCD38HiEE =SEQID NO: 6 ZHCDRI ~ SEQ
ID NO: 7.2HCDR?2 ~ SEQ ID NO: 8 ZHCDR3 ~ SEQ ID NO: 9.LCDRI ~ SEQ ID

NO: 10 ZLCDR2 ZSEQ ID NO: 11 2LCDR3 -

EE

[0239]) {F—iLE i+ » CD38#if4 A4 SEQ ID NO: 489 VH K SEQ ID
NO: 5JVL o

[0240) fE—LLEFhEHIF > HiCD38HiAs A 1gGl[EA -

[0241]) FE—ELEEFIH > HCD38H1 A4S SEQID NO: 1227 HC K2 SEQ ID
NO: 137LC -

[0242] FIFYAEEIH 2 J57AFRYDICD38 A 1] B ERIH1AS s 40 70 A B
SEQ ID NO: 14 157 VH & VLFEFI[HYmAbOO3 [ i 7t A 5 B 5 F1) 267,829,673
g€ - mAb003.” VH I VLT PAIgGl/xZE7R » mAb024 » HA & 4537 &SEQ ID NO: 16
K72 VH VLN 2B 5 A1 557,829,67355% < mAb024 2 VHZ VL E] L
IgG1/xFT: 5 MOR-202 (MOR-03087) » 4144371 &SEQ ID NO: 18192 VH
o VLI i A 25 B B 7155 8,088,8965%  MOR-2027 VH VL T] DAIgG1/x

T BRI B (isatuximab) ;5 HAALE 43R ASEQ ID NO: 2021 VHE VL

FEAIAG A SR R 5E8,153,7655% o fH/b 28 B4 2 VH K VLA LUIgG /xR

7N e

SEQ ID NO: 4 (ZfUEEf1 VH)

F48 H 4 171 HEEHIESHE)
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EVQLLESGGGLVQPGGSLRLSCAVSGFTFNSFAMSWVRQAPGKGLEW
VSAISGSGGGTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYF
CAKDKILWFGEPVFDYWGQGTLVTVSS

SEQ ID NO: 5 (ZHfIE$H VL)
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYD
ASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWPPTFGQ
GTKVEIK

SEQ ID NO: 6 ( ZhIEHy HCDRI1 )
SFAMS

SEQ ID NO: 7 (ZhIEH HCDR2)
AISGSGGGTYYADSVKG

SEQ ID NO: 8 (ZhIEH HCDR3)
DKILWFGEPVFDY

SEQ ID NO: 9  (EhrE#i LCDRI1)
RASQSVSSYLA

SEQ ID NO: 10 ( Z#15¥E %] LCDR2)
DASNRAT

SEQ ID NO: 11 (%7 E4i LCDR3)
QQRSNWPPTF

F49 H » # 171 HEHIEHE)

113109635 FEHESE A0202 1133102594-0



202430571

SEQ ID NO: 12 ( ZH1EH; HC)
EVQLLESGGGLVQPGGSLRLSCAVSGFTFNSFAMSWVRQAPGKGLEW
VSAISGSGGGTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYF
CAKDKILWFGEPVFDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGG
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVT
VPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAP
IEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPGK

SEQ ID NO: 13 (ZHIEH LC)
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPRLLIYD
ASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWPPTFGQ
GTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWK
VDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVT
HQGLSSPVTKSFNRGEC

SEQ ID NO: 14
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAFSWVRQAPGQGLEW
MGRVIPFLGIANSAQKFQGRVTITADKSTSTAYMDLSSLRSEDTAVYYC
ARDDIAALGPFDYWGQGTLVTVSSAS

SEQ ID NO: 15

550 H » 4t 171 HEEHESHE)
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DIQMTQSPSSLSASVGDRVTITCRASQGISSWLAWYQQKPEKAPKSLIY
AASSLQSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYNSYPRTFG
QGTKVEIK

SEQ ID NO: 16
EVQLVQSGAEVKKPGESLKISCKGSGYSFSNYWIGWVRQMPGKGLEW
MGITYPHDSDARYSPSFQGQVTFSADKSISTAYLQWSSLKASDTAMYY
CARHVGWGSRYWYFDLWGRGTLVTVSS

SEQ ID NO: 17
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQAPGLLIY
DASNRASGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQRSNWPLTFG
GGTKVEIK

SEQ ID NO: 18
QVQLVESGGGLVQPGGSLRLSCAASGFTFSSYYMNWVRQAPGKGLEW
VSGISGDPSNTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYY
CARDLPLVYTGFAYWGQGTLVTVSS

SEQ ID NO: 19
DIELTQPPSVSVAPGQTARISCSGDNLRHYYVYWYQQKPGQAPVLVIY
GDSKRPSGIPERFSGSNSGNTATLTISGTQAEDEADYYCQTYTGGASLV
FGGGTKLTVLGQ

SEQ ID NO 20:
QVQLVQSGAEVAKPGTSVKLSCKASGYTFTDYWMQWVKQRPGQGLE
WIGT

551 H » 4 171 HEEHESHE)
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IYPGDGDTGYAQKFQGKATLTADKSSKTVYMHLSSLASEDSAVYYCAR
GD
YYGSNSLDYWGQGTSVTVSS

SEQ ID NO: 21:
DIVMTQSHLSMSTSLGDPVSITCKASQDVSTVVAWYQQKPGQSPRRLI
YS
ASYRYIGVPDRFTGSGAGTDFTFTISSVQAEDLAVYYCQQHYSPPYTFG
G
GTKLEIK

[0243] fE—EEEhEHIF » $iCD38TIAEHL

SEQ ID NO: 14> VHESEQ ID NO: 152 VL :

SEQ ID NO: 16> VHESEQ ID NO: 172 VL :

SEQ ID NO: 18> VHFSEQ ID NO: 192 VL : 5

SEQ ID NO: 20> VHESEQ ID NO: 21,2 VL -

[0244] fE—EHHEHIF - JICD38TIARAE I 1gG1[EA -

[0245] FfE—SFHEMIS - THIAEE FAFEHBCMAXCD3 B R
#% « GPRCSDxCD3EEFF BL A% - CD33xCD3EEF F 78S « CD19xCD3 s B
PP « CD123xCD3 &S B[ Fi#% - PSMAxCD3%E4 F 71 B « s TMEFF2xCD3
SRR R

[0246] fE—L£HHEHIF - THHAEEE F/EFHIHBCMAXCD3 &R 2T

[0247] H—EEhEHF - THHEEE [ EREIAGPRCSDCD3 &Ry F

iRz -

552 H » 4 171 HEHIEHE)
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[0248]

[0249]

[0250])

[0251])

[0252]

iRz -

[0253]

e

[0254]

(ASCT) ~ J58F ~ Fi »

4 -

fE—5s

W}

it {51 o

fE— BB -

AT

FE— S E T (5 o

AT

AT > AR

» YR E S B EACD33xCD3 s B

THHRLE E R EHR A HCD19xCD38E R M7

THHA B E R EHREIHCD123xCD3EE R LT

 TYIREIER T [ 4 R4 PSMAXCD3 BERE R 4 £y

THHAL R E R G R A A TMEFF2x CD3 %4y FM:

—F R TSGR

S E AT —ESRHTE R AREEE B AR

(B2

e AR TR R B R M RE AT H L B

[0255) fe—LEhEHIT - —B AR A RS B HoARERE ~ AR

ez~ AR ERE

(hydroxydaunorubicin) ~

(imatinib) ~

ok ~ RIFEK
ZE K P (dexamethasone) ~ &G ~ IR

IREEZEREEPT ~ (VMK ~ B A~ i
Gl ~ FREHEEE R
e (prednisone) ~ K| ZE B fi(rituximab) ~ 5 E

Z /)74 JE(dasatinib) - JEZE%5 JE (nilotinib) - {HE7S/E(bosutinib) ~ E4H

& (ponatinib) ~ 2 & & JE (bafetinib) - ZE-7%5 [E(saracatinib) ~ [T 5 (tozasertib)

Bl 7 & <=% (danusertib) ~ PAIFERETEf (cytarabine) ~ 7E 52 2= (daunorubicin) ~ 2L
53 H 171 HEEHRASE)
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& (idarubicin) ~ SRFCEBR (mitoxantrone) ~ FEELAK ~ # bl /& (decitabine) ~ 727 JE
/& (cladribine) - g ZEH1/#& (fludarabine) ~ FL/HE B (topotecan) ~ {EEIHFH
(etoposide) ~ 6-Hi EMENS(6-thioguanine) ~ B AAEIRS -~ fz BFHIEIS (methotrexate)
6-SRIEENS ~ [ LA (azacitidine) ~ =& (b 2 A= - SCHART4HERT
AHpV . BE4H -

[0256] fr—ELEhEHIT - FICD3BHIARALII A8 me/kgha& Y16 mg/kg

ZFERVBERET -
[0257]) fe—LEhEHIN > FiCD38HiAR (A AR EEH pYIIe T EUR B FY B
SEHRPIE T > B EEERY B S 420 mg/mL A 4120 mg/mL 2~ §7CD38

RS 425 mM AR ~ €960 mME (B ~ &140H Fal% K2 490.04% wivEE LLIZLREFE
-20 (PS-20) ; pHR4T5.5 ©
[0258]) 1E—LL& (4 HiCD38HiAG 5 AR B2l kY% T BRI LA
EEEA RIS T 0 % BERH Y L& 491,800 mg Z FCD38%1AS K 930,000 UZ
rHuPH20
[0259]) 1E—LL5 i HF  HiCD38HiaG 5 AR B2l Y% T BRI LA
B BRI T 0 5% B AR AH Y B & 49120 mg/mL Z FCD38HTAS 52 492,000 U/mL
- rHuPH20
[0260] 1E—LL5 (4  CD38HiAG (% AR BEAH 1% T R R e DAER
SRR T 0 2 B ERH YA
TEIEYS mMEAZY15 mM L FE RV 4R R
FrFJ100 mMELZY300 mM 2 fElHY LLIFLES

T%90.01% wivElzy0.04% wiv > [EIRYPS-20 5 K

554 H o 2171 HEWHGRHE)
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FrH&Y1 mg/mLEAL2 meg/mL 2~ EIHY FHERAZEL - pHRSEYS. SES.6 ©
[0261] f—EEhEHIN - iCD38HiAR A AR EEH pYIIE T EUR B FY LA
BEEEMYIET > RREEHRYE

491,800 mg Z5Z#iCD381AS

i

#30,000 U2 rHuPH20 ;

&J10 mMZH %

£J300 mMLLIZLEE

#90.04% (wiv) PS-20 ;

&J1 mg/mL AT RS > pH4Y5.6

[0262] 1E—LL5 )t HF  HiCD38HiAG 5 LA B2l Y% TSR LRI LA

BEEH YT - ZBEEHNYIEE

€120 mg/mL 2 5% $1CD38 kS

#42,000 U/mL 7 rHuPH20 ;

&J10 mMZH %

£J300 mMLLIZLEE

#90.04% (wiv) PS-20 ;

491 mg/mLHH B EE > pHR&YS5.6 -

DLCD38HIAREEBCMAXCD3 R R I Z &
[0263]) AfgFa/MEft—TaRER L BE L7 7A - HEaRfERETE
AR < BCMAXCD3%57 B TS K HTICD38 TG LUSHIRIE -

5555 H » 4 171 HEHIEHE)
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[0264] ABTIMEE—TEEFER 2 BE 2 75 LHEERERLTE
AR R 2 BCMAXCD3 R =AM R LUATREE - Ho{r# PBCMAXCD3EkF
VR FT > (AR HICD38HIRIEH -

[0265] ABTIMEH—TEERER 2 BE 2 75 HEEREBLTE
AR 2 BCMAXCD3 R MRS DUATREIE » H P (ARS S e %
il SR AR EEE -

[0266] TAHAEEE [ &R IBCMAXCD3 SR SRS 5 41INT-957
s TAHRR 28 72 [F) 22 BCMA 551 ReB e 4 R a0 2 38 1 B SRR 4HIAT - PR IR RS 2R FL &
LS RREIBEUE (LFASL/FASIRTE » R (EBCMAG MR 4RASE T - RIET
4HAM B E A IR AIEE A BCMAXCD3EE R SR RS - Dy ] 2 BIEKHE S~ TAHIRE
AT P M B MDA R e g AR R R s A0 e 4R BCMA ] REHYEHIE R ERAY
-7 X

[0267] fi—LEhEHIF @ FEHRBCMARIR MRS -

[0268] BAHAEEZWLIRBCMA) G K BAARE LR AHAD -~ 4HAERESE
OB N T2 B R & - BCMA Y FEEIRFABAIAT £ > H X EHRIT
A2 L AIRE R B R o CHYAEARE AR 4ERE | - BCMAZE PR
WI4E K e E B4R _F(Tai and Anderson, Immunotherapy 7: 1187-99, 2015) o

[0269] {E—ELEhafis » ARG T LR -

[0270) fi—EHHIF - FEGL S EER - TR FRERE - RAIER
REZHVEEMREKE HEMGUS) ~ BAHAE S MM SHHAR A 7 ~ TEE M K B4AHAE
JPRES I ~ Burkitt [RS8 ~ D E MRS ~ Wi S - FER BB E A E -

556 H > 4t 171 HEEHIEHE)
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SR B IR ~ R BB EECRE T S IMER - A ERIVREAI(E L

[0271] fE—EbEHEI - (FRE S CD3SHAS B AT R R B HAR & 2 Sl
ENEE T

[0272) {r—LLEHafl - (RES SRR SR S e Sk
G AR ARS S B BB R B L M U S M i S e -

[0273] #E—LLEHERI+ - (FEEE THALOMID® C/AFIRER: ) ~ REVLIMID®
(TRFERE ) ~ POMALYST® (&R ) - VELCADE® (i {23k ) ~ NINLARO
(k) ~ KYPROLIS®(FJE#EK ) » FARADYK®( fiEE Flftf(panobinostat) ) »

AREDIA® ( BE1 4 B8 (pamidronate) ) ~ ZOMETA® (3<% ) ~ DARZALEX®

CERIE) - REZRETEE A ARG asUE % -

[0274) {E—&FHEfI+ - (MEEEDARZALEX® (EEAIENL) 2GR HIE

’é;( o
[0275) FE—LEEHEHIF - BCMAXCD3®EEEL S {78 K 1 CD38H A (5171
RS B - fRMEpiR4sE S BE%Fab - Fab)2 ~ FdFFv B -
[0276) {E—LLE il - BCMAXCD3EERE EET A (hite &1 - ATRIEEL
N
[0277) FE—ibE I+ » BCMAxCD3&EE; B B {41eGl ~ IgG2 ~ IgG3
S IgGAEHY -
[0278) {i—LLE I+ » BCMAXCD3E S F 14138 (41g G4 -
[0279) fE—LLE il  BCMAxCD3 L B A8 B S BCMASE &3 F

CD345 43, > % BCMA4E &1 E1 = SEQ ID NO: 23 7 HCDRI ~ SEQ ID NO: 242

557 H » #£ 171 HEEHEHE)
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HCDR?2 - SEQ ID NO: 25> HCDR3 + SEQ ID NO: 26 > LCDR1 ~ SEQ ID NO: 27
~LCDR2};SEQ ID NO: 28> LCDR3 - #%CD3%& %A1 2 SEQ ID NO: 337
HCDRI - SEQ ID NO: 34> HCDR2 ~ SEQ ID NO: 35.HCDR3 ~ SEQ ID NO: 36
~ZLCDRI - SEQ ID NO: 372 LCDR2 },SEQ ID NO: 38 > LCDR3 °

[0280] FE—StEHEfIt » BCMA4E &3 E & SEQ ID NO: 29 VHE SEQ
ID NO: 30 VL » HCD345 484 SEQ ID NO: 392 VH . SEQID NO: 402 VL -

[0281] FE—LEEHHIF BCMAXCD3®ER 2L iAG (rlgGAF AL - HEZ
S —EEHCHFHALEA05 Z R WNRERE R (I BA09 ZAFRE I ~ FAE S i
(HC2)H A BA405 2 FREER R B409 2 BEfels - H AP ARG ARIBEUR
5l e

[0282] FE—LEEHHIF - BCMAxCD3® R R IEfiAG# — B fEHCI
FHC2RIE PR E228 2 HfEclE ~ Frr E234 2 NG EE Ko (T E235 2 N RE I

[0283] FE—LEE B+ - BCMAxCD3% R 221 {A5 B.=SEQ ID NO: 31
~HC1~ SEQID NO: 32 55 —i#&##(LC1) ~ SEQ ID NO: 41 > HC2 5, SEQ ID NO: 42
LR EEHE(LC) -

[0284] FE—EEHEHIF - BCMAxCD3®FFFEIEAG (BI 836909
PF-06863135 + AMG-7015{CC-93269 -

[0285) fE—EEEHEHIT > H1CD38%i4% H 4 SEQ ID NO: 6.2 HCDR1 ~ SEQ
ID NO: 7.2HCDR2 - SEQ ID NO: 8> HCDR3 + SEQ ID NO: 9.LCDRI - SEQ ID
NO: 10.7LCDR2},SEQ ID NO: 11 > LCDR3 *

[0286] fE—EEEHERIH - HiCD384A4 4 SEQ ID NO: 4.2 VHESEQ ID

NO: 527 VL o

558 H » 4t 171 HEEHIEHE)
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[0287] ff—it&

SEQ ID NO: 13 7 #g#(LC) «

[0290] fr—it
[0291] F&—LEET
[0292] FE—LEET

[0293] fE—LEEHEH+

EE

EE

SEQ ID NO: 16 ZVH K SEQ ID NO: 172 VL ;
SEQ ID NO: 18 2 VHZSEQ ID NO: 197 VL ; &
SEQ ID NO: 202 VH2SEQ ID NO: 21 2 VL o

it {51 o

W}

R ERT -

[0294]) f+—iE

AR T

HR RS T

113109635

[0297) fe—ELEhaHIT > JrikE—
A e

FEHESE A0202

HEls > $CD38GiAe

» ICD38F s (i M ~ NIR{EECAH -
» FLCD38%7 B (41eG1 ~ IgG2 ~ IeG3 B IgG4F # -

» JICD38H AR AB I 1gG1E A -

BEHIBIH - BCMAXCD3%EERS

LR AT

N

559 H » 4 171 HEEHESHE)

64 SEQ ID NO: 12 &E##(HC) K

[0288] fr—ibgHifiish » HiCD38HiREADARZALEX® (ZEfIEHT)

[0289] fE—t&hEf - HiCD38HIACHEL

SEQ ID NO: 14 2 VH K SEQ ID NO: 157 VL ;

» JLCD38FL AR A LS HA Y8 me/kgEa&16 mg/kg

BN K PTCD38 AR (54

[0295] f—EhEHI5 - BCMAxCD3®R; B FiAG (R A £ & T

HPICD38 i ARG & 7 B R i A T EH & T -

[0296] fE£— > BCMAXCD3®8F 2 MRS K flICD38 AR (A FE

BB F(ERRE T — B AR

1133102594-0
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[0208) fE—LLETHEHIH - — SRS MR A4 i S R AR
(ASCT) ~ 05 4T~ (EERAIRI - e R b R R AT AR B
4 -

[0209] fE—LLBETHERIH » —B0SMEHUBRE A IR B TR - SO
i~ SR ERE « IR  FIREDK © BRIREERE - OO - A F
FERASRHIEE RN S0 HCE (T4 AR B4 -

[0300] {E—LETHERI » HTCD38HTRE (4 AR LB YL TSR F 2L
SRR LT+ 3SR L S R 4920 mg/mLELT120 me/mL 2 $CD38
U925 mMZEE -+ £960 mME (L3 ~ 49140 FERE R A90.04% wivis (L BUE TS
20 (PS-20)t ; pHE4Y5.5 -

[0301] {E—EETHERI » HTCD38HURE (4 AR A B YL TSRt F 2L
SR IE T » LB HEAE P L 491,800 me 2 HICD38HTEE R 4930,000 U2

rHuPH20 -

i

[0302] f—LEhEHIN - FiCD38H AR (A AR EEH R T EUR B FY LA

BHENRYIE T %5 YR 549120 mg/mL Z HCD3847iAs 472,000 U/mL

il

X3
107

Z rHuPH20 -
[0303] fE—S&HaH - HiCD38HIAS H LAES #H pe i T B M TR BA
SREEHEYI T - B HEENYIE S
A5 mMEALT15 mM 2 FEAY 4R RS
FrHLE7100 mMERZY300 mM 2 fEJHY LLFLES
TA4J0.01% wivELZ)0.04% wivZ FEEYPS-20 5 K2

FrH&Y1 mg/mLEAL2 meg/mL 2~ EIHY FHERAZEL - pHRSEYS. SES.6 ©

560 H » 4t 171 HEEHIEHE)
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[0304] f—ELEhEHIN - FiCD38HiAR (A AR EEH RV T EUR B FY LA
SEEEMYIET > RBEERYIEE

491,800 mg Z5Z#iCD381AS

%

£30,000 U2 rHuPH20 ;
&J10 mM&HRE 8z
£J300 mMLLIZLEE
£J0.04% (w/v) PS-20 ; &z
&1 mg/mL AR % - pHA4Y5.6 ©
[0305] H—EE& il HiCD38HTAS 5 LAES BE4H Rl T BRI B LA
EERH I T 2B
€120 mg/mL 2 5Z H1CD38471#G
#42,000 U/mL 7 rHuPH20 ;
&J10 mM&HRE 8z
£J300 mMLLIZLEE
£J0.04% (w/v) PS-20 ; &z
91 mg/mLHERZRE - pHEZY5.6 -
[0306] [RIEAREE (FEWNZEMEERE ) Z(EiG4 T < BCMAXCD3 Ry
FYEHTAS K PTCD38 GG HIEIE (5 e LUBEE s 2 /D Bl 7 (- T a R < i a
BHWE ) ) HEREE0.005 mg£47100 mg/kg 2 #i7G » BI401£70.05 mg ££30
mg/kgE&IS mg L 425 mg/kg ~ &4 mg/kg ~ 498 mg/kg ~ 4916 mg/kg ~ B(&24
mg/kg - GEFIEEIEFWL 234567891015~ 16~17 -

18~19~20~21~22-23-24~25-30-40~50~60~70~80-90 ~ 5,100 mg/kg -

61 H - 4 171 HEEHEHE)
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[0307] JRo]4aT & E EAIKIERYBCMAXCD3 R B8 K /BT
CD38%188 > 14150 ~ 100 ~ 200 ~ 500 ~ 5(1000 mg - B¢HE 0] BN B EIREE
{40500 ~ 400 ~ 300 ~ 250 ~ 200 ~ B 100 mg/m” o 3HFE FI4E T HA 1 BB S ({3
WL~2-3~4~5-6~7~88) LUABKFRIE (UM ) » HEJ4ET9
10~11~12- 13141516 17~ 18 ~ 19 ~ 20 ~ HEZH -

[0308] BCMAxCD3%ERF 2188 Ko/ BHiCD38HASHITIE 7RI L —K ~ W
C=RCTURCAKRSAKR—HEWHE - = —(lH 3 NE T
~WEA - =EA - WEA - AEA - ANMERREA ZBEEHET c EEA
BRI RO REE  WHREMER T - EER T UIEHERIESEAERET -

B0 - BCMAxCD3EERF MRS K fTCD38471 A% 1] #8 HIFFARET £ A8 mg/kgBi LA

A

&K

16 me/kg MAAEETREIIRE 838 » {218 me/kgBi bl 16 me/kelg L TAEIM6
A (%118 mg/kgEiLL16 me/kg VUL T -

[0309] BCMAXCD3 RS S i B B T CD38 L T8 B O AIL T -
S AT FE6(F A B EATRERT o (40 - BOCMAXCD3 SRS 21 Hi A B
FiCD38¥ e frs$E1+-2-3-4-5-6~7-~8-9-~10~11-12-13-14-15-16~
17~18~19~20~21+~22~23-24-25~26-~27~28~29~30~31~32~33-
343536+ 37 38 ~ 39 ~ BAOR B /T » BB RMTEARIIAEE] -
2-3-4-5-6-7-8~9~10~11~12~13-~14-~15~16~17~18~ 19~ 520
e % /b - ST S o [ERIE24 - 1258+ 6~ 4~ BN B8
SR - SCEAERILES » SREERL0.1 mg/kg ELT100 my/ke BATE IR » 3

W&EEX05-09-10-11-15-2-3-4-5-6-7-8-9~10~11~12~13~

62 H » 4 171 HEHIEHE)
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1415161718 ~19+20~21 222324252627~ 2829~ 30 -
40 ~ 45~ 50~ 60 ~ 70 ~ 80 ~ 90 ~ E{100 mg/kg °

[0310] BCMAxCD3%%5 B 4188 S FiCD3SHLRR IR v] e FEIT A5 T AR
RS EEE (RS EM B ) il - EREEEESF L HRHEE - K/
B TR P IS 4R A TR B AR 3 = JElf -

[0311] fE—E&hmfIH - BCMAxCD38E S 2GR AL [EE L TIL
CD3831#8 ~ 12 [FI{EAST T - BCMAXCD3 %845 B4 AS v /LT TH1CD38%138
te—HE -WHE-- =8 -—@ -7 -7H - ~E- -tH- - WEA - =@E8 - WEA -
AfE A -~ ANEA -~ BCEERFER T - F—SEhAIH - & TBCMAXCD3HiEE
ZHASEHICD38HAS < EFRA TUME KBRS -

[0312] AZFIRJRRH—IEE 240 AP HAEEBCMAXCD3 8 21
FAICD38%AS » #ZBCMAXCD3 %85 B4 88 1 2 BCMALS G i CD345 &1, -
2 BCMA4E 23514 SEQ ID NO: 292 VHESEQ ID NO: 307 VL » #%CD345 48,
£14'SEQ ID NO: 392> VH,SEQ ID NO: 407 VL » #%4/1CD384i £ £14'SEQ ID NO:
4 VHE;SEQ ID NO: 5 VL «

[0313] fE—LLEhmfl+  BEAH Y B & BCMAXCD3 S MRS it
CD38$71A% » 5% BCMAXCD3 s F 8% (14 SEQ ID NO: 3122 HC1 ~ SEQ ID NO:
32.LC1 - SEQID NO: 41> HC2 ~ SEQ ID NO: 42 ¥ LC2 > #%4/1CD38}{ i 12 SEQ
ID NO: 12> HCFSEQ ID NO: 13.7LC -

[0314] fe—EEhEHIF - BEaeH I IEEEH s -

63 H - # 171 HEHIEHE)
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[0315] {E—LeBrHEpId - B3EEaERYIE &4920 mg/mLE47120 mg/mL.~
HICD38HLABHAXI25 MMZFE 4960 mMAR (LS ~ 491401 EERE 2 490.04% wivEE
L[ FUAZHE-20 (PS-20)5 ; pHA4JS.S «

[0316] BCMAxCD3'H 4 i1 47 58 AT 48 JHL By B 2 4920 mg/mL£49120
mg/mLiiAE 785 - 4R - (L - H R Ry s LB - 20 BEHEAE ALY -

[0317] {E—LeBrHEfId » SSEE4E Ay 2 491,800 mg. 2 HCD38HIAR R4
30,000 U~ rHuPH20 -

[0318] {E—LeBTHEp|F - BEEAHB Y £47120 mg/mL. 2 HiCD38HAE K
£92,000 U/mL .~ rHuPH?20 -

[0319] {r—EeEHiklt - BHERRIIE—S B o — s SRR -

[0320] {E—LeBEHEpId » — oSBT AE RS - RS - LAY
S LLIFLERE-20 (PS-20) ~ SH{T(A4HE -

[0321] {E—LeBphapld - SEmsa

EFRICH &S mMERZYLS mM 2 RIRYSHRZRE T 2 /15247100 mg/mLEALY

=
i

120 mg/mL ~ A5 CD38414S

FrF249100 mMELZY300 mM 2 FEIHYLLIBLES

TA4J0.01% wivELZ)0.04% wivZ FEEYPS-20 5 K2

FrHEY1 mg/mLEAL2 mg/mL . ey BB EE - pH A4S 5%E5.6 -
[0322] F—EbFhEfT - BEEHYIEZ 4710 mMaEREE; -
[0323] FHE—EEFhEfd - BEEHYIE 249300 mMLLZLES -
[0324] H—EEFhEfIT - BEEEHY R 240.04% (wiv) PS-20 -

[0325] fe—LEhEHIT > BEEHpIEE491 mg/mLEHBRAZEL -
5564 H 4 171 F(BIRH®)

113109635 FEHESE A0202 1133102594-0



202430571

[0326] fe—LEEHIT - BEHYIEE

&J1,800 mg 2 #Z HLCD38 %k
#J30,000 U2 rHuPH20 ;

&J10 mMEHHERE |

£J300 mMLLIFLES

#90.04% (wiv) PS-20 ;

491 mg/mLHH B EE > pHR&YS5.6 -

[0327] fe—ELEEHIT > BElIEE

&J120 mg/mL ~ 5% $1CD38%7i35
#92,000 U/mL_~ rHuPH20 ;

&J10 mMEHHERE |

£J300 mMLLIFLES

#90.04% (wiv) PS-20 ;

491 mg/mLHH B EE > pHR&YS5.6 -

[0328) AfgFa/MEtEaBsEdElnYI &

BCMAXCD3 %57 B 7RG K fiiCD38 A

Hil

113109635

DR

AT Rl

RS EE A E R T H BCMAXCD3 85 EMHUR 2GR
[0329]) AfgFa/MEft—TEaRER L BE L7 7x% - REaRfERETE

B E L BCMAXCD3 R SRR LUSHRIEE - Hor (EaG ¥ e g iR a ke

JEFR R E S EERS -

565 H - 4 171 HEHIEHE)

FEHESE A0202
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[0330] fE—L£HHEHIF - BCMAXCD3®# £ iR B2 BCMAG &I K
CD34E &3, - #%BCMA%E &35 2 SEQ ID NO: 23 2 HCDRI ~ SEQ ID NO: 24
HCDR?2 - SEQ ID NO: 25> HCDR3 + SEQ ID NO: 26 > LCDR1 ~ SEQ ID NO: 27
~LCDR2}SEQ ID NO: 28 2 LCDR3 » 3#%CD3%5 41884 SEQ ID NO: 332
HCDRI - SEQ ID NO: 34> HCDR2 ~ SEQ ID NO: 35.HCDR3 ~ SEQ ID NO: 36
~ZLCDRI - SEQ ID NO: 372 LCDR2 },SEQ ID NO: 38 > LCDR3 °

[0331]) AE—FHEHIH - BCMALE &3 & SEQ ID NO: 29 VHE SEQ
ID NO: 302 VL » HCD34% &84 SEQ ID NO: 392 VH K, SEQ ID NO: 402 VL -

[0332] fE—£HHEHIF > BCMAXCD3® R 2 FiaS (A1gG4EAL - HE
TEHC1HA I B 405 2 FEN Rl R A L B 409 2 KB ~ RATHC2H AL B 405
H gl K LB A09 2 e g - H P RAGRS A RIBEUZRS] -

[0333] FE—LEEHHIF - BCMAxCD3® R IEfiAG# — 2 B fEHCI
FHC2RIE PR E228 2 HfEclE ~ Frr E234 2 NG EE Ko (T E235 2 N RE I

[0334] H—SEHHIF » BCMAXCD3EE R 2L #8E & SEQ ID NO: 31
~ZHC1 ~ SEQID NO: 327LC1 ~ SEQ ID NO: 41 > HC2 ;. SEQ ID NO: 427 LC2

(0335] fE—EHHAIT  BEGIURELRER -

[0336] fE—SBFhafd » MIREMRRGSH ISR -

(0337] fE—EHHHIF DB ERHRERRZ S -

[0338] fE—&HHHIF - BASEES &S EE 2 (FHIREA 2

W}

TEREEE  HEE
t(4;14)(p16;q32) ;

t(14;16)(q32;923) ;

566 H - 4t 171 HEEHIEHE)
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dell7p ;

1qgAmp ;

t(4;14)(p16;q32) Ft(14;16)(q32:q23) ;

t(4;14)(p16;q32) K del17p ;

t(14;16)(q32;q23) Fzdell7p ;5 =%

t(4;14)(p16;932) ~ t(14;16)(q32;q23) ke del17p ~ BHAEA[EHE ©

[0339) {E—LLE&hd) - 2% (88G ¥aziiCD38HAG ~ ARAP LR ~ B ek
ARG RERE ~ RIRVR ~ IRERHEREDT ~ PR ~ REAMBOIHIERE - BCHLE
a[4 & 2 AR B R EEE -

[0340] {E—LLE& i+ - {EAEHHICD38iE L /e AR ES -

[0341]) fF—EEFhHT - $1CD38%iAeE =SEQID NO: 6 .2 HCDRI -~ SEQ
ID NO: 7.2HCDR2 - SEQ ID NO: 8_2HCDR3 - SEQ ID NO: 9.7 LCDRI - SEQ ID
NO: 102> LCDR2 & SEQ ID NO: 112 LCDRS3 -

[0342]) fF—EEhEHIH - $i-CD38%iAs . =SEQ ID NO: 4/yVH & SEQ ID
NO: SHYVL -

[0343] fe—LEhEHIT > HiCD38HIRRABH 1gGlER -

[0344]) FfE—EEEHEHIS - HFICD38 A4 12 SEQID NO: 12,2 HC K, SEQID
NO: 13ZLC -
[0345] FE—LEEHEHIF - FICD38HAGHE

SEQID NO: 14 2 VHZSEQ ID NO: 157 VL ;
SEQID NO: 16 2 VH X SEQ ID NO: 172 VL ;

SEQ ID NO: 18 2 VHZSEQ ID NO: 197 VL ; 5

567 H > # 171 HEEHIEHE)

113109635 FEHESE A0202 1133102594-0
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SEQ ID NO: 202 VH }2SEQ ID NO: 21 VL

[0346] fr—ELEhEHIT - HICD38HIRRABH 1eG1ER -

[0347) fe—LEHEHIT - (FRE R AHH -

[0348) fE—S&HHIT - AT B EEERE TSGR

EE}

EE}

A e

[0349]) fE—ELEHEHIF - —SMEFTEFRAGREE S M B REIIEEE
(ASCT) ~ JF ~ 7 ~ (BEZEHER -« R daanm] KA R M R AR R B
2H -

[0350) fe—LEhEHIT » —B AR FA RS B HAGRER ~ AR
Rz~ JRRERERE ~ PR VOR ~ RIREOR ~ BREBZIREST » DR ~ RiEm B
[ErREHZE KRR ~ BRI H & AT B4l

B GPRCSD 552 T 4IMEE HEFBIEHL CD3I8 i ZHEFE
[0351]) A MR t—T e ER L BEL 7% - HEaRfERETE

A E < FAIGPRCSDEE & THIAT B 72 [ B3R KA CD38H1AG USRI AE ©
[0352] fe—LEhEHIT > FICD38HIRR AL T BAGPRCSDEE & Z TAH
REEEE RUE R Al [ {E RS T -
[0353) fe—LEhaiIT - (ARSI CATRI DR G LG ({8 ek

EE

[0354) FE—teEhafIt  FEE(4GPRCSDZEE MREIE -
[0355) fE— L5 o » GPRCSDZRHR M8 I (L T T M 0 2 B 0

68 H » 4t 171 H(EEHIHHE)
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[0356] fr—teFhafis  MREMBEREGO A - HREE - S8 EE

[0357] fE—LLEHafi - EMRHONERE - FhE - 55 - iy - &
B BHE - BUE - GIBE - B BE - TETREENREERR -

[0358] & RGPRCSDFRIANIELLMERE » RAIAIWO2018147245A1 -

[0359) fE—EuTHEfI > sZ(FRS Ea% HICD38 RS ~ 2P R ~ B Aok »
HREERE ~ RIRVOK - SREEZEREET - PR - REMEOIFIERE - BCHAE
A4 & 2 I BRAE R EEE -

[0360] fE—EuEHEf  (EESEHTCD38HIAR 2 AR AIE s -

[0361] fE—LLEHubd - LR MFWEGHZE S E B -

[0362] fE—LLEHubd - LR MFWBHIER SIS BB -

[0363] fE—LbEHabId - LR MFRE G ERZL &5 HER -

[0364] fE—LbEHafId - BA =R 2315 RER 2 ([ EA — A
FEOfeRY > Has

t(4;14)(p16;q32)

t(14;16)(q32:923) ;

del17p ;

1gAmp ;

t(4;14)(p16;q32) K 1(14;16)(q32;q23) ;

t(4;14)(p16:q32) Kz del17p ;

t(14;16)(q32;q23) Kz del17p 5 =%

t(4;14)(p16;932) ~ t(14;16)(q32;q23) ke del17p ~ BHAEA[EHE ©
69 H » 4171 HEHRHD)
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[0365] fE—LLEhaflH - THREE [RAFRKIFICD3 ~ CD3e ~ CDS8 -
KI2L4 - NKG2E » NKG2D - NKG2F ~ BTNL3 ~ CD186 ~ BTNLS ~ PD-1 ~ CD195 -
B NKG2C4E &

[0366] 1r—LL& i+ » THREEE [ A% Rl & GPRCSDEAS &1 f. CD3
eSO ¥ GPRCSDEE &AL 2 SEQ ID NO: 43 > HCDRI - SEQ ID NO: 44,
HCDR?2 ~ SEQ ID NO: 45 HCDR3 ~ SEQ ID NO: 46,2 LCDR1 -~ SEQ ID NO: 47
LCDR2 }ZSEQ ID NO: 48 7 LCDR3 » #CD34%5 4714 SEQ ID NO: 33,
HCDRI ~ SEQ ID NO: 34.HCDR2 - SEQ ID NO: 35 HCDR3 + SEQ ID NO: 36
ZLCDRI1 ~ SEQ ID NO: 37> LCDR2 F;SEQ ID NO: 38> LCDR3 -

[0367) {F—EEEfI+ - GPRCSD4ESHEZSEQ ID NO: 49 VHE,
SEQ ID NO: 502 VL » HCD345& 84 SEQ ID NO: 392 VHE SEQ ID NO: 40
VL o

[0368] fE—LLEhmfil+ » BIGPRCSD4E &~ THIRNE E =V ABRRIHR 24T
FMEFAS - CARBGRIECAR Z THHAM -

[0369] fE—LEhwfl+ » 2R RMHASHIgC] ~ 1gG2 ~ 1gG3EIgG4[E A -

[0370] FE—LFiwH+ - ZREMEDRRE SR ZREETRREFeyZ
FE(FcyR) Z 4 &Y — BB FCHU T

[0371]) FE—LLEFhafIF - —BEEFcHUAEEE HhlgGe 2
F234A/1.235A ~ 1gG1 | 2 1.234A/1.235A ~ 1gG2 |2 V234A/G237A/
P238S/H268A/V309L/A330S/P331S ~ IgG4 | 2 F234A/1.235A ~ 1gG4 |
S228P/F234A/ L235A ~ FTAIgERY_F 2 N297A ~ 1gG2 | 2 V234A/G237A -~ 1gGl

2 K214T/E233P/ 1.234V/L235A/G236-1#:5:/A327G/P331A/D365E/L358M ~ IgG2

70 H > #£ 171 HEEHESHE)
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2 H268Q/V309L/A330S/P331S ~ 1gG1 | S267E/L328F ~ IgGl F»
L234F/L235E/D265A ~ IgGl |2

L234A/L235A/G237A/P238S/H268 A/A330S/P331S ~ 1gG4 >
S228P/F234A/L235A/G237A/P238S F:1gG4. |2 S228P/F234A/L235A/G236- {4
/G237A/P238SFTsH R < BF4H > H P EEGRFARIZEEUZRS] -

[0372] FE—EEEHBIT - ZrFRIEFRGE 0B S228PHIY -

[0373] FE—LEEHBIF - DR RIEASIES — CH3 GG P EES —
CH3SE R ~ B — CH3GE B S 55 — CH3GE Ik & T B & — B (A 2
THATHL -

[0374] FE—LEFHHIF - —BEEA EHITHU R EES &
FA50L/K409R ~ ¥4 HI/F409L_R409K - T366Y/F405A ~ T366W/F405W
F405W/Y407A ~ T394W/Y407T ~ T394S/Y407A ~ T366W/T394S ~ FA0SW/T394S
F:T366W/T366S_L368A_Y407V ~ L351Y_F405A_Y407V/T394W -
T3661_K392M_T394W/F405A_Y407V ~ T366L_K392M_T394W/F405A_Y407V
L351Y_Y407A/T366A_K409F ~ L351Y_Y407A/T366V_K409F -
Y407A/T366A_K409F K7
T350V_L351Y_F405A_Y407V/T350V_T366L_K392L_T394WF4H Ak~ BE4H -

[0375] FE—EEHAIT - SRS ESSEQID NO: 51 2HCI ~ SEQ
ID NO: 52.2LC1 ~ SEQ ID NO: 41 > HC2 &, SEQ ID NO: 42.LC2

[0376] fE—EEEHEHIT > H1CD38%i 4% H 4 SEQ ID NO: 6.2 HCDR1 ~ SEQ
ID NO: 7.2HCDR2 - SEQ ID NO: 8> HCDR3 + SEQ ID NO: 9.LCDRI - SEQ ID

NO: 10 ZLCDR2 ZSEQ ID NO: 11 2LCDR3 -

F71H #1171 HEEVESHE)
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[0377] fE—SLEHEfIT » $71-CD3847 A2 4 SEQ ID NO: 44VH K SEQ ID
NO: 5(JVL -

[0378] fE—EEHEHIF - FICD3SHARHEB I IgGI[FH -

[0379] FE—i&

NO: 13 7LC -

W}

T o5 > $1CD38%i A8 E=SEQID NO: 122 HC K SEQID

EE

[0380) fE—LtL&haMIF - HiCD38Hiket &

SEQ ID NO: 142 VHESEQ ID NO: 157 VL ;

SEQ ID NO: 16> VHESEQ ID NO: 17.” VL ;

SEQ ID NO: 18> VHESEQ ID NO: 1927 VL ; =%

SEQ ID NO: 202 VHESEQ ID NO: 212 VL

[0381]) fE—LLEFhEHI+ > HiCD38HiAs %@ 1gGl[EA -

[0382]) fE—LLEJEHIF » HiCD38HLASH LA THNEY8 mg/kgEaLy16 mg/kg
< FEHRIEFET -

[0383]) fE—LLEJf+ » BIGPRCSD&E & & TN E E [ A K i
CD38%iAs (e HAFIE AL T -

[0384]) fE—LLFfF » BIGPRCSD&E & & TN E E ) S A (hFE
ARSI T A HICD38H AR (R FE Y NI ESHE T -

[0385]) fE—LLEf+ » BIGPRCSD&E & &« TN E E [ A K i
CD38%iAs (R H & N ERIET -

[0386]) fE—LLE )t - (#Eef A2E -

[0387]) fE—LLEJwf+ » BIGPRCSD&E & <« TN E E [/ G A (%

GPRC5DxCD3#EE EM:- A8 o

572 H #1171 HEVESHE)
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[0388) fE—SL&HilIF - AR B EEEE TS EGER
=
[0389]) fr—LEhaf » —ERSMEFTEEFRAREES M B RREIiEEE

(ASCT) ~ Jitht ~ Tty ~ (EER AR ~ R SREnE| Rt m MR e R AT aH R B
4H -
[0390) fE—LLFhaflt » —si BT A REE MR ANER ~ OFIE
M~ OBERE ~ BETOR ~ RIEFER - REEZEREER - HOEK ~ =ik - i
FERIAER TTARFTAE R < B R4 -
[0391] fE—LL5 ) HF  HiCD38HiAG 5 AR B2l Y% T B LRI LA
BB RIS T » 2B EEH YL E /L 4920 mg/mL £ 49120 mg/mL 2 $CD38
TUASIEI25 mM AR ~ €960 mMZ(L# ~ €140 B&FE 52£70.04% w/ivEE LI ZLAZ g
220 (PS-20)F ; pHBXJ5.5 -
[0392] fE—LL5 K+ HiCD38HiAG 5 AR B2l YIS T BRI LA
EEBELHRYIST - 2B AR YR & 41,800 mg 2 HCD38%145 K 430,000 U

rHuPH20 -

EE}

[0393] 1—EBRHEfIE » H1CD38 RS (5Ll B EEAE e T B L AT L
BRI T - B AR )L 2 49120 mg/mL 2 HTCD38HAE F 472,000 U/mL
2 rHuPH20 -
[0394] FE—EEBFREHIE » D38 (o b\ B B TR L TR L
SR T RREEREE
FFA%9100 mg/mLERLT120 me/mL 2 FEIHTZ $CD38 i8S ;

FrHYEIS5 mMERZT1S mM 2 FEIRYSHAERE
73 H 171 EHEBEHR®)
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FrHLE7100 mMERZY300 mM 2 fEJHY LLFLES
T%90.01% wivElzy0.04% wiv > [EIRYPS-20 5 K
FrH&Y1 mg/mLEAL2 meg/mL 2~ EIHY FHERAZEL - pHRSEYS. SES.6 ©
[0395) fE—S&hEf - HiCD38HIAS A LAES #H pe i T B M TR BA
SEEEMYIET > RBEERYIEE

491,800 mg Z5Z#iCD381AS

i

#30,000 U2 rHuPH20 ;
&J10 mMZH %
£J300 mMLLIZLEE
#J0.04% (w/v) PS-20 ; k.
&1 mg/mL AR % - pHA4Y5.6 ©
[0396]) 15— B BEHE It  HCD3BHLE (LIS B T SR FA AL
EERH I T 2B
€120 mg/mL 2 5Z H1CD38471#G
#42,000 U/mL 7 rHuPH20 ;
&J10 mMZH %
£J300 mMLLIZLEE
£J0.04% (w/v) PS-20 ; &%
&J1 mg/mL AT RS > pH4Y5.6
[0397) AfEE/RA—TE2E LG HA & GPRCSDXCD3 R M fike
K3iCD38%iA8 @ 5% GPRCSDxCD3 BB B4 A5 H1 5 GPRC5D4E &1 N CD34%E &

15, > 5% GPRC5D4E &38/8, & SEQ ID NO: 43 2 HCDRI ~ SEQ ID NO: 44 2 HCDR2 -

574 H #1171 HEEVESHE)
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SEQ ID NO: 45> HCDR3 ~ SEQ ID NO: 46> LCDRI ~ SEQ ID NO: 47> LCDR2
F:SEQID NO: 48 LCDR3 » % CD34% &8 £1-4'SEQ ID NO: 332 HCDR1 ~ SEQ ID
NO: 34> HCDR?2 - SEQ ID NO: 35> HCDR3 ~ SEQ ID NO: 36> LCDR1 ~ SEQ ID
NO: 377 LCDR2ESEQ ID NO: 38> LCDR3 > #%4/1CD38%1&% {14 SEQ ID NO: 6
~HCDRI1 - SEQ ID NO: 7. HCDR?2 - SEQ ID NO: 8> HCDR3 -+ SEQ ID NO: 9>
LCDRI ~ SEQ ID NO: 10> LCDR2}SEQ ID NO: 11.>LCDR3 -

[0398) #r—EcEpiEft » GPRCSD4E S H8A 4 SEQ ID NO: 49X VHE
SEQ ID NO: 50 VL » HCD34% 43814 SEQ ID NO: 392 VHE SEQ ID NO: 40
VL > HHiCD38/i 614 SEQ ID NO: 4> VHESEQ ID NO: 5.7 VL -

[0399]) fF—LEEE M+ » GPRC5SDxCD3EE4: B3 faal4 SEQ ID NO:
51.7HCI ~ SEQID NO: 52 LC1 ~ SEQ ID NO: 41.> HC2 &SEQ ID NO: 42 LC2
H#CD38#/ i 14 SEQ ID NO: 12> HCK:SEQ ID NO: 137 LC -

[0400) FE—fFhnf+ > A o BIEEIEH S -

[0401] fE—EFHEHF - 8504 56 24920 mg/mLE£y120 mg/mL 2 1
CD38HiAS Y425 mM A% ~ 4960 mME (L - &Y140T B2 A% 52 £90.04% w/vEE L
FUAERS-20 (PS-20)9 5 pHREYS5.5 -

[0402] fE—LL&hwfI+ -

30,000 U2 rHuPH20 -

g2l = B 541,800 mg Z HiCD38TAE k&Y

B

[0403] fE—LLEhEHIF - 4

2,000 U/mL 7 rHuPH20 -

il & B 24120 mg/mL 2 FiCD38HAR K&y

=

)
T

_Pl‘

H

s

[0404]) fE—EhEHIF - SRl e —F aE ST -

\

F75 H > #1171 HEHESHE)
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S

113109635

[0405] FE—ELBFHE(HIS » — 5 MR (s -
% BUESAS-20 (PS-20) ~ BRELAEAI4AE -
[0406] FE—LLBFHE(HIS - B8R
I HA%9100 mg/mLEALT120 mg/mL~ RHY%HICD38H S
FMHA%95 mMERLY 1S mM RO 4E R ;
F1 449100 mMELZI300 mM. LIRS ;
Y 850.01% wivEEZN0.04% wiv 2 [ERYPS-20 & K%

FrHEY1 mg/mLEAL2 mg/mL . ey BB EE - pH A4S 5%E5.6 -

EE}

[0407] fE—&LETHEHIF
[0408) fr—ELEhEHIT - FihdH e

[0409]) fr—EELEHEHIF - FiadH e

gt sl B & 4910 mMEH R

EE}

B E4J300 mMLLZLES

EE}

A15490.04% (w/v) PS-20 -

[0410] FE—LEhEHIF - 88miH eS8y mg/mLE R -
[0411] fE—ELEhEHT > ELHSES

&J1,800 mg 2 #Z HLCD38 %k

#J30,000 U2 rHuPH20 ;

&J10 mMEHHERE |

£J300 mMLFLEE

£J0.04% (w/v) PS-20 ; &z

91 mg/mLHERZRE - pHEZY5.6 -
[0412] FE—LFhwH+ - S2nddats

#9120 mg/mL_~ 3% 1 CD38%if5

£2,000 U/mL_ rHuPH20 ;

F76 H > # 171 HEHIEHE)
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&J10 mMZH %
&J300 mMLLIZLEE
£J0.04% (w/v) PS-20 ; &z
&91 mg/mLEFIGRERE > pHE4YS.6
[0413] ‘AfGFe/MEHt—fHE S - HAEESBIGPRCSDSE & 2 TAHANE
TE [ G KA CD38 i A ©

FEEFEEAMEER TR GPRCSDxCD3 B&FGAEMHIR ZIEHK
[0414]) AfgGFa MR —TERER BE L7 7A - HEaRfERETE

AR E < GPRCSDXCD3 R R AMEAURE LUSK I - E P (ERETAi IR a
R B R R 3EEE -

[0415] fE—EEEHEHIS - GPRCSDxCD3 %4 B i34 14 GPRCSDAE &
Jak K, CD3%5 &3 » 3% GPRC5D4% &8k A1 4 SEQ ID NO: 43 2 HCDR1 ~ SEQ ID NO:
44 7HCDR2 ~ SEQID NO: 4522HCDR3 ~ SEQ ID NO: 46 2 LCDR1 ~ SEQ ID NO:
472 LCDR2J;SEQ ID NO: 48 > LCDR3 + #%CD34% 43814 SEQ ID NO: 332
HCDRI1 - SEQ ID NO: 34 HCDR2 - SEQ ID NO: 35.2HCDR3 ~ SEQ ID NO: 36
~LCDR1 ~ SEQ ID NO: 37> LCDR2 },SEQ ID NO: 38 2 LCDR3 °

[0416] fE—EEEhEHIF » GPRCSD4E &84 SEQ ID NO: 492 VH K,
SEQ ID NO: 50 VL » HCD3%% 418614 SEQ ID NO: 39,2 VHKSEQ ID NO: 40

ZVL o

F77H #1171 HEHESHE)
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[0417] fe—ELEhEHIH - GPRCSDxCD3 &R R fiag (:lgG4[F A > HA
SAEHCI PR B405 2 AN HERE K p (i1 B 409 Z kBRI ~ RAEHC2H 2 I B 405
Z B BE RO LB 409 2 Bl RE - H P R E GRS AIRIBEURS] -

[0418] fr—LEEhE{+ - GPRCSDxCD3EER R fiAG# — b E & EHC]
FHC2FE TR B 228 2 FifelE ~ R (i1 B234 2 Wil St i B 235 2 N R -

[0419] fi—EEEhEH5 - GPRCSDxCD3%F £ 1Ae £12 SEQ ID NO:
51ZHC1~SEQIDNO: 52 7LC1 ~ SEQIDNO: 41 ZHC2 F;SEQID NO: 42 7 1.C2 »

[0420] fE—LEHEHIT > FEGUREIERREE TR -

[0421] fE—EEHHIT - BEGZEIEFEE - HEE - BORE - 3
& TENERE - UNERE - B - B 0PI - B - AR BRI - &5
-~ BEkE - BtER T B -

[0422] fE—SEhadIF - 23V R (e e 2 2 15 B

[0423] fE—EEHEHIF > BAEEESEEFERE (AR 2@

REORERY > HESE -

T

T

t(4;14)(p16;q32) ;

t(14;16)(q32;q23)

dell7p ;

IqAmp

t(4;14)(p16;q32) f:t(14;16)(q32;q23) ;
t(4;14)(p16;q32) ke dell7p ;
t(14;16)(q32;q23) fzdell7p ; B¢

t(4;14)(p16;932) ~ t(14;16)(q32;q23) fzdel17p ~ BHAE[AHE -
FI8E 4171 HEHRHE)
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[0424]) fe—LEhEHI0 - 32 (FAe EZ HTCD38HTAS ~ AL LR ~ P oK

HBER - RIEK

MREESIREEDT ~ DR~ RIAmMBOORIERE ~ BREAE

sH & 2 iaR ARG E{E S -

[0425]) F£—iE
[0426]) F+—iE

EEHEAIT - (RS HTICD38HAS LB F AR H eSS -

BE B+ - $1CD38%i A8 E, = SEQ ID NO: 6 2 HCDRI ~ SEQ

ID NO: 72HCDR2 ~ SEQ ID NO: 8 ZHCDR3 ~ SEQ ID NO: 9 ZLCDRI1 - SEQ ID

NO: 10 ZLCDR2 ZSEQ ID NO: 11 2LCDR3 -

[0427] FFE—EEFhEHIF > $i-CD38f1 s H = SEQ ID NO: 48y VH 2 SEQ ID

NO: SHJVL o
[0428]) f+—iE
[0429]) f¥—iE

NO: 13 7LC -

[0430]) Ff£—iE

LEF T HTCD38H B 4B IgG[EH!

W}

T o5 > $1CD38%i A8 E=SEQID NO: 122 HC K SEQID

SEHEAIT > HICD3sTAE R

SEQID NO: 14 2 VHZSEQ ID NO: 157 VL ;

SEQID NO: 16 2 VH X SEQ ID NO: 172 VL ;

SEQ ID NO: 18 2 VHZSEQ ID NO: 197 VL ; 5

SEQ ID NO: 202 VH }2SEQ ID NO: 21 VL

[0431] f£—iE

[0432] fE—iE

[0433] fr—i&
iz

SEHERIT > HICD3STAG (RN IgGL[EIAY -
FHE I o (ERE R A -

W}

Sy i e S iy - A = I - o = 2 FEE AR Y

$79 H > # 171 HEEHEHE)

113109635 FEHESE A0202 1133102594-0
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[0434] HE—EFhaHIT - —sC S EHTERAGEES M B Rl
(ASCT) ~ Ji5S ~ Tty ~ (BELEHRR] - R daaE R R MR E RO A ATAR R B
H -

[0435] H—EEFhEHT - —s B AREE S mRAER ~ /I E
Mz~ CORRERE - TR VR ~ RIRVER ~ IRERSERERDT ~ DMK ~ Eikm - ith
ZORIR ~ KB - IRER © FOAEREEER - T (prednisone) ~ [ EE
fi(rituximab) ~ {57 /E (imatinib) ~ /M /B (dasatinib) ~ JE&EE /E (nilotinib) ~ {4
£77%5 [T (bosutinib) ~ IE49% JE (ponatinib) ~ & 2 [E(bafetinib) - ZEREE
(saracatinib) ~ [&EL 0.8 (tozasertib) B 72 & <25 (danusertib) ~ R #RU T (cytarabine)

7B 3% @ Z (daunorubicin) - £ FE 2 (idarubicin) ~ >RIE R ER (mitoxantrone) ~ FEELR -
H# 5 & (decitabine) ~ T fif /& (cladribine) ~ g ZEH /& (fludarabine) ~ FLAE
(topotecan) ~ {{(¥&L;HE (etoposide) ~ 6-fifi EMEIS (6-thioguanine) ~ B FAERE « fz
FHI IS (methotrexate) ~ 6-8RMENS ~ [/ F[ At (azacitidine) ~ = AL M &£ A
wlig ~ SRH TS S PATEHRC BEAE

B CDYE&&Z THINEREEEFEIED CD38 il ZHERE
[0436] AfgFa/MEft—TE R ER L BE LA - HEaRfERETE

AW E 2 BICD1945 4 2~ TAREEE i€ a9 S FiCD38 i fs LUARIEE ©
[0437] FH—SEHAIF » (A& THICDI19%5 & 2 THIREE E = a2
Hi > {EEEE&HTICD38HLAG/&F

%5 80 H - 4t 171 H(EHIEHE)

113109635 FEHESE A0202 1133102594-0
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[0438] A4BFTIRE—FEY5RECD1945 4~ THIREE E e A ERIEE
AEEEZ(ERE RIS s )57k - HES{ER T ECDI9E & 2 THINEEE /6%
Bl > E{EEE T HICD38HiRz

[0439) fE—SEHEHIT - (EESHFeRInbUR G 2 IR (18 35 siEE

EE

A
[0440] fE—LEHPIF - BEGMREMEEREE MR -

[0441]) fE—SEhEHF - MRSEMERIFAHRER - BAREEMER - £5
ZERMER ~ JFEF K IMER - DLBLC ~ FL ~ MCL -~ B4 EBAIAHRER
(MZL) - HBEAHRA MM E A S E(MALT) » CLL ~ ALL ~ AML ~ 22X EEREE
A MAEEC THHAMRE R -

[0442] fe—ELEHEHIT - BB HME - IHE - TESE - &5E - 3
T~ UNELRE - g - RO - M ERINTE - AR - BEREE
& - WO2019057124A 157 R i 5 BICD19%E & Z THHREEE TE (RIS L IB 2 B8

JiE o

j
T

T

[0443] fE—LLFhEHIF » THNEE [ SFEEFEICD3e ~ CD8 » KI21L4

NKG2E ~ NKG2D ~ NKG2F - BTNL3 » CD186  BTNLS - PD-1 ~ CD195 ~ 2{NKG2C

+ A
\Z\\m:l °

||1-

N
\

e 25

[0444]) fE—EFhEEF > BICD1945 &~ TAHNEE RN EERIE S
FE -t

B2 #7i(blinatumomab) ~ 5K FE ZE (axicabtagene ciloleucel) ~ F5E B 2K &
(tisagenlecleucel-t) ~ [RIELF|EEF7 (inebilizumab) ~ FI| B8 5 (lisocabtagene
maraleucel) ~ XmAb-5574 ~ CIK-CAR.CD19 ~ ICTCAR-011 ~ IM-19 ~ JCAR-014 -~

[EFZE B R (oncastuximab tesirine) ~ MB-CART2019.1 ~ OXS-1550 -

%81 H - 4 171 HEHIEHE)

113109635 FEHESE A0202 1133102594-0
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PBCAR-0191 ~ PCAR-019 ~ PCAR-119 ~ Senl-001 ~ TI-1007 ~ XmAb-5871 ~ PTG-01 ~
PZ01 ~ Senl_1904A ~ Senl_1904B ~ UCART-19 ~ CSG-CDI19 ~ DI-B4 ~ ET-190 -
GC-007F2({GC-022. 2 CD194E5 &1 -

[0445]) FE—LLF)w R+ - BICD1945 & ~ TAHRET & E [RGBl 2 B 2 52
B2 #7i(blinatumomab) ~ 75K ZE (axicabtagene ciloleucel) ~ 5 jE H K& FE-t
(tisagenlecleucel-t) ~ [RIELF|EEF7 (inebilizumab) ~ FI| B8 5 (lisocabtagene
maraleucel) ~ XmAb-5574 ~ CIK-CAR.CD19 ~ ICTCAR-011 ~ IM-19 ~ JCAR-014 -~
[EFZE B R (oncastuximab tesirine) ~ MB-CART2019.1 ~ OXS-1550 -
PBCAR-0191 ~ PCAR-019 ~ PCAR-119 ~ Senl-001 ~ TI-1007 ~ XmAb-5871 ~ PTG-01 ~
PZ01 ~ Senl_1904A ~ Senl_1904B ~ UCART-19 ~ CSG-CDI19 ~ DI-B4 ~ ET-190 -~
GC-007F=(GC-022 -

[0446] FE—LLF)wf+ - BICD1945 & ~ TAHRE & E [RGB R A2 =
fifis ~ CAREZRIFCAR Z TAHHH -

[0447]) HFE—EEFHEFIT > H1CD38H 148 E =SEQID NO: 6 .2 HCDRI1 ~ SEQ
ID NO: 72HCDR2 ~ SEQ ID NO: 8.2HCDR3 ~ SEQ ID NO: 9.2LCDRI ~ SEQID
NO: 10 ZLCDR2 JzSEQ ID NO: 11, 2LCDR3

[0448) fE—ELEHEFIT > $i-CD381 A8 = SEQ ID NO: 48YVH K2 SEQ ID
NO: 5JVL o

[0449] FE—LLEha M+ - FiCD38HLASHBI IgC1 A -

[0450]) fE—EEEHEFIT - HiCD38HI RS SEQID NO: 122 HC X SEQ ID
NO: 13 7LC -

[0451] fE—ELEHEHIF - FICD38HREHE &

5 82 H - 4t 171 H(EHIEE)
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SEQID NO: 14 2 VHZSEQ ID NO: 157 VL ;

SEQID NO: 16 2 VH X SEQ ID NO: 172 VL ;

SEQ ID NO: 18 2 VHZSEQ ID NO: 197 VL ; 5

SEQ ID NO: 202 VH }2SEQ ID NO: 21 VL

[0452] fe—LEhEHIS - HICD38HIRRABH 1eG1ER -

[0453) fE—LEHEHIT > FICD3BHUAR AL A8 me/kghaL Y16 mg/kg
R ERT -

[0454]) fE—&hafF - BICD19%5 & & T E E [Ra R R K 1CD38
AN ARG R RY A IOE T -

[0455) fE—S&haf - FAICD194E & 2 TR S E [ el (8 ATk
AR T HiCD38HUAG (RFE i MEE& T -

[0456] fE—t& |+ - BICD19%5 & & T E E [RVa R K 1CD38
RS RS A MR T -

[0457) fi—LEHEHIT - (FRE R AHH -

[0458) fE—SEHEHIT - BICD194E & < TAIREE E [ aHH| (%
CD19xCD3%E R E MRS -

[0459]) fe—LEhaHIT > JrikE—
A e

[0460] fE—ELEhEHI - —E S MEFTEEFAREE S M B RREIIEEE
(ASCT) ~ JF ~ 7 ~ (BEZEHER -« R daanm] KA R M R AR R B
H e

BB F(ERRE T — B AR

N

% 83 H » 4t 171 HEEHIEHE)
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[0461] A&/t —fEgEn4H S HAEEEHSEQID NO: 53 7 B %5
EEHAICD19xCD3 24 F M Hi B » FCD38F /a4 SEQ ID NO: 6> HCDR1 ~ SEQ
ID NO: 7.2HCDR2 ~ SEQ ID NO: 8.HCDR3 -~ SEQ ID NO: 9. LCDRI1 - SEQ ID
NO: 10> LCDR2E SEQ ID NO: 11.>LCDR3 -

[0462]) {T—ELEFEHIH > H-CD38Hi 844 SEQ ID NO: 4fJVH % SEQ ID
NO: 5FJVL o

[0463] fr—i£5

W}

T o5 > $1CD38%i A8 E=SEQID NO: 122 HC K SEQID

NO: 13 7LC -

+

_Pl‘

[0464] fi—LEEHIT > RS HRIEEEHS -

[0465] F—EbFhEfF - 855040 & 24920 mg/mLE 120 mg/mL 2 i

)
T

By

ch

CD38{ifG 7 425 mM AL ~ €960 mME(L#R ~ &9140H Fal% K £70.04% w/vEKLL
FUEZAS-20 (PS-20) : pHAZYS.S5 -
[0466] fr—LELEhEHIT -

30,000 U2 rHuPH20 -

5

g2l = B 541,800 mg Z HiCD38TAE k&Y

[0467] Fr—LLBF I » BERAH A EE4120 mg/mL 2 HCD38HAE R &Y
2,000 U/mL.~ rHuPH20 -

[0468] Fr—LLB il » BERAR L — RS — S SRR -

[0469] FE—ELBFREHIT » — SRR (s - FHRRE - (5
SR B RS-20 (PS-20) ~ SCHAEfAI4HE «

[0470] fE—LLBFHEHIS - HERAILEE

[0471]) 41H %100 mg/mL B4y 120 mg/mL 7 [EAV% Hi CD38 Hifa ;
A5 mMERL 1S mM 2 fEIAY4H RE I

5 84 1 » 4t 171 H(EHIEE)

%

=
i
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113109635

FIHYE7100 mMEEL300 mM 2 R EYLLIELES |

T~ %90.01% w/vEZ50.04% wiv FEIYPS-20 5 Kz

T &Y1 mg/mLEEY2 mg/mL 2~ RIHY FH b HERE - pHASEYS.5%5.6 ©

[0472] {E—LEEHaflf BRI nE
4710 mMER RS -

[0473] {E—ECBEHEHIF
Bl -
[0475] {5—ECBEHEHIF

)
T

%W
/

H

IO

A\
é&t
gh

[0474] fr—igt

5

)
T

By
-IIF,
5

H

ﬂﬂ%l:llil I/Zl\ =
[0476] E—EFhEH+ - g ES

1,800 mg 2 #Z FLCD38H1AS

#9J30,000 U_ZrHuPH20 ;

&J10 mMEHHEFE |

£J300 mMUIFLEE

#90.04% (w/v) PS-20 ; 7

&1 mg/mLH i e EE > pHAEYS.6 ©
[0477) FE—LFhwH+ - S2nddats

&J120 mg/mL” 5% CD38H1AS

#92,000 U/mL_~ rHuPH20 ;

&J10 mMEHHEFE |

£J300 mMUIFLEE

#90.04% (w/v) PS-20 ; 7

491 mg/mLHHfEEL - pHA4I5.6 -
585 H > 171 HEHHHE)

FEHESE A0202

A A& 49300 mMLLELES -
2A-E805450.04% (wiv) PS-20 -

AZ/] 1 mg/ mLH ﬁ)lLHﬁE

1133102594-0
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[0478) Fr—ibEEHI+ > 2254 & E &35 meg BIEREE—/KE)(3.35
mg)FRCHYRE 2 B - BRI EIRAER (23.23 me) ~ FXILIALAREEE80 (0.64 mg) ~ /&
Sl UKEPN95.5 mg) ~ REE(LHLIFEEEpHET.O -

[0479]) {E—LLEHEMHIF - B2 ST 5HEE3 mL 2 S pRRIIm A E S K
USPEHE -

[0480] —fEH &G 2 B4 ZE8eniHaEASEQID NO: 53 2 i #
ELEE T $1CD38H S 14 SEQID NO: 6.2 HCDRI1 - SEQ ID NO: 7.2 HCDR2 - SEQ
ID NO: 8HCDR3 - SEQIDNO: 9. LCDRI1 ~ SEQ ID NO: 10> LCDR2 &, SEQ ID

NO: 11 ZLCDR3 -

T A E E R HEA
EAREJEXIN-
[0481] THHAUEEE GBI R 2R R TR A B R BTG - S

ST FN R/ B B U AR A S T i 2 A% S R B AR I g G R ) 77
T Hiz o+ 2 MRS &3 2/ VA [F 7138 < Fabjj EzBZ Fab )/ EzHY—1f)
7+ IgGR & 01 Hir 2 RIgCHAG (AR & £ 30V \Fabjs ErElFabj/ Br 2 H07
Feffe o1 Ho By 7B E (LB E TR ARG 2 B I E B - FelEsl
HER5y » Fabfia o1 Hp AR ZFabl Bz AR S AL —itE © B fSchvZiRg K
BN EETIRE PR R EHERE (P14 - 0RE - ZoRpiee) > HP AR
B FIEE TR RN FEI TR (B0 TS - ORI ARG 2
IR G 2 5 — (M E B B e @R 1 - BB sGRE B SR RS -
BRI 25 e S R/ B By AR A LR R Ry o1 > B AR R (DT)-Ig

% 86 H » 4t 171 H(EEHIEE)

113109635 FEHESE A0202 1133102594-0
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(GSK/Domantis) - —&—¥ife(Genentech) &zmAb2 (F-Star) ~ 0] 584t ik
(DVD)-Ig (Abbott) ~ Ts2Ab (MedIlmmune/AZ) 5z BsAb (Zymogenetics) ~ HERCULES
(Biogen Idec) 5z TvAb (Roche) ~ ScFv/Fcfli & (Academic Institution) ~ SCORPION
(Emergent BioSolutions/Trubion ~ Zymogenetics/BMS) 5z £ A1 88 #0 =) 43 it
(Fc-DART) (MacroGenics) ~ F(ab)2 (Medarex/AMGEN) ~ ££/E F = € Fab
(Genentech) ~ Dock-and-Lock (DNL) (ImmunoMedics) ~ &8 &5 & {4k (Biotecnol)
KrFab-Fv (UCB-Celltech) - 45 B4 TAHAE R S B(BITE) (Micromet) ~ Tandem
Diabody (Tandab) (Affimed) ~ EEFRAIM: S8 [0 3 fiT(DART) (MacroGenics) ~ B
EEFEIEE (Academic) ~ TCREHTAS(AIT ~ ReceptorLogics) ~ AZENE H & H ScFv
B4 (Merrimack) 5z COMBODY (Epigen Biotech) ~ #8023k i1 #8(Ablynx) ~ &£
B [ & EE BEIETURS. - BAEAS U EER M HUAS L R IO 741 Chames and Baty
(2009) Curr Opin Drug Disc Dev 12: 276 5z Nunez-Prado et al., (2015) Drug Discovery

Today 20(5):588-594f1

EREARHITATERNDIRZTE
[0482] {EAZEIRT AT FERARVBIRENURLS & L I8 1 S5 (de novo)

B E e 2IRE - HPZmEE A TSR N RabkEH s
&Ry > 55 Fab ~ EEHETTHE (scFv) ~ BREC T EEC £ 88 1] 2 1& (Knappik et al., J Mol
Biol 296:57-86, 2000; Krebs et al., J Immunol Meth 254.67-84, 2001; Vaughan et al.,

Nature Biotechnology 14:309-14, 1996; Sheets et al., PITAS (USA) 95:6157-62, 1998;

Hoogenboom and Winter, J Mol Biol 227:381, 1991; Marks et al., J Mol Biol 222:581,
1991) - I B e =2 3R EE 2 PR Fri e B o R S i 0] B8 [ S G R RS pIXYNEE H e

% 87 H - 4t 171 HEEHIEHE)

113109635 FEHESE A0202 1133102594-0
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T » W7 Shi et al (2010) J. Mol. Biol. 397:385-96 % ERIFS S A1 /2 BH5
W02009/085462H At - w] EREETASEE AT IUR (F84IBCMA ~ CD3 ~ CD38 -
CDI23 - CDI19 ~ CD33 ~ PSMAS(TMEFF2/5MNsk ) 4 & HEFHIBS AR &L
IR B RRARY) EHEFab - HIREEE Ry 2 RbUS o AR S A
RS VR B S E BT AEE R - RO - EEHEFES,223,4005% ; %

B FI555,403,4845% 1 EEEFEE5,571,6985% ; EEHFE5,427,9085F ; EH

HA555,580,7175% ; EEIHF355,969,1085% ; SZEIHFE6,172,1975% © EEHH
H555,885,7935% ; S2EIEHF56,521,4045% ; EEIHA556,544,7315% ;| EZEIHH
556,555,3135% ; EEHFE6,582,915%% ; K EEHFE6,593,0815% ¢

[0483] TAMAEEE [m) e MDA R e AR ERI TP BB S N EE A - IR (RAE

FRAL W {8 B (R I RBhife 2 CH3E 15 | AJESITHZEsE - HIDBRRIET

(LIRS RME(L) BW(ERARER RIER BRIz S 2R
RGPS > HURMRIB RO DA T SO 2 057k + BIRE A BHSR
WO2011/131746 - {54 FJ77AT - (AERFEMEETRS (L TREIUE LIAECH3
EEAF SR ERERREN ZHU - ZEDUR R e LR 2 hE
Rl TR AR (R IR IR T LR © (MR i FabE sk A A %
RREMEDURG - BRI o] S R #R R BB R 11 (non-reducing) - H{sE .2 {1
MR 52-Gi Ak L (2-MEA) ~ it &R fERE (dithiothreitol, DTT) ~ “_hfi /REFHF
(dithioerythritol, DTE) ~ ZEBEH K ~ 2(2-F&8 ZEOBR(TCEP) ~ L-{* Bz g K B-5i A
ZB5  BIFREI G E m T HIRTAER B © 2-BRAR R ~ HRARIEES K 2(2-

BOEN: - BOINE - AIERER/D20C ZRE BA £/025 mM 2 2-MEAfFAE

588 H - 4t 171 H(EHIEHE)
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TNEAZED0.S mM Y _IREREEEE(E AAES 28 2 pH T (HI404E7.02 pH N EAE
742pHT) £ % /090 min -

[0484] Tz RS S F— BT RIS _SEHEPHERNIIR
H:CH3Z28% (4 K409R % /S{F405L o

[0485] W]{E A 235 MNCH3ZE B A FEEE ZIDuobody ®2E 8 (Genmab) ~ $f [
(Knob-in-Hole)ZE % (Genentech) ~ #8522 (Chugai, Amgen, NovoNordisk,
Oncomed) ~ R A48 T A2 US 45104 RS (SEEDbody) (EMD Serono) ~ Je HAth A
FITEAYZEE ((40Zymeworks ) 2T ©

[0486] Duobody®%8(Genmab){4i& T FMIlL1US9150663 K
US2014/0303356 F #5228 F405L/K409R ~ B4 #I/F405L_R409K
T3501_K370T_F405L/K409R - K370W/K409R -
D399AFGHILMNRSTVWY/K409R + T366ADEFGHILMQVY/K409R -~
L368ADEGHNRSTVQ/K409AGRH - D399FHKRQ/K409AGRH -
F405IKLSTVW/K409AGRH % Y407LWQ/K409AGRH o

[0487] $HHOZEEH A RHAFIZIWO1996/027011 7 H AIFEFECH3 & > LA
Az - HAR B/ MARE Y ReEE (L) #E A —CH3E B BA KM~ B
EBE ($) #eE A _CH3E - HEArE—CH3EBIE CH3E ~ RVE XA
TEA o TEREH R AL PR i:CH3IE ZEEE A T366 Y/FA05A ~ T366W/FA05W ~
F405W/Y407A ~ T394W/Y407T ~ T394S/Y407A ~ T366W/T394S ~ F405W/T394S

K T366W/T366S_L368A_Y407V -

% 89 H - 4t 171 H(EHIEE)
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[0488) EE§SR FRSIPE TS HFE B EE—CH3& FAYF IEE
TR R ATES —CH3I& FHYw B AL 2 AP EAC A E AR E » 4
US2010/0015133 ~ US2009/0182127 ~ US2010/0286375US2011/0123532 1 Fyift -

[0489]) wIAIZK(EAE B 2 — b HAth -~ ETRAYZE B %
L351Y_F405A_Y407V/T394W ~ T3661_K392M_T394W/F405A_Y407V -
T366L_K392M_T394W/F405A_Y407V ~ L351Y_Y407A/T366A_K409F -
L351Y_Y407A/T366V_K409F - Y407A/T366A_K409F ~ =
T350V_L351Y_F405A_Y407V/T350V_T366L_K392L_T394W > %I
US2012/01498765KUS2013/0195849 FF Fij it o

[0490] SEEDbodyZE& 3 k Flg AT B HUABE E g G E LA(E L B i 52 —
(L - 40US20070287170F i -

[0491]) o] RAYEAD F~ {4228 %R409D_K370E/D399K_E357K -
S354C_T366W/Y349C_ T366S_L368A_Y407V -~
Y349C_T366W/S354C_T366S_L368A_Y407V ~ T366K/L351D ~ L351K/Y349E -
L351K/Y349D - L351K/L368E ~ L351Y_Y407A/T366A_K409F -
L351Y_Y407A/T366V_K409F - K392D/D399K - K392D/ E356K -
K253E_D282K_K322D/D239K_E240K_K292D - K392D_K409D/D356K_D399K >
4IW02007/147901 ~ WO 2011/143545 ~ WO2013157954 ~ WO2013096291 K
US2018/0118849 i

[0492] TTHZKIE B TAHRNE E R AR < By MER BB 20 R M EAE 1
BIFEEE n[ B AR e R BREE H(DVD) (PRSI ARFTWO02009/134776 5 DVD

i - HEa AR VH-ER - VH2-CH 2 S i B A SR VL1-E 3%
5590 B - 4 171 F(HIHHHE)

113109635 FEHESE A0202 1133102594-0
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F-VL2-CLZ 83 HRE{5nl ey ) ~ BfE&E B b llUE _MEH
AR DURSE RIS - sE O s e R E e R bafEEl (B
BRI FTEW02012/022811 ~ EHEAZE5,932,4485% 5 EEEHF]2E6,833,441
5t) ~ CECHEZEEGUES(dAbRESE—E - B(EHAS - [EEETURE RS DL
A5 R A TAR DS R SRR ~ 3L [H(DT)-Ig (GSK/Domantis) ~ —&—ife
(Genentech) ~ ZZXHtMab (Karmanos Cancer Center) ~ mAb2 (F-Star) 57 CovX-Afe
(CovX/Pfizer) ~ IgGfE e85 B (InnClone/Eli Lilly) ~ Ts2Ab (MedImmune/AZ) %
BsAb (Zymogenetics) ~ HERCULES (Biogen Idec) 5z TvAb (Roche) ~ ScFv/Fciili&
(Academic Institution) ~ SCORPION (Emergent BioSolutions/Trubion -
Zymogenetics/BMS) ~ EEEIFI M 88 80 13 17 (Fc-DART) (MacroGenics) 5z &
(ScFv),-Fab (National Research Center for Antibody Medicine--China) ~ ££{f F 5l &
-Fab (Genentech) ~ Dock-and-Lock (DNL) (ImmunoMedics) ~ & (& &4 B4
(Biotecnol) 5z Fab-Fv (UCB-Celltech) - E:AScFv. e ~ AN EEEInE Ve
s e s {H AR Bispecific T Cell Engager (BiTE) (Micromet) ~ Tandem
Diabody (Tandab) (Affimed) ~ Dual Affinity Retargeting Technology (DART)
(MacroGenics) ~ Single-chain Diabody (Academic) ~ TCR-like Antibodies (AIT,
ReceptorLogics) ~ Human Serum Albumin ScFv Fusion (Merrimack) 5z COMBODY
(Epigen Biotech) ~ ¥4 550K E7AG (Ablynx) ~ {585 A EE#IEL1AS (dual targeting

heavy chain only domain antibody) °

iR Fe LIEHNUE

F91 H » 4 171 HEEHIEHE)

113109635 FEHESE A0202 1133102594-0
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[0493] T MHANE T R EREFIFE W R R Z KR ETIR DL
CD38 #iifg Z Fe @l &L Fc@d 2 /b —{EHLA > HEDaz T HiEE
AR FIBLE(LM: Foy SZRS(FeyR) VS & K /B fE (K Fe SUEDEE (5840 Clq
&6 RS OB M AR M (CDO) ~ LR KR M AR 2/ Y Al B 55 14: (ADCC)
B EEA(ADCP)) -

[0494] wJ&HUCLARD Fe BUH(LME FeyR AYSE & S i B R R XUE D)
B~ Fc fir B e T % Bt  1gGl F 2 L234A/L235A - 1gG2 F
V234A/G237A/P238S/H268A/V309L/A330S/P331S ~ 1gG4 E
F234A/L235A1gG4 |7 S228P/F234A/L235A g Ig [GA! .2 N297A ~
1gG2 7 V234A/G237A ~ 1gG1 |22 K214T/E233P/ L234V/L235A/G236-
Bt 28/A327G/P331A/D365E/L358M ~ 1gG2 | 2 H268Q/V309L/
A330S8/P331S~1gGl |27 S267E/L328F~1gGl > L234F/L235E/D265A -
IgG1 |22 L234A/L235A/G237A/P238S/H268A/A330S/P331S ~ IgG4
S228P/F234A/L235A/G237A/P238S - )4 1gG4 s i
S228P/F234A/L235A/G236-f:4/G237A/P238S -

[0495] ®JRIR D CDC 2 Fe BUUf5 K322A B -

[0496]) &% B KL S228P HUfU AT #E—25 HI it [gG4 idg LM 58 [gG4
BEM -

(04971 BIRMEEF AR 1gGl && SEQ ID NO: 103 Z A FFol -

Z
Z

Gl

SEQ ID NO: 103:

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKS
CDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE
VKFENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKC

KVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYP

F92 H » 4 171 HEHEHE)
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SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFEFSCS

VMHEALHNHYTQKSLSLSPGK
[0498] BritEr AR 1gG4 A2 SEQ ID NO: 104 ZBFRE 5] -

SEQ ID NO: 104:

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESK
YGPPCPSCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQF
NWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVS
NKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMH

EALHNHYTQKSLSLSLGK

[0499) ™ i & 4 #8 ™ 40 BE 3 M (antibody-dependent cellular
cytotoxicity) | ~ " S (¢ BB M 4N AL /1 & 2 4 B 55 14 (antibody-dependent
cell-mediated cytotoxicity) ; ~ 8¢ " ADCC | E—FE:EE4IIEIE T HyI%AE] -
HRUAR DS B E Y B R4 A B B A R & M 0y iR (5840 B 4% 4
BE(NK) ~ BEAZER ~ ERRAHAE S ME s MEER ) 2 &S RBRAE XUE A FAY Fey
2 He(FeyR)EYAH G.7F H - 40> NK 4l 23R FeyRITa- i EAZBRF IR FeyR1 ~
FeyRII K FeyRIlla « §i#8 2 ADCC JEM: 0] FH & Y E (8 R IR RS P&
&2 E B ERYAREE R B A 5 NK difE(E R SUE ST E « AR A%
H] 37 iR e i AR R R VAR AC (I AN ME A E ~ B e Al B R AR 4 A
NEH ) KigM » fE—FIRtiteEd - BEZAMEREL 1 (8 BRI 4 {H%
JESHAE < EER{E T K HIZQHAE A BATDA TEAZAC » i B e Al Al 5 s
ARsH G - RHEEAIEE 2 /0 - HAEMHIERER 2 FF KT < BATDA JHI &
WMAESYAR - BB EFNMER 0.67% Triton X-100 (Sigma Aldrich)AJfE A

93 H » 4 171 HEHIEHE)
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AR A2 A M PUEE RV T i BRI B S HY BATDA ATH|
E 2w/ NEIRE IERRAL -

[0500] ' HiRAEMMRE®RER ) ( 'ADCP, ) AiE—1EER
AT (G840 E VR 4R s 2E 4l A ) AN L (internalization) UL AS B1 78
iy H IR AHREHI ] - ADCP ] 58 i {58 074 B B BRAY E Rl (F Ry e 4
RS (5 IR RS AT éE & < E 0 B RV AL E B B IR AR AR f - 52 % HAZA
AR &S T2 USE AR IR GFP B — 12500 F  fE—PImtEtg e - e
Hfg: B AR AR EE W] R 40 4: 1 o m] e fE AT AT B H AR AT RO A (FAE B R AE A S
HZPUREHIE N T —_EE 4 /N - 558 % - (EHAME#ER (accutase)
A AE o Bfe - B 4 AR BT FE AR 588 SR AR RCHY T CD11b K dii CD14 fifs sk i € >
HBEEERAE L RBAZSE CDII'CDI4 ERAAE Y GFP & H 5
LEERTRE T AHAE -

[0501) " #§ B ik 88 ¥ 4 g F M (complement-dependent
cytotoxicity) ; B¢ " CDC j &5 —TEaA HAMSETHIRES] » H Bl EHEE S
ZPURSHY Fe SBUBIEE &l S bag Ry Clq - ECEEn S {0488 S5k ST
B EH RN T - e S (bRl IS A e o U AE A 5% H IR AR R | Lk
HEMESOMmBR EAVEIE~E (Fld - CR3) e CDC - i1z CDC
B FE F BT 5125 B ACHI & < i i (Daudi) 4RAE DL 1x10° {E4HAR/FL(50 nL/
fL) T RPMI-B (ffi7eA 1% BSA Z RPMI) 1 ~ fEFLFRH0 50 uL HYHI
S PLAG (AR EAE 0 £ 100 pg/mL 26 ~ RS A =0/ N5 E 15 min >
FEFLFIAID 11 pL BYEESE NRIMIE ~ KA IEAE 37°C TN IEE 45 min - HfF
AHAE T 73 (%) BT {5 FIARLE J5 75 LL FACS i H & Hi B P e 2% e HY A AR %o 2k
1R -

[0502] $HifGBlFeyRE(FeRn 2 &5 & & TREDUS IR B 286 2
A o R R B AR E Mg 2K FPE » £ —PImMEEamET - BEf
2x10° (HANAE B RE Y 96 FLEE S » HAE 4°C T4 BSA F 4 RBD
Biosciences, San Jose, USA)F fHET 30 min - e REEDRIE IS £ K FAF 4

5594 H » 4 171 HEEHIEE)
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C & 1.5 /g o ) BSA EEENRIFN R 2% - G4 Bi&L R-PE
EEL i AHE 1gG _ghfifE(Jackson Immunoresearch Laboratories){f 4°C
NEEE 45 min o AR O S BUR T RRRT X > HEEE FEIFR 150 ul
&H 1:200 ¥ 2 DRAQT7 J&/SEZ: & Fl 2 4% 0 4% &)/ (Cell Signaling
Technology, Danvers, USA)¥ - X4l 2 PE & DRAQ7 {E34#H
M11teny1 MACSQuant i FU4ANAE & (Miltenyi Biotec, Auburn, USA)43 {8 F
B2 k& B4 #EEAAEM - DL DRAQT HEFR £ E AR TR 2 (gated) - HHEUL
£ Z2ZE/0 10,000 (EEHE A 2 28 M P EEESR o K FlowJo #UAG(Tree Star)
I it o R BR e B Ry DU ae RS B P R (B 5% - BT IRER 1M B B
VARiIEE

HREPRZA(CAR)

[0503] IEDLFEZRR(CAR)GE AR TREMEZRE - BEE&TEN
78~z 88 AT AR B P I T i SH Bk R R Rt B B e A o i A AR Al o e A A
R  BFE T 4N - A CAR » BB — 785 ] 4452 € (programmed) DAY Fr
MR - BERURE SR HEL R AR B B A LU < 4
At - Eai_lkbh)?ffﬁ/\@ﬁzﬂﬂﬁ@l:ﬁj T CAR Z Gy JHAE o] B m) HL AR
HERE 4R -

[0504] CAR —figfu&BiiiE (FIHOaTFIREainR ) && < MashE -
AR ERE T - SRR R B SRR R B B 2 R

[0505] CAR ZHSMEa] & A ERER AR (BIa0m 7R Hr iz )
S Z R - BEIMNEHTELE scFy ~ FASHY— Bl o B US4 - CAR JRH &K
TARPUE DA B Z(E P Ak PR &S & Kl R BECE B A5 thiERE T 51
TrHE o I - — B EIEAS ~ scFy ~ B& S VHH HASECHAL(E VH i8S/
EErl S R AR B aH AR - DUR R R R 2145 CAR -

[0506] CAR ZESHEEAI174EH CD8 ZSHEE ~ T A28 o~ B
¢ (g ~ CD28 ~ CD3e ~ CD45 ~ CD4 ~ CD5 ~ CD8 ~ CD9 ~ CD16 ~ CD22 -~

595 H » 4 171 HEHIEHE)
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CD33 -~ CD37 ~CD64 ~ CD80 ~CD86 ~CDI134~CDI137 ~CD154 ~ KIRDS2 -~
OX40-~CD2-CD27-LFA-1 (CDI1a~CDI18)~ICOS (CD278)~4-1 BB (CD137) ~
4-1 BBL ~ GITR ~ CD40 ~ BAFFR - HVEM (LIGHTR) - SLAMF7 ~ NKp80
(KLRFI)~CD160~CD1 9~IL2R B~IL2R y~IL7R a~ITGA1~VLA1-~CD49a -
ITGA4~1A4-CD49D-~ITGA6 ~ VLA-6~CD49f~ITGAD -CDI1d~ITGAE -~
CDI03~ITGAL-CDIla~LFA-1-ITGAM-CDIIb~-ITGAX-CDIIlc~ITGBI1 -~
CD29~1TGB2~CDI1 8~LFA-1~-1ITGB7~TNFR2-DNAMI (CD226)-SLAMF4
(CD244~2B4)~CD84~CDY6 (Tactile)» CEACAMI~CRT AM-Ly9 (CD229)
CD160 (BY55) « PSGL1 ~ CD100 (SEMA4D) + SLAMF6 (NTB-A ~ Lyl08) ~
SLAM (SLAMF1-CD150~IPO-3)-BLAME (SLAMF8)~SELPLG (CD162) -~
LTBR - PAG/Cbp ~ NKp44 ~ NKp30 - NKp46 ~ NKG2D ~ /2 NKG2C

[0507] CAR Z&lpe A2 RIEOE v 074 B — 20l L RIB Uy 7 2 i
A3k e SRR o TR BR IR 2 Ao Bl Fe 52 88 DU 2 B B R0 iR | oo -
HRft T ME BRI A SUE (L REEIFTEIE (E9% - (AR
CAR 2 Ml {% 4-1BB~CD2~CD7~-CD27~-CD28~CD30~CD40 -~
CD54 (ICAM) - CD83 - CD134 (OX40)~CD150 (SLAMF1)~CD152 (CTLA4) ~
CD223 (LAG3) ~ CD270 (HVEM) ~ CD278 (ICOS)  DAP10 ~ LAT ~ NKD2C
SLP76 ~ TRIM ~ [z ZAP70 Z BN -

[0508] CAR Z&4HAg A E R A 74 5 40 O03( ~ CD3e ~ CD22 ~
CD79a ~ CD66d B¢ CD39 7 {FH 115 - " 4l A R (Intracellular signaling
domain) ; f4¥52BIEEAL CAR B HEHFEE G HE 2 e g
AR CAEE 8 e Al T sE Y CAR ZIRER 7 - U B D sE IS (b ~ 4
R EREL -~ WA RMEENIEN - afEERAEENRN T 2 CARGER
B fR4iAE - e H R B A AN CAR &EHEIL - 12 Pl 2589 H A A At ME S -

[0509]) ArptAEsMERBLES BRI 2 Y CAR & m] BERYHRE 0] B4 2
£ 100 fli Bz AL BE R EHY 2K » R T v B iR e i i B MR BB R B0 H i
W Je iz » (SE1S AR A 2R B E RO SE R IO S 0 Rt o] B AS B - E i OR (]

596 H » 4t 171 HEEHIEHE)
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MRS RIS ZE [ B A B A TR A R AT AREs - A (E R B T - BT
Ry Al ) EIEA AT O E] - el UJEE R T 2 E B ELFE 2A BT (H140 T2A)
2A BB EH R FRW R A G o TN A A B e EEKE
LG s B S Y — B a7 e

[0510] H[{ERZFIRME CAR (AEIA0E T BEAS S I Z A S AR B iR
Gt ZAESMg - CD8 BRI K CD3C EaRIEEY CAR - AR CAR &5
USRI Z AU A B LR &5 & Z RSk - CD8 B CD28 5 s - CD28-41BB
2 OX40 S fI7HE K CD3 EERIEK -

[0511] CAR {R#EERE S TEYER ST ER - R GE s 2T
SN T A B A SR I B flo prE B 2 Pag s LR G & R B

[0512] SEZRE A — M FRBIAAL T A » (HACSEIA 2 B HE Bl 4 —
ST THIE BT > B A e i A o PR il FH 5 55 A1) i (B < S

B 2 — 2 BB

[0513] DATATR R A S R 8 RAY ARSI 2 Ftb i —3F
1] o &4 710y B A S R TS B 2 AN SRR MERRA AV K B DA FIR L 2 ARSEEE 2
GBI R BLE e — D RS E O o F— & AR -

[0514]) Ehafl 1. —fEAPEREABIE Z(EREHPT CD38 Hifgl T
AR E TE [RE R R 2 4HE -

[0515) Ehafl2. —FER A58 T 4HAE E 2E [mA B B A B E 2
A8 AV IR 2 i CD38 Hife -

[0516]) Ehaf) 3. —EF B A AR EIE BE 2 FERIs 624
AR HL CD38 gl T AR E E 1A A < 4 SV R 4k

[0517) Ehafl 4. —FEHL CD38 Hiifg kil T AL E & H AR K~ 4HEHY
Ai® HEEEREEBHUFHEARNERCALTE S BFEPTEARIE 2/
EOEEREE

Jitt
Jitt

==
B
==
B

)
T

By

g

F97 H » #£ 171 HEHEHE)
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[0518]) EHEWM 5. IRIBEHG] 1 2 4 F{E—TH Z BT FRYHL CD38 Hifg
HgZit CD38 il BAL K Tz T EE FEER At T -

[0519]) EEWH 6. IRIBEHGI 1 2 5 F{E—TH Z AT FRYHL CD38 fiLkg
Hoez T affgsE Er 5 E R B BCMA ~ GPRC5D ~ CD33~CDI123 -~ CDI19 -~
PSMA -~ TMEFF2 5 CD20 45 & o

[0520) EHEW 7. IRIBEHG] 1 2 6 F{E—TH 2 BT FRVHT CD38 kS
Hozz TAINE Ea)aEE| B CD3-CD3e~CD8~KI2L4-NKG2E-NKG2D -
NKG2F » BTNL3 ~ CD186 - BTNLS8 » PD-1 ~ CD195 ~ 8{ NKG2C 45 & -

[0521]) EHEWM 8. IRIBEHGI 1 2 7 F{E—IH Z AT FRVHL CD38 fiLkS
Hw TS EREEE ES CD3 &4, % CD3 &aaEs

SEQ ID NO: 33 ZE#E A AER 1 (HCDR1) ~ SEQ ID NO: 34 ~
HCDR2 ~ SEQ ID NO: 35 > HCDR3 ~ SEQ ID NO: 36 7 ### 5 #H L E & 1
(LCDR1) ~ SEQ ID NO: 37 2 LCDR2 kK SEQ ID NO: 38 2 LCDR3 ;

SEQ ID NO: 39 ~ S #E(VH)E SEQ ID NO: 40 = i § o] # &
(VL) ;

SEQ ID NO: 74 .2 HCDR1 ~ SEQ ID NO: 75 2 HCDR2 ~ SEQ ID NO:
76 2 HCDR3-SEQ ID NO: 77 2 LCDR1-SEQID NO: 78 2 LCDR2 K SEQ
ID NO: 79 2 LCDR3 ;

SEQ ID NO: 80 .2 VH & SEQ ID NO: 81 2 VL ;

SEQ ID NO: 53 7 CD3 45 & HCDR1-~-HCDR2-HCDR3-LCDRI1 -~
LCDR2 K LCDR3 ; B¢

SEQ ID NO: 53 2 CD3 &3> VH & VL -

[0522]) EHEW 9. IRIBEHG] 1 2 8 F{E—TH Z AT RV CD38 HiLfS
Hz THEEEREFEE RS

BCMA 4544 % CD3 45495 » 3% BCMA 4583582 SEQ ID NO: 23
<~ HCDRI1 ~ SEQ ID NO: 24 .2 HCDR2 ~ SEQ ID NO: 25 .2 HCDR3 ~ SEQ
ID NO: 26 2 LCDR1 ~ SEQ ID NO: 27 .2 LCDR2 & SEQ ID NO: 28

F 98 H » 4t 171 HEEHIEHE)
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LCDR3 » 3% CD3 45414 SEQ ID NO: 33 2 HCDRI -~ SEQ ID NO: 34
7 HCDR2 ~ SEQ ID NO: 35 > HCDR3 ~ SEQ ID NO: 36 .2 LCDRI ~ SEQ
ID NO: 37 > LCDR2 & SEQ ID NO: 38 > LCDR3 : F/5
2 BCMA 45 &34 SEQIDNO: 29 > VH & SEQ ID NO: 30 2 VL »
H3#% CD3 4418 <4 SEQ ID NO: 39 > VH & SEQ ID NO: 40 2 VL -
[0523] &l 10. FRBEHG 1 £ 9 F{E—TH LA HEVEL CD38 $11
g HrpiZ T @R EE RGFERE & SEQIDNO: 31 25 —&E ##(HC1)-SEQ
IDNO: 32 25 —i##H(LC1) - SEQIDNO: 41 25 “EH(HC2) - & SEQID
NO: 42 75 —#$#(LC2) o
[0524]) FEhaf] 11 MRBERKA 1 £ 10 F{E—THZFTREYHT CD38 11
f8 > Hiwz THREEREERIE S
GPRC5D 45438 F CD3 4543 » 3% GPRC5D 454324 SEQ ID NO:
43 2 HCDR1-SEQID NO: 44 > HCDR2 - SEQ ID NO: 45 > HCDR3 -~ SEQ
ID NO: 46 > LCDR1 ~ SEQ ID NO: 47 > LCDR2 % SEQ ID NO: 48 >
LCDR3 » 3% CD3 45414 SEQ ID NO: 33 2 HCDRI -~ SEQ ID NO: 34
7 HCDR2 ~ SEQ ID NO: 35 > HCDR3 ~ SEQ ID NO: 36 .2 LCDRI ~ SEQ
ID NO: 37 > LCDR2 & SEQ ID NO: 38 > LCDR3 : F/5
% GPRC5D 4541884 SEQID NO: 49 > VH & SEQ ID NO: 50 2 VL>
H3#% CD3 &4 % SEQID NO: 39 2 VH & SEQ ID NO 40 > VL o
[0525) Ehaf]12. RBEHE] 111 F{E—TH 2 BT FHAYET CD38 Hifg
Hohey T4 E E LSRR a4 SEQ ID NO: 51 .2 HC1 ~ SEQ ID NO: 52
~ LC1 ~ SEQ ID NO: 41 > HC2 ~ % SEQ ID NO: 42 2 LC2 -
[0526) Ehafp] 13. RBBFHH 1 £ 12 E—TH AT HEYHT CD38 11
f8 > Hiwz THREEREERIE S
CD33 4541k CD3 541 > 3% CD33 4544 SEQ ID NO: 84
HCDRI - SEQ ID NO: 85 > HCDR2 - SEQ ID NO: 86 .> HCDR3 ~ SEQ ID
NO: 87 2 LCDR1-SEQ ID NO: 88 > LCDR2~ §; SEQ ID NO: 89 > LCDR3 >

599 H » 4 171 HEHEHE)
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#% CD3 45 &35 A1& SEQID NO: 74 2 HCDR1-SEQ ID NO: 75 > HCDR?2 -
HCDR3 =% SEQID NO: 76 ~ LCDR1 5 SEQ ID NO: 77 » LCDR2 5¢ SEQ ID
NO: 78 ~ K SEQ ID NO: 79 2 LCDR3 : K/,
#% CD33 & & & SEQIDNO: 90 2 VH 2 SEQIDNO: 91 2 VL -
H#% CD3 45434 SEQ ID NO: 80 2 VH F SEQ ID NO: 81 2 VL »
[0527] EHafI 14. RBEHEE] | £ 13 P{E—IH LAY CD38 it
A2 Hpez T dlifeE 2 RV e R E & SEQID NO: 92 2 HCI » SEQID NO:
93 2 LC1 ~ SEQ ID NO: 82 > HC2 F; SEQ ID NO: 83 > LC2 »
[0528] FEHEfl 15. MRBEHE] | £ 14 P{E—IHZFT AT CD38 4t
f2 o Haz TAiEEE RIa RS
CDI123 45438 K CD3 & & #% CD123 45 &3 f1& SEQID NO: 94 »
HCDRI - SEQ ID NO: 95 > HCDR2 ~ SEQ ID NO: 96 .> HCDR3 ~ SEQ ID
NO: 9 2 LCDR1-SEQIDNO: 10 > LCDR2+ ¥, SEQ IDNO: 59 > LCDR3 >
#% CD3 45 &35 A1& SEQID NO: 33 2 HCDR1-SEQ ID NO: 34 > HCDR?2 -
SEQ ID NO: 35 2 HCDR3 ~ SEQ ID NO: 36 > LCDR1 ~ SEQ ID NO: 37 .~
LCDR2 ¥ SEQ ID NO: 38 2 LCDR3 : R/5
#% CD123 45 &35 A& SEQ ID NO: 100 2 VH & SEQID NO: 61 2 VL >
H#% CD3 454 A& SEQ ID NO: 39 2 VH F SEQ ID NO: 40 2 VL »
[0529] EHEfl 16. MRBEHE] | £ 15 P{E—IHZFT AT CD38 it
A2 Hpaz T MiREE 2 HJA# A B& SEQIDNO: 102 2 HCI » SEQID NO:
63 2 LC1 ~ SEQ ID NO: 41 > HC2 F; SEQ ID NO: 42 > LC2 »
[0530] EHafl 17. MRBEHE] | £ 16 P{E—IHZFTAEYHT CD38 4t
f2 o Haz TAiEEE RIa RS
CD19 45 &35k K CD3 45438, - #% CD19 & &4 SEQ ID NO: 53 2
CD19 4% &2 HCDR1 » HCDR2 » HCDR3 ~ LCDR1 ~ LCDR2 k¥, LCDR3 -
#% CD3 4543 El& SEQ ID NO 53 2 CD3 454182 HCDR1 » HCDR?2 -
HCDR3 - LCDR1 » LCDR2 F LCDR3 ; K/

5100 B o 171 H(EEBHEREE)
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SEQ ID NO: 53 Z R fF51 -
[0531] &M 18 MRBEEHI 1 2 17 F{E—IE ZFTHEYHT CD38 i1
fe » Kz THREEREEEE S
PSMA 45438 F CD3 4540 » 2% PSMA 4424 SEQ ID NO: 54
> HCDR1-HCDR2 5 SEQ ID NO: 55-HCDR3 5 SEQ ID NO: 56~ LCDR1
5 SEQ ID NO: 9-LCDR2 5 SEQ ID NO: 10+ } SEQ ID NO: 59 .> LCDR3 >
2% CD3 45 &3 A24 SEQ ID NO: 33 > HCDR1-SEQ ID NO: 34 > HCDR2 -
SEQ ID NO: 35 > HCDR3 ~ SEQ ID NO: 36 .> LCDRI ~ SEQ ID NO: 37 »
LCDR2 * & SEQ ID NO: 38 .> LCDR3 ; F/=¢
2% PSMA 4 &84 SEQ ID NO: 60 > VH B SEQ ID NO: 61 - VL
H# CD3 444 SEQ ID NO: 39 2 VH & SEQ ID NO: 40 . VL -
[0532] EHEH 19 RBEEG] 1 2 18 F{E—IE ZFTHEYHT CD38 i1
B8 Hiz T HiE E R A% E|E & SEQID NO: 62 2 HC1 ~ SEQ ID NO:
63 2 LCI1 ~ SEQ ID NO: 41 .» HC2 }& SEQ ID NO: 42 > LC2 -
[0533] EHEM 20 MRBEHEH] 1 2 19 F{E—IE ZFTHEYET CD38 i1
fe » Kz THREEREEEE S
TMEFF2 45 &3 CD3 4543 » 3% TMEFF2 4543824 SEQ ID NO:
64 > HCDR1~SEQID NO: 65 - HCDR2 ~ SEQ ID NO: 66 > HCDR3 ~ SEQ
ID NO: 67 .2 LCDR1 ~ SEQ ID NO: 68 > LCDR2 ~ & SEQ ID NO: 69 .~
LCDR3 » 2% CD3 & &M A4 SEQ ID NO: 74 > HCDRI1 ~ SEQ ID NO: 75
> HCDR2~HCDR3 5% SEQ ID NO: 76 -LCDR1 5 SEQ ID NO: 77 - LCDR2
5 SEQ ID NO: 78 + & SEQ ID NO: 79 > LCDR3 ; F/=¢
2 TMEFF2 &5 &34 SEQ ID NO: 70 > VH F SEQ ID NO: 71 . VL
H# CD3 &4 A 4 SEQ ID NO: 80 2 VH & SEQ ID NO: 81 . VL -
[0534] EHEM 21 RBEHEG] 1 2 20 F{F—IE ZFTHYET CD38 i1
i8> HiZz T HiEE R A% A& SEQID NO: 72 2 HC1 ~ SEQ ID NO:
73 2 LC1 ~ SEQ ID NO: 82 .» HC2 & SEQ ID NO: 83 > LC2 »

55 101 F - £ 171 H(EEHERAE)
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[0535) Ehaf) 22. RBE A 1 2 21 {E—IH ZFr FHAYHL CD38 #i1
fe > Hiaz T HAEE RUEERIGZ R 2T - RETUEZE(CAR) ~ 2
&3 CAR 2 T 41 -

[0536]) Ehafl 23. RIBERG] 22 2 FTHAYPL CD38 fifs » HH %%
FrEZMPRE R [gG1 ~ 1gG2 ~ 1gG3 B¢ [gG4 [F A -

[0537) Ehfl 24. MRBEHH 22 = 23 Z FrHAYHL CD38 fifs » H
TZERREENEEE RV Z 2R RMETRRE Foy 288 (FoyR) Z&E &0 —
=2l Fe BU -

[0538) Ehafl 25. MRBE A 22 £ 24 F{E—TH ZFTHAYHL CD38
s Hfag —s% ([ Fe U BZEE H [gG4 |2 F234A/L235A - 1gG1 |
i L234A/L235A ~ IgG2 F e V234A/G237A/
P238S/H268A/V309L/A330S/P331S ~ IgG4 |2 F234A/L235A ~ 1gG4 |~
S228P/F234A/ L235A~FrF IgEHY 2 N297A1gG2 |2 V234A/G237A ~
1gG1 = K214T/E233P/ L234V/L235A/G236-fE 4
/A327G/P331A/D365E/L358M ~ 1gG2 > H268Q/V309L/A330S/P331S -
IgGl |2 S267E/L328F ~ IgGl 2 L234F/L235E/D265A ~ 1gG1 |~

L234A/L235A/G237A/P238S/H268A/A3308/P331S ~ IgG4 E z
S228P/F234A/L235A/G237A/P238S h54 1gG4 FE pl
S228P/F234A/L235A/G236-54/G237A/P238S B4Rk~ Bf4H » b 5 AL 4R
SRIARE EU &5 -

[0539] %B’WU 26 FRIBE RG] 25 2 AT FIAVHL CD38 $if8 » ek %
FEEHBE I EE S228P B -

[0540] %B’ﬁ@ﬂ 27 MRIBE RG22 £ 26 TH{E—IH Z AT Y HT CD38 i1
A8 HA ez 2R B UHURRAL S — CH3 &5 R 8 56 — CH3 &g+ - 5
FE#% 5% — CH3 & ki 55— CH3 SEfE I & B & — B (1 E AT HY
(AV
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[0541]) EHif 28 FRBPEHH 27 ZFrHAYEL CD38 kg » Az —
B ([ A BT B (% 2 5 B F450L/K409R ~ % 4= AI/F409L_R409K -
T366Y/F405A ~ T366W/F405W ~ F405W/Y407A ~ T394W/Y407T ~
T394S/Y407A ~ T366W/T394S ~ F405W/T3948 K
T366W/T366S L368A Y407V ~ L351Y F405A Y407V/T394W -
T3661 K392M T394W/F405A Y407V ~
T366L _K392M T394W/F405A Y407V ~ L351Y Y407A/T366A K409F -

L351Y _Y407A/T366V_K409F ~ Y407A/T366A K409F )5 d
T350V_L351Y F405A Y407V/T350V _T366L K392L T394W Fi4Hpk . B
4 -

[0542] Fhwfl 29 WRBEHH 1 £ 28 FE—THZFTHEYHL CD38 i1
fg o H ez (EAs BA a2 By IE -
[0543] Fhw @l 30 RF|LEHHN 1 £ 29 FE—TH T B CD38 i1
e o H Az A e RV IR R A (R (B S e -
[0544] Fhafl 31 MRFEHH 1 £ 30 FE—IH B CD38 i
» Hp 2R E R MRS M PRI B R -
[0545] Fhafl 32 MRFEHH 1 £ 31 FE—TH B CD38 i
fg o P2 MUK RIA 5 2 2 VT B ~ PR 25 38 1B BT ~ RANERFR
= & Y E B Bk ZE H JfE(monoclonal gammopathy of undetermined

i

significance, MGUS) ~ Mtk 2 BEHRE B MK (ALL) ~ Hii2 MK B dHAZHE
fZ(DLBCL) - Burkitt [&MESZ(BL) ~ JEEMIRER(FL) ~ $eEAIREHR SR
(MCL) ~ # X EEKE S ME - S E MiA - SEEBH RS MEE(AL) ~ Al
B ARt E AT B s - Aire B AIAME B A M - M st m
W(AML) ~ FRE(EA A BIEEF(MDS) ~ 18 MM EBKM: 5 Mim(CLL) ~ B 4
HEEEMEA ~ 18 E B M B M (CML) ~ E2E A 5 Mmym(HCL) ~ BRdHpgi: 4%
AR A e iER - ERERMER - FEFTRMKERE - E4%& B 4
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R ES 8 (MZL) B0k R AR BR M 2 2R S0 EE B (MALT) ~ BR4lA B s ~ B
TTHERAMAERIRER(ALCL) ~ BIIREGHRER -
[0546] EHaf 33 MRBE R 1 £ 32 PE—IHZATHEYHT CD38 it
e o H a2 23 s B (R W2 ey 2 BB B -
[0547) EHadl 34 MRBERE 1 £ 32 PE—IHZATHEYHT CD38 it
i > Hi ez 28 g g (g a2 B g3 -
[0548) EHa®l 35 MRBE R 1 £ 34 PE—IHZATHEYHT CD38 it
e o H e 23 M R (s e 2 S ME R
[0549] Eha®l 36. IRIZEHH 35 ZFTHAYEL CD38 fiife » H AH
g LR EEE (AR EA S HLORRY - HEa
t(4;14)(p16;q32) ;
t(14;16)(q32:923)
dell7p ;
IqAmp
t(4;14)(p16:q32) k2 t(14:16)(q32:923)
t(4;14)(pl16:q32) k2 dell7p ;
t(14;16)(q32:q23) & dell7p ; B
t(4;14)(p16:q32) ~ t(14:16)(q32:q23) }z del17p ~ BELALMEHE -
(0550 EHa®l 37 MRBE R 1 £ 36 PE—IHZATHEYHT CD38 it
B> Hhez 23 B B B %4 CD38 il ~ 2KIABER: ~ W1k - JAEE
Bt~ RIRVEK ~ IREE ZEREEN ~ VK ~ EIAmEOOFIER ~ sEE(T4E
BRI EFNEE -
[0551) EHa®l 38 MR E R 1 £ 37 PE—IHZATHHEYHT CD38 fii
i > HA sz E VR ATy ~ e - AT~ 7 B S (cervical cancer) »
SRR FLRE  UNEE - TEARE - R - BORE &R E MR
BIEE - 5 Al #E(gastric cancer) ~ & #Z(stomach cancer) ~ B JE ~ &Gi5E

SRR ~ + &= 3% (cervical carcinoma) ~ FB (2 Z 5 ~ HF 40T ~ B AHAEHE (renal

55 104 F - £ 171 HEPERAE)
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cell carcinoma) ~ JAFR _F 7% (urothelial carcinoma) ~ BESHE « M IRE
B R E R AR -

[0552] Fhafl 39. IRIBTE ] 38 ZFTRIHYHL CD38 Hiifs » 1% il
VIRRFEARIE S ~ HOAM: ~ BMECERE TR B ~ B R4 E -

(05531 Fhwfl 40. MRBERG] 32 ZFTHAVEL CD38 fifke » Hiex
AML B HA 2/ —HEHEREZEN AML » 2% 51 B4 AML (AML with
multilineage dysplasia) ~ Ei }& & fH fi By AML -~ >k 4 £ & AML
(undifferentiated AML) ~ kA AML (AML with minimal maturation) -
B2l AML (AML with maturation) ~ 2 M & #8 B #% Bk M & [l J% (acute
myelomonocytic leukemia) ~ & M B #% Bk M B [ % (acute monocytic
leukemia) ~ SM4L M ERME A [M% (acute erythroid leukemia) ~ &M EZ 4
A7 M (3 [ 9% (acute megakaryoblastic leukemia) ~ /M 12 i M ki 4 B (3 1955
(acute basophilic leukemia) ~ &M 2 F gl 4 44 {E(acute panmyelosis
with fibrosis)B(HEHE A °

(0554) EEHGH 41 ARFEEFHEH] 40 2 Ff FEHt CD38 Hif8 - Hep 2%
b (AR R A A8 8 5121 RN 5 - 8 16 P A B S
et 15 517 2 RIS AL - AR 11 IR - S fms BRI
B 3 (FLT3) ~ #Z%{CHSEEE = (NPM1) ~ RIEERE S50 | (IDH]) - Rl
S 45 2 (IDH2) ~ DNA (JUEEE-5)- H Bl 3 (DNMT3A) ~ CCAAT/i#
45 S5 EH'E o (CEBPA) ~ U2 /N RNA EHEIR T 1(U2AF1) ~ zeste 2 %
MESIHE SR 2 RE LB T(BZH2) - REREBERED 1A
(SMCI1A)B e sEfE4ERT &5 3 (SMC3)rhayZEs o

(05551 Fhafl 42. iRIBLE RG] 41 ZFrRIAVET CD38 fiifls » ez &
D—EERNREHBI t(8; 21)(q22; q22) ~ FIfir inv(16)(p13; q22) ~ Ffr
t(16; 16)(p13; q22) ~ FAr t(15; 17)(q22; ql12) ~ Z€8 FLT3-1TD ~ j* IDH1
17 ze%8 R132H 8¢ R100Q/R104V/F108L/R119Q/I130V B> IDH2 H 7 28
% R140Q B R172 o

5105 5 o 171 H(EE0HEREE)

113109635 FEHESE A0202 1133102594-0



202430571

(05561 FEHEfl 43. RIFEHCH 32 ZATHAYHT CD38 Jifg - H %
ALL 14 B 4Hff % ALL ~ T 4ff9 % ALL ~ g A ALL B{/]N5¢ ALL -

(05571 EHEpI 44. FRIFEHLH] 43 ZATHAYPT CD38 fihg » HPexE
A ALL Z{Bf B A B A R EH BCR-ABL SESHIHIE < )65 H bk
BREBRIUE -

[0558] EHEfl 45. MRBEHE] | £ 44 P{E—IHZFTHAYET CD38 4t
& HhZdi CD38 i f & SEQ ID NO: 6 .2 HCDR1 » SEQID NO: 7 2
HCDR2 ~ SEQ IDNO: 8 2 HCDR3 ~ SEQ IDNO: 9 2 LCDR1 ~ SEQ ID NO:
10 2 LCDR2 ¥ SEQ ID NO: 11 2 LCDR3 -

[0559] EHEfl 46. RBEHEE] | £ 45 P{E—IHZFTHAYET CD38 41
&, b2y CD38 il & SEQIDNO: 4 2 VH K2 SEQIDNO: 5 2 VL «

[0560] EHEfl 47. MRBEHEP] | £ 46 P{E—IHZFTHAYET CD38 1
A% H Azl CD38 fifs (s 1gGl FIAL -

[0561] EHEfl 48. MRBEHEE] | £ 47 P{E—IHZFTHAYET CD38 4t
& Hhzdi CD38 i f & SEQ ID NO: 12 2 HC K SEQ ID NO: 13 2

[0562] FEHEfI 49. MRBEHP] | £ 44 P{E—IHZFTHAYET CD38 4t
A2 HPZil CD38 sl =
SEQ ID NO: 14 > VH F SEQ ID NO: 15 2 VL ;
SEQ ID NO: 16 .2 VH . SEQ ID NO: 17 2 VL ;
SEQ ID NO: 18 > VH k¥ SEQ ID NO: 19 . VL ;
SEQ ID NO: 20 > VH F, SEQ ID NO: 21 . VL »
(05631 FHEfl 50. FRIFEHCH 49 ZBTHEYHT CD38 Jife - H ez
CD38 pisfs 1gG1 [EA -
[0564] FHEfI S1. MRBEHEE] | £ 50 P{E—IHZFTAAYET CD38 it
A Hoex T digEE BB HFE (q BCMAXCD3 #4552 jiag
GPRCS5DxCD3 45 E {7148 « CD33xCD3 4% B {4748 - CD19xCD3 %45

5106 5 o 171 H(EEBHEREE)

113109635 FEHESE A0202 1133102594-0



202430571

EM:PiEE - CD123xCD3 EEE E M8 - PSMAXCD3 BERFEMEHIAR - 50
TMEFF2xCD3 =455 B4 i g -

(05651 Fhafl 52. RFLEHHI 1 £ 51 FE—IH B CD38 i
g o HiE— S EamZ R T NS EPUERE -

(05661 Fhfl 53 MRFEHHI 1 £ 52 FE—TH B CD38 i
g - Hi ez —s S BB AR EE M B R E (ASCT) ~ s ~ +
fr ~ AEE2VERERE] ~ oo e sl G R R B (o MR FE A PTAH Rl Z BEAH

(05671 Fhafl 54 WRBFEHH 1 £ 53 FE—TH AT HEPL CD38 i
fg o H ez — B0 B ROA R B 2k AL EE F (lenalidomide) ~ /D A FERE ~
AEER -~ W VR ~ RIFFER ~ BREEZEREE G ~ PR ~ Eikm ~ HIZE
KRR~ KRB - BUERR - FRAEEE - JBSi(prednisone) ~ FJZE
B fi(rituximab) + £ & & JE(imatinib) ~ 2 ) % JE(dasatinib) ~ JEEF JE
(nilotinib) ~ {H &7 & & (bosutinib) » 44 % J&.(ponatinib) ~ 2 & % & (bafetinib) -
FERKE JE (saracatinib) ~ [EE % (tozasertib) B 2 & <=FF (danusertib) ~ [[f#
RUEF (cytarabine) ~ &35 2 (daunorubicin) ~ 2L & (idarubicin) ~ SRILE
Mt (mitoxantrone) ~ FEELHR - H PGl & (decitabine) ~ 77T )& (cladribine) ~
# 2E 1L /& (fludarabine) ~ $£)H % FE(topotecan) ~ {{K5L)H £ (etoposide) ~ 6-Hi
S (6-thioguanine) ~ f7EHAEI R ~ f FHURES (methotrexate) ~ 6-Ffi IS
Pel ¥ g Ff (azacitidine) ~ =&AL 0 e 2 A w= B - BCHAR{T4H & T Rk
ZBE4H -

(05681 Fhfil 55 MRFLEHHI 1 £ 54 FE—THZFTHEVPL CD38 i1
fg o ez bt CD38 Hie (R LA HR 4y 8 me/kg Bl 16 mg/kg Z ARV E 1%
¥ o

(05691 Fhfl S6. IRFLEHHI 1 £ 55 FE—TH AT HEVPL CD38 i
S HrpaZ Pt CD38 fife(h LLBS 82l ple Vi T B (I IR DL BEaH e i 7
% B B ) B E Y8 20 mg/mL £4Y 120 mg/mL Z #i CD38 Hiigght

55107 H - £ 171 HEPERAE)
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&) 25 mM L ~ & 60 mM ZALERH ~ 49 140 T EERE K2 &Y 0.04% w/v F (LIFLEE
B5-20 (PS-20) © pH 547 5.5 «

[0570) EHaf] 57. fRIBE A 1 2 53 H{E—TH ZFTFHAYHL CD38 $11
#8 H ez CD38 iS5 LB &2 4R e 15 T e (i it DABS SR 4H 1% 7
2 BEENR &Y 1,800 mg ZaZPL CD38 Hifg k& 30,000 U 2
rHuPH20 -

[0571] Ehafl 8. tRIBEE (] 57 Ay HAEVHL CD38 fiife » &t
CD38 i A B &4 p T T iR N LB B2 A0 k% 7 - sZ BB 8R4l Rk
Yel&4y 120 mg/mL 7% %1 CD38 Hife &4y 2,000 U/mL 2 rHuPH20 -

[0572] Ehafl 59. MRIBE W] 57 & 58 £ —IH Z T AYHT CD38
s ezl CD38 s (R LUES 8540 bl V)% T 5 iR it 7Y LB 854 pe 4%
T ZEBEEEKYE S

FEHAE 5 mM BAZY 15 mM 2 FE RVAH I

FrFAE 100 mM Bi&y 300 mM 2 FE RV LU ALES

A4S 0.01% w/v B9 0.04% w/v 2[5/ PS-20 5 K&

P4 1 mg/mL 14y 2 mg/mL 2 BEIHYH IR BZES - pH B4 5.5 2 5.6 -

[0573] Ehafl 60. MRABE W 57 £ 59 £ —IH 2T aYHT CD38
s ezl CD38 s (R LUES 8540 bl V)% T 5 iR it 7Y LB 854 pe 4%
T ZEBEEEKYE S

&) 1,800 mg g fi CD38 #ii33 ;

#J 30,000 U .2 rHuPH20 ;

£J 10 mM 4B %

£J 300 mM [IFLET

& 0.04% (w/v) PS-20 5 K

& 1 mg/mL HbGRFERE - pH R4 5.6 -
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i

[0574) Ehwdl o1. HRBEHH 57 £ 60 P {E—IH 2 fr HAYHL CD38
PuRS - HpaZ i CD38 Hifs (h A RS 8240 i) 1% 7 e (R R s LS B2 20 pe %
T ZEEENYIEE

#J 120 mg/mL 7 %31 CD38 #ii £ ;
#J 2,000 U/mL 2 rHuPH20 ;

&) 10 mM sHFERE

&) 300 mM LIFLER |

& 0.04% (w/v) PS-20 5 K

&)1 mg/mL HEGHZEL - pH 4T 5.6 -

[0575) Ehafl 62. —fEMA AR EAEE 2 (EfEHY BCMAXCD3
R AR LT CD38 s VS -

[0576]) Ehafl 63. {RIZBEHH 62 ~ Fr FHAY BCMAXxCD3 B85 2441
A HPfEiE % BCMAxCD3 5 R fe A - #Z(ERE T 4851 CD38 fii
BRVATEE

[0577) Ehafl 64. MRIFE P 62 = 63 2 FHHY BCMAXCD3 &
FMHAS  Ho ez BCMAxCD3 S8R RIS E S BCMA & &3 K CD3 &
&l > 3% BCMA ¢ &84 SEQIDNO: 23 2 HCDR1 ~ SEQ ID NO: 24 .~
HCDR2 ~ SEQ ID NO: 25 > HCDR3 ~ SEQ ID NO: 26 .2 LCDR1 ~ SEQ ID
NO: 27 2 LCDR2 & SEQIDNO: 28 2 LCDR3-3% CD3 && &4 SEQ ID
NO: 33 2 HCDR1-SEQID NO: 34 > HCDR2-SEQ ID NO: 35 > HCDR3 -~
SEQ ID NO: 36 2 LCDR1 ~ SEQ ID NO: 37 2 LCDR2 & SEQ ID NO: 38
. LCDR3 -

[0578) B fl 65 MR\BLEMP 62 £ 64 FE—IHLFTHW
BCMAxCD3 #45 E ML fg » Hd 3% BCMA 5 &84 SEQ ID NO: 29 2
VH K SEQIDNO: 30 2 VL » A3 CD3 &&dEas SEQIDNO: 39 2 VH
% SEQ ID NO: 40 = VL o

il

o
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[0579] &l 66. MRIFLEH B 62 £ 65 {E—IHZFTHEY
BCMAxCD3 852 fifg - H % BCMAxCD3 Ry 21148 (4 18G4 [H]
> HAEfs HCL IR L E 405 Z R WEEE NI E 409 ZAgR R ~ KAt
HC2 AL B 405 2 A RINMLE 409 2 BilER: - H P iRAGFGIRE
EU &5/ -

[0580] & el 67. MRIBLEH B 62 £ 66 {E—IH ZFTHHY
BCMAxCD3 #55 B AL {58 - % BCMAxCD3 @5 ZE iR E— P aS
FE HC1 Je HC2 W& L & 228 Z g RE ~ N & 234 2 WHEIE KR (iLE
235 ZWNHE R -

[0581] & fl 68 MRIB\EH B 62 £ 67 {E—IHZFTHEY
BCMAxCD3 45 B AL {55 H 3% BCMAxXCD3 B 2 fifg & SEQID
NO: 31 2 HC1-~SEQIDNO: 32 ~ LC1 - SEQIDNO: 41 2 HC2 & SEQID
NO: 42 2 LC2 -

[0582] & fl 69 MIB\EHB] 62 £ 68 {E—IHZFTHHEY
BCMAxCD3 855 B AL {88 > H P2 @ (f BCMA RIFMEEE -

[0583] & @l 70. MRIBEH B 62 £ 69 {E—IHZFTHEY
BCMAxCD3 855 B AL {88 > H Pz & iE (RIS RR -

[0584] EHmfl 71. MREBEEHB 62 £ 70 H{E—IH ZFTHHY
BCMAxCD3 855 B AL {88 - H oz (FRe B 1 CD38 Jifg » AKFNER -~
Bk AR - RIEOR ~ BREZIRE - PR ~ RAMEOOFIE
Bz~ BCHAEMIAE & 2 B ARIE S S -

[0585) EHe @l 72. MREBEEHB 62 £ 71 HE—IHZFTHB
BCMAxCD3 #55 BALHAG - H A2 ¥ %P1 CD38 fife LI H A IE 3
Bg -

[0586] & @l 73. MRBEEHB] 62 £ 72 H{E—TH ZFTHHY
BCMAxCD3 845 B s H P ez MRCE M RIA 5 2 8 V8 B8R 5 38
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DLBLC-CLL-~ # (K & vy E #£ B [ JF(Waldenstrom's
hypergammaglobulinaemia)s(JEE &7 5 K MESF

[0587]) Ehaf 74 MRIBZBEHH 73 Z Fr FHAY BCMAXCD3 &5 2431
B8 - HAZ 24 F RaR G2 Bney 2 4 Mg Ja R -

[0588]) Ehafl 75. {RIBE MM 74 ~ Fr FHAY BCMAXCD3 B3 =431
B8 HAZ 24 Mg s G E S sEa 2 & Mg -

[0589]) Ehaf 76. {RIZE MM 74 ~ Fr FHAY BCMAXCD3 &5 S 441
B8 HAZ 24 g e G B 2488 i -

[0590) Ehafl 77. {RIBEHH 76 < Fr FHAY BCMAXxCD3 &5 521441
ie H B AZa i3t o HERA - HLAaiERE - HE

t(4;14)(p16:q32) ;

t(14:16)(q32:923) ;

dell7p ;

IqAmp

t(4;14)(p16:q32) k2 t(14:16)(q32:923)

t(4;14)(pl16:q32) k2 dell7p ;

t(14;16)(q32:q23) & dell7p ; B

t(4:14)(p16:q32) ~ t(14:16)(q32:q23) }z del17p ~ BCHAL(THE -

[0591] & fl 78 MEBEEHB] 62 £ 77 HE—IHZFTHEY
BCMAxCD3 BRpSERMEFEE - il CD38 fifgfle SEQ ID NO: 6 2
HCDRI1 ~ SEQID NO: 7 2 HCDR2 ~ SEQ ID NO: 8 2 HCDR3 ~ SEQ ID NO:
9 2 LCDR1 ~ SEQ ID NO: 10 2 LCDR2 k. SEQ ID NO: 11 2 LCDR3 -

[0592] EHafl 79 MEBEEHB] 62 £ 78 {E—IH ZFTHEY
BCMAxCD3 #8455 B e > HrhsZ 1 CD38 fiife = SEQID NO: 4 > VH
& SEQID NO: 5 7 VL -

5111 H - 4 171 HEVERAE)

113109635 FEHESE A0202 1133102594-0



202430571

[0593] E il 80. REBEM P 62 & 79 HE—THLFTHD
BCMAxCD3 855 2 M fide - HA# bt CD38 fifg (% 1gGl H4Y -

[0594] E il 81. REBE P 62 & 80 F{E—TH LFTHHY
BCMAXxCD3 #45 B de  H % b CD38 Hife a4 SEQID NO: 12 2 HC
K SEQ ID NO: 13 2 LC »

[0595] E il 82. MREBEMH 62 & 77 H{E—THLFATHD
BCMAxCD3 #8455 2488 » H il CD38 s

SEQ ID NO: 14 > VH ¥ SEQ ID NO: 15 > VL :
SEQ ID NO: 16 > VH ¥ SEQ ID NO: 17 > VL :
SEQ ID NO: 18 > VH F SEQ ID NO: 19 > VL : =%
SEQ ID NO: 20 > VH ¥ SEQ ID NO: 21 2 VL »

[0596]) E il 83. tRIZEF W 82 ~ FrFHAY BCMAXCD3 B B | 71
#8 » Hor#Zdu CD38 fiifgfh 1gGl [H4Y -

[0597) E il 84. RIEBE P 62 & 83 F{E—THLFATHH
BCMAxCD3 855 2 M fidE - HA#Z bt CD38 HiiR R LA N4y 8 mg/kg Bl&y
16 mg/kg ~ EIVEIEF T -

[0598] E 5] 85. MRIBEHH 62 & 84 F{E—IH L FTHHY
BCMAxCD3 B B2 - H 5% BCMAxCD3 =B EMJIE KZH
CD38 Hii s (A4 A E R T -

[0599] E il 86. RIBEHF 62 & 84 F{E—TH LT HHY
BCMAxCD3 #8455 2 M HifE - H 5% BCMAxCD3 B455 BMEHU A8 (448 AR
ST HZ Pl CD38 Fils B35 MEHE T -

[0600] E i 87. RIBEHH 62 & 86 F{E—IH LFTHHY
BCMAxCD3 #8552 M :4idE » HPZHEH A -

[0601] E 5] 88. MRIBE P 62 & 87 :H{E—TH LFTHH
BCMAxCD3 25288 » HE—FPEH I RZMEEBE T - ETER
A e
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[0602]) EHif 89. IRIZFEF W 88 ~ FrFHHY BCMAXCD3 B4 B {: 71
i HZ— S ETTEREGES H BB E(ASCT) ~ IH ~ F
il ~ (EERVEHER ~ R PR o G AR R B I MR R A AT 4 B < BR4R -

[0603] E il 90. RIBEHH 88 & 89 F{E—IH LFTHHY
BCMAxXCD3 (552U - HfZ— NS PUEF A FES hARRE R -
IORIERE ~ AEER - R ~ RIFEOK ~ BB ERER - PR - 3=
A BIEMEGZERIL ~ BUEART4H S ATAR R BF4R -

[0604] E i 9l REBERH 62 & 90 F{E—TH LT HD
BCMAxCD3 #8455 2488 - H ez CD38 Hifs 4 LUE 8220 9% T 5idR
RN LB SEAH TR T » ZB AR B N4 20 mg/mL 24 120
mg/mL 2 i CD38 Hi A& 4Y 25 mM 2% ~ 49 60 mM Z(E5R ~ 49 140 £
B R & 0.04% w/v B ILIFLEERS-20 (PS-20)7 ; pH R&y 5.5 -

[0605] E i 92. REBEH 62 & 90 F{E—TH LA
BCMAxCD3 #8455 2488 - H ez CD38 Hifs 4 LUE 8220 9% T 5idR
P LB ST » ZBEEHENYE S 1,800 mg 2351 CD38 i
B K 29 30,000 U 2 rHuPH20 o

[0606]) EHif 93. IRIBEF W] 92 ~ FrFHAY BCMAXCD3 B B 71
B8 > Hp 32 Pl CD38 s (R LA 8% 4H bl 4% T e A LB Z24H 118 T
ZBHEHNYBEEE 120 mg/mL 2 #ZHt CD38 #Hifg K4y 2,000 U/mL ~
rHuPH20 -

[0607) E i 94. REBEH 92 & 93 FE—TH LA
BCMAxCD3 #8455 2488 - HFaZin CD38 Hiis 4 LU 8220 3% T 5idR
P LB ST » ZBESEHKYE S

I HAEY 5 mM B4y 15 mM > RS AV4E B Rg

FPHYEY 100 mM B4y 300 mM 2 B YL AL S

Fr A% 0.01% wiv B4 0.04% w/v 2 REHY PS-20

P& 1 mg/mL B14Y 2 mg/mL 2 BHVH B RE » pH B4V 5.5 2 5.6 -
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[0608] E il 95. MRBEMH 92 & 94 FE—TH LA
BCMAXCD3 (55 2 MEHiAE » HF %Pl CD38 s 4 LIRS 8240 s % T Bl
RN LIESEHIYE T - ZBHEEYEE

&) 1,800 mg g fi CD38 #ii33 ;

%9 30,000 U 2 rHuPH20 ;

£J 10 mM 4B %

&J 300 mM [IFLEE ;

29 0.04% (w/v) PS-20 ; R

& 1 mg/mL HbGRFERE - pH R4 5.6 -

[0609] E i 96. REBEH 92 & 95 FE—TH LA
BCMAXCD3 (55 2 MEHiAE » HF %Pl CD38 s 4 LIRS 8240 s % T Bl
RN LIESEHIYE T - ZBHEEYEE

#J 120 mg/mL 7 %31 CD38 #ii £ ;
£92,000 U/mL 2> rHuPH20 ;

£J 10 mM 4B %

%3300 mM [[[FLfE ;

29 0.04% (w/v) PS-20 ; R

& 1 mg/mL HbGRFERE - pH R4 5.6 -

[0610] Bl 97. —HHNEFEAEE Z(#iEHY BCMAXCD3 &
FFEMDUEE  HZ S o e biE aRE 2 AR R E R EEE -

[0611] EJw {98 FRBE P 97 ~ At HHY BCMAXxCD3 #5541
#8 > H#Z BCMAXxCD3 25 Z Mg 3 BCMA &5 & CD3 4545
% BCMA 454384 SEQID NO: 23 2 HCDR1-SEQ ID NO: 24 > HCDR2 -
SEQ ID NO: 25 > HCDR3 ~ SEQ ID NO: 26 > LCDRI1 - SEQ ID NO: 27
~ LCDR2 % SEQIDNO: 28 > LCDR3 3% CD3 45 &34 SEQ ID NO: 33
~ HCDR1 ~ SEQ ID NO: 34 > HCDR2 - SEQ ID NO: 35 > HCDR3 -~ SEQ
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ID NO: 36 > LCDRI ~ SEQ ID NO: 37 2 LCDR2 } SEQ ID NO: 38 »
LCDR3 «

[0612] &Rl 99. MRIFEHEHI 97 = 98 2 FrH#HY BCMAXCD3
B Hd % BCMA 454184 SEQIDNO: 29 2 VH & SEQ ID NO:
30 2 VL » H# CD3 45484 SEQ ID NO: 39 2 VH K SEQ ID NO: 40
7 VL o

[0613] E)E @l 100. RBEHA 97 £ 99 FE—IH AT
BCMAxCD3 #5 RME4iAG - Hf 5z BCMAxCD3 85 ZMPiAS (% 1gG4 [
2 HEEAE HCl AL E 405 2 RNIEEE RN E 409 ZAEREEE ~ KAT
HC2 ML 8 405 2 HiEEE MM B 409 2 Bifie e » H i iRA R GG
EU &5 -

[0614]) FEhaf] 101. FR4ZE 5 100 ~ Bt FHHY BCMAXxCD3 #5524
PiRg - HoeZz BCMAXCD3 85 21 Hias i — P B &1fF HC1 & HC2 fi#&
ML E 228 2 FElERE ~ FMILE 234 2 NIERE KM E 235 2 NERE -

[0615) Ehafl 102. REBEME 97 £ 101 FE—IHZFHB
BCMAxCD3 #5521k - HF5% BCMAxCD3 #55 E i8S SEQID
NO: 31 2 HC1 - SEQIDNO: 32 > LC1 ~ SEQID NO: 41 > HC2 } SEQID
NO: 42 2 LC2 -

[0616] E il 103. MRBEME 97 £ 102 FE—IH LA
BCMAxCD3 855 Rk - H i 2B E G IR SRR -

[0617]) Ehaf] 104 FRAZE 91 103 Z Fr FHHY BCMAxCD3 #5524
uRs - ez MRS M RR (R 2 2 s R -

[0618]) E ] 105. FRAZE (9] 104 ~ it FHHY BCMAxCD3 #5524
uRg - ez 28 Mg iR (B 2 S S RETE -

[0619]) Ehafl 106. FRAZE (9] 105 ~ it FHHY BCMAXCD3 #8524
g KR EAZSsERZENEEE  fREA NS EREERE - K
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t(4;14)(pl16;q32) ;
t(14:16)(q32:923) ;
dell7p ;
IqAmp ;
t(4;14)(p16:q32) k2 t(14:16)(q32:923)
t(4;14)(pl16:q32) k2 dell7p ;
t(14;16)(q32:q23) & dell7p ; B
t(4:14)(p16:q32) ~ t(14:16)(q32:q23) }z del17p ~ BCHAL(THE -
[0620] EHEMI 107. RIJ|E A 97 £ 106 T {E—IH ZFTHHY
BCMAXCD3 47 B A48 - H sz (H G B4 It CD38 fife ~ AR ~ 1
Bk AR - RIEOR ~ BREZIRE - PR ~ RAMEOOFIE
Bz~ BRI & 2B R A Ea B E 3 -
[0621] EHEf 108 MRIF|E A 97 £ 107 F{E—IHZFTHHY
BCMAXCD3 45 B LA - Ko ez (#As ez i CD38 Jifs LI m{E#
[0622] EHE Ml 109. MRIBFE A 97 £ 108 F{E—IHZFTHHY
BCMAxCD3 BERpSERMEFEE - HpaZPl CD38 fifgfl& SEQ ID NO: 6 2
HCDRI1 ~ SEQID NO: 7 2 HCDR2 ~ SEQ ID NO: 8 2 HCDR3 ~ SEQ ID NO:
9 2 LCDR1 ~ SEQID NO: 10 2 LCDR2 k. SEQ ID NO: 11 2 LCDR3 -
[0623] EHefl 110. R\EEHE 97 £ 109 F{E—THZATHHY
BCMAxCD3 #8455 B e - HheZ i CD38 fiife®= SEQID NO: 4 > VH
& SEQID NO: 5 7 VL -
[0624] &l 111. RBERE 97 £ 110 P{E—IH LT HHY
BCMAXCD3 45 B L4 8G - ez it CD38 fiifig(k [gG1 [H &Y -
[0625] & el 112. REE A 97 £ 111 PHE—IH LAY
BCMAxCD3 #5F E M- fifgs Lz i CD38 e &= SEQ ID NO: 12 2 HC
K& SEQID NO: 13 2 LC -
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[0626] T Bl 113. RFEHLPF 97 £ 108 FE—IHZATHD

BCMAxCD3 S5 2L fife - Hszpt CD38 fiifigE =
SEQ ID NO: 14 > VH F SEQ ID NO: 15 2 VL ;
SEQ ID NO: 16 .2 VH . SEQ ID NO: 17 2 VL ;
SEQ ID NO: 18 > VH k¥ SEQ ID NO: 19 . VL ;
SEQ ID NO: 20 > VH F, SEQ ID NO: 21 . VL »

[0627] EHEfI 114 FRIZEHEH] 113 ZF7THHY BCMAxCD3 #4724
PRS- H PRz CD38 JiAg s 1gGl [FIA -

[0628] FEHE I 115 MRFEHEE 97 £ 114 FE—IHZBTHD
BCMAXCD3 S £ i - Hf @R im A -

[0629] EHE I 116. RFHEFEE 97 £ 115 FE—IHZBTHD
BCMAxCD3 ®#fp B HE—DESEHZFERKRT NS EITVEF
A e

[0630] FEHEfl 117 FRIZEHEH] 116 ZF7THHY BCMAxCD3 #4724
e Pz NS EPURE R A GEE B H R REEEASCT) ~ BUH
Flr ~ ALELERER oo S B R RE [ MR IE SRR FTA R 2 BF A -

[0631] EHEf 118 MRBE R 116 2 FrHEY BCMAxCD3 #45 £ 14
iRe > P -SSP R A RE R BB ~ ORI R B R
B VooR ~ RIREOR ~ IR IRE DL ~ PHAMEOR ~ RA® ~ BEMBGEK
T2~ BT S AT R 8R4

[0632] FHEfl 119. —FEREEEHKY) - B 5= BCMAXCD3 B &L
LR Kbt CD38 7ifig > 3% BCMAxCD3 SR R IEAG HE BCMA ik
CD3 45438k #% BCMA 45438 A1& SEQID NO: 29 2 VH & SEQ ID NO: 30
~ VL CD3 & &4 SEQIDNO: 39 .2 VH F SEQIDNO: 40 2 VL >
%371 CD38 i & SEQ ID NO: 4 2 VH F SEQ ID NO: 5 2 VL »

[0633] Bt f 120. WE MBI 119 Z B HEEKY) > H T &
BCMAXCD3 55 BV H{## 14 SEQ ID NO: 31 2 HC1 ~ SEQ ID NO: 32
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<~ LC1~SEQIDNO: 41 > HC2 & SEQID NO: 42 2 LC2 » H#Z%¥t CD38
ifef4 SEQID NO: 12 2 HC 2 SEQ ID NO: 13 2 LC -

[0634] BEhwf 121. sEHaH] 119 5¢ 120 Z B &0 B - HARIEREE
HE -

[0635] Ehafl 122. WEHPA 121 ZEZHLY - HEEE 20
mg/mL 247 120 mg/mL 2 3%37 CD38 HiAa ey 25 mM L8 ~ 49 60 mM &,
B8R~ 4 140 HEEEE K &7 0.04% w/v EX 1L FLEEEE-20 (PS-20)F s pH B4Y 5.5 -

[0636]) Ehafl 123. WWEHEE] 121 2 B &4l R 547 1,800 mg
2%t CD38 Hige &4 30,000 U 2 rHuPH20 -

[0637) &l 124. WE A 123 ZBEEEHKY) - HEE4 120
mg/mL 7 3% 1 CD38 g8 &4y 2,000 U/mL 2 rtHuPH20 -

[0638) Ehafl 125 0B P 124 2 BEE#HY) HiE— b E—
2 TR A -

[0639]) Ehaf 126. 0B HEP] 125 Z B HEAHY) » H i — B2 Ml
TR (% 40 e B ~ FR i B B ~ LU B B B0 LI AL AR 5 -20 (PS-20) ~ ERH AR 4H & -

[0640]) Ehaf] 127 0B P 126 Z B HEAHY)  HiZ B a2l
(2=

T4y 100 mg/mL 814y 120 mg/mL Z fEjHYeZ 1 CD38 $ikg

FEHAE 5 mM BAZY 15 mM 2 FE RVAH I

FrFAE 100 mM Bi&y 300 mM 2 FE RV LU ALES

A4 0.01% w/v B4 0.04% w/v 2 [EHY PS-20 5 K%

P4 1 mg/mL 14y 2 mg/mL 2 BEIHYH IR BZES - pH B4 5.5 2 5.6 -

[0641]) Ehafp] 128. WEEH] 127 2 B &4y HAaE&47 10 mM 48
B

[0642] BEHafl129. EHEH] 127 52128 ~ B 2220 R - L& 4Y 300

mM [[[FLfF o
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[0643] EJaf] 130. WEHH] 127 £ 129 F{E—IH 2 B & H kY &
AE4 0.04% (w/v) PS-20 o
[0644] FEHif 131 MEHE 127 2 130 F{E—IF 2 BEEHY) » H
&4y 1 mg/mL HERRIEEE -
[0645] EHif 132. MEHH 127 2 131 F{E—IF 2 BEEHY) » H
(2=
471,800 mg 2 FZf1 CD38 H148
430,000 U > rHuPH?20 ;
&7 10 mM 4H R EE
&) 300 mM (LIFLfE
47 0.04% (w/v) PS-20 ; &
471 mg/mL HERRZEL - pH F&J 5.6
[0646] E ] 133. WE M 127 £ 132 F{E—IH B & H kY &
(2=
47120 mg/mL Z#Z 1 CD38 §i#g
42,000 U/mL > rHuPH20 ;
&7 10 mM 4H R EE
&) 300 mM (LIFLfE
47 0.04% (w/v) PS-20 ; &
471 mg/mL HERRZEL - pH F&J 5.6
[0647] EHEf] 134. —FEEMH > LEESWEKG 119 2 133 f{F—IF
2 BB -
[0648] Fifil 135. —fEH AR B RE ~ [HE8HVEL GPRCSD 44
& T HiiNEE REEEBHT CD38 i Z4HE -
[0640] EHif 136. IRBE P 135 ZATHAYEL GPRCSD 454 2 T
MR E R R - Hf{E#E 5281 GPRCSD 454 2 T 4HAE JE [HEHH
Z AT F{ERRTE T %L CD38 Hife -
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[0650] EHEH) 137. MRBFEHEH 135 5 136 ZATAEYEL GPRCSD &5
a2 T AiEEERCEHFR - H O [ oar ey i /e B m 2 e B i3
BEEE

[0651] EHEd 138. MREFEHE 135 £ 137 FE—IH LA HARYE
GPRC5D & T dIEEE AR » H sz fEE(Rq GPRCSD RIFM:F#
FE o

[0652] EHEd 139. MREFEHE 135 £ 138 FE—IH LA ARV
GPRC5D &2 T HIREE ERVEFEHE] - HiiZ GPRCSD R I E A MR
TR ECE L -

[0653] EHEfl 140. RFEHEH] 139 ZFrHAVEL GPRCSD&E& 2 T
MAEEE AR > K Z MRS ERA R B MH ~ RS - NS
£ o

[0654] EHafl 141. RBFEHH] 139 ZFrHAVEL GPRCSD&E& 2 T
AMAEEE AR - Ho ez B R ON S - A ~ B - RIS - B
BHE - BRI - G5 - RERE - BitE - TEREICETROER -

[0655] EHal 142, MREFEHE 135 £ 141 FE-IHZFTHARYE
GPRCSD &2 T 4IRS E RUEHHA] » H A Z Mg ¥zt CD38 Hifg ~ 2K
AR ~ WK ~ B EERE ~ RIEVEOR ~ SREEZEREHT - PSR ~ =IA
B ~ BRI & 2B R R S Bl EIE -

[0656] &l 143. MRFEHE 135 £ 142 FE-IHZFTHARYE
GPRC5D &2 T HIEE RVEHEAE] » Hoaz{Ffe Sz it CD38 fifg LA
BRI EERE -

[0657] EHEl 144, MRBEHE] 140 £ 143 FE-IHZFTHARYE
GPRCSD &2 T MIAEEERVEHFAE] » Hoaz 28 & R nir 2B %
EVEERERE o

55120 H - £ 171 HEPERAE)

113109635 FEHESE A0202 1133102594-0



202430571

(0658 Ehuf 145. MRIFEHE 140 £ 143 {E—IH Z FrHAYEL
GPRCSD &E& 2 T HiEEE R - Hez 24V g g (h 18 % siEia
M2t a R -

[0659) Ehuf 146. MRIFEHE 140 £ 145 {E—IHZ FrH AV
GPRCSD &h& 2 T fiEEE R - Hiez 28V g i e Bk %4
(=g

[0660] Fhafl 147. IRIZEF G 146 2 FTRIHVEL GPRCSD &5& 2 T
AR SR E e R Hoh A e ks 238 MoF 388 2 (# A B A — 22 (4
EREEY > HES

t(4;14)(p16:q32) ;

t(14:16)(q32:923) ;

dell7p ;

IqAmp ;

t(4;14)(p16:q32) k2 t(14:16)(q32:923)

t(4;14)(pl16:q32) k2 dell7p ;

t(14;16)(q32:q23) & dell7p ; B

t(4;14)(p16,q32) ~ t(14;16)(q32;923) k& dell7p ~ BCHALMEHE -

(0661 Ehuf] 148. MRIFEHE 135 £ 147 E—IHZFTH Ay
GPRCSD &hi& 2 T IR EE [m/ake R ez T AR B 2 /e KK 81 CD3
CD3e~CD8~KI2L4~NKG2ENKG2D-NKG2F-BTNL3-CD186~BTNLS -
PD-1 ~ CD195 ~ 8¢ NKG2C 45 & -

[0662] Ehaf] 149. MRIBEHE 135 £ 148 {E—IHZ FrHAYEL
GPRCSD && 2 T difEEREHER > Hez T diNEEREHEEES
GPRCS5D 45 &1 . CD3 ¢5&1, - % GPRC5D ¢5&3 & SEQ ID NO: 43
<~ HCDRI ~ SEQ ID NO: 44 > HCDR2 ~ SEQ ID NO: 45 > HCDR3 ~ SEQ
ID NO: 46 2 LCDRI1 ~ SEQ ID NO: 47 2 LCDR2 kK SEQ ID NO: 48
LCDR3 - 3% CD3 &5 &4 SEQ ID NO: 33 2 HCDR1 ~ SEQ ID NO: 34
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~ HCDR2 ~ SEQ ID NO: 35 > HCDR3 ~ SEQ ID NO: 36 .2 LCDRI ~ SEQ
ID NO: 37 > LCDR2 & SEQ ID NO: 38 .2 LCDR3 -

[0663] Ehifl 150. MRBEWH] 135 £ 149 {E—TH 2 FTHAYEL
GPRCSD &5& 2 T HREEJE RGE R Hrf#% GPRCSD 45 &iE & SEQID
NO: 49 2 VH . SEQID NO: 50 > VL » H#% CD3 45418814 SEQ ID NO:
39 2 VH K SEQ ID NO: 40 > VL o

[0664]) FEhafl 151. MRBEWE] 135 £ 150 f{E—TH 2 FTHAYEL
GPRCSD &5& > T HMNEE [RPAEE| - Hrp#Z i GPRCSC 45& 2 T HEE
E FEEEIR 2R 2 UPiAe - CAR BkIEZ CAR 2 T 4H/ -

[0665] Ehafl 152. RIBE A 151 ZFTHAEYEL GPRCSD&E& 2 T
MR EE R ER - HoZ 2 2 METiAE 4 1gGl - 1gG2 ~ 1gG3 = 1gG4 [A]
9_}‘2 o

[0666] Ehifl 153. MRBEWE] 151 £ 152 P{E—TH ZFTHAYEL
GPRCSD &5&2 T iEE FDEER] » Kbz REEnEa ez %
FrZMHARH Foy 288 (FoyR) ZEE G HY— 20 ([ Fo B -

[0667) Ehafl 154 MRBEWE] 151 £ 153 P{E—TH ZFTHAYEL
GPRC5D &2 T WAEE RDEFR] » Hfsz—=EE Fe BUUREEE H
1gG4 | 2 F234A/L235A - IgGl | 2 L234A/L235A -1gG2 | =~
V234A/G237A/  P238S/H268A/V309L/A330S/P331S -~ IgG4 =~
F234A/L235A1gG4 |7 S228P/F234A/L235A g Ig [GA! .2 N297A ~
1gG2 2 V234A/G237A ~ 1gGl |2 K214T/E233P/ L234V/L235A/G236-

7 52/A327G/P331A/D365E/L358M ~ 1gG2 . Z
H268Q/V309L/A330S/P331S ~ 1gGl F =~ S267E/L328F ~ IgGl [ ~
L234F/L235E/D265A ~ 1gG1 . Z
L234A/L235A/G237A/P238S/H268A/A330S/P331S ~ IgG4 i Z
S228P/F234A/L235A/G237A/P238S X IgG4 . Z
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S228P/F234A/1235A/G236-%45/G237A/P238S F4H Rk 2 Bf4H » H P E4R
SRR EU &5 -

[0668] Ewfl 155. MRIBEF M 154 ZFTAAVEL GPRCSD ¢85 2 T
M EE RDEFER » KRR EMERE— P aE S228P AT -

[0669] Eafl 156. MRBEHM G 151 & 155 f{E—TH L FTHAYEL
GPRCsD &h& 2 T HHANEE mAHREE] » HiZ 2 RUPiiersE — CH3 4
e R B SE . CH3 &5 -~ BUfriZ 5 — CH3 45 %5 - CH3 &5
TS & P E — B2 (A B RV -

[0670] Ehaf] 157. MRIBE RG] 156 ZFTHAVEL GPRCSD ¢85 2 T
AR 2 I (R B » H R 3% — B A SR Y U (588 5 i F450L/K409R ~
By 4= AU/F409L R409K ~ T366Y/F405A ~ T366W/F405W ~ F405W/Y407A -
T394W/Y407T -~ T394S/Y407A ~ T366W/T394S ~ FA05W/T3948S )4
T366W/T366S L368A Y407V ~ L351Y F405A Y407V/T394W -

T3661 K392M T394W/F405A Y407V -
T366L K392M T394W/F405A Y407V ~ L351Y Y407A/T366A K409F -

L351Y _Y407A/T366V_K409F ~ Y407A/T366A K409F )5 d
T350V_L351Y F405A Y407V/T350V _T366L K392L T394W Fi4Hpk . B
4 -

(06711 FEHEHI 158 MRBEHLH 151 £ 157 F{E—IHLPTAHRYH
GPRCSD &Ez 2 T MilEERIEHE > Az HELEFEES SEQ ID
NO: 51 2 HC1 ~ SEQIDNO: 52 2 LC1 ~ SEQIDNO: 41 2 HC2 % SEQID
NO: 42 2 LC2 -

[0672] FEHEHI 159 MRBEHH 135 £ 158 F{E—IHLFTAHRYH
GPRCSD &5 & 2 THHAEE & EVEHF R iz it CD38 fiifig B & SEQ ID NO:
6 2 HCDR1 - SEQID NO: 7 2 HCDR2 ~ SEQ ID NO: 8 .2 HCDR3 ~ SEQ ID
NO:9 2 LCDR1-SEQIDNO: 10 .2 LCDR2 ¥, SEQIDNO: 11 .» LCDR3 -
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[0673] EHifl 160. RBEHG] 135 2 159 F{E—IF 2 ARV
GPRCSD&E& 2 T A E E R ARER] H A #Z i CD38 fifs & & SEQID NO:
4~ VH % SEQ ID NO: 5 2 VL -

[0674] EHif 161. RBEHE] 135 2 160 {£—IF 2 fT ARV
GPRCSD ¢5& 2 T HAE ERVARE] > Hp#Z il CD38 g% 1gG1 [HAY -

[0675] EHifl 162. IRBEHG] 135 2 161 F{E—IF 2 FT ARV
GPRCSD&E& 2 T A E E R ARER] H A #Z i CD38 fifs & & SEQID NO:
12 2 HC % SEQID NO: 13 2 LC -

[0676] EHifl 163. IRBEHG] 135 & 158 F{E—IF 2 T ARV
GPRCSD &2 T IR EE mVEHE] » K skl CD38 fifgf &

SEQ ID NO: 14 > VH & SEQ ID NO: 15 > VL ;

SEQ ID NO: 16 > VH F SEQ ID NO: 17 > VL ;

SEQ ID NO: 18 > VH F SEQ ID NO: 19 . VL ;

SEQ ID NO: 20 .> VH } SEQ ID NO: 21 .~ VL o

[0677] EHif 164. FRIBEHP] 163 ZFTHAYEL GPRCSD 454 2 T
A EE E RAER] - H Al CD38 fiifg(k 1gGl [H4Y -

[0678] EHifl 165. IRBEHG] 135 2 164 F{E—IF 2 FT ARV
GPRCSD &i& 2 T MAEEE[FDAFRR] - Hfazht CD38 Hilg AL v4y 8
mg/kg #1416 mg/kg Z VR &R T -

[0679] EHifl 166. IRBEHG] 135 2 165 F{E—IF 2 FT ARV
GPRCSD &5& > T HMNEE RPAEE] - HazBl GPRCSD &5& 2 T #fTE
TE [A BRI K sz i CD38 Hifs A+ A E &Y -

[0680] EHifl 167. IRBEHG] 135 2 165 F{E—IF 2 FT ARV
GPRCSD &5& > T HMNEE RPAEE] » HaZ Bl GPRCSD &5& 2 T #iTE
JE [F ARG AR E S 5% T Bz il CD38 fifg (R Y TERK T -

[0681] EHifl 168. MRIBEHGI 135 2 167 F{E—IF 2 FT ARV
GPRCSD ¢&5& 2 T S E AR R] > HEZ(ERHAME -
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[0682] EFHEHI 169, IRBEFH] 135 % 168 ot {E— I Fi A A B
GPRCSD 4642 T 4HHNE (a6 » Hf %87 GPRCSD %52 T 4R
TE [l 5 M % GPRCSDxCD3 BERE 52 14 £ 4 -

[0683] EFHEHI 170, IRMBEHH 135 % 170 o {E— I 2 F A A B
GPRCSD &4 T 4HHHZEE A MM » Hk—b 4 o % (AL F— =%
R -

[0684] EFHEHI 171, {REEHEHI 170 2 FiFHIEL GPRCSD 454 T
4B B G (e S P — S TR ROA (R 1 S B AR A S 1
(ASCT) ~ BT ~ 4T ~ (BERGROM - 6 I 5 615 A0 2 BB o M A M2 T AL
> B4 -

[0685) EFHEH] 172, {REEHEHI 170 2 FiFHIEL GPRCSD 454 T
I T S B Lo 3 — S B M S TR FE B~ /0 FEE
AR Bk« RIRCk  RB RIS - OO0k - AR  HE
SRAABB R -

(0686 EFHEHI 173, IRMEEHH] 135 % 172 o {E— I Fi A A9 B
GPRCSD & T 4BAIEE AHEM » Hsp 4 CD38 HHE (5 LA BE4 bk
WIS T SR A LU S B O IL T+ S EEA B EL  7F4T 20 mg/mL
%7120 mg/mL 2 %4 CD38 HLABHEI 25 mM ZB ~ 47 60 mM (L4 -
49 140 HEEEE R4 0.04% w/v T LIRUAER-20 (PS-20)FF : pH B9 5.5 -

(0687 EFHEHI 174, IREEHH] 135 % 172 o {E—IH 2 F7 A A9 B
GPRCSD & T 4BAIEE AHEM » Hsp 4 CD38 HHE (5 LA BE4 bk
VIS TSR A LU S BRI T+ S SR A4 1,800 mg 2
Fit CD38 Hifg 4y 30,000 U .2 rHuPH20 -

[0688) EFHEH] 175, {REEHEHI 174 2 FiFHIEL GPRCSD 454 T
A T (eSS » ELE A CD38 $iu B8 (4 L B B AR B I T SUAR (PR 7 1
SEEU LT - BRI S 120 mg/mL I CD38 HERL
2,000 U/mL 2 rHuPH20 -
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[0689]) Ehaf 176. fRIBEHLP 174 B¢ 175 Z AT AAVEL GPRCSD 4%
&2 THEEREER] Az it CD38 i H LI 8240 pli 4% T3 F2 it
AN LB EHENYN T » ZBHEEkY s

R4 100 mg/mL B14Y 120 mg/mL Z fEAYE% 1 CD38 $ikG

FEHAE 5 mM BAZY 15 mM 2 FE RVAH I

FrFAE 100 mM Bi&y 300 mM 2 FE RV LU ALES

N4 0.01% w/v B4 0.04% w/v 2 [EHY PS-20 5 &

P4 1 mg/mL 14y 2 mg/mL 2 BEIHYH IR BZES - pH B4 5.5 2 5.6 -

[0690] Ehafl 177. IREBEM G 174 & 176 F{E—TH L FTHAYEL
GPRCsSD #ier 2 T dlifEEE [RPARE] - HoZiin CD38 HiiS A LB &24H R
Ve T BRI AR SRR T 2 BV E S

&) 1,800 mg g fi CD38 #ii33 ;

#J 30,000 U .2 rHuPH20 ;

£J 10 mM 4B %

£J 300 mM [IFLET

& 0.04% (w/v) PS-20 5 K

& 1 mg/mL HbGRFERE - pH R4 5.6 -

[0691] Ehafl 178 MREBEM G 174 & 177 H{E—TH L FTHAYEL
GPRCsSD #ier 2 T dlifEEE [RPARE] - HoZiin CD38 HiiS A LB &24H R
Ve T BRI AR SRR T 2 BV E S

#J 120 mg/mL 7 %31 CD38 #ii £ ;
#J 2,000 U/mL -2 rHuPH20 ;

£J 10 mM 4B %

£J 300 mM [IFLET

& 0.04% (w/v) PS-20 5 K

& 1 mg/mL HbGRFERE - pH R4 5.6 -

5126 F - £ 171 H(EHIERAE)
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[0692] FEHEfI179. —EA R B AL 2 {##EHT GPRC5DxCD3
R RS - HhZ AR AR bR AR LA B AR E 5 S -

[0693] EHEfI 180. IRIZEHEHY 179 ZFTFIHY GPRC5DxCD3 #4752
Mefiife - H % GPRCSDxCD3 8455 B fifG B & GPRCSD & & K CD3
4E4I 0 #% GPRCSD 45438 E14 SEQ ID NO: 43 2 HCDR1 ~ SEQ ID NO:
44 > HCDR2 -~ SEQID NO: 45 > HCDR3 - SEQ ID NO: 46 > LCDRI ~ SEQ
ID NO: 47 2 LCDR2 F; SEQID NO: 48 > LCDR3>#% CD3 & &8 & SEQ
ID NO: 33 2 HCDR1-SEQ ID NO: 34 2 HCDR2~SEQ ID NO: 35 2 HCDR3 -
SEQ ID NO: 36 2 LCDRI ~ SEQ ID NO: 37 > LCDR2 K SEQ ID NO: 38
2 LCDR3 -

[0694]) E W 181. IRIBE W 179 5¢ 180 Z AT A GPRC5DxCD3
R RMIUE > L GPRCSD & &iE & SEQIDNO: 49 2 VH k& SEQ
IDNO: 50 2 VL» H# CD3 45 & & SEQ ID NO: 39 2 VH F SEQ ID NO:
40 2 VL -

(06951 EHEMI 182. MREFEEH A 179 £ 181 L —HLHTHD
GPRC5DxCD3 (e 211 1A% i #% GPRC5DxCD3 B B FifE (% [2G4
FA > BHEEE HCI ML E 405 2 RN RN E 409 2 EREE - &
£ HC2 I E 405 Z HIEM R ML E 409 Z Bl IL - H P ERAGRS A IR
% EU &5] -

[0696] EHEfI 183. MRIFEHEHY 182 ZFTAIHY GPRC5DxCD3 B4R
Mediife - H % GPRCSDxCD3 &y B fiAG E—0 B =/t HC1 & HC2 Wy
ERALE 228 2R - MIE 234 2 NRBERE R E 235 2 WL -

[0697]1 EHEHI 184. REFBEH A 179 £ 183 L —HZHTHD
GPRC5DxCD3 #47 BMLPiAG - HFs% GPRCSDxCD3 BRI fifEE =
SEQ ID NO: 51 2 HC1 ~ SEQ ID NO: 52 2 LC1 ~ SEQ ID NO: 41 2 HC2
F: SEQ ID NO: 42 > LC2 »

5127 H - 4 171 H(EVERAE)
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[0698) EFHEHI 185. IRIBEHEH 179 % 184 1 {f— I8 2 FF i 1Y
GPRCSDxCD3 #/5 B L5188 + H % R (R MR T M S BT 1 -

[0699] (] 186. RIS EFiEf] 185 2 7 FAHY GPRCSDXCD3 #5 5
MEHR » BB (5 S S B - NE R - BEER - LB TEAM
R OFHLEE - B - R USRS - B T - B - IR - RUER -
b A T S -

[0700] EFHEf] 187. RS EFHEH] 186 2 7 FAHY GPRCSDXCD3 #s 5
M o HP %S BB RS AR S % B -

[0701]) EHif 188. fRIFF M 187 2 FTHHEJ GPRC5DxCD3 BEEF &
MR H B AR SRR S RI B AR NS AACEREY
HAas

N

T

t(4;14)(pl16;q32) ;

t(14:16)(q32:923) ;

dell7p ;

IqAmp ;

t(4;14)(p16:q32) k2 t(14:16)(q32:923)

t(4;14)(pl16:q32) k2 dell7p ;

t(14;16)(q32:q23) & dell7p ; B

t(4:14)(p16:q32) ~ t(14:16)(q32:q23) }z del17p ~ BCHAL(THE -

[0702] EHiB 189. MRBLEHH 179 £ 188 F{E—IHZFTHHY
GPRCS5DxCD3 BEfFRMEPIAG - H P [MAS %t CD38 Jife ~ KA ERE
TR BB ~ RIBEOR ~ BB ZEREGT ~ 0K ~ RIAmEUDH]
FERE ~ sRE R E ZIa R IREIGEE S -

[0703] EHaB] 190. RBEEHH 179 £ 189 F{E—IHZFTHHY
GPRCSDxCD3 BEFFRMEFIAG - H Pz [MAS ¥ a4 51 CD38 fife LG x {3
BEEE
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113109635 FEHESE A0202 1133102594-0



202430571

[0704] EHEH 191. RBE G 179 2 190 FE—IH ZFTH
GPRC5DxCD3 B 5 EMEH 88 » H 3zt CD38 fifg & & SEQ ID NO: 6 2
HCDRI » SEQID NO: 7 > HCDR2 ~ SEQ ID NO: 8 > HCDR3 ~ SEQ ID NO:
9 > LCDR1 ~ SEQ ID NO: 10 - LCDR2 } SEQ ID NO: 11 > LCDR3 -

[0705] E MM 192. RBE G 179 2 191 FE—IH ZFTHAD
GPRC5DxCD3 B 5 EMEHi 88 » H 3zt CD38 fifg & & SEQ ID NO: 4 2
VH F SEQ ID NO: 5 . VL -

[0706] EHiH 193. RIBE G 179 2 192 F{E—IH ZFTH
GPRC5DxCD3 855 2 M:fife - H#Z Pl CD38 fifg (% 1gGl [H4Y -

[0707) EHMH 194 RBE G 179 2 193 FE—IH A
GPRCS5DxCD3 #e4% B {1748 » H b3y CD38 HifE A4 SEQIDNO: 12 2
HC K SEQ ID NO: 13 2 LC »

[0708] E MMl 195 MRIBE G 179 2 190 F{E—IH ZFTH
GPRC5DxCD3 #8555 2 MFiie - H#Z Pl CD38 il &

SEQ ID NO: 14 .» VH F SEQ ID NO: 15 > VL ;
SEQ ID NO: 16 > VH F SEQ ID NO: 17 > VL ;
SEQ ID NO: 18 > VH F SEQ ID NO: 19 2> VL ;
SEQ ID NO: 20 > VH F SEQ ID NO: 21 2> VL -

[0709) EHif 196. FRIFFHH 195 2 BT HEY GPRC5DxCD3 BEF &
Mepis - HA#Z Pl CD38 fifg (% 1gGl H4Y -

[0710] EHMEH 197. RBE G 179 2 196 F{E—IH ZFTHY
GPRC5DxCD3 855 2 M:ife - HPZ(HiEH A -

[0711] EHEH 198 MRIBE G 179 2 197 FE—IH A
GPRC5DxCD3 855 &2 Mk » HE—PE S HZERE T — TR R
A e

55129 H - 45 171 H(EVERAE)
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[0712]) Ehap] 199, fRBF (5] 198 2 FFHHY GPRCSDxCD3 B85 52
PEPES - B — S PTRRA (R EE B h B e AR E (ASCT) ~ iS4
Filg ~ ALEERER] - R I8 GO R R R [ PR RE A PFTAR L 2 BEAH -

[0713]) Ehaf] 200. fRABEF (5 198 2 FFHHY GPRCSDxCD3 B85 52
Mebife - Haz — sl S TR R A (R 8 5 KR E K (Ienalidomide) ~ /0 F]
FERE ~ JOEERE ~ B VoK ~ RIEVEOR ~ TREE Z2BR BT ~ PSR ~ =iEm
#hZERAL - KRB - IREERERE - FCAEREEER - St (prednisone) ~ A
H#EEi(rituximab) ~ ft EE [ (imatinib) - Z /0 EF[E(dasatinib) ~ [CEEE
(nilotinib) ~ {H &7 & JE (bosutinib) ~ 44 % J&.(ponatinib) ~ 2 &% & (bafetinib) -
FERKE JE (saracatinib) ~ [EE % (tozasertib) B 2 & <=FF (danusertib) ~ [ f#
RUEF (cytarabine) ~ &35 2 (daunorubicin) ~ 2L & (idarubicin) ~ SRILE
Mt (mitoxantrone) ~ FEELHR - H PGl & (decitabine) ~ 77T )& (cladribine) ~
# 2E 1L /& (fludarabine) ~ $£)H % FE(topotecan) ~ {{K5L)H £ (etoposide) ~ 6-Hi
E &5 (6-thioguanine) ~ 7B FHEEF « B HH LIS (methotrexate) ~ 6-Ffi E IS
Pel ¥ BT F (azacitidine) ~ =F AL 0 e & S A m= B - sCHAR{T4H & P4l Rk
ZBE4H -

[0714] EEHEM] 201 —FEEELME - & GPRCSDxCD3 7 R i
fife kPl CD38 #iifig » #% GPRCSDxCD3 R RS H & GPRCSD &&
1 &z CD3 &&&18 > % GPRCSD 45 &4 SEQ ID NO: 43 2 HCDR1-~SEQ
ID NO: 44 2 HCDR2~SEQID NO: 45 2 HCDR3~-SEQID NO: 46 .2 LCDRI1 -~
SEQ ID NO: 47 2 LCDR2 ;& SEQ ID NO: 48 .2 LCDR3 - 3% CD3 45 &8
4 SEQIDNO: 33 .2 HCDR1 ~ SEQID NO: 34 > HCDR2 ~ SEQ ID NO: 35
< HCDR3 ~ SEQIDNO: 36 2 LCDR1 ~ SEQIDNO: 37 2 LCDR2  SEQ
ID NO: 38 2 LCDR3 #%#1 CD38 Hiifeu= SEQID NO: 6 2~ HCDRI1 ~ SEQ
IDNO: 7 2 HCDR2 - SEQID NO: 8 .2 HCDR3-SEQIDNO: 9 > LCDRI1 -~
SEQ ID NO: 10 2 LCDR2 & SEQ ID NO: 11 .2 LCDR3 »

-
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[0715] Ehafl 202. WWEHH 201 2 EGHE » HFi% GPRCSD 45
&4 SEQ ID NO: 49 > VH I SEQ ID NO: 50 > VL » H#% CD3 44
/a4 SEQIDNO: 39 2 VH & SEQID NO: 40 > VL » HZ#i CD38 fifs
A4 SEQID NO: 4 > VH } SEQID NO: 57 VL o

[0716] Ehafl 203. WME iG] 201 =2¢ 202 & mH & » Hi
GPRC5CxCD3 45 B3B8 f14 SEQID NO: 51 2 HC1 ~ SEQ ID NO: 52
~ LC1 ~ SEQIDNO: 41 > HC2 % SEQ ID NO: 42 > LC2 » H#%$1 CD38
Hifaa 4 SEQ ID NO: 12 > HC & SEQ ID NO: 13 > LC -

[0717] B 204 WEHEH] 201 £ 203 F{E—IH & R4E G HiE
JEEEHE -

[0718) Ehafl 205. W0EHEP 204 Z HE & » HAEE4L 20 mg/mL
£#7 120 mg/mL Z5ZP1 CD38 FLASHEY 25 mM L% ~ 49 60 mM ZAL#H -
&y 140 HFEEE K&V 0.04% w/v B IIFELEERS-20 (PS-20) 5 pH B4J 5.5 -

[0719] EJa{] 206. ME ] 204 ~ 2 qHE » HAEE4) 1,800 mg
%1 CD38 U2 K 4 30,000 U 22 rHuPH20 -

[0720] &Eh@ Bl 207. WEHH 206 &MY - HE &4 120
mg/mL 7 3% 1 CD38 g8 &4y 2,000 U/mL 2 rtHuPH20 -

[0721] Ehaf) 208 W0E P 207 2 #Emdl G HiE—PEE -5
XA

[0722] Ehafp] 209 W0E P 208 2 #E A& » HpiZ —sEZ El P
Pl %40 B B ~ AR B B ~ LU ALES B0 LU AL AR S -20 (PS-20) ~ R HEf4H & -

[0723]) Ehaf] 210 0B P 209 &G HAaZ B a kY a

%

\\

|
A

!

=
FrF&) 100 mg/mL #14Y 120 mg/mL Z FRYZ BT CD38 Hifg
&Y S mM By 15 mM 2 R AR RERE
Y&y 100 mM B1&y 300 mM 2 fEHY LLIZLES
Y4 0.01% w/v 8145 0.04% w/v Z[EHY PS-20 1 &

5131 H - 4 171 HEVERAE)
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& 1 mg/mL B4y 2 mg/mL 2 FEIHY HH AR B i > pH &Y 5.5 £ 5.6
[0724] FhEfl 211, AIFHH] 209 2 210 2 &G E - HEEE 10
mM ZH % -
[0725] EHafl 212, WEHEH] 209 £ 211 fE—TH gEmnia HE
&% 300 mM IFLFE -
[0726] Ehafl 213 WEHEH] 209 £ 212 F{E—TH & R4E & HE
4470.04% (w/v) PS-20 o
[0727) EHafl 214 WWEHEH] 209 £ 213 PH{E—TH 2 FEmsH &
&4 1 mg/mL i HEEE
[0728]) BBl 215 EHEH 209 £ 214 FE—IH 2 £ —TH 2 #E 5 éH
& HEa
€J 1,800 mg 2 #Z 1 CD38 HiAS
#J 30,000 U 2 rHuPH20 ;
&) 10 mM 2HfZEE |
&) 300 mM LIFLEE
& 0.04% (w/v) PS-20 5 K
&)1 mg/mL HHERRHZEE - pH F5&J 5.6
[0729] EHa®l 216. WWEHEH] 209 £ 215 P{E—IH 2 & & HA

oy

\

(@

\

~

il

#J 120 mg/mL 7 %31 CD38 #ii £ ;

#J 2,000 U/mL 2 rHuPH20 ;

&) 10 mM sHFERE

&) 300 mM LIFLER |

& 0.04% (w/v) PS-20 5 K

&)1 mg/mL HEGHZEL - pH 4T 5.6 -

[0730) Ehafp] 217. —fEELH  HEEWE-E] 201 2 215 F{F—I4
ZEELAE -

5132 F - 4 171 HEVERAE)
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[0731] Fhafl218. —fEHAREREAELE Z(FRRIYE CDI9 & &
T AR E mEHR B BT CD38 Jife 24 & -

[0732] FhEfl219. —fEHPEREL CD19&E& 2 T EE RIEHKE
B B R 2 (H 38 P Y Th R 2 ot CD38 $ifis - Hh % Pzl CD19 454
Z T HMEE RDEFRE] 2 Al - sz (#2481 CD38 Hifa/ahkt -

[0733) EHafI 220. RIFEHEE 218 ¢ 219 ZFTHEY T 4HAEEE
aREIEET CD38 i » Horf aZ (55 ¥ S AUHY DU /e iR A L e IR (AR H A B E
% e

[0734] Fhafl 221. RBEHE] 218 £ 221 fE—IH TR T 4
BT 7€ (e AR A s CD38 fife » H 1 aZ e (R MR B M R s E 1 -

[0735]) EHEfl222. FRBEHEGI 221 >~ Fr AN T 4HREE E [r AR5
fL CD38 Hifie » H sz MUREMEPRIR FNE R - B MR - B= &K
B JRE & S RIHKER DLBLC-FL-MCL-E% & B #TMHEEMZL) -
MR B MM EEAH SO EE(MALT) ~ CLL ~ ALL ~ AML ~ SR EERE G M
G T AR E R -

[0736] EHEfl223. FRBEHGI 221 Z Fr AN T 4HREE E [r AR5
it CD38 fife » Kz VLG Rt - A& ~ TE50% - &5 - L& - O
SE - R BORE - EBE R - girIiRE - e EERE EE

(07371 Fhafl 224. MRBEHE] 218 £ 223 tfE—IH TR T 4
B € [ e A i CD38 fife  Hirhaxz T 4l s E 1V E| B CD3e~ CD8
KI2L4 ~ NKG2E ~ NKG2D ~ NKG2F ~ BTNL3 ~ CD186 - BTNLS8 ~ PD-1 -~
CD195 ~ 8¢ NKG2C &5 & -

(07381 Fhwfl 225. MRIBEHE] 218 £ 224 tFE—IHFTRHIEY T 4
BT E (e a AT CD38 fife Kzl CD19 ¢h& 2 T dlf s E 1A
& BE 2 B (blinatumomab) ~ PH-F F 4k (axicabtagene ciloleucel) ~ &
iE B K& 3E-t (tisagenlecleucel-t) ~ RELF|E#Hi(inebilizumab) ~ F|EEHE
(lisocabtagene maraleucel) ~ XmAb-5574 ~ CIK-CAR.CD19 ~ ICTCAR-011 -~

5133 5 o 171 H(EEIHEREE)
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IM-19 ~ JCAR-014 ~ [# F % & B i £ 7 M(oncastuximab tesirine) ~
MB-CART2019.1 ~ OXS-1550 ~ PBCAR-0191 ~ PCAR-019 ~ PCAR-119 -~
Senl-001-~TI-1007~XmADb-5871-PTG-01-PZ01-~Senl 1904A-Senl 1904B -
UCART-19 ~ CSG-CD19 ~ DI-B4 ~ ET-190 ~ GC-007F 5 GC-022 > CD19
S

[0739) &Ehfl 226. MRBEHEHI 218 £ 225 {E—TH AT HAY T 4
TS E [mERE A CD38 fifs iz Bl CD19 &5 &2 T HiIiE E H/G 7
& BE 2 B (blinatumomab) ~ - E 4k (axicabtagene ciloleucel) ~ &
iE B K& 3E-t (tisagenlecleucel-t) ~ RELF|E#Hi(inebilizumab) ~ F|EEHE
(lisocabtagene maraleucel) ~ XmAb-5574 ~ CIK-CAR.CD19 -~ ICTCAR-011 -~
IM-19 ~ JCAR-014 ~ [# F % & B i £ 1 M(oncastuximab tesirine) ~
MB-CART2019.1 ~ OXS-1550 ~ PBCAR-0191 ~ PCAR-019 ~ PCAR-119 -~
Senl-001-~TI-1007~XmADb-5871-PTG-01-PZ01-~Senl 1904A-Senl 1904B -
UCART-19 ~ CSG-CD19 ~ DI-B4 ~ ET-190 ~ GC-007F 5 GC-022 -

[0740) Ehafl 227. MRBEHH] 218 £ 226 {E—TH AT HAY T 4
TS E [mERE A CD38 fifs iz Bl CD19 &5 &2 T HiIiE E H/G 7
Bl{x 2 R MEfiAe - CAR 8RR CAR 2 T dliAf -

[0741] Ehwfl 228. MRBEHEHN 218 £ 227 {E—TH Z AT HAY T 4
B E mERE A ST CD38 fifle » Hdazdl CD38 fiifgfl& SEQ ID NO: 6
~Z HCDRI1 ~ SEQIDNO: 7 2 HCDR2 - SEQIDNO: 8 2 HCDR3 ~ SEQ ID
NO: 9 2 LCDR1-SEQIDNO: 10 .2 LCDR2 & SEQIDNO: 11 .2 LCDR3 -

[0742]) Ehafl 229. RBEHEHI 218 £ 228 {E—TH AT HAY T 4
B E mERE AT CD38 fifle » Hrazdl CD38 Hiifgfl& SEQ ID NO: 4
>~ VH & SEQ ID NO: 5 > VL -

[0743]) Ehwfl 230. MRBPEHEH] 218 £ 229 {E—TH AT HAY T 4
A2 E R Kt CD38 fifs » HaZin CD38 Hiufg{k 1gGl FHZ -

5134 F - 4 171 H(EPERAE)
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[0744] EHa 231, RIBLEHEG 218 2 230 PE—THZFTHAY T 41
R EEE (R EHRA i CD38 Hife > H &Pt CD38 fife & & SEQID NO: 12
<~ HC & SEQID NO: 13 2 LC-

[0745] EHapI 232. MRIZEHEG 218 2 227 PE—THZFTHAY T 41
R (R E R A sin CD38 $ifG - Hf a4l CD38 G El &

SEQ ID NO: 14 2 VH }z SEQ ID NO: 15 2 VL ;
SEQ ID NO: 16 2 VH }z SEQ ID NO: 17 2 VL ;
SEQ ID NO: 18 2 VH Fz SEQ ID NO: 19 2 VL ; 2
SEQ ID NO: 20 2 VH Fz SEQ ID NO: 21 2 VL

[0746] EHi 233 MRBEF G 232 2 Fr AT T 4HREEE 7E [m] VA FR R 5
il CD38 #ifG » H e CD38 A4 1gGl [AH -

[0747] EHE 234, HRIBZEHEG 218 2 233 PE—THZFTHAY T 41
RO EEE (R E R A Bt CD38 i8S - HrpaZ it CD38 e (R AT i &y 8 mg/kg
Figy 16 mg/kg ZERVEIER T -

[0748] EHEpI 235 MRIBZEHEG 218 £ 234 PE—THZFTHAY T 41
REEEE [FA R 2t CD38 fife > H izl CD19 &5 & 2 T SHAEE E [FVG
Bl Ko #Z b1 CD38 fiifig (748 hAFicE 51 T -

[0749] EHEpI 236. MRIZEHEG 218 = 234 P{E—THZFTHAY T 41
REEE [EA R 2t CD38 fife » Haaz il CD19 &5 & 2 T dIAEE E /6%
T (58 AP E 9T 9% T Rz bt CD38 g A E i NIRRT -

[0750] EHEpI 237. HRIZEHEG 218 = 236 P{E—THZFTHAY T 41
Al B 7E [ AR CD38 fiks » H ez EfgH A -

[0751] EHap 238. HRIZE MG 218 = 237 PE—THZFTHAY T 41
REEE [EA R 2t CD38 fife » Haaz il CD19 &5 & 2 T dIAEE E /6%
Fil{% CD19xCD3 4 B M FifS -

5135 5 o 171 H(EEIHEREE)
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[0752) EHif 239. IRBE RG] 218
AR E B ARt CD38 Hifs - HiE—F |
L o

[0753]) Ehaf]240. R EHGEH] 238 2 BT FIAY T 4N 2 [ )& 58| 5k
PLCD38 Hifs Kz — s H M hiE B A (5 H i H e s diiEfS 1E (ASCT) -
TS ~ Filr ~ BEIEER ~ e i SR A 8 ) MR A AT aH Bl <~ BE4H -

[0754]) EHifl241. —fHg% R4S > HEE2E% SEQ ID NO: 53 2
fE 5L B HY CD19xCD3 B85 M4 d8 » JL CD38 82 SEQID NO: 6
<~ HCDR1 ~ SEQIDNO: 7 2 HCDR2 ~ SEQIDNO: 8 .2 HCDR3 ~ SEQID
NO: 9 7 LCDRI~SEQIDNO: 10 > LCDR2 2 SEQIDNO: 11 .2 LCDR3 -

[0755] EHEWM) 242 EHEWY 241 ~ 22 qeH & HpgZ i CD38 fiis
A4 SEQID NO: 4 2 VH & SEQ ID NO: 57 VL -

[0756) EHaf] 243. WMEHEH 241 B¢ 242 rZEGHE > HP
CD38#nfefl4 SEQ ID NO: 12 2 HC K SEQ ID NO: 13 ~Z LC

[0757) EHif] 244, WWEHEH] 241 % 243 FE—TH. 2 B T4H L HAE
JEEEHE -

[0758) E MM 245. WWE Y] 241 £ 244 {E—IH 28 dH G H
=420 mg/mL £4J 120 mg/mL ~ #Z$1 CD38 HiigE i &Y 25 mM A% ~ &7 60
mM Z(E4 ~ 49 140 HEBEE R 47 0.04% w/v B IFIEEES-20 (PS-20)4 ; pH
R4 5.5 ¢

[0759] EHEWH] 246. WWE R 241 £ 243 F{E—IH 285 dH G HE
4% 1,800 mg %t CD38 #iA8 &4y 30,000 U .2 rHuPH20 -

[0760] E MW 247. MEFEH] 246 2 85 2H & HAE &4 120 mg/mL
> 2 CD38 A % %7 2,000 U/mL =2 rHuPH20

[0761]) EHif 248 AF M 246 B¢ 257 &l & > HE— P EE
— B MR A -

£ 238 P{E—IH ZATARY T 4H
ZRZ ML T — S EGE

4

%

i

7“\\

(@
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[0762] EHEH] 249. NEHEH] 246 % 248 P{E—IH Z s & > K
2 — B TEIR I B (a0 R BE ~ R b B2 ~ LIBLAS B (AL AR S -20 (PS-20) »
BCHAE A& -
[0763] EHEf 250 WEHEH] 246 £ 249 PE—IH Z &G H
ZEmH e RS
FrH2&7 100 mg/mL 814y 120 mg/mL Z [EHYZ i CD38 fife -
FIHREY 5 mM BRIy 15 mM R YA RE B
FrHEY 100 mM B2y 300 mM Z FE A LLIZLES
Y4 0.01% w/v B4 0.04% w/v Z [8]#y PS-20 5 K
FrF&) 1 mg/mL B34y 2 mg/mL 2 R BZ B - pH R&Y 5.5 £ 5.6 -
[0764] FEHEH 251. NEHEEF] 246 % 250 FE—IHZFRH G LA
=4 10 mM HREEE -
(07651 EHEM 252. NEHEH] 246 £ 251 PE—IH L FEMEE > HA
=4 300 mM LIFLEE -

[0766] EHiH 253. WE Y 246 £ 252 F{E—IH 284 aH & HE
£490.04% (w/v) PS-20 o
[0767]) EHif 254. WE K] 246 £ 253 F{E—IH 2 #q4H & HAE

=41 mg/mL FH I fEfE o
[0768] E MM 255. WE R 246 £ 254 {E—IH 2B dH & HE

\

=
&) 1,800 mg g fi CD38 #ii33 ;
#J 30,000 U 2 rHuPH20 ;
£J 10 mM 4B %
£J 300 mM [IFLET
& 0.04% (w/v) PS-20 5 K
&1 mg/mL HIGKRL - pH B%4J5.6 ¢

5137 H - 4 171 H(EVERAE)
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[0769] EHEH] 256. NEHEB] 246 % 255 F{E—IH L EEHHENY) > K

S
#J 120 mg/mL 7 %31 CD38 #ii £ ;
#J 2,000 U/mL -2 rHuPH20 ;
£J 10 mM 4B %
£J 300 mM [IFLET
& 0.04% (w/v) PS-20 5 K
&1 mg/mL HIGKRL - pH B%4J5.6 ¢

[0770] EHafl 257 —fEEH HESWERRE 241 £ 256 F{E—IH

L B BEH R

¢

[0771] TAIEBIHAETRBLLUE— P A S P AT 8E £ —

2 5 PR AR A M I EPR ] AT e B2 Z%%W

— ekt ) J5 A
DU R

LEE B -

[0772] 37 BCMA/§ CD3 Hiif8 INJ-957 (57 5> WO2017031104A1
) K 72 37 BB {4 Janssen Pharmaceuticals #i& -CNTO7008( CD3x 28 ) »
BC3B4 (BCMAx 25 ) K 3930 (IgG [6) & ¥t 08 ) Fr A B @ Janssen
Pharmaceuticals #13E » (4R E BEIBHFE - INJ-957 Jr A INJ-7957 -

[0773]) INJ-957 ®14& BCMA 4 &% BCMB69 K CD3 4& &%

CD3B219 » HEE R FI5 HIE RN 3 RE 4 -

7= 3.
=% A =] SEQ ID NO:
BCMB69HCDR1|SGSYFWG 23

55138 B 0 3 171 H(EEBHERIEE)
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GWIRQPPGKGLEWIGSIYYSGITYYNPSLKSRVTISV
DTSKNQFSLKLSSVTAADTAVYYCARHDGAVAGLF
DYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ

SSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKV
DKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDT

LMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVH
NAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEY

KCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQE
EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY

KTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSV

MHEALHNHYTQKSLSLSLGK

HCDR2|SIYYSGITYYNPSLKS 24

HCDR3HDGAVAGLFDY 25

LCDR1|GGNNIGSKSVH 26

LCDR2 DDSDRPS 27

LCDR3|QVWDSSSDHVV 28

VH  |QLQLQESGPGLVKPSETLSLTCTVSGGSISSGSYFW [29
GWIRQPPGKGLEWIGSIYYSGITYYNPSLKSRVTISV
DTSKNQFSLKLSSVTAADTAVYYCARHDGAVAGLF
DYWGQGTLVTVSS

VL  |SYVLTQPPSVSVAPGQTARITCGGNNIGSKSVHWY [30
QQPPGQAPVVVVYDDSDRPSGIPERFSGSNSGNTAT
LTISRVEAGDEAVYYCQVWDSSSDHVVFGGGTKLT
VLGQP

HC  |QLQLQESGPGLVKPSETLSLTCTVSGGSISSGSYFW [31

113109635
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LC SYVLTQPPSVSVAPGQTARITCGGNNIGSKSVHWY [32
QQPPGQAPVVVVYDDSDRPSGIPERFSGSNSGNTAT
LTISRVEAGDEAVYYCQVWDSSSDHVVFGGGTKLT
VLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYP
GAVTVAWKGDSSPVKAGVETTTPSKQSNNKYAAS
SYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTEC
S

= 4.
==l SEQ ID NO:
CD3B219HCDRI1|[TYAMN 33

HCDR2 RIRSKYNNYATYYAASVKG 34

HCDR3 HGNFGNSYVSWFAY 35

LCDR1 |RSSTGAVTTSNYAN 36

LCDR2 |[GTNKRAP 37

LCDR3 |ALWYSNLWYV 38

VH EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMN|39

WVRQAPGKGLEWVARIRSKYNNYATYYAASVKG
RFTISRDDSKNSLYLQMNSLKTEDTAVYYCARHGN

FGNSYVSWFAYWGQGTLVTVSS

VL

QTVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYA
NWVQQKPGQAPRGLIGGTNKRAPGTPARFSGSLLG

GKAALTLSGVQPEDEAEYYCALWYSNLWVFGGGT

KLTVLGQP

40
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WVRQAPGKGLEWVARIRSKYNNYATYYAASVKG
RFTISRDDSKNSLYLQMNSLKTEDTAVYYCARHGN
FGNSYVSWFAYWGQGTLVTVSSASTKGPSVFPLAP
CSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTS
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCN
VDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPS
VFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQF
NWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVL
HQODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPR
EPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFLLYSKLTVDK

SRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

HC EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMNH#1

APTECS

NWVQQKPGQAPRGLIGGTNKRAPGTPARFSGSLLG
GKAALTLSGVQPEDEAEYYCALWYSNLWVFGGGT
KLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLIS
DFYPGAVTVAWKADSSPVKAGVETTTPSKQSNNK

YAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTV

LC QTVVTQEPSLTVSPGGTVTLTCRSSTGAVTTSNYA 42

113109635

B B8 K 8 18 I R B A% 4
[0774] ZkEfERFERIEE K MM B3 ZFEm

il e

5141 5 - 4 171 H(EVERAE)

FEHESE A0202

N

HE

& AHR(PBMC) I
K H MM EZE BM i Y 2 & 8 8 %l BBM-MNC)4 % M
Ficoll-Hypaque % & 15 7% Bfe L B HE -

1133102594-0
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[0775) 7Ks 22 5t 2= BR(LUC)EE F By 2% 3 M & 88 1 A i &2 UMY »
RPMI8226~U266 &z MMI1.S~ DL JE#E R 2% 45 M B8 g 4l % NCI-H929
K RPMI8226 52 & 4F RPMI 1640 (Invitrogen) & » HA @7 H 10%A64- 115
(FBS; Lonza) &k#iAEZE (100 BEfir/mL FEE - 100 pg/ml #EE 3 WERE
A& H Life Technologies ) -

RE MM BEZ B8 K MRS e B A B i

[0776)] BM FZF{E MM 4iifE{%%5 1 F HuMax-003 (CD38) FITC ( it
PiBE R4S & 2 e A ZE R B Pt (Janssen Pharmaceuticals)45 & 2 R#ALARE )
CD138 PE~CD56 PC7~CD45 Krome Orange( AiTH 82K H Beckman Coulter ) »
CD269 (BCMA) APC (Biolegend)~CD274 (PD-L1) BV421 & CD19 APC-H7

(Wi B 5K H Becton Dickinson ) Z & 1.0x10° {EAHAE/mL #3850 R 5347 4

MRk EEEE R KL - BM 5 PB i & HH CD45 Krome
Orange ~ CD56 PC7 ( fi#& B2 H Beckman Coulter ) ~CD14 APC-H7 -~ CD19
APC-H7 ~ CD3 V450 ~ CD4 APC-H7 5 PE ~ CD8 FITC -~ CD45-RA APC -~
CD127 PE.Cy7 ~ CD62L PE ~ CD274 (PD-1) BV421 ~ CD16 APC - HLA-DR
APC-H7 (15 %7k & Becton Dickinson ) K CD25 PE (Dako)Zs & 1.0x10°
{E A/ mL SRl Fe oy i A R AR S R IR K 4E - BT BM AR AU S
IRFFETEY 24 /N 73 AT

[0777) mEAMAREMTHEER 7 S LSRFORTESSA (Becton
Dickinson)¥{T - & R{EFH R I R~EE (CS&T ¥ » Becton Dickinson ) B
AR B A AR 2 R A M A I B e e R AR Ft (stream flow) © LEF2 P AESE
A <z PR B AR A (R4S Bl A0 5T A E i Bh AR HN B R A Y R ETERS R B 3%
BL - REIRF ] L B R AVE L - (ERHERAENHER £/ Diva
WAS E Bhst E MM o 5/ FACS Diva 8RES 70 M7 B =04 BRI 2 ol B -

ER R Eh AR BT~ BM-MNC BERB (ex vivo)RIFEIRE

5142 7 - 4 171 H(EPERE)
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[0778) @ EFTEHAUTEE 2 FERBANR 2 MM B&&H
BM-MNC - {HR{# H B WUEANAE - IHETHEAFEEEE 98% » At
Fi 7-AAD (Becton Dickinson)FTEEiE © ¥ 2w E » & BM-MNC B g
PUAGEC INJ-957 (0.0064 % 4.0 pg/mL ) Kz/BCZERIEEHi(10 pg/mL) B HAE
96 fL U J&AR S HY RPMI + 10%A64-ME 5 48 /MK » f£ BM-MNC /1 7 JF 2
M CD138" MM AR5 (5 40 5 i i 2t > 37 Bl =C AR A I & 9ii ) 22 (van der
Veers et al., Haematologica. 2011:96(2):284-290; van der Veer MS et al.,
Blood Cancer J. 2011;1(10):e41; Nijhof IS et al., Leukemia
2015;29(10):2039-2049; Nijhof IS, et al., Blood 2016;128(7):959-970.) - {£
W {iE A% 78 7 > £ 0E MM JTIRE A #E H CD138 4l B —F & i Bl =\ 4H AR &
SrATE BT BrE e Bk (Beckman Coulter) iz LIVE/DEAD o & S6 4 A A
AT MR S RIEM: AR (Invitrogen) 74 T HI 2R DUHIE TS MM SHAEHY
EHEE - E M T ETERET INJ-957 55 E 2 R AR T /i - MM Al
g% = 1 - (F£ INJ-957 74 N{E/E CDI38 4lfE ~ @ =/ R IR ETLF
75 CD138" 4fiffl ~ 4B BB & ) x 100% -

[0779] INJ-957 554#y CD4" Jz CD8" T 4HAAYE (L K 255k 5 57 Al
R B U E (R CD25 & CD107a s m &R o4 -

E e SR E T Z 2L PB MNC {E R FE AT ARy MM il e
BE
[0780] 7Kt BCMA [5 % MM 4HAE % B2k 5 {2 FR ARG & 2 MM B &Y
PB MNC DU HAREEER 9:1 ££ 96 1. U iR AL A HEHTAS B INT-957
(0.00256 % 4.0 ug/mL ) TFAE N ILEEE 48 /N - MM ARV F S (R a0
Rt R B A A E Al E

EREVECRABLNZHER LUC BEN MM AR ERE

5143 F - 4 171 H(EPERAE)
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[0781] 7% LUC §#EFy MM M 110 B 2 MM B3 (n=12) 2

[Ef BM EHARMBMSC)FEEAFAL MEE 16 /N - 212 BEUEAAT

(kB ERERIE = B B PBMC )LUSUEY S HIEEESR 9:1- K INJ-957
L HEEMWRE (000256 £ 4.0 pg/mL) EHBHELE 96 fLF KK
(Greiner-Bio-One) F1 2% 48 /NI - 32 LUC-MM $PEIVE E4EEH BLI
FERIIZ B & EER (150 pg/mL; Promega) 10 7358 2 (R FITE - R F=HIE
MM HHREAY R © HE% = 1- (ERUEMAE R INJ-957 748 NHY-F-15 BLI
(& 5t/ AR B AL P AESUE AR FAE T Y- BLIE5%) <100% -

(0782) & eVt HEZNEHNE —FEABNTERE PB MNC ¥
INJ-957 TR s8UE - LUC #EE Ry MM 4l & 4 JRBUE 2 i E —FA
*EAG < BT AL H T B B — R R N E 2 I JE 5 MM & HY PB MNC
LR (MUEYE BREER 9:1) - WETATALETT BLI g€ -

itk gL ey

[0783] HHAEHE FEEE HBPEL{ERY MM AHAE - 88 d ot R A FE XS
(FISH) k2 BEAZ E i 2% B ML (SNP) B Y RY E - = BB =97 (% i1 del(17p)~del(1p)
ampl(1q) ~ t(4;14)5¢ t(14;16)" HIF{EES -

&M BCMA

[0784] W41 BCMA (sBCMA){4({# Fl MSD GOLD™ 96 7|,/ NBE %k
HEIEY)REH SECTOR ff(Meso Scale Diagnostics) » R i 4
i E LERFHE -

FRNLB RS B i€
[0785] FMr/ARERE B {A(EH MSD R-Plex FIMIERERE B R ER
(Meso Scale Diagnostics) > 1RIZMEMREFAIEEE LERTAE -

5144 F - 4 171 HEPERE)
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ZTHENERE

[0786] FapErE®E LERTHMME N R[TEZR-y IFN-y) ~ /TEHZE
(IL)-2 ~ TL-6 ~ TL-8 ~ TL-10 + B BEREE4ER F-a (TNF-o)]{& (B V-Plex {&
2R 1 AFHELH(Meso Scale Diagnostics) R 15 W g BRAE 4T -

[0787] HEHEABTFHEE A > BEZHELEERERE (H)
B2 1 g E B¢ Mann-Whitney U g g2 Wilcoxon FL¥I 75t F it E AT -
{E£F Spearman &R AH B A BCK H B B 2 FRIAHREAME: - K5 0.05 By P {H#
R BaE - LLINI-957 Bl g 2 sHE /B KBl - (E A T 2Et B THEA AR
ELUHIE INJ-957 ERZEfi B 51 2 ] A R NISUE R e SR et © FREIRAE % =
(INJ-957 HyARY N BEHHYREE% ) - (INJ-957 HyEE% x ZALE T
IR ) dFiATa 2 . B EEEE S TEIE(P<0.05) > AL
"R InE ) HYRE AL

BEH 1 31 BCMA/HL CD3 Hif INJ-957 #/Z BCMA 'S4 5 HRE
MR REAHRE T dRE LR EFERE

[0788]) INJ-957 %A1 RPMI8226 (& 1) ~ UMY (& 2) ~ U226

(B 3) & MML.S (I8 4) %35 3R A 2 3L 0 e (5 68 I 2 R IR Y

& (HD)F 2 Mk Bz AHAE(E R e AR A INJ-957 2R #aE N (0.00128

£ 4.0 pg/mL) FFE - BUARWIE 1~ & 2 ~ B 3 k& 4 FHTER A%

INJ-957 LIFIE {81 )7 VBT P A A 3408 - BAETURRRESY 0.1

wg/ml NEERRAT 100%8 KLIRY -

[0789] JeRitfEn BMSC fri& MM A ¥ I ST MM BIG 152
MBS R MM RFEM: T 414E - NILFFE BMSC-MM dAEAC & 1F At
INJ-957 2 D)5 N BT 5228 - INJ-957 51 MM 4iffd % RPMI-8226 - UM9
ke U266 #YjEMAZ BMSC (F R 2 (BUEARE R ) © BEZR INJ-957 #47

55145 F - 4 171 H(SEPERE)
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Z MM {HREH AR E T MML.S AEH<2%E] BMSC By EEHIH]
(P<0.0001) - B EREEIE HD INJ-7957 B & 1fi 56 £ R -

[0790] T AAE/E(EAEY RPMI 8226 4HAE P EFE » INJ-957 ZIGH%
DAF & (e kgt 5 EE CD4" K CD8™ T 4Hu i & iE (b & Ly » iy
Al CD25 K CD107a Y4l & m &I 0 - sEEIS 1% CD25 & CD107a 41
HERIEE B - BB 5 BEoR INJ-957 #4710 CD25+ CD4 T Al 2 1 73EE - B 6
BHOR INJ-957 #4118 in CD107a+ CD4 T 4l B 47k - B 7 8or INJ-957
EEA NG M CD25+CD107+ CD4 T 4.2 1173 EE - 1B 8 #oR INJ-957
EA W I CD25+ CD8 T 4.2 15 77 b - B 9 B INJ-957 /- B4 i CD107a+
CD8 T #iffg.2 11 73EE - B 10 BR INJ-957 #E/ i in®ef5: CD25+CD107+
CD8 T g 557 LL -

B 2 2R EHiNE T dREE IR ZII
B
[0791] BCMA FKHK%E - i 18 2 HE - K INJ-957 BERG 1)
BARFY 55 17 BM Y FHEFE » % BM RPIRES 11 L2y MM
B~ 21 HENEG-URER/EEN MM BE - k17 ZEAET-EE
ME1E 2/ EaME MM B3 CERIBEHE S/ A BE GRUER Ef Bt e
RAAE=BATRA)ZHENSE 1 HIRSE 2 I3 R Bl
NCTO02751255) KR ZM:A2 40/ 5 M9 (pPCL; n=6) - {K[FHY BM A% H
8 %1t DARA/ATRA R F 2GRV EE T AN BN E—FEAE it
Z A B AT 2RO R T M RIR < IS - fEEEHFT S - FRAFIE 2
NLEPLE—FEARE BB 2 Al AT ZRCER B AR IEZIGE 10 B2 EHE
ER R E B MIREA -
[0792]) #f DARA/ATRA FHZE(NCT02751255)F » E5 MM 2 B&
FE e B MR 0 H>2 fle a4 A (prior lines of therapy ) {418 S5 B0 HES -

5 146 I - £t 171 H(EHIERE)
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BEFER=18 5t~ HA=3 (A AFHIIFEa - WHO fRREARRE<2 K ATl EHY

P -
(0793) FEHFFEAYSE—HIMARD » M B B A B RIS T
(16 myfke GBS 88 - 9556 28I 168 5 4 HHFI PD) - B3k

L RSB GRS E %é‘&ﬁﬁkmﬁ%wﬁﬁm$ﬁ
B R e~ L LB PR B S HII T S AT - BT R
Fss B EAEEE -

[0794] WeZehas 1| B 2 HIHFSE NCT02751255 sy S5 A4
BUABTINGE 5 B 6 - RRMM BETH2 T S/ (il 1 2 97/) %
FT4HEE L RRMM dara R BEE 27 6 1 (48 3 % 12/8) A
BOE - B 7 ETRRENE | RS 2 Wi B E IR A S

% 5.
NDMM RRMM RRMM dara R
n=11 n=19 n=15
e 0 R 66 66 68
(HED (31-80) (46-77) (48-80)
PERT > B n (%) 5 (46) 11 (58) 9 (60)
MEH > n(%) 5 (46) 13 (68) 11 (73)
1gG 0 0 2 (13)
IgA 6 (55) 6 (32) 2 (13)
{& FLC
NDMM : 2 B % 3 15 $E
RRMM : 1838/ 861 % 35 VB B8
RRMM : daraR R B EDEME S B T4

= 6.

5147 H - 4 171 H(EVERAE)

113109635 FEHESE A0202 1133102594-0



202430571

RRMM RRMM dara R
n=19 n=15
LRI - 5(1-9) 6(3-12)
n (#iE)
25 Hea =E et
n (%) n (%) n (%) n (%)
KB FE W 16 (84) 16 (84) 15 (100) 15 (100)
B {2 0K 14 (74) 14 (74) 14 (93) 9 (60)
0B EHE 12 (63) 12 (63) 10 (67) 10 (67)
RIE(EAK 5(21) 4 (21) 4 (26) 4 (26)
ZALE YL 0 0 15 (100) 15 (100)
*=17.
28 NDMM  RRMM &3 > RRMM E% » pPCL
n=11 dara-gJ%8 dara-EE)&H¥E  |h=6
n =21 n=17
FE TR Bt (HED 66 (31 - 80)66 (46 - 77) 168 (48 - 80) 65 (57-98)
PERT > BV > n (%) 5 (45) 11 (52) 9 (53) 2 (33)
M E S HE
1gG, n (%) 5 (45) 15 (71) 13 (76) 2 (33)
IgA, n (%) 0 1(5) 2 (12) 0
& FLC > n (%) 6 (55) 5 (24) 2 (12) 3 (50)
KA 0 0 0 1(17)
R EE > n (%)
o JE i 5 (45) 12 (57) 9 (53) 3 (50)
fo A Jei e 5 (45) 7 (33) 5 (29) 1(17)
KEFE 1(9) 2 (10) 3(18) 2 (33)

113109635 FEHESE A0202

5148 F - 4 171 H(SEHIERE)

1133102594-0




202430571

JoHISREL 0 (FHIED o 3(1-9) 6 (3-12) 0
AT A R

G 11 (100) [0 0 6 (100)

ZBL PI 0 2 (10) 0 0

Z Y IMiD 0 15 (71) 1 (6)# 0

PI + IMiD 0 4 (19) 1 (6)# 0

T 0 0 15 (88) 0
AR FE n.a. n.a.

FF > n (%) 19 (90)§ 17 (100)

AT 0 n (%) 18 (86) 17 (100)

B A R n.a. n.a.

Z# o n (%) 17 (81)t 16 (94)%

AT 0 n (%) 10 (48) 11 (65)
BEEREEIEME** > n (%) |n.a. 13 (62) 10 (59) n.a.
RIEEREEEME** > n (%) |n.a. 4 (19) 4 (24) n.a.
ZHEPEIAME** > n (%) |n.a. 0 17 (100) n.a.
SR HREPIEIEME*Y > nn.a. 2 (10) 1 (6) n.a.
(%)

P EREEEME** > n (%) |n.a. 1(5) 1 (6) n.a.

*E AR (R del(17p) ~ del(1p) ~ ampl(1q) ~ t(4;14)2K t(14;16)ITFAEE K
** R 2 SV R B PR — S EARE - EER TR (R E 2o Ry VRSN R 1T
TR~ HEEE (VINBY PR) ~ BRAZ VAR 60 KA R ETT IR

#BM IRV AL Z AL B DT B — A I S A A T MR Z e TLHIE 15 (n=15) » 24
ifi 2 {8 BM ARG A E A B AN S A ER 2% 22 L 48 A ~ £
3 S EEMBIERZRIES -

SESM > 19 PBE T Z 1 A FHAKIER AW

TERSM > 17 BB Z 4 2RISR A

5149 H - £ 171 H(EHIERE)
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TESM - 16 HBEFZ 3 RS E R S

4i%7 T MM %3V F R  NDMM - ¥r2 Y MM ; RRMM - 1838/ 8E )61 MM 5
Dara » ZEHI B0 ; pPCL » FE MM MR > n BE 5 1gG > RBEHKEH G
IgA » @IEEREH A FLC - JFEEEEHE 5 del » &2k 5 amp > I 5 t > Bfir s PI>
& HESRHNHIR] © IMiD - RyE LY |

[0795] ZEFIBEPLH AT 2K E a2 Br(NDMM) ke 16 3¢/ 8 /e M 2 B 4T
arEE < MM ALY AR > 282K E RRMM Zi B jiEattEg 2
A @A (1) -

[0796] {EHri2ErHY(ND) MM BE&E A (n=8) » INJ-957 4.0 pg/mL
B MM 4HREHY PR % 79% (#E : 66 £ 92% ; B 12) - H{HY MM
g (BHERER) FRRATBER(LEN)EEME BB AT ERK (n=15;
4.0 pg/mL BYPEGHE ¢ 69% 5 #lE : 24 £ 98% ; B 13) - IR
Peok(73%) ~ A S FERE (82%) e RIEMER(9%) Eeia 1 » INJ-957 {2k 5L
HIU(DARA)EEEE MM B ZHEAT IR HAZ (n=11 1 4.0 pg/mL #7345
HfE : 83% 5 #iE 1 52 F 99% ; [ 14) o NK & T 4URRAE ARG
ARG AZEE -

[0797] CD3x ZE &k BCMAx ZEHHEHIAS AL A [F B & HA f B
INJ-957 BURBEETR(RAVENE - 5~ FE MM (AT R UE T AlfE s - LA
K AFEA BCMA [HEEY B 3 UE -

[0798] INJ-957 #t4p~ [R &1 MM 4RGN MEIEIELNY CD4 K
CD8" T 4R £ 47 L & ¢ #E 1 3 A B 20 CD25 JE LR AV R BT ELE -
INJ-957 SRR EE CD4"f CD8' T HHAEHY L5k - M4 =R ERH
CD107aFr#[ 2 - NDMM ~ Z I .57 - )93 RRMM K 22 #11 B - #E 6 1: RRMM
BB ZERY T AMDS(E R AR AR 2 - B 15 2R INJ-957 /1
1 CD25+CD4 T 4lifE 2 1 4 - B 16 887 INJ-957 {4 1g hi1 CD107a+ CD4

5150 5 o 171 H(EEIHEREE)
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T 40FE & 43 EE o 1B 17 835 INJ-957 #1) 3 hn g s 4 CD25+CD107+ CD4 T
AR~ oy EE - [ 18 B INT-957 #7380 CD25+ CD8 T 4fifitl ~ 15 77tk -
B 19 2= INJ-957 #/pig /0 CD107a+ CD8 T 4 2 v Lk - B 20 Br
INJ-957 /g 4 CD25+CD107+ CD8 T 4HfH> B 43 HE -

[0799]) JREFELS INJ-957 R 2 5K E A - 1)4A f N B - B
At RRMM B EHHY BM-MNC Z BRIV RN B K &~ &
JKHE < INJ-957 #p 2 T i E(LEEFAROA#EES B ~ IFN-y ~ IL-2 ~ IL-6 »
IL-8 ~ IL-10 ~ & TNF-a /K& (BB RER) ZHIEWREMERE -

[0800] JNJ-957 {E# /> MM HHRAERE R < B34 Bl g £ 2t (BCMA
5 PD-L1 F3 - EEN S EGMEEERE 2 Fa) H - A REER
BEE A BM AR eI © BIELE - T @ &40 2 4HRkEC T i B2
PD-1/HLA-DR FREAHEH - 2410 - &R BT R 7 B o s - BCMA(HE 21)
K PD-L1 (I 22) #YFRFKES RRMM BEHF (HHEY NDMM £ ) &
S o BUEN BRI - AR ZEE /D B INJ-957 HyE MR AT
BEHi-940 RRMM B PD-L1 REKERLAFRHP -0.045) -

[0801] NDMM -z BEHi4]4h RRMM K ZEA B {i RRMM BM #ifii
YtE AT 2 e R AR AV AH AR &S FEAE - DUR B INT-957 {1 5 =(HE & T5F
IR T E R ERIR A - AL ARV B EF R T 5 T difEfE3(P=0.034)
g E:T ER(P=0.029)BLEE58HY INJ-7957 &4 2 MM A ARAERR o HoAh
EESE (T 4AAE - Treg ~ PD-1" T 4fiffl - HLA-DR™ T AR #144 T 4HAEAY
WE) N2 INJ-7957 #r2 MM 4R SEfE -

[0802] fEFEE ot - EHENS NDMM £ - RRMM B B A
=AY Treg( 1B 23 ) R &0E(EAY T 4HAE( i1 HLA-DR BYRIAFTE &

(B 24) - FIRESARIE T 400 - b - A BET-Ea M B E AL

HENBET-veE A FEER LY TEMRA T 4/ (& 25) - 240 @ £
HEFEE ot - &OEBAY ~ #0146 ~ R ORI (CM) ~ RUEECIE(EM)E, TEMRA
T {HAEHYFEARELE INJ-7957 By IENCIEAERE - & Treg A& H o LERY

151 H - 4 171 HEVERAE)
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RRMM £ S T INJ-957 71~ MM AN 3UARA & e » 1R e

L B R - 11 S AR T /> NDMMC B 26 ) - 2 5 B 9746 RRMM
(E 27) REh B EAYE RRMM (1B 28) S H AT INJ-597 11 246
BT % B RUEAIRIRIE Treg 2 BEAET S EE b - BEFIES 50 B 5
R YA IR B (E(low) 50 2 (high) [Treg & 8 NDMM: {£:<7.34% -
B >7.34% o ERIEHHE RRMM ¢ {€15.57% » 55>15.57% « SR8
ST RRMM @ (€<11.24% » &5>11.24% - 825 Treg YA 7L R B 1 9]
# RRMM J% i Hr BLH 84 1 RRMM BEZASeb 2 INJ-957 #8412 MM 4HF2
BEEE - Treg RUEEIRS INJ-057 iy THER -

[0803] PD-1" T 4BRATELHIR B:T FEAE = (B H B4 -F N - 1
£ NDMM B& b  (E4RH T 4H8I(P—0.010) A=A PD-1" T 41f
(P=0.048)385 INJ-957 #£/r > MM SHRZUAR (BUERET) -

[0804] kB AR INJ-95T Ui (48 fH7E4 E NDMM
(n=9) ~ EEHi1 BLL §]4A RRMM (n=18) R BLit -S4 1 RRMM (n=13) 8%
> BM BEA B 48 /NI (2358 INJ-95T /) FURRACE G - {EATHH(E
JEREH INJ-957 T (0.0064 % 0.032 pg/mL ) » BREATAT ZLAR 1 e B8 47
B R R T4 RRMM % NDMM B 2% i % o B e - [ 29
BET B R BRI - BUSTOR BT ISELSEM » P EBEE ¢

,—\—,A_-‘[_/—‘/—

feE s

[0805] HiAHETREIR/DINETEE 2 E] DARA il 2 LAY 0 & FHN
JEFEREN > REE 7 #T7E DARA VAR Z R K 2 122K H MM B E BT BM fl
e j(n=5) - BLEEF(I/E DARA HARTEIR R 2 12 ESAVEE A AL
DARA A Z FIEE A B ZE| 0 fHEEHY BCMA R - (HEZHY INJ-957
< MM dHRESAE ({F 4.0 ng/mL § 2 P93 © 93 AHERN 74% 5 [E 30) -
izt BM k)t > Treg ([ 31) K CDA4HfT (H 32) 2 LB
[ > 28I CD8+#fAE (B 33) 2B 7rtefr 2 g/ iaEE R i i
R BB - AT A BES K BEa B B E L

5152 F - 4 171 H(SEPERE)
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EEIIE R U EGHI (12 7) HHNERE - f£KH 8 4 RRMM BEFEA Z
IBHETZEH » CD38™ Treg K Breg 2 [ 47 LLfE dara EAVEM B 2 BT
THREREEATEER D (BBERER) -

[0806] JINJ-957 #41r~ RPMI 8226 24145 #a g dHHH AR R M
REAE LB GUEHE 2 A K < BARETHY RRMM B3 2 {RFF PB MNC £EAE K
HEAMA AR - Dara 252 PB MNC &/ ZH iU FERIIREE A BT
fe (BB RHE ~ FEE4FaVE o R MEBGE R E ) By B - K ZEA EHUE:
HIE R 8% 11 H(EE 7 2 14 @ H - 34 87 INJ-957 #£/1~2 RPMI
8226 HAE[H R sKH dara Z 7 £ 7% < PB MNC [ 58 < /& PB-MNC A H
Treg (@ 35) K CD4+#HAE (HE 36) 2 By EEMflE - #800 CD8+4HAM

(B 37) 2 aotbfrZ R oG EE R EZ i EnaE BB AN - /&
ARHFEH - A GEE KPR BRERE BEIUSFIE R EEH 3 (12 7)
& HHVEZ -

[0807] 7RGAIGS JNJ-957 BlEfiHEin < H &K MIEEH NDMM
RRMM dara #/]%4 &~ MM 4HREHY L% - B 38 #U~ #ira2 By MM (NDMM)
(n=8)82% > BM MNC 4% JNJ-957 (0.032 % 0.8 pg/mL ) ELyelEiy i
f1 10 pg/mL $HE R 48 /NFHYELAE T 70 EE - ERBFEh INJ-957 Rzt B
TLATER ZZ AV (obs) MM 4 Aty S i 7K 8 B TH H (exp ) il /K 4B - 5% THHA S g /K
R (% DL & RUEFE 2 )7 VA AT 2 RN 2 Y GRS st B - BB ek dona
FHGEESEM - PEEAKEEE (et HE - B 39 2~ RRNN dara #]44
FE 2 BMMNC iy 7rEE - B 40 2 RRMM Z A BHig et B E
BM MNC @24 5 5Bk

[0808]) [NIL - bFEEER INJ-957 fEi a2 R EE TR MM B &%
KPFHR - mErEEEGEEE T diiamEmse 2 INJ-957 fEEE&E TaYThRL
PR B A EHE INT-957 By BRI E W AT 5e Ak - #S PN 28 A 5 0 TH g 2R 1 58
INJ-957 #{1 MM ARV LAY -

5153 o 171 H(EEBHEREE)
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[0809] JINJ-957 Bz B 2 MG sH S BUR RINLHR ¢ 559h - 2L
BEHREANTHEHE K BCMAXCD3 Z BERS LAY ©

HO 3 2R BEHUAFE SN Z EE I 2 BRI

[0810] 5 JRFEZMEIUSHEE S/ i HAL T WAEZ RIFE -
CD19" Raji 4HfE A& Z BT (FDA o AR SIS 45 A M
W2 CD19xCD3 BiTE) i » fEHZKE 11 & MM E&& 2 Z AL E -
{146 e 21 BE 47 5% 75 PB-MNC - B INJ-957 AV#R 2480 - MHEHY 2 B -
%A PB-MNC» B 2 S BT 2B A7 FI B FT B 471 -7 FF PB-MNC L&
BEEW R (P<0.0001 ; [ 41) - BIZEEHE & SEQIDNO: 53 7 7 A
o1 o

SEQ ID NO: 53
DIQLTQSPASLAVSLGQRATISCKASQSVDYDGDSYLNWYQQIPGQPPK
L

LIYDASNLVSGIPPRFSGSGSGTDFTLNIHPVEK VDAATYHCQQSTEDP
W
TFGGGTKLEIKGGGGSGGGGSGGGGSQVQLQQSGAELVRPGSSVKISC
KA
SGYAFSSYWMNWVKQRPGQGLEWIGQIWPGDGDTNYNGKFKGKATL
TADE
SSSTAYMQLSSLASEDSAVYFCARRETTTVGRYYYAMDYWGQGTTVT
VSS
GGGGSDIKLQQSGAELARPGASVKMSCKTSGYTFTRYTMHWVKQRPG
QGL
EWIGYINPSRGYTNYNQKFKDKATLTTDKSSSTAYMQLSSLTSEDSAVY
Y

5154 H - 4 171 H(SEPERAE)
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CARYYDDHYCLDYWGQGTTLTVSSVEGGSGGSGGSGGSGGVDDIQLT
QSP
AIMSASPGEKVTMTCRASSSVSYMNWYQQKSGTSPKRWIYDTSKVAS
GVP
YRFSGSGSGTSYSLTISSMEAEDAATYYCQQWSSNPLTFGAGTKLELK
HH

HHHH

HB 4 INJ-957 R BIREME pPCL 4T

[0811] INJ-957 ayEERSEMERIN K E 6 L2 Erny pPCL (RS EUE
THSMEERRIT By ) B 2 BM AT EE(E - f£558 pPCL AH INJ-957
FIT 1| B e Al A A 2R (DU £ NDMM Rz 222 FiT B 71 - 9] 40 RRMM A iR i
LAY BENEZEANET-EEM RRMM BEEATEESZ
(P=0.0014) (& 42) - EFHEF NDMM §F - & 78 pPCL A H 2 E:T tEH
A EAR LK 8 % {HAE pPCL tf CD4" (P=0.0040) K CD8" T 4HAE(L<0.0001)
W EHE(LIEE - DU CD8' T 4HAE(P=0.0141) Ay L FEM AR E i (8 - CD4™ T

ARAf > F-FER B NDMM R B 22 2 a0 -

[0812] BM-MNC 4J#H 6 44 pPCL £ H ¥l INJ-957( 0.0064 % 4.0
ug/mL)) R HEHTAS 3930 - BC3B4 & 7008 (4.0 pg/mL)EZE 48 /Ni% » 2
& {E R AAHE T 5B EE CDI3S HEREANAE - DAR T 4HfER
NK R - BB Fom R I AE R %+ SEM - FrA 5B Ll _E\ T -

HH 5 GPRCSDxCD3 B A GHIBERBNEIZHS
(0813] & /#E—F P EZEALEPUGEE G/ it HAL T difgEE
[FIEA - RPMIMM 4lAE{# 4 GPRC5SDxCD3 8 R g B - (£ H2KE
11 52 MM &3 2 BB 2 AL B T- 946 R 2 AL R HT 7 B8 PB-MNC( A (RIE H
ML EEPIRT 2 E B ) o (EREE > (EFHF CD3 2 GPRCSD &5

5155 5 0 171 H(EEIHEREE)
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VH/VL &S & MER TR (gp120) 2 (%) EEBEBRAIPIE (i
mADb 3930 Z& x ZE ~ ¥fH& mAb 7008 : Z& xCD3 - ¥{#d mAb GPRC5Dx 2 ) -
HLAELL 0.00064 2 4.0 ng/ml ZIRFEHAEL - GPRCSDxCD3 B RAEHLAS DL
BT AL B0 an ROE R B E e i B A TR Y MM 4 A L7
(1E 43) -

[0814] 7JHIEN GPRCSDxCD3 K5 B4 L aG Bl iz A B H1 < 4H &R
JEH NDMM E; RRMM dara #J#AE & 2 MM A% - B 44 8~ BM
MNC #5511 GPRC5DxCD3 #5F & M:fif8 (0.0128 £ 0.8 ug/mL ) EEIFEEL
ZFLESL 0.1 ng/mL SHELES 48 /N 2 JF 2 MM dHAEHY R @R B o7 LE - th
5 GPRCSDxCD3 855 S 4 188 f 2 Al B AT 22 26V (0) MM dHAE
g /K AE BLYH (B ) 3R g /K 48 - 32 FRH AR /K (R DLAH & XUERE th 0 A P s
< B e ARG R - BEiRF R TEEESEM o P {H R A
A ipERT R - BRI ET SR LRI 758 GPRCSDxCD3 #5214
PLRS < MM JHRE R -

[0815)] GPRC5DxCD3 £ 45 B M i #8 & & GPRC5D 4 & &
GC5B596 Kz CD3 4548 CD3B219 - GC5B596 7 i AR R Y| BE R TR 8 °
CD3B219 Z pABE FPHIBRNER 4

[0816] & %o {f F§ 2 GPRCSDxCD3 %8 %7 52 M §i #8 (% ¥ 0 it
WO020180037651A1 HAE FHIFES] :

GPRCSD 45 &1, » HAa543 R SEQ ID NO: 43 ~ 44 ~ 45 ~ 446 ~ 47
& 48 2 HCDR1 ~ HCDR2 ~ HCDR3 ~ LCDR1 ~ LCDR2 2 LCDR3 ;
K CD3 s5&t - Ha4s 45k A SEQIDNO: 33 ~34+~35+~36~37 & 38
~Z HCDR1 ~ HCDR2 ~ HCDR3 -~ LCDRI1 ~ LCDR2 2 LCDR3 ;
GPRC5D 45 &1, » Ha4 SEQID NO: 49 2 VH K SEQ ID NO: 50 2
VL ; & CD3 444 » A% SEQID NO: 39 > VH & SEQ ID NO 40
Z VL &

5156 B o 171 H(EEBHEREE)
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SEQID NO: 51 % —&E##(HC1) » SEQ ID NO: 52 2 5 — &g §#(LC1) »

SEQ ID NO: 41 2% " E§#(HC2)F SEQ ID NO: 42

(LC2)
[0817] GPRC5DxCD3 5 BV Hi B (4 1gG4 [FH -
[0818] HCI1 A& S228P ~ F234A & L235A HIfL
[0819] HC2 A& S228P ~ F234A ~ L235A ~ F405L & R409K HifL -

.

S

TLTISNLQPEDFATYYCQQYNRYPYTFGQGTKLEIK

= 8.
PS3B27 [@miE |75l SEQ ID NO:
HCDRI|GYTMN 43
HCDR2 [LINPYNSDTNYAQKLQG 44
HCDR3|[VALRVALDY 45
LCDR1 KASQNVATHVG 46
LCDR2 [SASYRYS 47
LCDR3 [QQYNRYPYT 48
GC5B596 QVQLVQSGAEVKKPGASVKVSCKASGYSFTGYTM
NWVRQAPGQGLEWMGLINPYNSDTNYAQKLQGR
v VIMTTDTSTSTAYMELRSLRSDDTAVYYCARVAL +
RVALDYWGQGTLVTVSS
DIQMTQSPSSLSASVGDRVTITCKASQNVATHVGW
VL YQQKPGKAPKRLIYSASYRYSGVPSRFSGSGSGTEF|50

113109635
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HC

QVQLVQSGAEVKKPGASVKVSCKASGYSFTGYTM
NWVRQAPGQGLEWMGLINPYNSDTNYAQKLQGR
VIMTTDTSTSTAYMELRSLRSDDTAVYYCARVAL
RVALDYWGQGTLVTVSS
ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEP
VITVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTV
PSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPC
PPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQF
NSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPS
SIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNH

YTQKSLSLSLGK

51

LC

DIQMTQSPSSLSASVGDRVTITCKASQNVATHVGW
YQQKPGKAPKRLIYSASYRYSGVPSRFSGSGSGTEF
TLTISNLQPEDFATYYCQQYNRYPYTFGQGTKLEIK
KAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVT
VAWKGDSSPVKAGVETTTPSKQSNNKYAASSYLS

LTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

52

HH 6 T HifEEHFALEG CD38 HIlBZEE
[0820] 4He#0YPTHIANEE RFABICD3S TG < BRI E B £S5

FRTAA DR E - EEE G5 TAIREE € [ AR m Z R g (Rl R3R
e TAREE E R AE G L DURRIRERBAIAT ) AREY R IIERESUE - $1CD38

HUAS TR 3 TARE S E [0 R L USRS UE R A A S E H AT PE -

113109635
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[0821] Ed$iCD38tAg4H AllE THIE € 1% £ B FEPSMAXCD3 -
TMEFF2xCD3 ~ CD123xCD3 F; CD33xCD3 45 B /- 7 A o
[0822] PIRIPSMAXCD3® 5 R4 AS A PS3B27 » HALZPSMASE &S
5 PSMB127 & CD34%5 438(CD3B219 - 3298 <PS3B27 . Al %1 - CD3B219
- Sl NN
[0823] EEEF{EHZFIRMEPSMAXCD38 R E MR EE THIFA -
PSMA%E G - HA 2453 I BSEQID NO: 54+ 55+ 569~ 10559 HCDR1 -
HCDR2 - HCDR3 ~ LCDR1 ~ LCDR2ZLCDR3 ; FCD34E& » HaE 437l A
SEQ ID NO: 33 ~ 34 ~ 35 ~ 36 ~ 37 %38 2HCDRI - HCDR2 ~ HCDR3 - LCDRI -
LCDR2J%LCDR3 ;
PSMA%ESGTE - HAESEQ ID NO: 60 VHE SEQ ID NO: 617 VL ; K CD3
4hEo sk - HAESEQ ID NO: 392 VHESEQ ID NO: 407 VL 5 &
SEQID NO: 627 &—EE#E(HC1) ~ SEQ ID NO: 63 % —i&$#(LC1) ~ SEQ ID
NO: 41755 E#(HC2) & SEQ ID NO: 42 5 i ##(LC2) -
[0824] #HiPSMAxCD3% RS (RIgG4FE A -
[0825)] HC1H12:S228P ~ F234A K L235AH{L

[0826)] HC2a,&S228P ~ F234A ~ L235A ~ F405L FzR409KH Y, -

= 9.
&g |7 SEQ ID NO:
HCDR1|SDAMH 54
PSMB127 HCDR2[EISGSGGYTNYADSVKG 55
HCDR3|DSYDSSLYVGDYFDY 56

5159 B o 171 H(EEBHEREE)

113109635 FEHESE A0202 1133102594-0



202430571

LCDRI1

RASQSVSSYLA

LCDR2

DASNRAT

10

LCDR3

QQRSNWPLT

59

VH

EVQLLESGGGLVQPGGSLRLSCAASGFTFKSDAM
HWVRQAPGKGLEWVSEISGSGGYTNYADSVKGRF
TISRDNSKNTLYLQMNSLRAEDTAVYYCARDSYD

SSLYVGDYFDYWGQGTLVTVSS

60

VL

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWY
QQKPGQAPRLLIYDASNRATGIPARFSGSGSGTDF
TLTISSLEPEDFAVYYCQQRSNWPLTFGQGTKVEI

K

61

HC

EVQLLESGGGLVQPGGSLRLSCAASGFTFKSDAM
HWVRQAPGKGLEWVSEISGSGGYTNYADSVKGRF
TISRDNSKNTLYLQMNSLRAEDTAVYYCARDSYD
SSLYVGDYFDYWGQGTLVTVSSASTKGPSVFPLAP
CSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTS
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTC
NVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEV
QFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKG
QPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLT
VDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSL

GK

62

113109635
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EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWY
QQKPGQAPRLLIYDASNRATGIPARFSGSGSGTDF
TLTISSLEPEDFAVYYCQQRSNWPLTFGQGTKVEI
LC KRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPR|63
EAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS

STLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNR

GEC

[0827]) (s ETMEFF2xCD3 &84 B B2 A TMCB 150 » Hof1 £ TMEFF2
4E SR TMEBT762 K CD345 4B CD3B376 - 1058 ~TMEB762 fir i 551 - 38
1155~CD3B376. > f K 51 o
[0828) EEmd (M < FIR4TMEFF2xCD3 85 B4 BB (A TMCB150 H.
A& TR
TMEFF24E &% - Ha £ 43 R15SEQ ID NO: 64 ~ 65 ~ 66 ~ 67 ~ 685697
HCDRI1 ~ HCDR2 ~ HCDR3 - LCDR1 ~ LCDR2ZLCDR3 ; FCD34%t & » Ha
445y RIBSEQ ID NO: 74 ~ 75 ~ 76 ~ 77 ~ 78 5,79 HCDR1 ~ HCDR2 + HCDR3 -
LCDRI - LCDR2LCDRS3 ;
TMEFF24% &8 » 2812 SEQ ID NO: 70> VH & SEQ ID NO: 712 VL ; & CD3
LELt, - HAESEQID NO: 802 VHESEQID NO: 812 VL ; &
SEQID NO: 727 & —&##(HC1) ~ SEQ ID NO: 737 & —i#&##(LC1) ~ SEQ ID
NO: 8275 E##(HC2) &zSEQ ID NO: 837 5 " #k#H#(1LC2) -
[0829] $iTMEFF2xCD3%8ERF S MEHIAR (RIgG4[R 4 -

[0830] HCI1G,&S228P ~ F234A FZL235A0fY -

161 F - 4 171 HEEHERAE)
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[0831)] HC2&,&S228P ~ F234A ~ L235A ~ F405L FzR409KH Y, -

= 10.
&g |7 SEQ ID NO:
HCDRI1|SYSMS 64
HCDR2|VISGSGGFTDYADSVKG 65
HCDR3MPLNSPHDY 66
LCDR1[RASQGIRNDLG 67
LCDR2|AASSLQS 68
LCDR3[LQDYNYPLT 69

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYSMS
TMEB762
WVRQAPGKGLEWVSVISGSGGFTDYADSVKGRFT
VH 70
ISRDNSKNTLYLOMNSLRAEDTAVYYCARMPLNS

PHDYWGQGTLVTVSS

DIQMTQSPSSLSASVGDRVTITCRASQGIRNDLGW
YQQKPGKAPKLLIYAASSLQSGVPSRFSGSGSGTD
VL 71
FTLTISSLQPEDFATYYCLQDYNYPLTFGGGTKVEI

K

162 F - 4 171 H(EVERAE)
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HC

VQLLESGGGLVQPGGSLRLSCAASGFTESSYSMSW
VRQAPGKGLEWVSVISGSGGFTDYADSVKGRFTIS
RDNSKNTLYLQMNSLRAEDTAVYYCARMPLNSPH
DYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSEST
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSN
TKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDG
VEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLN
GKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYT
LPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG

NVESCSVMHEALHNHYTQKSLSLSLGK

LC

DIQMTQSPSSLSASVGDRVTITCRASQGIRNDLGW
YQQKPGKAPKLLIYAASSLQSGVPSRFSGSGSGTD
FTLTISSLQPEDFATYYCLQDYNYPLTFGGGTKVEI
KRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPR
EAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS

STLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNR

GEC

= 11.

165 155,

il

SEQ ID NO:

CD3B396

HCDRI1

NNNAAWS

74

HCDR?2

RTYYRSKWLYDYAVSVKS

75

HCDR3

GYSSSFDY

76

LCDRI1

TGTSSNIGTYKFVS

77

113109635
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LCDR2

EVSKRPS

78

LCDR3

VSYAGSGTLL

79

VH

QVQLQQSGPRLVRPSQTLSLTCAISGDSVENNNAA
WSWIRQSPSRGLEWLGRTYYRSKWLYDYAVSVKS
RITVNPDTSRNQFTLQLNSVTPEDTALYYCARGYSS

SFDYWGQGTLVTVSS

80

VL

QSALTQPASVSGSPGQSITISCTGTSSNIGTYKFVSW
YQQHPDKAPKVLLYEVSKRPSGVSSRFSGSKSGNT
ASLTISGLQAEDQADYHCVSYAGSGTLLFGGGTKL

TVL

81

HC

QVQLQQSGPRLVRPSQTLSLTCAISGDSVENNNAA

WSWIRQSPSRGLEWLGRTYYRSKWLYDYAVSVKS
RITVNPDTSRNQFTLQLNSVTPEDTALYYCARGYSS
SFDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNT
KVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGV

EVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNG

KEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLP
PSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPVLDSDGSFLLYSKLTVDKSRWQEGNV

FSCSVMHEALHNHYTQKSLSLSLGK

113109635
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QSALTQPASVSGSPGQSITISCTGTSSNIGTYKFVSW
YQQHPDKAPKVLLYEVSKRPSGVSSRFSGSKSGNT
ASLTISGLQAEDQADYHCVSYAGSGTLLFGGGTKL
LC TVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDF (83
YPGAVTVAWKADSSPVKAGVETTTPSKQSNNKYA

ASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAP

TECS

[0832] {7n4:CD33xCD3EE%; MG AR C3CB189 » HA & CD334E &%
C33B904 F; CD3454" 2 CD3B376 » F12851<C33B904. 7 it KL e 5551 - CD3B376.,
W BB P S BRI RR 1

[0833] EEah A < P PECD33xCD3 8 24884 C3CBI18O H &
TR

CD334%54 1 » HAaE 4R EBSEQ ID NO: 84~ 85~ 86 ~ 87 ~ 88 5289, HCDRI -
HCDR2 - HCDR3 ~ LCDR1 ~ LCDR2ZLCDR3 ; FCD34E& » HaE 437l A
SEQ ID NO: 74 ~ 75 ~ 76 ~ 77 ~ 78 ;797 HCDRI -~ HCDR2 ~ HCDR3 - LCDRI -
LCDR2J%LCDR3 ;

CD334%544, - H/A4SSEQ ID NO: 902 VHESEQ ID NO: 917 VL ; K CD3
4otk - HASSEQ ID NO: 8022 VHESEQ ID NO: 812 VL 5 &

SEQID NO: 927 %—E##(HC1) ~ SEQ ID NO: 93 &% —i&$#(L.C1) ~ SEQ ID
NO: 827 55 —E##(HC2) & SEQ ID NO: 837 5 _#&##(LC2) -

[0834] #iCD33xCD38 R MHIAS (RIgG4FAY -

[0835)] HC1&,&S228P ~ F234A X L235A0 1Y -
5165 H » £ 171 HEHRHAD)

113109635 FEHESE A0202 1133102594-0



202430571

[0836] HC2a,&S228P ~ F234A ~ L235A ~ F405L FzR409KH Y, -

* 12.
& FA SEQ ID NO:
HCDRI1DYAMH 84
HCDR2|GIGWSGGSIVYADSVKG 85
HCDR3|DSPYGDFEDY 86
LCDR1 |[KSSQTVFYSSNNKNYLA 87
LCDR2|[WASTRKS 88
LCDR3|QHYYSTPYT 89

EVQLVESGGGLVQPGRSLRLSCAASGFTFDDYAMH
C33B904
WVRQAPGKGLEWVSGIGWSGGSIVYADSVKGRFTI
VH 90
SRDNAKNSLYLQMNSLRAEDTALYYCAKDSPYGD

FFDYWGQGTLVTVSS

DIVMTQSPDSLAVSLGERATINCKSSQTVFYSSNNK
NYLAWYQQKPGQPPKLLISWASTRKSGVPDRFSGS
VL 91
GSGTDFTLTVSSLQAEDVAVYYCQHYYSTPYTFGQ

GTKLEIK

5166 5 o 171 H(EEBHEREE)
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HC

EVQLVESGGGLVQPGRSLRLSCAASGFTFDDYAMH
WVRQAPGKGLEWVSGIGWSGGSIVYADSVKGRFTI
SRDNAKNSLYLQMNSLRAEDTALYYCAKDSPYGD
FFDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSES
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNT

KVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPK

DTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVE

VHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPP
SQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVF

SCSVMHEALHNHYTQKSLSLSLGK

92

LC

DIVMTQSPDSLAVSLGERATINCKSSQTVFYSSNNK
NYLAWYQQKPGQPPKLLISWASTRKSGVPDRFSGS
GSGTDFTLTVSSLQAEDVAVYYCQHYYSTPYTFGQ
GTKLEIKKAAPSVTLFPPSSEELQANKATLVCLISDF
YPGAVTVAWKGDSSPVKAGVETTTPSKQSNNKYA

ASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAP

TECS

93

[0837] PIRMECDI23xCD3 8 R PiAe (48747 - HEIZCDI23GESE

I3RB218 ;2 CD345 &2 CD3B219 874747 AW02016036937A1H - FR13Z

I3RB218 Z AR P53l - CD3B219.Z R ARG Fr AR R4

[0838) B {EH ZPIRIECDI23xCD3ER RIS #8747 HEE T

sl

113109635

5167 H - £ 171 HEVERAE)

FEHESE A0202

1133102594-0
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CDI12345 &4 HAa 255 R ASEQID NO: 9495969~ 10 %592 HCDRI1 -

HCDR2 - HCDR3 ~ LCDRI ~ LCDR2 & LCDR3 ; KCD3%45E &1, - HAE &5 R B

SEQ ID NO: 33 ~ 34 ~ 35 ~ 36 ~ 37 238 ZHCDRI1 - HCDR2 » HCDR3 ~ LCDRI -

LCDR2 K, LLCDR3 ;

CDI123%5 43, > HELESEQID NO: 1002 VH K SEQID NO: 61 2 VL ; K CD3

4EetE - HAaESEQID NO: 39 2 VHESEQ ID NO: 40 2 VL ; K&

SEQ ID NO: 1022 §5—Z&§#(HC1) ~ SEQ ID NO: 6327 S—E#(LC1) ~ SEQ

ID NO: 41 725 " Ef#HC2) & SEQ ID NO: 427 25 i p#H(LC2) -

[0839] $1CDI123xCD3%EsT M HiAS (1G4 -

[0840) HC1/14S228P ~ F234A K, L235AHI{Y -

[0841)] HC2a,&S228P ~ F234A ~ L235A ~ F405L FzR409KH Y, -

% 13.
&g |7 SEQ ID NO:
HCDRI1|GYWMH 94
HCDR2|AIRSDGSSKYYADSVKG 95
HCDR3|DGVIEDTFDY 96
LCDR1[RASQSVSSYLA 0
LCDR2[DASNRAT 10
13RB218
LCDR3|QQRSNWPLT 59
EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYWMH
WVRQAPGKGLEWVSAIRSDGSSKYYADSVKGRFTI
v SRDNSKNTLYLQMNSLRAEDTAVYYCAKDGVIEDT 100
FDYWGQGTLVTVSS

5168 B o 171 H(EEBHEREE)
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VL

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWY
QQKPGQAPRLLIYDASNRATGIPARFSGSGSGTDFT

LTISSLEPEDFAVYYCQOQRSNWPLTFGQGTKVEIK

61

HC

EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYWMH
WVRQAPGKGLEWVSAIRSDGSSKYYADSVKGRFTI
SRDNSKNTLYLQMNSLRAEDTAVYYCAKDGVIEDT
FDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSEST
AALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTK
VDKRVESKYGPPCPPCPAPEAAGGPS VFLFPPKPKD
TLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEV
HNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKE
Y KCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQ
EEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCS

VMHEALHNHYTQKSLSLSLGK

102

LC

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWY
QQKPGQAPRLLIYDASNRATGIPARFSGSGSGTDFT
LTISSLEPEDFAVYYCQQRSNWPLTFGQGTKVEIKR
TVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA

KVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL

TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

63

113109635

[0842] by 1 ST CD38 B8 TE A% PR TATR S 2 o 0] R
LRI » 15 B 2 TR e Rl A HEBIRT 4 & B (3540CD123~ CD33 -
PSMA ~ TMEFF2 4L ) (90187 (A B8 S R AR » B/ P E e g

5169 B o 171 H(EEBHEREE)

FEHESE A0202

1133102594-0
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AMAE % - R AIAERO R A RE L S B iR (A B B 0 E PP 2 HTCD38 kg
FFe B ICD38HIRR W/ an(FREHYPB-MNCE RGP € - H AL < 288 1 etk
REHFPE - AEFERIT > TAMETE RUGHE] K HTCD38HiAG (Rl 25!
USSR P S Ui uhe e A E R SRSy BN (VLM v L iy i il
e

[0843] fiCD384iAe ¥/~ CD123xCD3 R Z AR /1 < R B AR
AR ({58 FA CD123[5 14 R FR AR REEE A AMLAE T - SUAHAE 258 0 AMLA A %
KGla » HL605KMOLMI13(E & B R4HAEREE -

[0844] fiCD384iAe ¥~ CD33xCD3 47 ZL RS /1. M <A AR
AT ({8 FE CD33 5 M R R At AEsE A0 AMLEEE ~ SICAAE B0 AMLAHAE %
KGla » HL605KMOLMI13(E & B R4HAEREE -

[0845] fiCD384iAe ¥ x TMEFF2xCD3 855 L FaG 4t/ < FE g s A%
U (5 (3 FH TMEFRF2 (551 el g AR A0 Ln CPAAE {F fy HARAHREEFE

[0846] fiCD38iAe T FRPSMAXCD3S 4 E I HTAG I/ 1 < FE TR IR A R
HYSEUE ({5 F TMEFF2 (51 R g A s LnCPAIAE {F Fy HARAHAEEFE

[0847] HERZHICD38HIAGECATICD38T AR B Ry tlJih < (S S EEHY
PBMCE(BM-MNC{# 2 {E Ry e dilAd -

(0848] A& dsz ffirersek o B 10 o RIS R A 21 ] DA A SRR
BEHE B FT 22 (R B H i A m A SR I E I B iz F 2 (b
e - NIt - SCRATS R A EE B S fEprA I FEE R - HABHRA

ST EL B R RS -

5170 H - £ 171 HEEPIERAE)

113109635 FEHESE A0202 1133102594-0
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BB HESCE LS AT AGEAAS S -

5171 H - 4 171 HEVERAE)

1133102594-0
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113128-seq
R dlEs

<110> EEEEEYIFHY/AE JANSSEN BIOTECH, INC.)
{7 B EH R ER B R B & (STICHTING VUMO)

<120> JERRREAE R SR TATNE 8 7 (R e AR 2 Ay 54
<130> JBI5161WOPCT

<140> 113109635
<141> 2019-05-16

<150> 62672222
<151> 2018-05-16

<150> 62736804
<151> 2018-09-26

<150> 62842080
<151> 2019-05-02

<160> 105

<170> Patentln version 3.5

<210> 1

<211> 300

<212> PRT

<213> %2 A (Homo sapiens)

<400> 1

Met Ala Asn Cys Glu Phe Ser Pro Val Ser Gly Asp Lys Pro Cys Cys
1 5 10 15

Arg Leu Ser Arg Arg Ala Gln Leu Cys Leu Gly Val Ser Ile Leu Val
20 25 30

Leu Ile Leu Val Val Val Leu Ala Val Val Val Pro Arg Trp Arg Gln
35 40 45

GIn Trp Ser Gly Pro Gly Thr Thr Lys Arg Phe Pro Glu Thr Val Leu
50 55 60

Ala Arg Cys Val Lys Tyr Thr Glu Ile His Pro Glu Met Arg His Val
65 70 75 80

Asp Cys Gln Ser Val Trp Asp Ala Phe Lys Gly Ala Phe Ile Ser Lys
85 90 95

F1H
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113128-seq

His Pro Cys Asn Ile Thr Glu Glu Asp Tyr Gln Pro Leu Met Lys Leu
100 105 110

Gly Thr GIn Thr Val Pro Cys Asn Lys Ile Leu Leu Trp Ser Arg Ile
115 120 125

Lys Asp Leu Ala His GIn Phe Thr Gln Val Gln Arg Asp Met Phe Thr
130 135 140

Leu Glu Asp Thr Leu Leu Gly Tyr Leu Ala Asp Asp Leu Thr Trp Cys
145 150 155 160

Gly Glu Phe Asn Thr Ser Lys Ile Asn Tyr Gln Ser Cys Pro Asp Trp
165 170 175

Arg Lys Asp Cys Ser Asn Asn Pro Val Ser Val Phe Trp Lys Thr Val
180 185 190

Ser Arg Arg Phe Ala Glu Ala Ala Cys Asp Val Val His Val Met Leu
195 200 205

Asn Gly Ser Arg Ser Lys Ile Phe Asp Lys Asn Ser Thr Phe Gly Ser
210 215 220

Val Glu Val His Asn Leu Gln Pro Glu Lys Val Gln Thr Leu Glu Ala
225 230 235 240

Trp Val Ile His Gly Gly Arg Glu Asp Ser Arg Asp Leu Cys Gln Asp
245 250 255

Pro Thr Ile Lys Glu Leu Glu Ser Ile Ile Ser Lys Arg Asn Ile Gln
260 265 270

Phe Ser Cys Lys Asn Ile Tyr Arg Pro Asp Lys Phe Leu Gln Cys Val
275 280 285

Lys Asn Pro Glu Asp Ser Ser Cys Thr Ser Glu Ile
290 295 300

210> 2
211> 184
E2H

113109635 FEHESE A0202 1133102594-0



202430571

113128-seq
<212> PRT
<213> %2 A (Homo sapiens)
<400> 2
Met Leu Gln Met Ala Gly Gln Cys Ser GIn Asn Glu Tyr Phe Asp Ser
1 5 10 15

Leu Leu His Ala Cys Ile Pro Cys Gln Leu Arg Cys Ser Ser Asn Thr
20 25 30

Pro Pro Leu Thr Cys Gln Arg Tyr Cys Asn Ala Ser Val Thr Asn Ser
35 40 45

Val Lys Gly Thr Asn Ala Ile Leu Trp Thr Cys Leu Gly Leu Ser Leu
50 55 60

Ile Tle Ser Leu Ala Val Phe Val Leu Met Phe Leu Leu Arg Lys Ile
65 70 75 80

Asn Ser Glu Pro Leu Lys Asp Glu Phe Lys Asn Thr Gly Ser Gly Leu
85 90 95

Leu Gly Met Ala Asn Ile Asp Leu Glu Lys Ser Arg Thr Gly Asp Glu
100 105 110

Ile Ile Leu Pro Arg Gly Leu Glu Tyr Thr Val Glu Glu Cys Thr Cys
115 120 125

Glu Asp Cys Ile Lys Ser Lys Pro Lys Val Asp Ser Asp His Cys Phe
130 135 140

Pro Leu Pro Ala Met Glu Glu Gly Ala Thr Ile Leu Val Thr Thr Lys
145 150 155 160

Thr Asn Asp Tyr Cys Lys Ser Leu Pro Ala Ala Leu Ser Ala Thr Glu
165 170 175

Ile Glu Lys Ser Ile Ser Ala Arg
180

210> 3
211> 207
F3H
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113128-seq
<212> PRT
<213> %2 A (Homo sapiens)
<400> 3
Met Gln Ser Gly Thr His Trp Arg Val Leu Gly Leu Cys Leu Leu Ser
1 5 10 15

Val Gly Val Trp Gly Gln Asp Gly Asn Glu Glu Met Gly Gly Ile Thr
20 25 30

Gln Thr Pro Tyr Lys Val Ser Ile Ser Gly Thr Thr Val Ile Leu Thr
35 40 45

Cys Pro Gln Tyr Pro Gly Ser Glu Ile Leu Trp Gln His Asn Asp Lys
50 55 60

Asn Ile Gly Gly Asp Glu Asp Asp Lys Asn Ile Gly Ser Asp Glu Asp
65 70 75 80

His Leu Ser Leu Lys Glu Phe Ser Glu Leu Glu Gln Ser Gly Tyr Tyr
85 90 95

Val Cys Tyr Pro Arg Gly Ser Lys Pro Glu Asp Ala Asn Phe Tyr Leu
100 105 110

Tyr Leu Arg Ala Arg Val Cys Glu Asn Cys Met Glu Met Asp Val Met
115 120 125

Ser Val Ala Thr Ile Val Ile Val Asp Ile Cys Ile Thr Gly Gly Leu
130 135 140

Leu Leu Leu Val Tyr Tyr Trp Ser Lys Asn Arg Lys Ala Lys Ala Lys
145 150 155 160

Pro Val Thr Arg Gly Ala Gly Ala Gly Gly Arg Gln Arg Gly Gln Asn
165 170 175

Lys Glu Arg Pro Pro Pro Val Pro Asn Pro Asp Tyr Glu Pro Ile Arg
180 185 190

Lys Gly GIn Arg Asp Leu Tyr Ser Gly Leu Asn Gln Arg Arg Ile
195 200 205
F4H
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113128-seq

<210> 4

211> 122
<212> PRT
Q213> AT

<220>
<223> HigeVH

<400> 4
Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Val Ser Gly Phe Thr Phe Asn Ser Phe
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Ala Ile Ser Gly Ser Gly Gly Gly Thr Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Phe Cys
85 90 95

Ala Lys Asp Lys Ile Leu Trp Phe Gly Glu Pro Val Phe Asp Tyr Tip
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 5

211> 107
<212> PRT
Q213> AT

<220>
<223> Fifg VL

<400> 5
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
£5H
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113128-seq
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln GIn Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45

Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Pro
85 90 95

Thr Phe Gly GIn Gly Thr Lys Val Glu Ile Lys
100 105

<210> 6

211> 5

<212> PRT
Q213> AT

<220>
<223> HiAEHCDRI

<400> 6
Ser Phe Ala Met Ser
1 5

<210> 7

211> 17

<212> PRT
Q213> AT

<220>
<223> BHiAEHCDR2

<400> 7

Ala Ile Ser Gly Ser Gly Gly Gly Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

F6H
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113128-seq
Gly

<210> 8

211> 13

<212> PRT
Q213> AT

<220>
<223> HiAEHCDR3

<400> 8

Asp Lys Ile Leu Trp Phe Gly Glu Pro Val Phe Asp Tyr
1 5 10

<210> 9

211> 11

<212> PRT
Q213> AT

<220>
<223> FHAELCDRI1

<400> 9
Arg Ala Ser Gln Ser Val Ser Ser Tyr Leu Ala
1 5 10

<210> 10

L211> 7

<212> PRT
Q213> AT

<220>
<223> PiAZLCDR2

<400> 10
Asp Ala Ser Asn Arg Ala Thr
1 5

<210> 11

211> 10

<212> PRT
Q213> AT

<220>
<223> H1A8LCDR3

<400> 11
FT1H
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113128-seq

Gln Gln Arg Ser Asn Trp Pro Pro Thr Phe
1 5 10

<210> 12

211> 452
<212> PRT
Q213> AT

<220> \
<223> HiASE

<400> 12

Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Val Ser Gly Phe Thr Phe Asn Ser Phe
20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Ala Ile Ser Gly Ser Gly Gly Gly Thr Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Phe Cys
85 90 95

Ala Lys Asp Lys Ile Leu Trp Phe Gly Glu Pro Val Phe Asp Tyr Tip
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro
115 120 125

Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr
130 135 140

Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr
145 150 155 160

%8 H
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113128-seq

Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro
165 170 175

Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr
180 185 190

Val Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr Ile Cys Asn Val Asn
195 200 205

His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Pro Lys Ser
210 215 220

Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu
225 230 235 240

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
245 250 255

Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
260 265 270

His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu
275 280 285

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr
290 295 300

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
305 310 315 320

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
325 330 335

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
340 345 350

Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val
355 360 365

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
370 375 380

%®9H
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113128-seq

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
385 390 395 400

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
405 410 415

Val Asp Lys Ser Arg Trp Gln GIn Gly Asn Val Phe Ser Cys Ser Val
420 425 430

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
435 440 445

Ser Pro Gly Lys
450

<210> 13

211> 214
<212> PRT
Q213> AT

<220> B
<223> PiASEciH

<400> 13

Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln GIn Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45

Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Pro
85 90 95

FI0H
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113128-seq

Thr Phe Gly GIn Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 14

<211> 120
<212> PRT
Q213> AT

<220>
<223> mAb 003 VH

<400> 14
Gln Val GIn Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Gly Thr Phe Ser Ser Tyr
20 25 30

Ala Phe Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Arg Val Ile Pro Phe Leu Gly Ile Ala Asn Ser Ala GIn Lys Phe
E11H
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202430571

113128-seq
50 55 60

GlIn Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Asp Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Asp Ile Ala Ala Leu Gly Pro Phe Asp Tyr Trp Gly Gln
100 105 110

Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 15

211> 107
<212> PRT
Q213> AT

<220>
<223> mAb 003 VL

<400> 15
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
20 25 30

Leu Ala Trp Tyr Gln GIn Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
35 40 45

Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Ser Tyr Pro Arg
85 90 95

Thr Phe Gly GIn Gly Thr Lys Val Glu Ile Lys
100 105
E12H
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<210> 16

211> 122
<212> PRT
Q213> AT

<220>
<223> mAb 024 VH

<400> 16
Glu Val GIn Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15

Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe Ser Asn Tyr
20 25 30

Trp lle Gly Trp Val Arg Gln Met Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

Gly Ile Ile Tyr Pro His Asp Ser Asp Ala Arg Tyr Ser Pro Ser Phe
50 55 60

Gln Gly Gln Val Thr Phe Ser Ala Asp Lys Ser Ile Ser Thr Ala Tyr
65 70 75 80

Leu Gln Trp Ser Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95

Ala Arg His Val Gly Trp Gly Ser Arg Tyr Trp Tyr Phe Asp Leu Trp
100 105 110

Gly Arg Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 17

211> 107
<212> PRT
Q213> AT

<220>
<223> mAb 024 VL

<400> 17
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
F13H
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113128-seq
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln GIn Lys Pro Gly Gln Ala Pro Gly Leu Leu Ile
35 40 45

Tyr Asp Ala Ser Asn Arg Ala Ser Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Leu
85 90 95

Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

<210> 18

<211> 120
<212> PRT
Q213> AT

<220>
<223> MOR-202 VH

<400> 18
Gln Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Tyr Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Gly Ile Ser Gly Asp Pro Ser Asn Thr Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
F14H
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Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Leu Pro Leu Val Tyr Thr Gly Phe Ala Tyr Trp Gly Gln
100 105 110

Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 19

<211> 109
<212> PRT
Q213> AT

<220>
<223> MOR-202 VL

<400> 19
Asp Ile Glu Leu Thr Gln Pro Pro Ser Val Ser Val Ala Pro Gly GIn
1 5 10 15

Thr Ala Arg Ile Ser Cys Ser Gly Asp Asn Leu Arg His Tyr Tyr Val
20 25 30

Tyr Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Val Leu Val Ile Tyr
35 40 45

Gly Asp Ser Lys Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Gly Thr Gln Ala Glu
65 70 75 80

Asp Glu Ala Asp Tyr Tyr Cys GIn Thr Tyr Thr Gly Gly Ala Ser Leu
85 90 95

Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gln
100 105

<210> 20
211> 120
<212> PRT

FISH
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Q213> ANTFA
<220> B
<223> Frb2E B i(isatuximab) VH
<400> 20
Gln Val GIn Leu Val Gln Ser Gly Ala Glu Val Ala Lys Pro Gly Thr
1 5 10 15

Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr
20 25 30

Trp Met Gln Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Thr Ile Tyr Pro Gly Asp Gly Asp Thr Gly Tyr Ala GIn Lys Phe
50 55 60

Gln Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Lys Thr Val Tyr
65 70 75 80

Met His Leu Ser Ser Leu Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Gly Asp Tyr Tyr Gly Ser Asn Ser Leu Asp Tyr Trp Gly Gln
100 105 110

Gly Thr Ser Val Thr Val Ser Ser
115 120

<210> 21

211> 107
<212> PRT
Q213> AT

<220> B
<223> b2 E B i(isatuximab) VL

<400> 21

Asp Ile Val Met Thr GIn Ser His Leu Ser Met Ser Thr Ser Leu Gly

1 5 10 15

Asp Pro Val Ser Ile Thr Cys Lys Ala Ser Gln Asp Val Ser Thr Val
20 25 30

F16H
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Val Ala Trp Tyr Gln GIn Lys Pro Gly Gln Ser Pro Arg Arg Leu Ile
35 40 45

Tyr Ser Ala Ser Tyr Arg Tyr Ile Gly Val Pro Asp Arg Phe Thr Gly
50 55 60

Ser Gly Ala Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Val Gln Ala
65 70 75 80

Glu Asp Leu Ala Val Tyr Tyr Cys Gln Gln His Tyr Ser Pro Pro Tyr
85 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys

100 105
210> 22
Q211> 104
<212> PRT
<213> %2 A (Homo sapiens)
<400> 22
Asp Gly Asn Glu Glu Met Gly Gly Ile Thr Gln Thr Pro Tyr Lys Val
1 5 10 15

Ser Ile Ser Gly Thr Thr Val Ile Leu Thr Cys Pro GIn Tyr Pro Gly
20 25 30

Ser Glu Ile Leu Trp Gln His Asn Asp Lys Asn Ile Gly Gly Asp Glu
35 40 45

Asp Asp Lys Asn Ile Gly Ser Asp Glu Asp His Leu Ser Leu Lys Glu
50 55 60

Phe Ser Glu Leu Glu Gln Ser Gly Tyr Tyr Val Cys Tyr Pro Arg Gly
65 70 75 80

Ser Lys Pro Glu Asp Ala Asn Phe Tyr Leu Tyr Leu Arg Ala Arg Val
85 90 95

Cys Glu Asn Cys Met Glu Met Asp
100
B17H
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<210> 23

L211> 7

<212> PRT
Q213> AT

<220>
<223> BCMB69 HCDR1

<400> 23
Ser Gly Ser Tyr Phe Trp Gly
1 5

<210> 24

211> 16

<212> PRT
Q213> AT

<220>
<223> BCMB69 HCDR?

<400> 24
Ser Ile Tyr Tyr Ser Gly Ile Thr Tyr Tyr Asn Pro Ser Leu Lys Ser
1 5 10 15

<210> 25

211> 11

<212> PRT
Q213> AT

<220>
<223> BCMB69 HCDR3

<400> 25
His Asp Gly Ala Val Ala Gly Leu Phe Asp Tyr
1 5 10

<210> 26

211> 11

<212> PRT
Q213> AT

<220>
<223> BCMB69 LCDR1

<400> 26
Gly Gly Asn Asn Ile Gly Ser Lys Ser Val His
E18H
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<210> 27

L211> 7

<212> PRT
Q213> AT

<220>
<223> BCMB69 LCDR?

<400> 27
Asp Asp Ser Asp Arg Pro Ser
1 5

<210> 28

211> 11

<212> PRT
Q213> AT

<220>
<223> BCMB69 LCDR3

<400> 28
Gln Val Trp Asp Ser Ser Ser Asp His Val Val
1 5 10

<210> 29

211> 121
<212> PRT
Q213> AT

<220>
<223> BCMB69 VH

<400> 29
Gln Leu GIn Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Ser Ser Gly
20 25 30

Ser Tyr Phe Trp Gly Trp Ile Arg GIn Pro Pro Gly Lys Gly Leu Glu
35 40 45

Trp Ile Gly Ser Ile Tyr Tyr Ser Gly Ile Thr Tyr Tyr Asn Pro Ser
50 55 60
F19H
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Leu Lys Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe
65 70 75 80

Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr
85 90 95

Cys Ala Arg His Asp Gly Ala Val Ala Gly Leu Phe Asp Tyr Trp Gly
100 105 110

GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 30

211> 111
<212> PRT
Q213> AT

<220>
<223> BCMB69 VL

<400> 30

Ser Tyr Val Leu Thr Gln Pro Pro Ser Val Ser Val Ala Pro Gly GIn
1 5 10 15

Thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val
20 25 30

His Trp Tyr Gln Gln Pro Pro Gly Gln Ala Pro Val Val Val Val Tyr
35 40 45

Asp Asp Ser Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg Val Glu Ala Gly
65 70 75 80

Asp Glu Ala Val Tyr Tyr Cys Gln Val Trp Asp Ser Ser Ser Asp His
85 90 95

Val Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gln Pro
100 105 110

F20H
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<210> 31

<211> 448
<212> PRT
Q213> AT

<220>
<223> BCMB69 HC

<400> 31

Gln Leu GIn Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Ser Ser Gly
20 25 30

Ser Tyr Phe Trp Gly Trp Ile Arg GIn Pro Pro Gly Lys Gly Leu Glu
35 40 45

Trp Ile Gly Ser Ile Tyr Tyr Ser Gly Ile Thr Tyr Tyr Asn Pro Ser
50 55 60

Leu Lys Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe
65 70 75 80

Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr
85 90 95

Cys Ala Arg His Asp Gly Ala Val Ala Gly Leu Phe Asp Tyr Trp Gly
100 105 110

GIn Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser
115 120 125

Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala
130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val
145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala
165 170 175

=]
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Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val
180 185 190

Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp His
195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly
210 215 220

Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser
225 230 235 240

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
245 250 255

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro
260 265 270

Glu Val GIn Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
275 280 285

Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val Val
290 295 300

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr
305 310 315 320

Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr
325 330 335

Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350

Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys
355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380

Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
385 390 395 400

FNH
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Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser
405 410 415

Arg Trp GIn Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
420 425 430

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys
435 440 445

<210> 32

211> 214
<212> PRT
Q213> AT

<220>
<223> BCMB69 1L.C

<400> 32

Ser Tyr Val Leu Thr Gln Pro Pro Ser Val Ser Val Ala Pro Gly GIn
1 5 10 15

Thr Ala Arg Ile Thr Cys Gly Gly Asn Asn Ile Gly Ser Lys Ser Val
20 25 30

His Trp Tyr Gln Gln Pro Pro Gly Gln Ala Pro Val Val Val Val Tyr
35 40 45

Asp Asp Ser Asp Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser
50 55 60

Asn Ser Gly Asn Thr Ala Thr Leu Thr Ile Ser Arg Val Glu Ala Gly
65 70 75 80

Asp Glu Ala Val Tyr Tyr Cys Gln Val Trp Asp Ser Ser Ser Asp His
85 90 95

Val Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gln Pro Lys
100 105 110

Ala Ala Pro Ser Val Thr Leu Phe Pro Pro Ser Ser Glu Glu Leu Gln
115 120 125

E2BH
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Ala Asn Lys Ala Thr Leu Val Cys Leu Ile Ser Asp Phe Tyr Pro Gly
130 135 140

Ala Val Thr Val Ala Trp Lys Gly Asp Ser Ser Pro Val Lys Ala Gly
145 150 155 160

Val Glu Thr Thr Thr Pro Ser Lys Gln Ser Asn Asn Lys Tyr Ala Ala
165 170 175

Ser Ser Tyr Leu Ser Leu Thr Pro Glu GIn Trp Lys Ser His Arg Ser
180 185 190

Tyr Ser Cys Gln Val Thr His Glu Gly Ser Thr Val Glu Lys Thr Val
195 200 205

Ala Pro Thr Glu Cys Ser
210

<210> 33

211> 5

<212> PRT
Q213> AT

<220>
<223> CD3B219 HCDR1

<400> 33
Thr Tyr Ala Met Asn
1 5

<210> 34

211> 19

<212> PRT
Q213> AT

<220>
<223> CD3B219 HCDR?

<400> 34
Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Ala Ser
1 5 10 15

Val Lys Gly

5524 11
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<210> 35

211> 14

<212> PRT
Q213> AT

<220>
<223> CD3B219 HCDR3

<400> 35

His Gly Asn Phe Gly Asn Ser Tyr Val Ser Trp Phe Ala Tyr
1 5 10

<210> 36

211> 14

<212> DNA
Q213> AT

<220>
<223> CD3B219 LCDR1

<220>

<221> misc_feature
<222> (1D..(1D)

223> nfka~c~ g~ 3kt

<220>

<221> misc_feature
<222> (14)..(14)

223> nfka~c~ g~ 3kt

<400> 36
rsstgavtts nyan 14

<210> 37

L211> 7

<212> PRT
Q213> AT

<220>
<223> CD3B219 LCDR?

<400> 37
Gly Thr Asn Lys Arg Ala Pro
1 5

<210> 38
211> 9
<212> PRT

E2H
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Q213> ANTFA

<220>
<223> CD3B219 LCDR3

<400> 38
Ala Leu Trp Tyr Ser Asn Leu Trp Val
1 5

<210> 39

211> 125
<212> PRT
Q213> AT

<220>
<223> CD3B219 VH

<400> 39
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Thr Tyr
20 25 30

Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Ala
50 55 60

Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Ser
65 70 75 80

Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95

Tyr Cys Ala Arg His Gly Asn Phe Gly Asn Ser Tyr Val Ser Trp Phe
100 105 110

Ala Tyr Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120 125

<210> 40
211> 112
F26 H

113109635 FEHESE A0202 1133102594-0



202430571

113128-seq
<212> PRT
Q213> ANTFA

<220>
<223> CD3BB219 VL

<400> 40
GlIn Thr Val Val Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly
1 5 10 15

Thr Val Thr Leu Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr Ser
20 25 30

Asn Tyr Ala Asn Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly
35 40 45

Leu Ile Gly Gly Thr Asn Lys Arg Ala Pro Gly Thr Pro Ala Arg Phe
50 55 60

Ser Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val
65 70 75 80

Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Ala Leu Trp Tyr Ser Asn
85 90 95

Leu Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gln Pro
100 105 110

<210> 41

211> 452
<212> PRT
Q213> AT

<220>
<223> CD3B219 HC

<400> 41
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Thr Tyr
20 25 30

Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
B H
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35 40 45

Ala Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Ala
50 55 60

Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ser Lys Asn Ser
65 70 75 80

Leu Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
85 90 95

Tyr Cys Ala Arg His Gly Asn Phe Gly Asn Ser Tyr Val Ser Trp Phe
100 105 110

Ala Tyr Trp Gly GlIn Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr
115 120 125

Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser
130 135 140

Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu
145 150 155 160

Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His
165 170 175

Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser
180 185 190

Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys
195 200 205

Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu
210 215 220

Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala
225 230 235 240

Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu
245 250 255

F28H
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Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser
260 265 270

Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu
275 280 285

Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr
290 295 300

Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn
305 310 315 320

Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser
325 330 335

Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln
340 345 350

Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val
355 360 365

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
370 375 380

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
385 390 395 400

Pro Val Leu Asp Ser Asp Gly Ser Phe Leu Leu Tyr Ser Lys Leu Thr
405 410 415

Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val
420 425 430

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu
435 440 445

Ser Leu Gly Lys
450

<210> 42
211> 215
<212> PRT

F£29H
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Q213> ANTFA

<220>
<223> CD3219 LC

<400> 42

GlIn Thr Val Val Thr Gln Glu Pro Ser Leu Thr Val Ser Pro Gly Gly
1 5 10 15

Thr Val Thr Leu Thr Cys Arg Ser Ser Thr Gly Ala Val Thr Thr Ser
20 25 30

Asn Tyr Ala Asn Trp Val Gln Gln Lys Pro Gly Gln Ala Pro Arg Gly
35 40 45

Leu Ile Gly Gly Thr Asn Lys Arg Ala Pro Gly Thr Pro Ala Arg Phe
50 55 60

Ser Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val
65 70 75 80

Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Ala Leu Trp Tyr Ser Asn
85 90 95

Leu Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gln Pro
100 105 110

Lys Ala Ala Pro Ser Val Thr Leu Phe Pro Pro Ser Ser Glu Glu Leu
115 120 125

Gln Ala Asn Lys Ala Thr Leu Val Cys Leu Ile Ser Asp Phe Tyr Pro
130 135 140

Gly Ala Val Thr Val Ala Trp Lys Ala Asp Ser Ser Pro Val Lys Ala
145 150 155 160

Gly Val Glu Thr Thr Thr Pro Ser Lys Gln Ser Asn Asn Lys Tyr Ala
165 170 175

Ala Ser Ser Tyr Leu Ser Leu Thr Pro Glu Gln Trp Lys Ser His Arg
180 185 190

F30H
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Ser Tyr Ser Cys Gln Val Thr His Glu Gly Ser Thr Val Glu Lys Thr
195 200 205

Val Ala Pro Thr Glu Cys Ser
210 215

<210> 43

211> 5

<212> PRT
Q213> AT

<220>
<223> GC5B596 HCDR1

<400> 43
Gly Tyr Thr Met Asn
1 5

<210> 44

211> 17

<212> PRT
Q213> AT

<220>
<223> GC5B596 HCDR?

<400> 44
Leu Ile Asn Pro Tyr Asn Ser Asp Thr Asn Tyr Ala Gln Lys Leu Gln
1 5 10 15

Gly

<210> 45

211> 9

<212> PRT
Q213> AT

<220>
<223> GC5B596 HCDR3

<400> 45
Val Ala Leu Arg Val Ala Leu Asp Tyr
1 5
<210> 46
B3l H
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211> 11
<212> PRT
Q213> AT

<220>
<223> GC5B596 LCDR1

<400> 46
Lys Ala Ser Gln Asn Val Ala Thr His Val Gly
1 5 10

<210> 47

L211> 7

<212> PRT
Q213> AT

<220>
<223> GC5B596 LCDR?2

<400> 47
Ser Ala Ser Tyr Arg Tyr Ser
1 5

<210> 48

211> 9

<212> PRT
Q213> AT

<220>
<223> GC5B596 LCDR3

<400> 48
Gln Gln Tyr Asn Arg Tyr Pro Tyr Thr
1 5

<210> 49

<211> 118
<212> PRT
Q213> AT

<220>
<223> GC5B596 VH

<400> 49

Gln Val GIn Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

$32H
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Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Gly Tyr
20 25 30

Thr Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Leu Ile Asn Pro Tyr Asn Ser Asp Thr Asn Tyr Ala GIn Lys Leu
50 55 60

Gln Gly Arg Val Thr Met Thr Thr Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Val Ala Leu Arg Val Ala Leu Asp Tyr Trp Gly Gln Gly Thr
100 105 110

Leu Val Thr Val Ser Ser
115

<210> 50

211> 107
<212> PRT
Q213> AT

<220>
<223> GC5B596 VL

<400> 50
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Ala Thr His
20 25 30

Val Gly Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Arg Leu Ile
35 40 45

Tyr Ser Ala Ser Tyr Arg Tyr Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Asn Leu Gln Pro
£33 H
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65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Arg Tyr Pro Tyr
85 90 95

Thr Phe Gly GIn Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 51

211> 445
<212> PRT
Q213> AT

<220>
<223> GC5B596 HC

<400> 51
Gln Val GIn Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Gly Tyr
20 25 30

Thr Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Leu Ile Asn Pro Tyr Asn Ser Asp Thr Asn Tyr Ala GIn Lys Leu
50 55 60

Gln Gly Arg Val Thr Met Thr Thr Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Val Ala Leu Arg Val Ala Leu Asp Tyr Trp Gly Gln Gly Thr
100 105 110

Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro
115 120 125

Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly
130 135 140
B34 H
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Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn
145 150 155 160

Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln
165 170 175

Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser
180 185 190

Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser
195 200 205

Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys
210 215 220

Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val Phe Leu
225 230 235 240

Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu
245 250 255

Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln
260 265 270

Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys
275 280 285

Pro Arg Glu Glu GIn Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu
290 295 300

Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys
305 310 315 320

Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys
325 330 335

Ala Lys Gly Gln Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser
340 345 350

GlIn Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys
B35 H
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355 360 365

Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln
370 375 380

Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly
385 390 395 400

Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser Arg Trp Gln
405 410 415

Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn
420 425 430

His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys
435 440 445

<210> 52

<211> 210
<212> PRT
Q213> AT

<220>
<223> GC5B596 LC

<400> 52
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Ala Thr His
20 25 30

Val Gly Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Arg Leu Ile
35 40 45

Tyr Ser Ala Ser Tyr Arg Tyr Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Asn Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn Arg Tyr Pro Tyr
85 90 95
F36H
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Thr Phe Gly GIn Gly Thr Lys Leu Glu Ile Lys Lys Ala Ala Pro Ser
100 105 110

Val Thr Leu Phe Pro Pro Ser Ser Glu Glu Leu Gln Ala Asn Lys Ala
115 120 125

Thr Leu Val Cys Leu Ile Ser Asp Phe Tyr Pro Gly Ala Val Thr Val
130 135 140

Ala Trp Lys Gly Asp Ser Ser Pro Val Lys Ala Gly Val Glu Thr Thr
145 150 155 160

Thr Pro Ser Lys GIn Ser Asn Asn Lys Tyr Ala Ala Ser Ser Tyr Leu
165 170 175

Ser Leu Thr Pro Glu GIn Trp Lys Ser His Arg Ser Tyr Ser Cys Gln
180 185 190

Val Thr His Glu Gly Ser Thr Val Glu Lys Thr Val Ala Pro Thr Glu
195 200 205

Cys Ser
210

<210> 53

<211> 500
<212> PRT
Q213> AT

<220>

Ry =l =1=1

<223> B E EPi(blinatumomab)
<400> 53

Asp Ile Gln Leu Thr Gln Ser Pro Ala Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Gln Arg Ala Thr Ile Ser Cys Lys Ala Ser Gln Ser Val Asp Tyr Asp
20 25 30

Gly Asp Ser Tyr Leu Asn Trp Tyr Gln Gln Ile Pro Gly Gln Pro Pro
35 40 45

$3TH
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Lys Leu Leu Ile Tyr Asp Ala Ser Asn Leu Val Ser Gly Ile Pro Pro
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Asn Ile His
65 70 75 80

Pro Val Glu Lys Val Asp Ala Ala Thr Tyr His Cys Gln Gln Ser Thr
85 90 95

Glu Asp Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Gly
100 105 110

Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gln Val
115 120 125

Gln Leu GIn GIn Ser Gly Ala Glu Leu Val Arg Pro Gly Ser Ser Val
130 135 140

Lys Ile Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Ser Tyr Trp Met
145 150 155 160

Asn Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile Gly Gln
165 170 175

Ile Trp Pro Gly Asp Gly Asp Thr Asn Tyr Asn Gly Lys Phe Lys Gly
180 185 190

Lys Ala Thr Leu Thr Ala Asp Glu Ser Ser Ser Thr Ala Tyr Met Gln
195 200 205

Leu Ser Ser Leu Ala Ser Glu Asp Ser Ala Val Tyr Phe Cys Ala Arg
210 215 220

Arg Glu Thr Thr Thr Val Gly Arg Tyr Tyr Tyr Ala Met Asp Tyr Trp
225 230 235 240

Gly Gln Gly Thr Thr Val Thr Val Ser Ser Gly Gly Gly Gly Ser Asp
245 250 255

Ile Lys Leu Gln Gln Ser Gly Ala Glu Leu Ala Arg Pro Gly Ala Ser
260 265 270
F38H
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Val Lys Met Ser Cys Lys Thr Ser Gly Tyr Thr Phe Thr Arg Tyr Thr
275 280 285

Met His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile Gly
290 295 300

Tyr Ile Asn Pro Ser Arg Gly Tyr Thr Asn Tyr Asn Gln Lys Phe Lys
305 310 315 320

Asp Lys Ala Thr Leu Thr Thr Asp Lys Ser Ser Ser Thr Ala Tyr Met
325 330 335

Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala
340 345 350

Arg Tyr Tyr Asp Asp His Tyr Cys Leu Asp Tyr Trp Gly Gln Gly Thr
355 360 365

Thr Leu Thr Val Ser Ser Val Glu Gly Gly Ser Gly Gly Ser Gly Gly
370 375 380

Ser Gly Gly Ser Gly Gly Val Asp Asp Ile Gln Leu Thr Gln Ser Pro
385 390 395 400

Ala Ile Met Ser Ala Ser Pro Gly Glu Lys Val Thr Met Thr Cys Arg
405 410 415

Ala Ser Ser Ser Val Ser Tyr Met Asn Trp Tyr Gln Gln Lys Ser Gly
420 425 430

Thr Ser Pro Lys Arg Tip Ile Tyr Asp Thr Ser Lys Val Ala Ser Gly
435 440 445

Val Pro Tyr Arg Phe Ser Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu
450 455 460

Thr Ile Ser Ser Met Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys Gln
465 470 475 480

GlIn Trp Ser Ser Asn Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu
F39H
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485 490 495

Leu Lys His His
500

<210> 54

211> 5

<212> PRT
Q213> AT

<220>
<223> PSMB127 HCDR1

<400> 54
Ser Asp Ala Met His
1 5

<210> 55

211> 17

<212> PRT
Q213> AT

<220>
<223> -PSMB127 HCDR2

<400> 55
Glu Ile Ser Gly Ser Gly Gly Tyr Thr Asn Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 56

211> 15

<212> PRT
Q213> AT

<220>
<223> PSMB127 HCDR3

<400> 56

Asp Ser Tyr Asp Ser Ser Leu Tyr Val Gly Asp Tyr Phe Asp Tyr
1 5 10 15

<210> 57

Q211> 378

F40H
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<212> PRT
<213> %2 A (Homo sapiens)
<400> 57
Met Val Leu Leu Trp Leu Thr Leu Leu Leu Ile Ala Leu Pro Cys Leu
1 5 10 15

Leu Gln Thr Lys Glu Asp Pro Asn Pro Pro Ile Thr Asn Leu Arg Met
20 25 30

Lys Ala Lys Ala GIn Gln Leu Thr Trp Asp Leu Asn Arg Asn Val Thr
35 40 45

Asp Ile Glu Cys Val Lys Asp Ala Asp Tyr Ser Met Pro Ala Val Asn
50 55 60

Asn Ser Tyr Cys GIn Phe Gly Ala Ile Ser Leu Cys Glu Val Thr Asn
65 70 75 80

Tyr Thr Val Arg Val Ala Asn Pro Pro Phe Ser Thr Trp Ile Leu Phe
85 90 95

Pro Glu Asn Ser Gly Lys Pro Trp Ala Gly Ala Glu Asn Leu Thr Cys
100 105 110

Trp Ile His Asp Val Asp Phe Leu Ser Cys Ser Trp Ala Val Gly Pro
115 120 125

Gly Ala Pro Ala Asp Val Gln Tyr Asp Leu Tyr Leu Asn Val Ala Asn
130 135 140

Arg Arg GIn GIn Tyr Glu Cys Leu His Tyr Lys Thr Asp Ala Gln Gly
145 150 155 160

Thr Arg Ile Gly Cys Arg Phe Asp Asp Ile Ser Arg Leu Ser Ser Gly
165 170 175

Ser GlIn Ser Ser His Ile Leu Val Arg Gly Arg Ser Ala Ala Phe Gly
180 185 190

Ile Pro Cys Thr Asp Lys Phe Val Val Phe Ser Gln Ile Glu Ile Leu
195 200 205
4l H
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Thr Pro Pro Asn Met Thr Ala Lys Cys Asn Lys Thr His Ser Phe Met
210 215 220

His Trp Lys Met Arg Ser His Phe Asn Arg Lys Phe Arg Tyr Glu Leu
225 230 235 240

Gln Ile Gln Lys Arg Met Gln Pro Val Ile Thr Glu Gln Val Arg Asp
245 250 255

Arg Thr Ser Phe GIn Leu Leu Asn Pro Gly Thr Tyr Thr Val Gln Ile
260 265 270

Arg Ala Arg Glu Arg Val Tyr Glu Phe Leu Ser Ala Trp Ser Thr Pro
275 280 285

Gln Arg Phe Glu Cys Asp GIn Glu Glu Gly Ala Asn Thr Arg Ala Trp
290 295 300

Arg Thr Ser Leu Leu Ile Ala Leu Gly Thr Leu Leu Ala Leu Val Cys
305 310 315 320

Val Phe Val Ile Cys Arg Arg Tyr Leu Val Met Gln Arg Leu Phe Pro
325 330 335

Arg Ile Pro His Met Lys Asp Pro Ile Gly Asp Ser Phe Gln Asn Asp
340 345 350

Lys Leu Val Val Trp Glu Ala Gly Lys Ala Gly Leu Glu Glu Cys Leu
355 360 365

Val Thr Glu Val Gln Val Val Gln Lys Thr
370 375

<210> 58

211> 556

<212> PRT

<213> %2 A (Homo sapiens)
<400> 58

Met Pro Pro Pro Arg Leu Leu Phe Phe Leu Leu Phe Leu Thr Pro Met
1 5 10 15

FNH
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Glu Val Arg Pro Glu Glu Pro Leu Val Val Lys Val Glu Glu Gly Asp
20 25 30

Asn Ala Val Leu Gln Cys Leu Lys Gly Thr Ser Asp Gly Pro Thr Gln
35 40 45

Gln Leu Thr Trp Ser Arg Glu Ser Pro Leu Lys Pro Phe Leu Lys Leu
50 55 60

Ser Leu Gly Leu Pro Gly Leu Gly Ile His Met Arg Pro Leu Ala Ile
65 70 75 80

Trp Leu Phe Ile Phe Asn Val Ser Gln Gln Met Gly Gly Phe Tyr Leu
85 90 95

Cys Gln Pro Gly Pro Pro Ser Glu Lys Ala Trp Gln Pro Gly Trp Thr
100 105 110

Val Asn Val Glu Gly Ser Gly Glu Leu Phe Arg Trp Asn Val Ser Asp
115 120 125

Leu Gly Gly Leu Gly Cys Gly Leu Lys Asn Arg Ser Ser Glu Gly Pro
130 135 140

Ser Ser Pro Ser Gly Lys Leu Met Ser Pro Lys Leu Tyr Val Trp Ala
145 150 155 160

Lys Asp Arg Pro Glu Ile Trp Glu Gly Glu Pro Pro Cys Leu Pro Pro
165 170 175

Arg Asp Ser Leu Asn Gln Ser Leu Ser Gln Asp Leu Thr Met Ala Pro
180 185 190

Gly Ser Thr Leu Trp Leu Ser Cys Gly Val Pro Pro Asp Ser Val Ser
195 200 205

Arg Gly Pro Leu Ser Trp Thr His Val His Pro Lys Gly Pro Lys Ser
210 215 220

Leu Leu Ser Leu Glu Leu Lys Asp Asp Arg Pro Ala Arg Asp Met Trp
FEA3H
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225 230 235 240

Val Met Glu Thr Gly Leu Leu Leu Pro Arg Ala Thr Ala Gln Asp Ala
245 250 255

Gly Lys Tyr Tyr Cys His Arg Gly Asn Leu Thr Met Ser Phe His Leu
260 265 270

Glu Ile Thr Ala Arg Pro Val Leu Trp His Trp Leu Leu Arg Thr Gly
275 280 285

Gly Trp Lys Val Ser Ala Val Thr Leu Ala Tyr Leu Ile Phe Cys Leu
290 295 300

Cys Ser Leu Val Gly Ile Leu His Leu Gln Arg Ala Leu Val Leu Arg
305 310 315 320

Arg Lys Arg Lys Arg Met Thr Asp Pro Thr Arg Arg Phe Phe Lys Val
325 330 335

Thr Pro Pro Pro Gly Ser Gly Pro Gln Asn Gln Tyr Gly Asn Val Leu
340 345 350

Ser Leu Pro Thr Pro Thr Ser Gly Leu Gly Arg Ala Gln Arg Trp Ala
355 360 365

Ala Gly Leu Gly Gly Thr Ala Pro Ser Tyr Gly Asn Pro Ser Ser Asp
370 375 380

Val Gln Ala Asp Gly Ala Leu Gly Ser Arg Ser Pro Pro Gly Val Gly
385 390 395 400

Pro Glu Glu Glu Glu Gly Glu Gly Tyr Glu Glu Pro Asp Ser Glu Glu
405 410 415

Asp Ser Glu Phe Tyr Glu Asn Asp Ser Asn Leu Gly Gln Asp Gln Leu
420 425 430

Ser GIn Asp Gly Ser Gly Tyr Glu Asn Pro Glu Asp Glu Pro Leu Gly
435 440 445

44 11
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Pro Glu Asp Glu Asp Ser Phe Ser Asn Ala Glu Ser Tyr Glu Asn Glu
450 455 460

Asp Glu Glu Leu Thr Gln Pro Val Ala Arg Thr Met Asp Phe Leu Ser
465 470 475 480

Pro His Gly Ser Ala Trp Asp Pro Ser Arg Glu Ala Thr Ser Leu Gly
485 490 495

Ser GlIn Ser Tyr Glu Asp Met Arg Gly Ile Leu Tyr Ala Ala Pro Gln
500 505 510

Leu Arg Ser Ile Arg Gly Gln Pro Gly Pro Asn His Glu Glu Asp Ala
515 520 525

Asp Ser Tyr Glu Asn Met Asp Asn Pro Asp Gly Pro Asp Pro Ala Trp
530 535 540

Gly Gly Gly Gly Arg Met Gly Thr Trp Ser Thr Arg
545 550 555

<210> 59

211> 9

<212> PRT
Q213> AT

<220>
<223> PSMB127 LCDR3

<400> 59
GlIn Gln Arg Ser Asn Trp Pro Leu Thr
1 5

<210> 60

211> 124
<212> PRT
Q213> AT

<220>
<223> PSMB127 VH

<400> 60

Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

FASH
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Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Lys Ser Asp
20 25 30

Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Glu Ile Ser Gly Ser Gly Gly Tyr Thr Asn Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Ser Tyr Asp Ser Ser Leu Tyr Val Gly Asp Tyr Phe Asp
100 105 110

Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 61

211> 107
<212> PRT
Q213> AT

<220>
<223> PSMB127 VL

<400> 61

Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln GIn Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45

Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

FA40H
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Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Leu
85 90 95

Thr Phe Gly GIn Gly Thr Lys Val Glu Ile Lys
100 105

<210> 62

211> 451
<212> PRT
Q213> AT

<220>
<223> PSMB127 HC

<400> 62
Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Lys Ser Asp
20 25 30

Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Glu Ile Ser Gly Ser Gly Gly Tyr Thr Asn Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Ser Tyr Asp Ser Ser Leu Tyr Val Gly Asp Tyr Phe Asp
100 105 110

Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys
115 120 125

Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu
B4TH

113109635 FEHESE A0202 1133102594-0



202430571

113128-seq
130 135 140

Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro
145 150 155 160

Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr
165 170 175

Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val
180 185 190

Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn
195 200 205

Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser
210 215 220

Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly
225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
245 250 255

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser GIn
260 265 270

Glu Asp Pro Glu Val GIn Phe Asn Trp Tyr Val Asp Gly Val Glu Val
275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr
290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly
305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile
325 330 335

Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val
340 345 350

FA48H
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Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser
355 360 365

Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
370 375 380

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
385 390 395 400

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val
405 410 415

Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met
420 425 430

His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
435 440 445

Leu Gly Lys
450

<210> 63

211> 214
<212> PRT
Q213> AT

<220>
<223> PSMB127 LC

<400> 63
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln GIn Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45

Tyr Asp Ala Ser Asn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
F49H
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65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Arg Ser Asn Trp Pro Leu
85 90 95

Thr Phe Gly GIn Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 64

211> 5

<212> PRT
Q213> AT

<220>
<223> TMEB762 HCDR1

<400> 64

Ser Tyr Ser Met Ser
1 5

<210> 65

211> 17

BS0H
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<212> PRT
Q213> ANTFA

<220>
<223> TMEB762 HCDR2

<400> 65
Val Ile Ser Gly Ser Gly Gly Phe Thr Asp Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 66

211> 9

<212> PRT
Q213> AT

<220>
<223> TMEB762 HCDR?3

<400> 66
Met Pro Leu Asn Ser Pro His Asp Tyr
1 5

<210> 67

211> 11

<212> PRT
Q213> AT

<220>
<223> TMEB762 LCDR1

<400> 67
Arg Ala Ser Gln Gly Ile Arg Asn Asp Leu Gly
1 5 10

<210> 68

L211> 7

<212> PRT
Q213> AT

<220>
<223> TMEB762 L.CDR?2

<400> 68
Ala Ala Ser Ser Leu Gln Ser
ES1H
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<210> 69

211> 9

<212> PRT
Q213> AT

<220>
<223> TMEB762 LCDR3

<400> 69
Leu Gln Asp Tyr Asn Tyr Pro Leu Thr
1 5

<210> 70

<211> 118
<212> PRT
Q213> AT

<220>
<223> TMEBR762 VH

<400> 70

Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30

Ser Met Ser Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Val Ile Ser Gly Ser Gly Gly Phe Thr Asp Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Met Pro Leu Asn Ser Pro His Asp Tyr Trp Gly Gln Gly Thr
100 105 110

$52H
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Leu Val Thr Val Ser Ser
115

<210> 71

211> 107
<212> PRT
Q213> AT

<220>
<223> TMEB762 VL

<400> 71
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Arg Asn Asp
20 25 30

Leu Gly Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln Asp Tyr Asn Tyr Pro Leu
85 90 95

Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

<210> 72

211> 444
<212> PRT
Q213> AT

<220>
<223> TMER762 HC

<400> 72

Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser
1 5 10 15

BS3H
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Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr Ser
20 25 30

Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Ser
35 40 45

Val Ile Ser Gly Ser Gly Gly Phe Thr Asp Tyr Ala Asp Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95

Arg Met Pro Leu Asn Ser Pro His Asp Tyr Trp Gly Gln Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
115 120 125

Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys
130 135 140

Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
145 150 155 160

Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser
165 170 175

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
180 185 190

Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn
195 200 205

Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro
210 215 220

Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val Phe Leu Phe
225 230 235 240
F54H
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Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val
245 250 255

Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe
260 265 270

Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro
275 280 285

Arg Glu Glu GIn Phe Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr
290 295 300

Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val
305 310 315 320

Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala
325 330 335

Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln
340 345 350

Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly
355 360 365

Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro
370 375 380

Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
385 390 395 400

Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu
405 410 415

Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His
420 425 430

Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys
435 440

210> 73
ESSH
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211> 214
<212> PRT
Q213> AT

<220>
<223> TMEB762 L.C

<400> 73
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Arg Asn Asp
20 25 30

Leu Gly Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gln Asp Tyr Asn Tyr Pro Leu
85 90 95

Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190
E56H
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Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 74

L211> 7

<212> PRT
Q213> AT

<220>
<223> CD3B396 HCDR1

<400> 74
Asn Asn Asn Ala Ala Trp Ser
1 5

<210> 75

211> 18

<212> PRT
Q213> AT

<220>
<223> CD3B396 HCDR?

<400> 75
Arg Thr Tyr Tyr Arg Ser Lys Trp Leu Tyr Asp Tyr Ala Val Ser Val
1 5 10 15

Lys Ser

<210> 76

211> 8

<212> PRT
Q213> AT

<220>
<223> CD3B396 HCDR3

<400> 76
Gly Tyr Ser Ser Ser Phe Asp Tyr
1 5

FS5TH
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<210> 77

211> 14

<212> PRT
Q213> AT

<220>
<223> CD3B396 LCDR1

<400> 77
Thr Gly Thr Ser Ser Asn Ile Gly Thr Tyr Lys Phe Val Ser
1 5 10

<210> 78

L211> 7

<212> PRT
Q213> AT

<220>
<223> CD3B396 LCDR?

<400> 78
Glu Val Ser Lys Arg Pro Ser
1 5

<210> 79

211> 10

<212> PRT
Q213> AT

<220>
<223> CD3B396 LCDR3

<400> 79
Val Ser Tyr Ala Gly Ser Gly Thr Leu Leu
1 5 10

<210> 80

<211> 120
<212> PRT
Q213> AT

<220>
<223> CD3B396 VH

<400> 80

Gln Val GIn Leu Gln Gln Ser Gly Pro Arg Leu Val Arg Pro Ser Gln
1 5 10 15

S8 H
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Thr Leu Ser Leu Thr Cys Ala Ile Ser Gly Asp Ser Val Phe Asn Asn
20 25 30

Asn Ala Ala Trp Ser Trp Ile Arg Gln Ser Pro Ser Arg Gly Leu Glu
35 40 45

Trp Leu Gly Arg Thr Tyr Tyr Arg Ser Lys Trp Leu Tyr Asp Tyr Ala
50 55 60

Val Ser Val Lys Ser Arg Ile Thr Val Asn Pro Asp Thr Ser Arg Asn
65 70 75 80

Gln Phe Thr Leu Gln Leu Asn Ser Val Thr Pro Glu Asp Thr Ala Leu
85 90 95

Tyr Tyr Cys Ala Arg Gly Tyr Ser Ser Ser Phe Asp Tyr Trp Gly Gln
100 105 110

Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 81

<211> 110
<212> PRT
Q213> AT

<220>
<223> CD3B396 VL

<400> 81

Gln Ser Ala Leu Thr Gln Pro Ala Ser Val Ser Gly Ser Pro Gly Gln
1 5 10 15

Ser Ile Thr Ile Ser Cys Thr Gly Thr Ser Ser Asn Ile Gly Thr Tyr
20 25 30

Lys Phe Val Ser Trp Tyr GIn GIn His Pro Asp Lys Ala Pro Lys Val
35 40 45

Leu Leu Tyr Glu Val Ser Lys Arg Pro Ser Gly Val Ser Ser Arg Phe
50 55 60

FS9H
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Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu Thr Ile Ser Gly Leu
65 70 75 80

Gln Ala Glu Asp Gln Ala Asp Tyr His Cys Val Ser Tyr Ala Gly Ser
85 90 95

Gly Thr Leu Leu Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105 110

<210> 82

211> 447
<212> PRT
Q213> AT

<220>
<223> CD3B396 HC

<400> 82

Gln Val GIn Leu Gln Gln Ser Gly Pro Arg Leu Val Arg Pro Ser Gln
1 5 10 15

Thr Leu Ser Leu Thr Cys Ala Ile Ser Gly Asp Ser Val Phe Asn Asn
20 25 30

Asn Ala Ala Trp Ser Trp Ile Arg Gln Ser Pro Ser Arg Gly Leu Glu
35 40 45

Trp Leu Gly Arg Thr Tyr Tyr Arg Ser Lys Trp Leu Tyr Asp Tyr Ala
50 55 60

Val Ser Val Lys Ser Arg Ile Thr Val Asn Pro Asp Thr Ser Arg Asn
65 70 75 80

Gln Phe Thr Leu Gln Leu Asn Ser Val Thr Pro Glu Asp Thr Ala Leu
85 90 95

Tyr Tyr Cys Ala Arg Gly Tyr Ser Ser Ser Phe Asp Tyr Trp Gly Gln
100 105 110

Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val
115 120 125

60 H
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Phe Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala
130 135 140

Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser
145 150 155 160

Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val
165 170 175

Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro
180 185 190

Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys
195 200 205

Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro
210 215 220

Pro Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val
225 230 235 240

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
245 250 255

Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu
260 265 270

Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
275 280 285

Thr Lys Pro Arg Glu Glu GIn Phe Asn Ser Thr Tyr Arg Val Val Ser
290 295 300

Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
305 310 315 320

Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile
325 330 335

Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
340 345 350

6l H

113109635 FEHESE A0202 1133102594-0



202430571

113128-seq

Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
355 360 365

Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
370 375 380

Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
385 390 395 400

Asp Gly Ser Phe Leu Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
405 410 415

Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
420 425 430

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys
435 440 445

<210> 83

211> 216
<212> PRT
Q213> AT

<220>
<223> CD3B396 LC

<400> 83

Gln Ser Ala Leu Thr Gln Pro Ala Ser Val Ser Gly Ser Pro Gly Gln
1 5 10 15

Ser Ile Thr Ile Ser Cys Thr Gly Thr Ser Ser Asn Ile Gly Thr Tyr
20 25 30

Lys Phe Val Ser Trp Tyr GIn GIn His Pro Asp Lys Ala Pro Lys Val
35 40 45

Leu Leu Tyr Glu Val Ser Lys Arg Pro Ser Gly Val Ser Ser Arg Phe
50 55 60

Ser Gly Ser Lys Ser Gly Asn Thr Ala Ser Leu Thr Ile Ser Gly Leu
65 70 75 80

FO2H
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Gln Ala Glu Asp Gln Ala Asp Tyr His Cys Val Ser Tyr Ala Gly Ser
85 90 95

Gly Thr Leu Leu Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly Gln
100 105 110

Pro Lys Ala Ala Pro Ser Val Thr Leu Phe Pro Pro Ser Ser Glu Glu
115 120 125

Leu Gln Ala Asn Lys Ala Thr Leu Val Cys Leu Ile Ser Asp Phe Tyr
130 135 140

Pro Gly Ala Val Thr Val Ala Trp Lys Ala Asp Ser Ser Pro Val Lys
145 150 155 160

Ala Gly Val Glu Thr Thr Thr Pro Ser Lys Gln Ser Asn Asn Lys Tyr
165 170 175

Ala Ala Ser Ser Tyr Leu Ser Leu Thr Pro Glu Gln Trp Lys Ser His
180 185 190

Arg Ser Tyr Ser Cys Gln Val Thr His Glu Gly Ser Thr Val Glu Lys
195 200 205

Thr Val Ala Pro Thr Glu Cys Ser
210 215

<210> &4

211> 5

<212> PRT
Q213> AT

<220>
<223> (C33B904 HCDR1

<400> 84
Asp Tyr Ala Met His
1 5

<210> 85

211> 17

<212> PRT
Q213> AT

63 H
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<220>
<223> (C33B904 HCDR?2

<400> 85
Gly Ile Gly Trp Ser Gly Gly Ser Ile Val Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 86

211> 10

<212> PRT
Q213> AT

<220>
<223> (C33B904 HCDR3

<400> 86
Asp Ser Pro Tyr Gly Asp Phe Phe Asp Tyr
1 5 10

<210> 87

211> 17

<212> PRT
Q213> AT

<220>
<223> (C33B904 LCDR1

<400> 87
Lys Ser Ser Gln Thr Val Phe Tyr Ser Ser Asn Asn Lys Asn Tyr Leu
1 5 10 15

Ala

<210> 88

L211> 7

<212> PRT
Q213> AT

<220>
<223> (C33B904 LCDR2
<400> 88

F 64 H
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Trp Ala Ser Thr Arg Lys Ser
1 5

<210> 89

211> 9

<212> PRT
Q213> AT

<220>
<223> (C33B904 L.CDR3

<400> 89
Gln His Tyr Tyr Ser Thr Pro Tyr Thr
1 5

<210> 90

211> 119
<212> PRT
Q213> AT

<220>
<223> -C33B904 VH

<400> 90

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr
20 25 30

Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Gly Ile Gly Trp Ser Gly Gly Ser Ile Val Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95

Ala Lys Asp Ser Pro Tyr Gly Asp Phe Phe Asp Tyr Trp Gly Gln Gly
100 105 110

FO65H
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Thr Leu Val Thr Val Ser Ser
115

<210> 91

211> 113
<212> PRT
Q213> AT

<220>
<223> (C33B904 VL

<400> 91
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser GIn Thr Val Phe Tyr Ser
20 25 30

Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly GIn
35 40 45

Pro Pro Lys Leu Leu Ile Ser Trp Ala Ser Thr Arg Lys Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

Val Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys Gln His
85 90 95

Tyr Tyr Ser Thr Pro Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile
100 105 110

Lys

<210> 92

211> 446
<212> PRT
Q213> AT

<220>
<223> (C33B904 HC

%66 H
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<400> 92
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Arg
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asp Asp Tyr
20 25 30

Ala Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Gly Ile Gly Trp Ser Gly Gly Ser Ile Val Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Leu Tyr Tyr Cys
85 90 95

Ala Lys Asp Ser Pro Tyr Gly Asp Phe Phe Asp Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
115 120 125

Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu
130 135 140

Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
145 150 155 160

Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
165 170 175

Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
180 185 190

Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys Pro
195 200 205

Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro Pro
Fo67TH
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210 215 220

Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val Phe
225 230 235 240

Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro
245 250 255

Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val
260 265 270

Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr
275 280 285

Lys Pro Arg Glu Glu GIn Phe Asn Ser Thr Tyr Arg Val Val Ser Val
290 295 300

Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys
305 310 315 320

Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser
325 330 335

Lys Ala Lys Gly GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro
340 345 350

Ser GIn Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val
355 360 365

Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly
370 375 380

Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
385 390 395 400

Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser Arg Trp
405 410 415

GlIn Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
420 425 430

FO8H
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Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys
435 440 445

<210> 93

211> 216
<212> PRT
Q213> AT

<220>
<223> (C33B904 LC

<400> 93
Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser GIn Thr Val Phe Tyr Ser
20 25 30

Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly GIn
35 40 45

Pro Pro Lys Leu Leu Ile Ser Trp Ala Ser Thr Arg Lys Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

Val Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys Gln His
85 90 95

Tyr Tyr Ser Thr Pro Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile
100 105 110

Lys Lys Ala Ala Pro Ser Val Thr Leu Phe Pro Pro Ser Ser Glu Glu
115 120 125

Leu Gln Ala Asn Lys Ala Thr Leu Val Cys Leu Ile Ser Asp Phe Tyr
130 135 140

Pro Gly Ala Val Thr Val Ala Trp Lys Gly Asp Ser Ser Pro Val Lys
145 150 155 160

Ala Gly Val Glu Thr Thr Thr Pro Ser Lys Gln Ser Asn Asn Lys Tyr
F69H
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165 170 175

Ala Ala Ser Ser Tyr Leu Ser Leu Thr Pro Glu Gln Trp Lys Ser His
180 185 190

Arg Ser Tyr Ser Cys Gln Val Thr His Glu Gly Ser Thr Val Glu Lys
195 200 205

Thr Val Ala Pro Thr Glu Cys Ser
210 215

<210> 94

211> 5

<212> PRT
Q213> AT

<220>
<223> [3RB218 HCDR1

<400> 94
Gly Tyr Trp Met His
1 5

<210> 95

211> 17

<212> PRT
Q213> AT

<220>
<223> [3RB218 HCDR?2

<400> 95
Ala Ile Arg Ser Asp Gly Ser Ser Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 96

211> 10

<212> PRT
Q213> AT

<220>
<223> 13RB218 HCDR3

FT0H
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<400> 96
Asp Gly Val Ile Glu Asp Thr Phe Asp Tyr
1 5 10
<210> 97
Q211> 364
<212> PRT
<213> %2 A (Homo sapiens)
<400> 97
Met Pro Leu Leu Leu Leu Leu Pro Leu Leu Trp Ala Gly Ala Leu Ala
1 5 10 15

Met Asp Pro Asn Phe Trp Leu Gln Val Gln Glu Ser Val Thr Val Gln
20 25 30

Glu Gly Leu Cys Val Leu Val Pro Cys Thr Phe Phe His Pro Ile Pro
35 40 45

Tyr Tyr Asp Lys Asn Ser Pro Val His Gly Tyr Trp Phe Arg Glu Gly
50 55 60

Ala Ile Tle Ser Arg Asp Ser Pro Val Ala Thr Asn Lys Leu Asp Gln
65 70 75 80

Glu Val GIn Glu Glu Thr GIn Gly Arg Phe Arg Leu Leu Gly Asp Pro
85 90 95

Ser Arg Asn Asn Cys Ser Leu Ser Ile Val Asp Ala Arg Arg Arg Asp
100 105 110

Asn Gly Ser Tyr Phe Phe Arg Met Glu Arg Gly Ser Thr Lys Tyr Ser
115 120 125

Tyr Lys Ser Pro Gln Leu Ser Val His Val Thr Asp Leu Thr His Arg
130 135 140

Pro Lys Ile Leu Ile Pro Gly Thr Leu Glu Pro Gly His Ser Lys Asn
145 150 155 160

Leu Thr Cys Ser Val Ser Trp Ala Cys Glu Gln Gly Thr Pro Pro Ile
165 170 175
ET71H
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Phe Ser Trp Leu Ser Ala Ala Pro Thr Ser Leu Gly Pro Arg Thr Thr
180 185 190

His Ser Ser Val Leu Ile Ile Thr Pro Arg Pro Gln Asp His Gly Thr
195 200 205

Asn Leu Thr Cys Gln Val Lys Phe Ala Gly Ala Gly Val Thr Thr Glu
210 215 220

Arg Thr Ile Gln Leu Asn Val Thr Tyr Val Pro Gln Asn Pro Thr Thr
225 230 235 240

Gly Ile Phe Pro Gly Asp Gly Ser Gly Lys Gln Glu Thr Arg Ala Gly
245 250 255

Val Val His Gly Ala Ile Gly Gly Ala Gly Val Thr Ala Leu Leu Ala
260 265 270

Leu Cys Leu Cys Leu Ile Phe Phe Ile Val Lys Thr His Arg Arg Lys
275 280 285

Ala Ala Arg Thr Ala Val Gly Arg Asn Asp Thr His Pro Thr Thr Gly
290 295 300

Ser Ala Ser Pro Lys His Gln Lys Lys Ser Lys Leu His Gly Pro Thr
305 310 315 320

Glu Thr Ser Ser Cys Ser Gly Ala Ala Pro Thr Val Glu Met Asp Glu
325 330 335

Glu Leu His Tyr Ala Ser Leu Asn Phe His Gly Met Asn Pro Ser Lys
340 345 350

Asp Thr Ser Thr Glu Tyr Ser Glu Val Arg Thr Gln
355 360

<210> 98

211> 345

<212> PRT

<213> %2 A (Homo sapiens)

= H
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<400> 98
Met Tyr Lys Asp Cys Ile Glu Ser Thr Gly Asp Tyr Phe Leu Leu Cys
1 5 10 15

Asp Ala Glu Gly Pro Trp Gly Ile Tle Leu Glu Ser Leu Ala Ile Leu
20 25 30

Gly Ile Val Val Thr Ile Leu Leu Leu Leu Ala Phe Leu Phe Leu Met
35 40 45

Arg Lys Ile Gln Asp Cys Ser Gln Trp Asn Val Leu Pro Thr Gln Leu
50 55 60

Leu Phe Leu Leu Ser Val Leu Gly Leu Phe Gly Leu Ala Phe Ala Phe
65 70 75 80

Ile Ile Glu Leu Asn Gln Gln Thr Ala Pro Val Arg Tyr Phe Leu Phe
85 90 95

Gly Val Leu Phe Ala Leu Cys Phe Ser Cys Leu Leu Ala His Ala Ser
100 105 110

Asn Leu Val Lys Leu Val Arg Gly Cys Val Ser Phe Ser Trp Thr Thr
115 120 125

Ile Leu Cys Ile Ala Ile Gly Cys Ser Leu Leu Gln Ile Tle Ile Ala
130 135 140

Thr Glu Tyr Val Thr Leu Ile Met Thr Arg Gly Met Met Phe Val Asn
145 150 155 160

Met Thr Pro Cys Gln Leu Asn Val Asp Phe Val Val Leu Leu Val Tyr
165 170 175

Val Leu Phe Leu Met Ala Leu Thr Phe Phe Val Ser Lys Ala Thr Phe
180 185 190

Cys Gly Pro Cys Glu Asn Trp Lys Gln His Gly Arg Leu Ile Phe Ile
195 200 205

Thr Val Leu Phe Ser Ile Ile Ile Trp Val Val Trp lle Ser Met Leu
F13H
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210 215 220

Leu Arg Gly Asn Pro Gln Phe Gln Arg Gln Pro Gln Trp Asp Asp Pro
225 230 235 240

Val Val Cys Ile Ala Leu Val Thr Asn Ala Trp Val Phe Leu Leu Leu
245 250 255

Tyr Ile Val Pro Glu Leu Cys Ile Leu Tyr Arg Ser Cys Arg Gln Glu
260 265 270

Cys Pro Leu Gln Gly Asn Ala Cys Pro Val Thr Ala Tyr Gln His Ser
275 280 285

Phe Gln Val Glu Asn Gln Glu Leu Ser Arg Ala Arg Asp Ser Asp Gly
290 295 300

Ala Glu Glu Asp Val Ala Leu Thr Ser Tyr Gly Thr Pro Ile Gln Pro
305 310 315 320

Gln Thr Val Asp Pro Thr Gln Glu Cys Phe Ile Pro Gln Ala Lys Leu
325 330 335

Ser Pro Gln Gln Asp Ala Gly Gly Val
340 345

<210> 99

211> 750

<212> PRT

<213> %2 A (Homo sapiens)

<400> 99

Met Trp Asn Leu Leu His Glu Thr Asp Ser Ala Val Ala Thr Ala Arg
1 5 10 15

Arg Pro Arg Trp Leu Cys Ala Gly Ala Leu Val Leu Ala Gly Gly Phe
20 25 30

Phe Leu Leu Gly Phe Leu Phe Gly Trp Phe Ile Lys Ser Ser Asn Glu
35 40 45

Ala Thr Asn Ile Thr Pro Lys His Asn Met Lys Ala Phe Leu Asp Glu
FBI4H
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50 55 60

Leu Lys Ala Glu Asn Ile Lys Lys Phe Leu Tyr Asn Phe Thr Gln Ile
65 70 75 80

Pro His Leu Ala Gly Thr Glu Gln Asn Phe Gln Leu Ala Lys Gln Ile
85 90 95

Gln Ser GIn Trp Lys Glu Phe Gly Leu Asp Ser Val Glu Leu Ala His
100 105 110

Tyr Asp Val Leu Leu Ser Tyr Pro Asn Lys Thr His Pro Asn Tyr Ile
115 120 125

Ser Ile Ile Asn Glu Asp Gly Asn Glu Ile Phe Asn Thr Ser Leu Phe
130 135 140

Glu Pro Pro Pro Pro Gly Tyr Glu Asn Val Ser Asp Ile Val Pro Pro
145 150 155 160

Phe Ser Ala Phe Ser Pro GIn Gly Met Pro Glu Gly Asp Leu Val Tyr
165 170 175

Val Asn Tyr Ala Arg Thr Glu Asp Phe Phe Lys Leu Glu Arg Asp Met
180 185 190

Lys Ile Asn Cys Ser Gly Lys Ile Val Ile Ala Arg Tyr Gly Lys Val
195 200 205

Phe Arg Gly Asn Lys Val Lys Asn Ala Gln Leu Ala Gly Ala Lys Gly
210 215 220

Val Ile Leu Tyr Ser Asp Pro Ala Asp Tyr Phe Ala Pro Gly Val Lys
225 230 235 240

Ser Tyr Pro Asp Gly Trp Asn Leu Pro Gly Gly Gly Val Gln Arg Gly
245 250 255

Asn Ile Leu Asn Leu Asn Gly Ala Gly Asp Pro Leu Thr Pro Gly Tyr
260 265 270

FEISH
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Pro Ala Asn Glu Tyr Ala Tyr Arg Arg Gly Ile Ala Glu Ala Val Gly
275 280 285

Leu Pro Ser Ile Pro Val His Pro Ile Gly Tyr Tyr Asp Ala Gln Lys
290 295 300

Leu Leu Glu Lys Met Gly Gly Ser Ala Pro Pro Asp Ser Ser Trp Arg
305 310 315 320

Gly Ser Leu Lys Val Pro Tyr Asn Val Gly Pro Gly Phe Thr Gly Asn
325 330 335

Phe Ser Thr GIn Lys Val Lys Met His Ile His Ser Thr Asn Glu Val
340 345 350

Thr Arg Ile Tyr Asn Val Ile Gly Thr Leu Arg Gly Ala Val Glu Pro
355 360 365

Asp Arg Tyr Val Ile Leu Gly Gly His Arg Asp Ser Trp Val Phe Gly
370 375 380

Gly lle Asp Pro Gln Ser Gly Ala Ala Val Val His Glu lle Val Arg
385 390 395 400

Ser Phe Gly Thr Leu Lys Lys Glu Gly Trp Arg Pro Arg Arg Thr Ile
405 410 415

Leu Phe Ala Ser Trp Asp Ala Glu Glu Phe Gly Leu Leu Gly Ser Thr
420 425 430

Glu Trp Ala Glu Glu Asn Ser Arg Leu Leu Gln Glu Arg Gly Val Ala
435 440 445

Tyr Ile Asn Ala Asp Ser Ser lle Glu Gly Asn Tyr Thr Leu Arg Val
450 455 460

Asp Cys Thr Pro Leu Met Tyr Ser Leu Val His Asn Leu Thr Lys Glu
465 470 475 480

Leu Lys Ser Pro Asp Glu Gly Phe Glu Gly Lys Ser Leu Tyr Glu Ser
485 490 495

F76 H
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Trp Thr Lys Lys Ser Pro Ser Pro Glu Phe Ser Gly Met Pro Arg Ile
500 505 510

Ser Lys Leu Gly Ser Gly Asn Asp Phe Glu Val Phe Phe Gln Arg Leu
515 520 525

Gly Ile Ala Ser Gly Arg Ala Arg Tyr Thr Lys Asn Trp Glu Thr Asn
530 535 540

Lys Phe Ser Gly Tyr Pro Leu Tyr His Ser Val Tyr Glu Thr Tyr Glu
545 550 555 560

Leu Val Glu Lys Phe Tyr Asp Pro Met Phe Lys Tyr His Leu Thr Val
565 570 575

Ala Gln Val Arg Gly Gly Met Val Phe Glu Leu Ala Asn Ser Ile Val
580 585 590

Leu Pro Phe Asp Cys Arg Asp Tyr Ala Val Val Leu Arg Lys Tyr Ala
595 600 605

Asp Lys Ile Tyr Ser Ile Ser Met Lys His Pro Gln Glu Met Lys Thr
610 615 620

Tyr Ser Val Ser Phe Asp Ser Leu Phe Ser Ala Val Lys Asn Phe Thr
625 630 635 640

Glu Ile Ala Ser Lys Phe Ser Glu Arg Leu Gln Asp Phe Asp Lys Ser
645 650 655

Asn Pro Ile Val Leu Arg Met Met Asn Asp Gln Leu Met Phe Leu Glu
660 665 670

Arg Ala Phe Ile Asp Pro Leu Gly Leu Pro Asp Arg Pro Phe Tyr Arg
675 680 685

His Val Ile Tyr Ala Pro Ser Ser His Asn Lys Tyr Ala Gly Glu Ser
690 695 700

Phe Pro Gly Ile Tyr Asp Ala Leu Phe Asp Ile Glu Ser Lys Val Asp
705 710 715 720
- WIRE]
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Pro Ser Lys Ala Trp Gly Glu Val Lys Arg Gln Ile Tyr Val Ala Ala
725 730 735

Phe Thr Val Gln Ala Ala Ala Glu Thr Leu Ser Glu Val Ala
740 745 750

<210> 100
211> 119
<212> PRT
Q213> AT

<220>
<223> 3RB218 VH

<400> 100
Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Gly Tyr
20 25 30

Trp Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Ala Ile Arg Ser Asp Gly Ser Ser Lys Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Lys Asp Gly Val Ile Glu Asp Thr Phe Asp Tyr Trp Gly Gln Gly

100 105 110
Thr Leu Val Thr Val Ser Ser
115
<210> 101
211> 374
<212> PRT

FEI8H
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<213> %2 A (Homo sapiens)
<400> 101
Met Val Leu Trp Glu Ser Pro Arg Gln Cys Ser Ser Trp Thr Leu Cys
1 5 10 15

Glu Gly Phe Cys Trp Leu Leu Leu Leu Pro Val Met Leu Leu Ile Val
20 25 30

Ala Arg Pro Val Lys Leu Ala Ala Phe Pro Thr Ser Leu Ser Asp Cys
35 40 45

Gln Thr Pro Thr Gly Trp Asn Cys Ser Gly Tyr Asp Asp Arg Glu Asn
50 55 60

Asp Leu Phe Leu Cys Asp Thr Asn Thr Cys Lys Phe Asp Gly Glu Cys
65 70 75 80

Leu Arg Ile Gly Asp Thr Val Thr Cys Val Cys Gln Phe Lys Cys Asn
85 90 95

Asn Asp Tyr Val Pro Val Cys Gly Ser Asn Gly Glu Ser Tyr Gln Asn
100 105 110

Glu Cys Tyr Leu Arg Gln Ala Ala Cys Lys Gln Gln Ser Glu Ile Leu
115 120 125

Val Val Ser Glu Gly Ser Cys Ala Thr Asp Ala Gly Ser Gly Ser Gly
130 135 140

Asp Gly Val His Glu Gly Ser Gly Glu Thr Ser Gln Lys Glu Thr Ser
145 150 155 160

Thr Cys Asp Ile Cys Gln Phe Gly Ala Glu Cys Asp Glu Asp Ala Glu
165 170 175

Asp Val Trp Cys Val Cys Asn Ile Asp Cys Ser Gln Thr Asn Phe Asn
180 185 190

Pro Leu Cys Ala Ser Asp Gly Lys Ser Tyr Asp Asn Ala Cys Gln Ile
195 200 205

FT19H
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Lys Glu Ala Ser Cys Gln Lys Gln Glu Lys Ile Glu Val Met Ser Leu
210 215 220

Gly Arg Cys GIn Asp Asn Thr Thr Thr Thr Thr Lys Ser Glu Asp Gly
225 230 235 240

His Tyr Ala Arg Thr Asp Tyr Ala Glu Asn Ala Asn Lys Leu Glu Glu
245 250 255

Ser Ala Arg Glu His His Ile Pro Cys Pro Glu His Tyr Asn Gly Phe
260 265 270

Cys Met His Gly Lys Cys Glu His Ser Ile Asn Met Gln Glu Pro Ser
275 280 285

Cys Arg Cys Asp Ala Gly Tyr Thr Gly Gln His Cys Glu Lys Lys Asp
290 295 300

Tyr Ser Val Leu Tyr Val Val Pro Gly Pro Val Arg Phe GIn Tyr Val
305 310 315 320

Leu Ile Ala Ala Val Ile Gly Thr Ile Gln Ile Ala Val Ile Cys Val
325 330 335

Val Val Leu Cys Ile Thr Arg Lys Cys Pro Arg Ser Asn Arg Ile His
340 345 350

Arg Gln Lys Gln Asn Thr Gly His Tyr Ser Ser Asp Asn Thr Thr Arg
355 360 365

Ala Ser Thr Arg Leu Ile
370

<210> 102
211> 446
<212> PRT
Q213> AT

<220>
<223> 13RB218 HC
<400> 102

80 H
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Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Gly Tyr
20 25 30

Trp Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Ala Ile Arg Ser Asp Gly Ser Ser Lys Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Lys Asp Gly Val Ile Glu Asp Thr Phe Asp Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
115 120 125

Pro Leu Ala Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu
130 135 140

Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
145 150 155 160

Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
165 170 175

Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser
180 185 190

Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys Pro
195 200 205

Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro Pro
210 215 220

%81 H
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113128-seq

Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val Phe
225 230 235 240

Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro
245 250 255

Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu Val
260 265 270

Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr
275 280 285

Lys Pro Arg Glu Glu GIn Phe Asn Ser Thr Tyr Arg Val Val Ser Val
290 295 300

Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys
305 310 315 320

Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile Ser
325 330 335

Lys Ala Lys Gly GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro
340 345 350

Ser GIn Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val
355 360 365

Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly
370 375 380

Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
385 390 395 400

Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser Arg Trp
405 410 415

GlIn Glu Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
420 425 430

Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Lys
435 440 445
FH
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113128-seq

<210> 103
<211> 330
<212> PRT
<213> %2 A (Homo sapiens)
<400> 103

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys
1 5 10 15

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
65 70 75 80

Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 110

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Tip
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190
F83H
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113128-seq

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
225 230 235 240

Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

325 330
<210> 104
L11> 327
<212> PRT
<213> %2 A (Homo sapiens)
<400> 104
Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45
F84H
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113128-seq

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Ser Cys Pro Ala Pro
100 105 110

Glu Phe Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser GIn Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
210 215 220

Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys
225 230 235 240

Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
F85H
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113128-seq
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly Lys
325

<210> 105
<211> 509
<212> PRT
Q213> AT

<220>
<223> rHuPH?20

<400> 105
Met Gly Val Leu Lys Phe Lys His Ile Phe Phe Arg Ser Phe Val Lys
1 5 10 15

Ser Ser Gly Val Ser Gln Ile Val Phe Thr Phe Leu Leu Ile Pro Cys
20 25 30

Cys Leu Thr Leu Asn Phe Arg Ala Pro Pro Val Ile Pro Asn Val Pro
35 40 45

Phe Leu Trp Ala Trp Asn Ala Pro Ser Glu Phe Cys Leu Gly Lys Phe
50 55 60

Asp Glu Pro Leu Asp Met Ser Leu Phe Ser Phe Ile Gly Ser Pro Arg
65 70 75 80

Ile Asn Ala Thr Gly Gln Gly Val Thr Ile Phe Tyr Val Asp Arg Leu
85 90 95

Gly Tyr Tyr Pro Tyr Ile Asp Ser Ile Thr Gly Val Thr Val Asn Gly
100 105 110
F86H
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113128-seq

Gly Ile Pro Gln Lys Ile Ser Leu Gln Asp His Leu Asp Lys Ala Lys
115 120 125

Lys Asp Ile Thr Phe Tyr Met Pro Val Asp Asn Leu Gly Met Ala Val
130 135 140

Ile Asp Trp Glu Glu Trp Arg Pro Thr Trp Ala Arg Asn Trp Lys Pro
145 150 155 160

Lys Asp Val Tyr Lys Asn Arg Ser Ile Glu Leu Val Gln Gln Gln Asn
165 170 175

Val Gln Leu Ser Leu Thr Glu Ala Thr Glu Lys Ala Lys GIn Glu Phe
180 185 190

Glu Lys Ala Gly Lys Asp Phe Leu Val Glu Thr Ile Lys Leu Gly Lys
195 200 205

Leu Leu Arg Pro Asn His Leu Trp Gly Tyr Tyr Leu Phe Pro Asp Cys
210 215 220

Tyr Asn His His Tyr Lys Lys Pro Gly Tyr Asn Gly Ser Cys Phe Asn
225 230 235 240

Val Glu Ile Lys Arg Asn Asp Asp Leu Ser Trp Leu Trp Asn Glu Ser
245 250 255

Thr Ala Leu Tyr Pro Ser Ile Tyr Leu Asn Thr Gln Gln Ser Pro Val
260 265 270

Ala Ala Thr Leu Tyr Val Arg Asn Arg Val Arg Glu Ala Ile Arg Val
275 280 285

Ser Lys Ile Pro Asp Ala Lys Ser Pro Leu Pro Val Phe Ala Tyr Thr
290 295 300

Arg Ile Val Phe Thr Asp Gln Val Leu Lys Phe Leu Ser Gln Asp Glu
305 310 315 320

Leu Val Tyr Thr Phe Gly Glu Thr Val Ala Leu Gly Ala Ser Gly Ile
F87TH
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113128-seq
325 330 335

Val Ile Trp Gly Thr Leu Ser Ile Met Arg Ser Met Lys Ser Cys Leu
340 345 350

Leu Leu Asp Asn Tyr Met Glu Thr Ile Leu Asn Pro Tyr Ile Ile Asn
355 360 365

Val Thr Leu Ala Ala Lys Met Cys Ser Gln Val Leu Cys Gln Glu Gln
370 375 380

Gly Val Cys Ile Arg Lys Asn Trp Asn Ser Ser Asp Tyr Leu His Leu
385 390 395 400

Asn Pro Asp Asn Phe Ala Ile Gln Leu Glu Lys Gly Gly Lys Phe Thr
405 410 415

Val Arg Gly Lys Pro Thr Leu Glu Asp Leu Glu Gln Phe Ser Glu Lys
420 425 430

Phe Tyr Cys Ser Cys Tyr Ser Thr Leu Ser Cys Lys Glu Lys Ala Asp
435 440 445

Val Lys Asp Thr Asp Ala Val Asp Val Cys Ile Ala Asp Gly Val Cys
450 455 460

Ile Asp Ala Phe Leu Lys Pro Pro Met Glu Thr Glu Glu Pro Gln Ile
465 470 475 480

Phe Tyr Asn Ala Ser Pro Ser Thr Leu Ser Ala Thr Met Phe Ile Val
485 490 495

Ser Ile Leu Phe Leu lle lle Ser Ser Val Ala Ser Leu
500 505

F 8 H
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[S0HH 3R S A= E ]
[55°KIH1] —fEBCMAXCD3%Ry BTG F T B R R (RS < FEAE < 4%
Y2 ik - Bz {ERS B e pIH TR e R e R R E 3 BEE
[E5°KIA2] AEF°KIALATALZ AAR - Hop -

i) #ZBCMAxCD3%R RIS E & BCMAGE S K CD345 =i - 2% BCMA

N‘

4 &48H14 SEQ ID NO: 23 HCDR1 ~ SEQ ID NO: 24> HCDR2 + SEQ ID NO: 25
~HCDR3 ~ SEQIDNO: 26> LCDR1 ~ SEQ ID NO: 27 LCDR2 }:SEQ ID NO: 28
~LCDR3 » 3%CD3%5 48614 SEQ ID NO: 3322HCDRI1 ~ SEQ ID NO: 347
HCDR2 - SEQ ID NO: 35 HCDR3 - SEQ ID NO: 36 LCDRI1 - SEQ ID NO: 37
~LCDR2}SEQ ID NO: 38 LCDR3 : /5

i) ZBCMA%E&1E4SEQ ID NO: 29 VHESEQ ID NO: 30 VL » Hi%
CD3454382 SEQ ID NO: 392 VH,SEQ ID NO: 407 VL -

[3E°KTH3] WEFKIH1ERF I FaR » Horp e

i) ZBCMAxCD3#EF MR (HRIgCGARE - HE SIS —EHFEHCHFR
{IrE405 2 AN S (i BA09 2 FERE RS ~ R Arss B #i(HC2) i E405. 2
A REER S i B409 2 BN RL - HA R RS AIRIBEEURS |

EEEH 32 BCMAXCD3 8855 2 MRS/ — P B ST HC KHC2[ F i
B 228 7 iRl ~ PAALE 234 NGRS i B 235 2 N

ii) %BCMAxCD3%4% B i 8864 SEQ ID NO: 31 2HC1 + SEQ ID NO: 32
~LC1 ~ SEQ ID NO: 41> HC2 2SEQ ID NO: 427 LC2 :

iil) ZREREARIUREMERR

B 1H > 6 HEEHIHEHHERE)
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(EEEh ez MRS RIA (R 2 2 a B Pl ih ez 23 s B A=
JE\bz 22 e R o IR B s% e e 24 VS BTE < (ERe B A — B
FERRY > HAag .

a)t(4;14)(p16;q32) ;

b)t(14;16)(q32;q23) ;

c)dell7p :

d)lqAmp ;

e)t(4;14)(p16;q32) K t(14;16)(q32;q23) ;

) t(4;14)(p16;q32) Kz dell7p ;

2)t(14;16)(q32;q23) fxdell7p ; B,

h)t(4;14)(p16;q32) ~ t(14;16)(q32:q23) fzdel17p ~ BECHAEM[ERE © K/BY

iv) #ZHASEZIICD38AG ~ 2KHREREZ (lenalinomide) ~ BEF /oK
(bortezomib) ~ JH E &z (pomalidomide) ~ FIE{ K (carfilzomib) ~ 28 ZEREET
(elotozumab) ~ /0K (ixazomib) ~ 35 )£ 1 (melphalan)3/D A& 77 (thalidomide) -
S HAR I & 2GR (REDAEE S - B L ez (FEG ¥Z D1CD38Hi s < /B %
(FREE

iR KIA4] WIEECKIASIV)ATAL 2 F7R - H

i)  ZICD38#AEa =SEQ ID NO: 6.HCDRI ~ SEQ ID NO: 7.HCDR2 ~
SEQID NO: 8 ZHCDR3~SEQ ID NO: 9 2LCDR1~SEQ ID NO: 10 ZLCDR2 }z SEQ
ID NO: 11.2LCDR3 ;

i) FZPCD38HAEE ZSEQID NO: 4.2 VH K. SEQ ID NO: 5.2 VL ;

i) ZPICD38HiAe{RlgG1[EH & K/5k
552 F  # 6 E (SR SRR
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iv) ZHCD38$iA% 64 SEQ ID NO: 1222 HC 5 SEQ ID NO: 1327 LC -
[E5°KTES] A0s5°KIA3ivFTIL 2 FiE - HAaziiCD3shike i &

a) SEQID NO: 14 VHESEQ ID NO: 1527 VL ;

b) SEQ ID NO: 162> VHESEQ ID NO: 1727 VL ;

¢) SEQID NO: 18 VHSEQID NO: 197 VL ; &

d) SEQ ID NO: 202> VHESEQ ID NO: 2127 VL ;

FEE H fa) ~ b) ~ ¢) ~ Bid) 2 ZHTICD38HAG (RIgG1E 4L -

[E5°KTH6] 455K ~ 2~ 4 ~ BSHE—TARTIL ik » Hfaz{Efs s A
[E5°KTH7] 4055°KIHL ~ 2~ 4~ ST E—IRFTIL . ik » HE—DHEEH
RS T — SRS UR BOE - (R T

i) BRSSP RAGES BRI AE(ASCT) ~ i ~ i - (b
ERARE - R A R i MR RO A FTAH R < B R 5 R/

i) 8% —EREEHUREBUA(REE B M2 (lenalidomide) ~ /DFIERE ~ JH/E
FERE ~ BPE VeoR - RIBMER ~ SRER ZER B - PR ~ SR ~ /T F A (prednisone)
B ZEOR 2 (dexamethasone) ~ BUHUEAIAH G ATRHRLZBEE

55 °KIA8] —HEGPRCSDxCD3%ERs R HiAGE F T A AR (HAS < FERE <
SEY) < i ez B RS ¥ Fe Rl avEiE B A L e R S5 EEDE -
[EF°KIF9) ANEERIASHTHL « ik » Ho

i) %GPRC5DxCD3 e B L85 £ 5 GPRC5D4E &k K2 CD34E &3,

%

GPRC5D4%E 48414 SEQ ID NO: 43 HCDRI1 ~ SEQ ID NO: 44> HCDR2 ~ SEQ ID

NO: 45 7HCDR3 -~ SEQID NO: 46 ZLCDRI1 ~ SEQ ID NO: 47 2 LCDR2 ;. SEQ ID
3 H > 36 HEHREHEE)
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NO: 48 71L.CDR3 - 3% CD34%5&38/8,& SEQ ID NO: 33.2HCDRI1 -~ SEQ ID NO: 34
<~ HCDR2 ~ SEQID NO: 35 7HCDR3 ~ SEQ ID NO: 36 ZLCDRI1 ~ SEQ ID NO: 37
~ LCDR2 K, SEQ ID NO: 38 ZLCDR3 ; [7/5

ii) 5%GPRC5D%E&3A,2SEQ ID NO: 492 VH )2 SEQ ID NO: 502 VL » H#%
CD34%5 43882 SEQ ID NO: 39 2 VH 2 SEQ ID NO: 402 VL -

sAoKIHL0] AR SKIESEORTAL 2 Fi%E - Hoof -

i) &%GPRCSDxCD3#EFFEM RS (RlgGAER - HESIEH —E#EHCHF
T L E405 2 R NRERE R (L B 409 2B RE I ~ I AEsE B EHC2) i ir EA405
< B R L B 409 2 Bl - HA iR AR S A IRIREURS| |

{E#EHN H o 3% GPRCSDXCD3 8y BT i — 5 Bl & A HC 1 R HC2 &
ML E228 7 Bl ~ r E234 2 IWHERE KA T 235 2 INREEE

ii) 5%GPRC5DxCD3E# 4 E 185 E = SEQ ID NO: 51 7HCI ~ SEQ ID NO:
52 7LC1 ~ SEQID NO: 41 ZHC2 F;SEQ ID NO: 42 71.C2 ;

iil) ZFAEGRMUREMERAE R - R PR E R 2 2 R
MER - BORRE - B A - FUE - TEWNRE - UVERE - g - 5
AIYIRRSRE ~ B - BT - B - 60 - R - BT ESE - Bl
Tz R E R GRS R 2 M E R o PIaE S BA e 2% e RE
B R R A S ErEREY  HEs

a) t(4;14)(p16;q32) ;
b) t(14;16)(q32:;923) ;
c) dell7p ;

d) IqAmp ;

F4H > H 6 HEEHIHFEHHERE)
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e) t(4;14)(p16;q32) K t(14;16)(q32:;q23) ;
f) t(4;14)(p16;q32) Kz dell7p ;
g) t(14;16)(q32;q23) K del17p ; B
h) 1(4;14)(p16:q32) ~ 1(14;16)(q32;q23) kzdell7p ~ BCE(EAIAHE © Fe/3
iv) ZEESEZIICD3HRS ~ AR ~ Wi VoK ~ OB ERE ~ RIEFK
SRR EREGT ~ PR ~ SRIAMBEODRIERE - SREHARMIAH & 2 BB AEAEL
158% > (LB H ez (A RS B i CD38Hi iE I BB M (E s E s -
[EB5KIANL] aEBsKIA10iv)Frill 2 ik - Hod
i)  #ZHCD38HEE2SEQ ID NO: 6. HCDRI1 ~ SEQ ID NO: 7. HCDR2 -
SEQID NO: 82 HCDR3 - SEQ ID NO: 9> LCDR1-~SEQ ID NO: 10> LCDR2 %, SEQ
ID NO: 11.7LCDR3 ;
i) ICD38HIAE 2 SEQ ID NO: 4. VHESEQ ID NO: 5.7 VL ;
iii) ZIICD3SHIARRIgGI[EAY ; Fe/=,
iv) #ZHiCD38HiEE 4 SEQ ID NO: 1222 HC K SEQ ID NO: 137 LC -
[E53KIH12]) AE5sKIF10iv)FTIl 2 IR - HAZHiCD3s8tiiga &
a) SEQID NO: 14> VHESEQ ID NO: 157 VL ;
b) SEQ ID NO: 16> VHESEQ ID NO: 17 VL ;
¢) SEQID NO: 18> VHESEQ ID NO: 19> VL ; &
d) SEQ ID NO: 20.> VHESEQ ID NO: 21 VL ;
{EEEH H HFa) ~ b) ~ o)Eid) 2 ZHICD38HiAS A IgG1 [F A -
[E55KIH13]) 0E5sKIES ~ 9 ~ 1IEI2F (E—THAT e AR - HEZERHRA

55 H > 6 HEFHIHEHHERE)
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[:5:RIE14) 40E53RIES ~ 9 ~ 1S 12t {F—IEFT > Fid > Hik—H a4
2 EAGT T— B MR RS - (R o

i) S REGUERAREE T B ERAEEE(ASCT) ~ B ~ Filr - (b
ERETRER ~ R R E T R S e MRS E R A AT AR A 5 R/E

i) I EGURERAGREEE M R ~ VOMIEE R ~ DS R - B
K~ RIMOK ~ BREEZERE - OUK - RiEm - WERR - REWR - B
Wil ~ FEEEERIER (hydroxydaunorubicin) ~ B/THR ~ F %5 B i (rituximab)
P T (imatinib) ~ 27075 /E(dasatinib) ~ [EZEE [T (nilotinib) ~ HETEIC
(bosutinib) + 4K T (ponatinib) ~ 4% /. (bafetinib) ~ ZE-K45 /8 (saracatinib) -
P& 5% (8 (tozasertib) B2 & 7 (danusertib) ~ [T HERH (cytarabine) ~ HERIER
(daunorubicin) ~ f#7ZEE (idarubicin) ~ SRILREER (mitoxantrone) ~ FEEHR - Hpgfth,
Y& (decitabine) ~ FEIJE & (cladribine) ~ & EHE(fludarabine) ~ LR
(topotecan) ~ (ST E (etoposide) ~ 6-F ELIEIS (6-thioguanine) ~ fEAEERS - it
FHIEE IS (methotrexate) ~ 6-SRIEENS ~ [l $[ Afl i (azacitidine) ~ = (L M 2 & =R
g~ SRH TSR BEAE

56 H > 6 HEEHIHFHHERE)
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