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L. — M6 & R IR B &7 Frid H &7 kB A () 2 Ik ik,
FTid 22 AL SR R0 2 SPTARE R IR 58 I T T3 3R (TFN) , i $iAk &5 & 78 Mg i i 3%
AR T AR PUR , I A& THREMEFCIX , M1 (11) CDATHEHLFA, HAMHICDA7 5 STRPasZ
REITMEAER

2. BRI ZER BT IR BB ATV, A gk 550 TR TENIE I KB S a1 4%

3. ANBUREE R 1 B2 ik R Ie & 97 2%, e b ok 55 1 T4 TEN B 22 h sl ad i K B 9 1-201 2
BRI ShilER.

4 WIAUCR) B SR 1 2 3T — TURTIR 41 A7 v, Horb BT iR IR 2 IR AS 5 4% S ek 5 Frid
PRI 42 Bl B A 1 X P CR g 1 2

5. BRI ZER 1 A AT — TR B G 7 Ho i 55 09 TRY TRNZ ek 551 TFNa.

6 . AR B SR 5 i (P B 7 ¥2% , o A TRNa P & 2R 2 /7 413 H SEQ 1D NOs 1%3.80%
90.391 11392, Ff H.H: A1 TENa A, 55 Yk 55 TFNai P 1) 28 2 — AN G JE B B B BB 2k

7 ABUREE R 5B 6 BT I B &7 v » oA el 55 1149 TENaO 55 [ TENa2b.

8. WAL A EL R 7 AT i BBy v, Forp 35 1 TFNa2b HA A X FSEQ 1D NO: 3B & & /b
— ik EH IR R LR B BRI 41 . L15A, R22A ,R23A, S25A,1L26A ,F27A,L30A, L30V,
K31A,D32A,R33A,R33K,R33Q,H34A,Q40A,D114R,L117A,R120A,R120E,R125A,R125E ,K131A4,
E132A,K133A,K134A,M148A,R149A,S152A,L153A,N156A, (L30A,H57Y,E58NFIQ61S) , (R33A,
H57Y,E58NAIQ61S) , (M148A,H57Y,E58NAIQ61S) , (L153A,H57Y,E58NAIQ61S) , (R144A,H57Y,
E58NANQ61S) , (N65A,L80A, Y85AFIY89A) , (N65A,L80A,Y85A, YSIAFIDI14A) , (N65A,L80A,
Y85A,YS9AFIL117A) , (N65A,L80A,Y85A,Y8IAFIR120A) , (Y85A,Y8IAFIDI14A) , (D114AF
R1204A) , (L117AFIR120A) , (L117A,R120AF1K1214) , (R120AFIK121A) , (R1I20EFIK121E) , 5
1447 ) REUA A, DLE,G,H,T,K,L,N,Q,S, T, VERY, 55145 ABLAX 5D, E,G,H,T,K,L,M,N,Q,
S,T,VERY, B HEL161 EE165 M HAH 4.

9. U B R 7-9H AT — T AT IR & 97 v Fo P Ik 59 1 TFNa2b 2 JERE SR A0 11 Tk 55 1
TFNa2b.,

10 WIACRIEL R TO BT IR KG9 v2% , oAb AR RS LA 6 55 1 TFNa2b ) T106 6k 2k 5 47 BR T
PAAM) 2 EE TR HUAX

L1 GnAUR] LR TR BB A 74, Ho A AERE AL B 98 55 1 TFNa2b ) TLO6 9 AHUAR .

12 AR LR VLT R BB A7V, Hoh Bk 7 AR S0 ek 55 1) TFNa2b ] T106

13 WnAUR] LR 7B 8 Pl Y B9 74 o i 55 1 TFNa2b ) 7 5172 SEQ 1D NO:448¢SEQ
ID NO:536.

14 QAR EL SR 1 - 13H AT — T Bl (R 6974 5 b B ik 40 PR 32 1 AH O bt i 1%k F CD 38,
CD138,RANKFC 44 , HM1 . 24,CD56,CS1,CD20,CD74, IL-6R,Blys (BAFF) ,BCMA,Kininogen,
beta2ft Bk & H ,FGFR3, ICAM-1,matriptase,CD52,EGFR,GM2, a4 ¥ &2, IFG-1R,KIR,CD3,
CD4,CD8,CD24,CD30,CD37,CD44,CD69,CD71,CD79,CD83,CD86,CDI6 , HLA,PD-1,1C0S,CD33,
CD115,CD11c¢,CD19,CD52,CD14,FSP1,FAP,PDGFRa, PDGFRB,ASGR1,ASGR2,FSP1,LyPD3,
RTT140/Ti-a,HT156,VEGF52 44 ,CD241, RCHEFE PR [ 7=4%),CD117 (c—kit) ,CD71 (ki 152
&), CD36 (I /N e B2 3 5% 44) , CD34,CD45R0, CD45RA,CD115,CD168,CD235,CD236,
CD237,CD238,CD239,CD240, TROP2,CD70,CCR2 , HER2 , EGFRAICCR3
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15 WSR3 1-14H AR — TR IR B 597 2%, e b i 3R 4 B 5 1 AH DG it J5a%k 5 CD38,
CD138,EpCAM, TROP2,CD19,CD20,CD79b, CD22F1CD52.

16 WL ZLR 1B AT IR B BEA- 775 , o Hh 40 i 36 10 AH SS B JiR /& CD 38

17 WAUR SR 16 BT IR BB G 97732, A BTk B Va7 41i% H SEQ 1D Nos:342,344,346,
504F1511.

18. WIAUR] R 16 8. 1 7 Tk (B 571, Hop iR VL5 4111k H SEQ 1D Nos:341,343,
345,505,512, 535F1538,

19. WAUR ZER 1-18 AT — T Fr ik i B & 97 7%, Horp Z2 IR @ 4R 1 7 51 2&SEQ 1D NO:
508F1SEQ ID NO:5078KSEQ ID NO:532F1SEQ ID NO:533.

20 GOBCRIEE SR 1- 199 A — BTk R G97 32, Ho i CDATHE B4 A CDATH 4 H 5
STRPaSZ A& B AH A FH o

21 UOBUREL SR 20 il A B & 977325 , e CDATHE B A2 JrCDATHIA

22 . QIAUFIEL R 21 BTl B 297 v2% , FL b iCDATHUMA 2 N BTAR B YR AL B 5 B LA

23 UNBURIEL R 21 822 i B & 977325 , He b HiCDATHLA 2 AR BSR40 I o

24 IR LR 21 iR B A 9T 125, H A R BE I 7 412 SEQ 1D NO:509, HEEM) 7412
SEQ ID NO:5108%SEQ ID NO:534.

25 . UNBURIEL R 20 Ik A B & 977325 , Hep CDATHE BT 2 PTSTRPadiff

26 . TIAUHIEL SR 25 Ik [ Bk &7 325 , Hob S IRPadi A & A Hidk i A\ J5AL B 7 f Hifak .

27 BRI ZE R 20 fT IR (R B 59712 » e P CDATHE 77 /2 STRPay Al &b 45 A4 ek o

28 . WAL ZE R 2T iR IR A 97 ¥2% , Fo A STRPa [ 4l B #h 45 # 3 S5 P e i 42

29 . UOAUREL R 1 22 28 AT — AT IR BB A7, R gl 43 (1) A (1) P el Rl i 25 2

30. — G YT 32 R R R 0 7 i BLFE AR EE SR 1 2 29 AT — T T IR 1 4H & 97 1

31 ARHEACR EE SR 30076 I 52 1 b Mgg i 77 v, Horb s i B 2 R ME i R Bl AR
AR .

2. MG, KRG HE (1) 2 IR, Frid 22 B 2 i 5 5 P B2 10 0k 55
MTRFHLE (IFN) , Bk fifde o 6 78 Mg 240 b 3508 1 4 B 2 T AH DS B i o B 3 ThRe vk
FelX, #1 (i 1) CDATHEHUH], FAMHICDAT 5 STRPaSZ A4 B AH A FH o

33 A E R 1 2 28 AT — T A A7 iR R 4 (1) A0 (1 1) 7R 4% FH 1677 IR 259
H ) &
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PLCDATER &R Ty

[0001]  AHIGHIE
[0002]  AHIIEZER20164-7 H19H #2232 113 [ Ik i & R H i No . 62/363, 982/ At S A, H
AEER N TN A AE X B IR A .

% BB 4

[0003] AR BV K FH Y67 PR A & 977 % 41 &8 & 38 — RN SE 8R4y, AR A
3 FLIR]EEAE FH DA $R A 384 5 () B0 I e .« 36— 37302 2 KR ik , oA & S huaR i 22 8k
ST TR Frd ik 5 e 4i i b 3808 B 40 B 3R A S HL IR 45 6, 28 =80 o A2 ek 2D
CDAT(E 5 1% T 2477

EREA

[0004] E&HHIR T2 IKF 2 K53 -1t 55 40 B 3R 10 1 52 AR A8 EAE R &R AR FH AT
SR A B LA At SRR A W RN V5 R T BT IR S AR AL N S 5 S g4
IS5 ) SEAGEL 3 IR 22 IR, 4RI+ BB R, AR KR, TR 15 R 16 o IR 2
Gy AT LR PTE , BRT CABR 35 7E i — N4 ) & i b

[0005]  HH T-iXLesr M AEDE Y, — 2 B AR NI IT IR AE & J LM KB Z Ik
oy F OCE BRI HEAE a7 7= i, B3R B i N AR KBS S &R, TPL & IFNa2b, TFNa
2a,IFNB, IEN v , {2 21 40 2E Bl &, G-CSEAIGM-CSF . ¥ 22 X 6 A HiAh fik & 2 72 1697 N F v &
TN T 77 AH G 2t TN R R I R I B BRI — A L R R K 2 B0 4y - f
R Z TR )24k, AFE N TR Va7 R B 20 B DA A 40 B 5 40, 24 TFNa2b TR T
Z RVEERERN , KA H 2 /D3 e T H S ERER M L TR TR 2R 46, X R
T 5K S G R e  B A 5 S DR PR ) g 3 R o AR T, AN SE AR 1% TENIE 548 P ¥R 22 HoAth 1E
WML G, BIR 2 P AR SN, XL e B AEVRIT TS T TR A BB, Horp — R
() (I G A AR R 5 P 24 gk 2D S AIDRISIE) o JUAC ) 3 o it ™ Vi MR P &5 2 VF 2 IR
EEVEFEIR A AKX FIFHLT , BRI M J2 85X BRI R AR 2 AR B s 1 (H R AR A 3
YBIT A BRI A 2 A AN B i R T L

[0006]  RUE—ULJIK (5 Wi TFNa2b) 4tk TV 97 B 2200  (H i T e AT T “ I e AE Wvs
P S B AT TR 52 14 22 o Mt S PR F0AE DG 1) 22 i 52 14 30 B R A5 I S8 35 T IR ) 25 1) 1) — A
R DA AR % ry 140 711) 2 it FH DA XS A 3V 7 8RB A0 = A e AR TR T R

[0007]  EfBiHh, B 19804FEARH LK L ANT-HE 3R , 55 73l /2 TFNa, B2 8 39 4 f 8 - i 2>
S A e 24 P IR B o X A Y s VR e A M R T B TR TR AR T, 2 B
i, EATE S &G T T B4R, FEEGE R /B AR A B T 75 . TFNa L g FDA
e TR 9T 2 Flom e , L35 A 208, B A M , BAR R 208, 22 R 1k B R, 12 1k B 1
1fiL 775 (CML) 140 A (1 1995 o TFNaS [ 4 B i) “ B 427 1 & FH TFNa 5 I Le 4 A b g 124
TFNSZ AR B 3245 5 FF TSR B 03 T L 2R A B2 1R 38 B BT A 3 1) » TENeORT 3 Ji 41 A 1)
— P TANE AR P R % JR G, X AT JE S G % RS HE R R T e AR B U AR
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[0008]  ANZEM)RZ, T TR ZARWAFAE T R 2 HEAR R4 o TFNaX JEm 4 b1 i% 52
P B S R B 2R R 40 B R A AL R T 3Rk, SRR X PR ERIEDT 1E T TFNa LU
LA RS R T3 T 4 7

[0009]  Ozzello% A\ (Breast Cancer Research and Treatment 25:265-76,1993) fifiit
TR N TFNa LA T 42 31 e B ) JOAZR , AT 4 TF N ) BB 40 13 5 A 21 B, A S B AIK
Jied AL KT FR I T, FRUE I T I MR A YD AE N JRE ) S AR R AR Y b B B R v
S 2] 1 0 v P B WL A U PR3 TEN ot s 240 ) B 422 52, AL /9 78 SI2 6 o 4 A N TFNa 5
/NER T RS TRNSZ AR AN 2 W 25 A AR A, 3X AT e S B A 2 H 0 AR - SR 1T, B T8k = AN TFNa 5 6
LRI G AR TCIE PR LR —TFNa 285 P AE NS -3 25 TFNa ) B3 1% X Le /R 358 AL 2207
A TPNaIE B B Hidk b

[0010] AlkanZE N\ (Journal of Interferon Research, 4%, 5533, 55355-6371,1984)
WER] 7 ¥ NTFNaff %5 T HEpstein-Barrji# (EBV) Ht )5 (MA) 45-& HIHuik B3N 7 Hx &
IREBV-MAZT 5 () 200 P %) e 385 B 35 1 o 3 P s 200 7 B e T SR 4 B 0 e 5 R s R AR 1 25
R T DA 4B 2 A2 41 i RQIMR-WIL, —Fh sl BE 40 . 3 M99 o /F & $8 H IFNa 5
PR T2 0] AR SIE VR IT RN E 20800 i (1) AR K o Alkan 58 N 3% A fif HR X B4t k-
IFNaZ -5 9)5 16 5 B0 B PR 40 AR B A P2 AR i fE B

[0011] & AIHU A4 FH TFNa . [A] F 3 42 ] LUd ook i) 2% & B 1 A A ke SIe TR . 451 4, TDEC
(W001,/97844) 2 FF T N TFNa L5 i) filgd Bt 5 CD2011) TG 1Y) 25 B ) CoR it () B Bz 45 o FL At 4
C AT 1 TG HE BE M CR B A TFNa 2z [8] 48 P2 Ffie ko 41, US 7,456,257 2T 1 Hitdk
A H E X B CoR 3 7] LLUE IS 7 81 (GGGGS) nff) [AIIY & 7 22 2R —H &R (S/6) $#:2k 5 TFNa
BhE, oAl L2 1. 28103, 3 BAVE B K B an iy, fb& 85 B A @R I TFNaGE YA 5 &
Z5t.

[0012] MorrisonZE A\ (US8,563,692; fiXuan C,Steward KK,Timmerman JM,Morrison
SL,Targeted delivery of interferon—a via fusion to anti—CD20results in potent
antitumor activity against B—cell lymphoma.Blood 2010;115:2864-71) idANHF T 5
B ) JEERE ) TGP i) B2 B 1 C R v i 2 ¥ TFNa, B 46 AN AT S/GHSk , W 82 31| T g G AN 3k
55 TENafp) il & B A 1 TENaOO 76 40 B 2R 1T _E AN I8 AH NPt S5 i 4 B vt 1« 54 B N 4 e
[N ARG 25 TFNa (25 TFNa) FHEE , 3 8 il H R4 AR 1) TN 14 P38 ARG 2 o B ST, (AL
56 F B TFNas 5RO BE B B 835 . Morri son®E A RIUS 7,456,257 Bt MLZE 2 (1), ¥ Hem &
ZHUARCA Ui I 3 BN TFNayi 14 () B AR A 18 FERY , IF HIE & o\ g dhos, RN E R T
IFNFR 3% 7745140, Ross i %5 N (Blood vol.114,No.18,pp3864-71) 45 H 1 X — i 4 , Al ]
T MBS , RIS TFNaOZE 322 21 Mg S m) B i) 77 U 1550 W88 21 TRNaE 14 1 452 4%
[0013] @ , DA BORHCTAE F R R TEN IR 12 TENAE [ Je 40 0 o B SR X Fh v 5 BUIFN
X470 e 200 O ) 9 P 1 0, (EL B 9 A AR TENOR T P 8™ 4 e ) 7% A %) e o 7 b T 42 21 1)
A AL, 25T T AR M R T 208 R TR 9 20 B , k- TgNafl & &
N TENaE R o) PEAR K AR S b 4ERF R AR TFNaGE PE X PP M I 4R T BE S B L& 52 A
TFNa# oo AR e e (ML se”) gn i 5l i n J .

[0014] Rl 75 BERARAICHE T TENGR) 2450 ) “ Wit 87 Vi 12 , [R)IRE PRARF 1K 6 24 W) “H m) ™ B 977 AX
SR o BEARE S v R ) A RE I EL[R] B X e SR AR 5 T ) AR RE B MR I B A R 9T R R
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JUR 77 A B R R 7 R FE B 11 o 4540, A B8 DL () T 2048 TN TN, 8 75 L& P AT DL o i
ST, ] B ok L6 1 N 200 ) S0 e /N, o P AR M8 200 Pt P T2 40 2R A2 ARl B KR
I T e 0 P P R RS2 A 28 s/ IN R HITR o 75 50K N TN ) g 4 A, e 75 06
NPT AR S 4 B 3 4 S v T A WA b B T A . AR (R 138 0 T A A
YRIT YRR 431 B an AR AR B DR 1~ IR 2 KR B R+, AR KR, TR T R R 155
[0015] X — 5 VLM 4 C 4EW02013/059885,W02014/178820A1W02016,/065409 1 45 FIJ3iF
82, H A AP AN A B A X G| AR .

[0016] [ WAk 4 B & A7 AE T BT A 2 23 (%) 56 DR S % M o 8 9 ohe w5 15 W 4 i T DUAR 4 4
AT = 1 A it B ) B A - LR A M BE K R AR s 1 B /D2 AN — NI @M E
Wik 0 B, FL ™ A b 2 BRI IO 2 B ARG T o — S A ML E R 4R A, H = A — S = A
B B FE A T IR A 97 o 5 Wk 240 P DA 368 3 e A 03t A AL ) 3% B, 487 a0 A7 AR 12 4 P
Wi A FH (ADCP) BT A SRR P AL ] o

[0017]  S{@RRANMIANFE] , A 75 ZL0 2 A ) B SE I 40 L B /s BN “I23R” (“eat—me”) {5
5 (RIS T E &) Bbs B EEC AR , 0] B 7 0 20 1) S2 A2 TR i), 45 an g A R
YA, B A% 4T B AN I T B o A R AT AR T RE 2 B AR EIZ 3R (“don’ t eat me”) IfE S,
XA 5 2 E NG FREAE A XL A5 S A IR R A, DLo A RAFAE , B 1
“NZAR” B A W 40 AT 50 U AR R o g R A I 1) 4 B 5 1 £ 1 CDAT S e S A A g
ZARRIE 5 1T H a (SIRPa) [ 45 F BOSHE) “N Bz 55, T LS H 2 Mg
ISR , CLFE I T 40 B IS B AF R S () A Wi A FH < BT CDA7 /1 ) STRPak 7 ik 241 g
125, B /N R A CDATRIE B2 2% , 7] DL B0 40 M A2 A L0 A 1) 75 R o 0 T 5 L
L AFAE T A5 5 40 A5 5 PR 4 D, L BT S TRP -, T DA 7 W TS 466 308 5 AN 2 g 5 e ) 4

[0018]  CD47x&) {2 RIEM B ENEE A, A A TgFE &5 I8 LA S IR X . CDAT/E N
STRPaffy 4o BC A S A F , JL 45 A i STRPaffINH2 - R g V- £ 25 M3k A~ T o STRPa 3 BLAE 5
ML FRIE , RGN AR AL R A, B BE TR0 (DC) 5 BB K 4 i S LA ¢, (0 43 1.+
M. LeeZE N (2007) J. Immunol . 179:7741-7750;Hatherley2% A (2007) J.B.C.282:14567—
7508 1 SIRPa b4 FCDATEE & I 45 M € 1% s Lee 5 N (2010) J.B.C.285:37953-631118 1
STRPaJiiizt —SRAAECDATEE & HIAE F . A T 5 CDATHI 1) 1E 5 0 A ) AW A F AR FE— 20
WEHE 2R IR AR I % 2 iU N B TR) 7R T4 (HSCs) ARHARA_ -5 50 i, JF HaX te 4
i EFICDATIK PR 8 1 e AT A A A 0 1 ] R 12

[0019] A2/ FPEAHMLAET: (PCD) FN7w Wik 24 A 25 B A AR A0 A e 2 LA B 25 52 407 - e Jiy A Bl 4
AARR T Xz — o R, PR AR s B R A7 ) 4R AL (F9) s P 200 P P P R L A D %)
2Vt T PRIREPCD A3 Wk 21 B 22 B3 1 5 15 . CDAT, BN “ANEENZ IR {55, 78 22 Pl 28 41 i . Jas 24
Ji AR % AT B b 2 s e R A 3K A 2 e i e e A R o BT — AN 4R B () o A i JE
HHEE) _EICDAT A 7 — AN (] anFr Wi 40 ) _F (%) STRPa [8] ) AH HLAF FH M H1CDAT 2477
HETH 7 CDATRIE I S N FHEAE b 1 e 4 A R/ B0 L 4 B 1) A W FH o PRk, $0CDAT 245 770 vl
TRTT A/ BT 22 MRE /A o

REARE
[0020] 55—, AR IR ML 7 6T 32l T I B AL STk 2 ST R

6
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FoEie A () A& ShiaEE I Es I TR T3 & (IFN) [0 2 IR @A, Frid fik o & e 40
i b 0K 1 40 B % i AE SR Bt IR 9 AL & Dh e tEFC X, A1 (i1) CDATHsHu 7, HANH|CDAT 5
SIRPasZ AR AH HAE H

[0021]  FEA KA G, 20 (1) A (1) ] LU B[] B A

[0022] 755 7 1Hl, A R BRI T I6 T 52 A i IR 0 7 v, B AR AR R B A A
Ik,

[0023]  FE28 =50, AR HFEEE T —FEH AW, RE SR G AR HAE SRR A s (1)
FGi) .

[0024]  FEZEDUJ5 I, AR OHIRAE T A KB H G970 5 (1) A1 (L) EEH&E TR
IR i 2590 i I

F3 15 BR

[0025]  P&]|1:NCI-HI29F #E IR 5 Pl FE AEL AR 2 o Jioygg AR AR 1 I Sk /s 5 ) o 20 ) TR — 0k 55 11
IFNa2bdi ik o i858 1 TFNa2b) AH LG FHHTCD38—18 55 1) TFNa2bf@h & 85 F VR TT I 45 3
FA$tCD-38-TFNa2bfil & &5 AR BEAE 10 /N A A 10 R Fh i BR T NCI-H929 e , i xof HE 8
[71) ok 5553 1) TN 2 b & 2 1 19 P4 T L B0 RAOR

[0026] P& 2A:NCI-H929H HiE /R 5 Pl A A 2 o iy R AR I, S 7 5 ) o 2R ) HEL - D3 55
() TFNa2b7 4 A EE , FIH70CD38 - 35 Y TFNa2bfih & 48 [ VA TT 1 45 51 o BB (i Sk Rom G 7 (K I
() R, AR R T Sk 3R e Rg BOORE (P BN 1) A, B T4 222 0 A

[0027]  PE2B: HY H EI2AH BT 7~ S50 (04 Briied 5 i 0 222 00 M RV 20 B S5 REAELE , L
CD38-Jak 55 Y TFNa2 b £ 25 19 AL FE ANCT-HO29 B 5187 S PR 4 At 365 1 1) 1) A% 22 0 14
I A1 FE e CDA5+ 2R B B2 4R o T M AR R B B o ZE BB T) 0 U L /NERL

[0028]  [&I3A:786-0'5 J 57 Pl AL FE AR AL rp IRg AR FR 6], 2o 1 St FHAREE F Bt
HLA-J% 33 1 TFNa2bfil &8 IR I7 1 45 1 . B f Sk RN A 2570 7 I 1] 25, KB Sk K oR
FH - 2H 235 53 A 10 Jieeg BDURE PR IS (1) 5o FE B A o, HUHLA- 95k 55 1) TFNa 2b & 2 1 6T e
I A 5

[0029]  &3B: H [ I 3AH BT S50 1 Jigd B it X 2H 212 0 P23 ] o S5 ZENCT-HI29 B
I8 S PP AL R AR 2R e FHHTCD38 -1 55 11 TENa2b il A 8 [ 3R15 1) 45 AR L , 1% B8 B CDA5+ 41 Y
B AR B8 2 (BI2AFI2B) N TRARE BB H/N R .

[0030] &4 $& 4 7 ENCI-HO29 B 588 S R AL ABE Y o A 3 A S [] ) e 945 240 o 5 s 22
AN RITSRIGEE R R B BOR, SEAPIARLG , FHTCD38- I8 55 1) TFNa2bfil & &t
AL FR FENCT-HO29 i Jig A4 FH oAb PR 5 BUAESCID/NER i R 10 A 346 10 Rl v &, ZENOD-
SCIDH R 10 REh A2 Halit &, DL AENSGHh R P10 R 0 Hgva .

[0031]  [&]5:NCI-HI29 & RIS Fh R AEL 418 7Y v JMoRg AR AR ) 1, SR 7 5 B b i A ) 2 i
JFRAR SRR £ AL B AR EL , FAPTCD38- IR 35 Y TFNa2bfil & 88 19 78 28 i o 4 S0 2 26 i Ak
) BN rh F$LCD38—J 55 1) IFNa2bfl & 8 H VR IT 45 F o AR A Y vh , ¥ m ok 240 P 3 A
FING FRARSUBSTR Eh B A 40k 7 HLCD38—18k 55 1) TFNa2b il & 8 [ (1) JRa i A

[0032]  [&]6:NCI-HI29 5 HifiJ8 7 FiF% LA A5E L v ool A AR ) P 38, SRR 5 Bl g A W0 A
EE 5 DL K 5 He b i i B SR AEN29 T ARG 25 T N297Ab I FLARF ¢ i JE Ak A7 i A1 B 3L 4k 1CD38-

7
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9% 55 1 TFNa 2bg & 82 H AHEL , FHPTCD38—9 55 1 IFNa2bfl & 8 VR IT I 45 3R AR i B A
FBRFelE AL B 3 5 8D 1 Rl 8 0 IR IR I , 2 B iR AR B B WL 1) P e B R PR 4K
S 200 75 4 FE (ADCP) ) 552 Jo 1 iR

[0033] &7 fHuRg A AR, S 7 B FH7LCD 38—k 55 fK) TFNa2bl & 25 1 (LKL 7)) L2
PR BE LA PTCDATHAAR L 3 24 770 1 28 & BRont FEUAL B 1) 25 S FHPTCD38 Uk 55 11 TFNa2b il &
FA QRMFE) SRS FICDATHUR I AL A6 77 7210 K/ 1910 HU b 58 4 BR 1 NCT-
H929 i , Ty . A Ht CD 38—k 55 Y TFNa 2 bl 81 I AE AL 7 B T B4 3% M ANk 82 B 38 iy A
KIF A RRE .

[0034]  [E|8:RPMI 82262 & 1 Rt Jid S PR M A5 24 vh b g AR AR I, 7R 5 48 A W
XTHEAHLEL , FHPTCD38— 1 55 1 IFNa2bf & 85 1 (LKA Af FHIERE SE AL HiCD47h A gk
A7 CDATFH W Bt CD38— Y6k 55 1) TFNa2bfilt & 85 1 (AR FFI &) AR AL HICDATHUA R 4 &
BHATIRIT B 45 5 o R 1Z AR R, HUCD38—Ik 5911 IFNa2bl & 2 [ 5 AR HE 3L AL BTCDATHi A4 347
CDATFH B i 2H A fEVH b M G @10 Rl h 8 ]R) J7 T b FH s b 24 W slont R 25 M 4H & v
T AR

[0035]  [&]9: OPM—2F fiEJed s M A AR 2R v Jifeg A AR T 1], SRR S EEN Py sl REARLE , L
CD38- k55 17 TFNa2bfilt & 8 [  Ad FHIAEBE 344k 19 HrCDA7H A 47 CDATRE Wt « Bt CD38 -k 55
(1) TFNa2bgk & 85 AN AERE SR AL PTCDATHUAR I 2H & BT VR TT I 45 R . fE1Z AR T b, HTCD38 -1
551K TFNa2b 138 1 35 b8 540 HLCDATHT AR ) CDATREL WK i1 2H & 76 T b g (10 R 3 g5 R
Weya ) Fh bk F sk 2 50 sl B2 2H A va T A AL

[0036]  [&¥]10:A3755E F I8 e MR i BB 2 v g AR AR T B Bos 5 EEA Y0 AH LG, FHHTHLA-
1% 55 1 TFNa 2bfg & 85 1 /48 FH AR BE E A ) tCDAT HLAA ¥ CDATRH Wr 53 HTHLA- 5 55 %) IFNa2b
Rl 8 AR B B PUCDATHUAR I 2 & BEAT VR T I 45 R  AEZ A A, HTHLA- R 55 %) TFN
a2bmii A 8 A ATEHENE IS AL 1) BT -CDATHU AR A 2H A 75 SEIR A3 75 8 (1) AE K U7 1T bb FH Bt 24
ANETT AR

[0037] P& 11: ARP—1 %k VA P 1 il 0 S P A A A 70 v Pyg AR R 1) TR, S 5 38 Ak i oot HEUAH
EE , FHHTCD38—9 55 1 TFNa2bfl & 5 [ 458 FHAE N 24k HCDATHU A4 1447 CDATRH Wr 5t CD38-
855 1K) TFNa 2 b &5 28 [ AR AL HLCDAT IR I 4L A AT 1R JT I 45 3 . AR AT b, 4
CD38-¥i 55 111 TENa2bfil A 8 (1 Ad i EBE S AL HTCDATHUAAR I CDA T FH Wy (1) 2H 5 78 JH fib i g7 (8
A B 7 Sk i6 ) H b s 25 W) st BRZG M A1 & 1R TT B8 B A 2K

[0038]  [&]12:2k H K119 8 SR B HLCDATHUAAR ) P FhAS R B AR B AL H-CDATHiAk v
B (2A1F15F9) $&4E 1 CDAT B 7 1) ARP— 1 3k v P 15 il IR0 S5 i R AR ASE 204 v B A AR 1 ) o 122 A
BRI S5 R WoR , 5 HARIG 70 e A K 1) S B JC 2 AHLE , HUCD38— Y3k 55 1) TFNa2bfil & i
5 5 R E R AL HCDATHILR sE [ (2A1RISF9) th AT — FhEESIGIT ] S B A shb iy
e 4 IR T Rl (10 /N A 10R) &

[0039]  [&13A: E4HML (HC-1) H I 7 FhF& AELAS AL h (1) T Msd A7 3% (TFS) B, 2o At
CD38-Jk 55 17 TFNa2bfili & 8 [, BT ANHLAY 55 1) TFNa2bfh & 25 1 Gl SR PTIA) , B TE %
PUR—YB 5511 TFNa2bfil & 85 AT ¥R 7 1 45 S AR PP 1 I A A A, 5 4THL A8 55 1) TFNa
2bFl A (100% TFS) AHEL , FTCD38—Jak 5511 IFNa2bfh & 85 1 (1F A 8 — 245 57)) X 4735 R
oM /N (B33 R N10%TFS)
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[0040]  [&]13B: 40 (HC-1) [ M5 = FioRe i A% 2 v 1Y) O MR 73 (TFS) ], o 5 5
M NHLA-98 55 1 TFNa 2 bl & 85 [ Gl FHEHTA) PTCD2098 55 1 TFNa 2 bl & 45 1 5 -5 E Ak
FALPICDAT IR A A SN WA EL , F 90 A CD38- Uik 59 1 IFNa2bfh & 2 (1 5 AR F b 91
CDATHUARZ A AT IR IT I 45 R AT 1) 45 RN, 5 2 BRI S5 (B13A) H B pd4CD38 -
U 99 () TFNa2bgil & 25 [ A EL , HTCD38—J 5511 IFNa2bfih & 8 11 5 HiCDATHIAR I 4 & B 2 41
B AR R (B 550 K840 % TFS) .

[0041]  P&14:CCRF-CEM T ALL SRS HEAR Y o 1 JC IRd 4735 (TFS) B, S5 5545 B ) R
PR BN P67 FHEL , SR FHTCD5 26k 5 1) TENa2bfih & 85 A 8 5 JERE IR 1L HCD47
PRI G AT IR B 45 F AR 1) 25 AR B, 5 AN 245 770 st RE A 1) 4 & AR EE , Bt
CD52-Jak 55 /1) TFNa2bfit & 5 A 5 AR BEIEAL HiCDATHIA B 4 & S BUF R W M ZE K (5590K
30%TFS) .

[0042] P15 4 By {4 B A 12 P bR B2 40 AR (9 195 (B-CLL) JRIMECT B CLLSF: PP M5 A
(1) TG MR A7 (TFS) B, iR 5 R0 BB A sl A P b 3 AR EE , B A U HL A6k 55 1)
TFNa2bfh &8 [ 505 JERE AL PLCDATHU AR L & B A BTCD 1998 55 1 TFNa 2bfil & 8 [ 5L 5
ALK LA FTCDATHUARLH & HEAT 6T 10 45 5L o %A T 1 &5 R o, B s FH o HLA— 93 55 1)
IFN2bfl & 85 V87 AT IR E AR 2 (590 K50% TFS) |, T 4 HtHLA- IR 55 1 IFNa bt &R 1 5
JERE LA B BLCDATHUAR L A A I A7 7% 2 KR & (BE90 KT 100% TFS) o 5 B fiHiCD199%,
S50 TFNa2bfit &2 AL , 24 41CD 199 55 1 TFNa 2bih & 2 [ 5 AR Bk I HLCDAT Hiik 4 &
I, A7 R AR I

[0043]  [&16:NSCLC (H820) 57 Fh i A 2 v Jiyg A4 AR 1 el 36, L SB /R 5 BBl B -CDA 7 B
WA PG IT AL , A8 P Bk T-EpCAM—Jak 55 ) TENa 2 b & 45 1 8 5 AR B LA Bt -CDATH T4 4.
G HATIRIT I S5 R AL ZAE R b, HT-EpCAM— ¥ 55 1 TFNa2b @l & 85 B 5 JE RS E AL 1) -
COATHUAR R ZH A $R AL T i Bl N EpCAM- 55 ) TFNa 2bgh A 25 [ B SR 47T -CDA T AR 1) 3
5ER PR fiRg 1

[0044] P& 17A: OPM2 B HiE RS 57 Fh A% AR A A5 78 o e A4 AR 1) 11 3%, S 7 A FH ER i CD 38—k
S50 TFNa2bfil & 8 H 8L S5 3RS AL HCDATHi A — it , B AR BE E AL HTCDA TR BRI A 1 it
ITIRIT IG5 S o B AT L RN IR TT (P 8] R, 2K B iy Sk 22 7 I EOURE FH T 20 245 43 BT R e
i) A o FEZ AR o, AV 78 F4CD38— V8 58 () TFNa2bfil & 5 1 5 AERE R L HCDATHiAR I 40 &7
VRIRTT BN LS 21 1 5 1Y) iR H )

[0045] P& 17B: HL H B 17AH BT 7~ SE 06 JioBg B it 16 2 2122 0 i (R VR 40 1 3%« 5 B i 245 57
BURS M PD3RAT 0 §5CD4A5" 40 i 55 A2 AHLL , 78 FHHICD38—4 55 () IFNa bl & 8 1 5 AEFE Pt
CDATHUAAR IR L ¥6 77 T3 ) i3 o W0 82 3ICDAG Al At ) S B2 4E AN AR T 8 WUV
[0046]  [&[18A: i FINOD SCID/NER HTHO29- 1 HifiJRd S A AL AE W ABE B o fRg A AR B8, SR 7l
FH BB CD 38— 55 1Y IFNa2 bl & 8 H B AR SR AL HLCDATHi AR — 2 , Bt AR BE BE Ak it
COATHUR BRI M AT 0T I 45 R BB F Sk R TB Y7 I [A) £, 2K B 7 Sk 2R 7 e U
FAT AR 553 B (R 8] 5o PE AR Y o S8 HECD38 sk 55 1 TFNa 2 bl & H [ AN R B JE A0t
COATHUR IR ¥E T7 M E2 2158 2 %) e Rg $0 ) , T B 470CD 38—k 55 (1) TFNa 2 b & £ 1 $2 £t
T/NEIBU MR R

[0047] P& 18B: HL H I 18AH BT 7~ S U6 1 Ji B 5 it 1 2 2122 2 i () V70 161 o 5 B 24 71) B

9
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A WFRAT I 59CDA5" 4 ff S22 AR L , #6 FHPTCD38— ek 95 1 IFNa2b il & 25 11 5 AR AL Ak it
CDATHUAR IR LA V67 1 ieg vh WR 22 21 CDA5 41 fu (1 5 354K . AN SRR B H /L

B A

[0048]  FEREANULEA 5, B AR bR SC A BER, 75 RS “ELHET BOE W R ET B
[0 A AN 4 3R AR DI T A B BT IS R BRI B T R R U (RN AT AT F A R R
B A R B R BRI

[0049] AU B 5 o AR AAT 5 5 H AR (B AT AR (45 B BT RN I 51 FHAZ
WA AL A AR AT B LT ) 20 7 78 2 tH ) (B K B B RIE 2D B8 A D
FSCAS U B 5 BT R ) A3 () 8 R B — 3B 45

[0050] At B 8 R B BT A H AR I8 5] AR NS

[0051]  AZRYE B IR, AnAE A i BH 5 H A P, BRSO 20— () 7 A& obh (4N) 7 46
SR, BRAE B ST A B R B o R 9, 52 0 — B2 A B AR B AR 2 7], DA K R
BUHE Z RG] 52 K — A1 AR RS T L LR BT .

[0052]  FEEE—T7 1M, A K BRI AL H TR 97 2l TR MR 46077 A AT A it
F (1) AL 55 e 20 M b 3R 0K 1) 240 i 2% T A DG L R 45 & I PR S 2 s 3 I T T3 R
(IFN) HA 5 ThRe MR X (1) 2 KA a4, A1 (1 1) 4 CD47 5 STRPasZ A4 AH H./E FHICDATH5 bt
o

[0053]  FEAK BRI A 7k, Al ) A (1) AT AN Bk IR s it

[0054]  FEEE U5, AR BRSRAE TR TT 2R T MR 0 5 v AR A A R B AT
o

[0055]  YEZE =5, AR B IR BE T —FhAH &9, LA R AT A K A 5975 A
55 () A1) o

[0056]  7EZE VU J5 1T, A K BHER AL T AR BRI A7 ik B 44y (1) A (i) FE & TR 9T
SR8 (1) 245 49 1) F 38 o 209 TT DATR B W 2 24 B DU AT AR P AR IR 45 2« AR R W9 8 3114
gy () fEfil & 55y (L1) —&H TR 7 MR 259 i FIg UL 4l 9y (1) TR il 4% 5 45y
(i) —#2 9097 MR i 2594 i i

[0057]  GnKsdis 4 02 , A & BH B0 — ANRFAE 2 5 R 0 e 1 3Rk A 4N i e T AR OGB4
IPTAREL & DhRE e X o AR SR A, R “Thag thFc X & fa 1% Fc X B A 8T 5 B 41 iy
WP y SZARF EAE R 51 R 80N T ShREITE /7. KR A, THREPEF e it %38 I (s i
211 7 A FH (ADCP) i 12F 5 4 241 i 11%) 5 e ' FH AN/ B30 08 e e A A4 st 2 400 -5 1 400 P o 1
(ADCC) A% FLAH M o AMAS[H] 72 2 Fe S AR 1) D fe -

[0058]  MKEE AE M2 , AR BH B0 — AL 2 TR T30 2 I E9 10 o 40 A ST AT i RS 959
(T BRI TRN” 2 FR TRLTEN 2 40 LAR S T B9 A2 T TR T30 R B 1 TR T3 &K 0 A TFNSZ 44
(1) 40 B R R0 89 77 =X AR (SRAR) o 3 PR AR A 3 70 o] g 2 T AR T B AR B T RS TRN, I8k
S0 TS TENK TENAZ A4 F 5% A AR . TRS TENFR R0 0 AT BLB I EC5 048 58 B8 718 , EC5 01 /2 71
B2 - e 87 4 %) B R, b R AR I E Hh TR TENSL AR — T2 TENAS) 8 A4S R A< B2, Wi 7 7
20 PR T AR R R R (1) TENTRIAS 5 A% S S PRI 8 B e B 6 T TRYTRN, mf DA FH 22 1 40 a1 -+
P E N Te (TRE) $3E 43I 58 IR B 1 T B e 8 B 25 A A9 A i o 288077

10
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[0059]  7ERESes iy S rh , 9k 39 10 TR TRNGE o kB 5 PR 7 B2 . 0 #5200 DL B4 BX
KR N1 220 2SR 1 423k @, IR S5 I TR TRNK: S5 he A 1) 4 ik ol 2 Ak 1 e [X 1) C
AR 4z o

[0060] ik ik 55 1 T 284 TFNZ 9% 55 1 TFNa,

[0061]  Jek 559 TFNam] £, 24 1% I SEQ ID NOs 1Z3.80%90.391 F13921) A KM 17 41 o i% 7
FI B FE Y 55 TENay 14 1) 28 /b — AN SR B HUAR Bl 2k

[0062]  7FHESE S 7y S Hb , 3055 11 TFNa &2 6 55 ¥ TENa2b o 7~ 41 P 1) B A2 B TFNa2b 7 51 3
7~ TSEQ ID NO: 3+, Ff HAEFELE St 7 227, AT B AR 2, S 55 Y TFNa2b (7 ik ik
(1) 38 /b — AN G R B AR Bl Sk 2 - L15A, R22A,R23A, S25A, L26A, F27A,L30A, L30V,K31A,D324A,
R33A,R33K,R33Q,H34A,Q40A,D114R,L117A,R120A,R120E,R125A,R125E,K131A,E1324,
K133A,K134A,M148A,R149A,S152A,L153A,N156A, (L30A,H57Y,E58NAIQ61S) , (R33A,H57Y,
E5S8NANQ61S) , (M148A,H57Y,E58NAIQ61S) , (L153A,H57Y,E58NAIQ61S) , (R144A,H57Y) ,E58N
F1Q61S) , (N65A,L80A, Y85AFIYS89A) (N65A,L80A, Y85A, YR9AFIDI144) , (N65A,L80A, Y854,
YS9AFIL117A) , (N65A,L80A,Y85A,YSIAFIR1204) ) , (Y85A,Y8IAFID1144A) , (D114AFIR1204) ,
(L117AFIR1204) , (L117A,R120AF1K1214) , (R120AF1K121A) , (R120EAIK121E) , 5514447 IR
#¢A,DLE,G,H,T,K,L,N,Q,S,T, VELYHUY, 55145467 A%ED, E,G,H,1,K,L,M,N,Q,S, T, Vak YEL
A BRI TR IEL161 2RE165, S HAH A o AT B AR A, ARG A R AR A2 A 145D , 1X Fak 55 1 TFNa
2bf)— AN S5 7 FESEQ ID NO:44FISEQ ID NO:536H1 .

[0063]  4nAAIE A AR N GO R B, 2448 AN R ) TFNa2b 7 F1 ], b T 4 20 i 5848
7E B A2 B TFNa2b 7 71 I AR AT B AT -

[0064]  Jak 55 1) TENa2btH A DA SE FEBE JE A0 1 6k 55 (1) TENa2b o K A0 10 98¢ 55 1 TFNa 2b 1) 5k
HFET106 7] DL 2K B4 5 TR A1 1) 22 5 R B, DA 5 760 2L 30 40 40 i v 7 A2 TENa 2b i B 25 4
FAAT AT

[0065]  #F 53— ANSEti 77 b, R T AH S PR e B F 4 :CD38,CD138, RANKHL 14 ,
HM1.24,CD56,CS1,CD20,CD74,IL-6R,Blys (BAFF) ,BCMA,Kininogen, B2{# ¥k 5 , FGFR3,
ICAM-1,matriptase,CD52,EGFR,GM2,a4%¥ 4%, IFG-1R,KIR,CD3,CD4,CD8,CD24,CD30,
CD37,CD44,CD69,CD71,CD79,CD83,CD86,CD9I6, HLA,PD-1,1C0S,CD33,CD115,CD11c,CD19,
CD52,CD14,FSP1,FAP,PDGFRa, PDGFRB,ASGR1 ,ASGR2,FSP1,LyPD3,RT1140/Ti-alpha,
HT156,VEGF3244,CD241, RCHEEE KK =4, CD117 (c—kit) ,CD71 (kR 1 3244) ,CD36 (IfiL/)s
B N 2R A 5% 4K) ,CD34,CD45R0,CD45RA,CD115,CD168,CD235,CD236,CD237,CD238,CD239,
CD240TROP2,CD70,CCR2,HER2,,EGFR, IGF1R, CEAFICCR3.

[0066]  7F— L5t /7 = Hp , 41 g 3 THI AH ¢ T iR B 5 CD38, CD138, EpCAM, TROP2,CD19,
CD20,CD79b,CD221CD52.

[0067] AN BE AR S 77 22 v, 40 MR 1 AH O HT I 2 CD38 o 78 FELE STt 7 Z v, Hifks
fR)VeFE 313 EFI SEQ ID Nos:342.344.346.504 1511, FiikIVLE413% I SEQ ID Nos:341.
343.345.505.512H1533 ; UL S BTk ViAIVL T 51 AT AR 2 & B A R PR AR N 25 Bk 1) “AH
KPUAR” (BFE “MRPURG G BT PR Fhik (AHEHPUES S B 52K
IR S8 G PR (i an, 75— 28 st 77 b, X AR B E AR R 1 35 4 A S
R RALRE 1, B 5 2 BB URI) B AMRE X (CDR) (FE — 85t 77 22, 7 8 1>CDRH A g

11
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B 2B 243 AN BGANR F Z A TR AR, BUAEBANCDORAF A 2k 1B AR 57 HUAR)
B 2 IR AR (1) ] A B AT AR AR A A 38 (Bl 5 RT AR 6 A e nT B %22:80.85.90.9
96.97.98.99 % B 5 =y L IR [F] — 14 , AT 2 L PR AR I FEHE 2R X FF H AT DU PR 5F
I ECIR LR SF 1K) o 7 — L2 STt 7 R H , Of 55 B B BLASTp 1) BRI S 500 5 , T 75 At S it 7
S RS RS RS B, Hod Frid B e ik (H =8, N AR , AL , AR, 7+
SRR , TR/ (LR, AR, AR, AR, BEAR) R (R
BR) , 75 &k CRNER, 2R, 2R it HEAR, BER, AR R FBEZ (K&
AW, 2R, RAETNZ , AR NE) « ARGUREARN SN RS, 8 5 2 IR 3R 7 X
BN G IR AR EE A B AR A5 1 (S 0L dnWatson%E N (1987) Molecular Biology
of the Gene,The Benjamin/Cummings Pub.Co., 522470 (584hR)) - eAb, 258 _Fal ThEe
FEABAIP) B 2L R R B AN K AT BB IR A v 1

[0068]  7E—NEAKRSLHE S A, Vi T A1 &SEQ 1D NO:504, VLT 41/&SEQ 1D NO:535,
[0069] 7R HELENF E Lt T b, 2 KK A 1) 7 51 2 SEQ ID NO:532HMISEQ ID NO:533,
B FERE 7 41) 5 SEQ 1D NO:532F1SEQ ID NO:533% /280.85.90.95.96.97.98.99 % &, 5 £
FHIR ) AR 720, i HIR SRR,

[0070]  #F JE st 7 28, CDATHE U 45 A CDAT 3P0 1) H 5 STRPaAZ A4 ) A ELAE FH o 71X
e St 7 229, CDATHEHTA AT LR HTCDATHUAR , AL it N PTARER N AL B 5E FE Hi A - HCDATHT
PR SE AL FEW02017/053423,US2013/0224 188 71 24 T H) AR L& FTFR A5F9 (Wang%, 2015,
PLoS ONE 10 (9) :e0137345) \ZF1 (ZengZ%,0ncotarget,2016, 5574 ,83040-8350) . INBRX—
103 (CC-90002) (CelZFE[H]) JHuSf9-G4 (Forty Seven Inc.)) NI-1701 (Novimmune) NI-1801
(Novimmune) FISRF231 (Surface Oncology) HIPTik.

[0071]  FERELLSTRE 7 S+, PrCDATHUA R 7 544 T-SEQ 1D N0:509/510.513/514.515/
516.517/518.519/52041509/534 L K #HF=HifA

[0072]  CDATHEHUHIE T LLZPTSIRPaFT A o X FHTS TRPaFL Rt ] LU APk sl N J5fk 5
T DU X AP PR — AN 22 Ef £1-DEM (OSE  Immunotherapeutics) o

[0073]  #F 5 —Fik £, CDATHE U7 0] LA S& STRPa f) 40 ffl 1 45 A4 458, . STRPa ) 20 ffd 411 45 #4)
WAL E TFe. XMRIEEA K — PN 72 TTI-621 (Petrova®s,Clin Cancer Res,
2016;D01:10.1158/10780432.CCR-16-1700) .

[0074]  fFWeiskopf,European Journal of Cancer,2017,76:100-109,SockoloskyZs,
PNAS,2016,10.1073,E2646-E2654f1Sick& A ,2012,167,1415-1430F #2417 #1ICcD47 5
STRPaSZ A0 B A A 2 s Pl f it — D3 He . X B 525 STk I A TF W A 22 X5
BFELEASLH

[0075]  ZH &7k g gy () A (31) wf DA B[R] B i FH o 2 SR it FH , D) e DA 7R 43 4y
(ii) 2 Hris A 2 (1) , BRE T LATEZR 5 (1) Z B A 7 (i) »

[0076] 75 HE L St 77 28 7, A K BH (1) R4 S A4 2 P AR — Vel 55 1) A W B4k TPNa 2 bl A #2244
S E TR e N R P 0 R T 52 AR PR AR 1 A FH ARG 40 A 2 T TENSZ A B A PRI
2 F 7 ek 55 1 TFNa2b — 35 T /s 4 T I0E 5 518 S BoA T Pt ik St iR 4 X
S ) 4R T-W02013/059885 FH MEIAR ) & I, 7 HLAEW02016/065409 71 B 4 [fj i1 8 JF » 41X
S SR BT AR RE 1), FE BT - TENRl & R AR R, TENEE 3 LAIR BE 1) 5 20 A8 - it i B 14 41

12



CN 110087673 A ﬁﬁ HH :F; 10/55 01

A TENYE P R 2008k 59 5 10 0 JER 1 40 4 TN P AN (o SR A5 1 30) 9855 « 5 0 B
[ 14 2 M AR T, SR A AR e i P P i B s s — A S AN AN B AN =
[ B8 KR T o FE— NS0t T S, oA —ak 559 19 TRNAS) 2 44 £ B A 0k 55 70 i 25 (BANE 26 90
) TENS 70 B P A 220 1% V& 20 10% B 2020% B 2030% /040 % 5] & 250 % )
BT FAN  AE— AL T R, TR 55 10 TENAL AR Or BE A Ik 35 10 3 25 (BPR B & Tt
) TENF B RIS PR 2030 % 22 /050% 2 /075 % 5 52 /090 % 5 FEIX FhIF L T » “He K Ik
PR N B i R AR A SR e B 2R =P B B AR T AR S E TR (BRI RON) 1 &, H
W 2GR 1 — 22 A 2t — 25 38 ne B) o

[0077]  4OWO 2016/065409H Fr fif BE 1T , 1 4% i BH 1 A4 2 A w4 FH sk 553 70 | 4 TFNa2b
AF TIRFH o BRI, 72 G S 77 22 rh , 33X ok 55 P 248 AT & DL ae 1

[0078] W DAFRAAE, IR TP R AL R IFN-a (a) , H DL & FhE 2047 4F (IFN-alIFN-a2,
IFN-a4 . TFN-a5, TFN-a6., TFN-a7. TFN-a8, TFN-al0, TFN-a13.TFN-al4,TFN-a16., TFN-al7f}
IFN-a21,IFN-B (B) , IFN-« (x) , IFN-6 (8) , IFN—¢ (¢) , IFN-1 (tau) , IFN- ® () FITFN-C
(zeta, R N1imitin) o

[0079]  AKRBHIEH L& T A B G975 HAb 25 A/ siBe T HAb v T 7 Rz
Ab B UTBE TR BT R o G A R B R iR 5 2 F1TR 9T A A A IS, B 2H 4 0T AR IR
“h 2 (B 25 Bi sk AN V67 1 BATR] 20 1) BRI 25 24 54 TR G W25 2 o 153 1 1 1 L
LAV Z O AR PR AT T A H AT S A K B A AR BE 5 AT 2 RA
7, B FIZG NG TT AR G AR A BRI R ARTE T AN/ R 4E R i T o B, 7R E A G
7R, TR AS i BE () 48 A o] DL ek 551 (9 ime chlore thamine , PR BE I , K T IR &TT
S PRI I » B B B AL A A R A AT B YD RIAR) , BUART A (UniEE g Bl iE A
UL IR, Ut Pe i FISR RN NS) NG R (WRAH R MER, KLU EFARER,
Valrubicin, KGR BRI T R B E AV (K FLEVEBERZ b, K HF
B, KB, KEIEE, KR, SR 2 PO 28) , P A B 4 ) 75 (an T AY BT T4
A B EIF]) , A B R (WARFEIA T B JE TR ), B 20 e 0 )55 (an HH s TR
HLER, JEP B esiikib & Je) A& R pil i, O A E IR R AR MR 4 5k
TR RLE, 175 FCXCLE = Az AT B 05 40 i & b 1 FNvE A o T iR e 57 1t FH TFN -5 CDA 7R Wiy
FHZE A ] 3G INIX L 24 W A A

[0080]  FEVAYT 2 K MEEBER MG OL T , A K B4 & 0T DL S ILA Y740 G 0 51
QN2 [ B, ) G FEOK A 5 B AR ) 551 () an A0 32 A2 oK B AR R OK) 5 S YT 254 (n
ORI EE e, R BE R Blvm 5 FE ) A B A HAb A e 97 50, n 3R 5632 Bl BT 41 )
I 2590

[0081]  FEVAYT EE AT &k VB B IGO0, WA K B 406 7T LA 5 B R I6 7 J7 154 & it
F, BIUnABVD (Fi 8 2= (& 3R , kB R, KEWAE RER) , Biiiimmy (2 20 E 1R
T2, KEW, KEH ,mechlorethamine , f{K¥LVAF , Ik JE#2) BUBEACOPP (£ L &2 , 18k
B a KB I EIENG , R I AKFEaE IR B

[0082]  7F AR A7 itk O JR B HAR R 2 SR SO0, U A & BH I 2H 6 7] DL 5 4 Jive 97 7
VR G o SV T AR E A SRR B 25 W S FE Abd trexate (R ZUIERS) | [ 25 2%
PFS (R 2 22tk 2) , ] 22 2RDF (RERFT % 25) , Ambochlorin CGR T FREJT) ,Amboclorin (R
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THEREIT) »Arranon (Nelarabine) , iR KA B &) 7], Bexxar (Tositumomab) fllodine I
131Tositumomab) ,Blenoxane (i RE &) , 18K E 2 ,Bortezomib, 2K T TR &I+, Clafen (FF
ML %) , AL IZ , Cy toxan (ABEREZ) ,Denileukin Diftitox,DepoCyt (g 5T {4 4k fid
) , Eh R FT % & ,DTIC-Dome (AR E ) ,Folex (FF & MEMS) ,Folex PFS (FFZHEM%) ,
Folotyn (Pralatrexate) , Ibritumomab Tiuxetan,Istodax (Romidepsin) ,Leukeran GK ]
FREIT) sLinfolizin GR T BRETT) , IR BUIARRTHE M1 , Matulane GEER AR EEHE) , B 2k
W, S IEPS LPF (B 2 ME0e) , Mexate (FHZIEMS) ,Mexate—AQ (FHZ M) ,Mozobil
(Plerixafor) , 545 (Nelarabine) ,Neosar GABEREIZ) ,Ontak (Denileukin Diftitox) ,
IRV AE (Plerixafor) ,Pral atrexate,Rituxan (F)ZE HP0) , FlZE HBbi, F KU H
(Romidepsin) , ¥E 7% BT (Tositumomab) FIAMT 131+EPH R BT, Treanda (EhFE 7K 1A 5L ]
71) ,Velban (KFEWMME L) ,Velcade (Bortezomib) fllVelsar (KEIREREE) , KEFMER
£h,Vincasar PFS (KEHMIREL ) , KFEF IR L , R E 4l (Vorinostat) , R
(Zevalin) (B HiIbritumomab Tiuxetan) ,Zolinza (Vorinostat) . T VRI7IFER
SRE IR I 2 AH A ) SE I L FECHOP (C=3ABEMi G , H=£R 2 RIL 2 (R FZAER) ,0
=Wl KEH L Oncovin) ,P=1K JEFA) ;COPP (C= I BEMLi%Z , 0=MilE KFH#H ik (Oncovin) ,
P=3R A REME, P=1KJER) ;CVP (C=P B BEIZ , V=R K FHiik, P=1k JEts) ;EPOCH (E
=KFLIHTE, P=IK Jefn, 0= KEH I Oncovin) ,C=3I WML IZ , H= e 2 KL & &
HFRUAFER)) ; 1ICE(I=FIBEN %, C=F 41, E=KFEa 1) FMR-CHOP R=F| 2% H.47,C=
I H=2h 1R 2 et B R IR E R 0= K& #H Oncovin) ,P=IK B4 .
[0083] &G T RYgEARASARKHHAGHIHEG RELERAR K0T, el fET 2 4E
Yyoheerb i R EAE R, B A K AR L B R IR e FT e 2 ThRE (Meyskens,FL 25N,
Crit Rev Oncol Hematol 3:75,1987,Herold,M.% N\ ,Acta Dermatovener74:29 1975) .
BB S HA 25 DK B A5 A B I 4 e X4 IR BRATRARY I PR T B 9 Sl s HE 0 ke
FLARL AR AL 1955 (APL) & Bl AR = SR B AIE 12 R B8 1 1 I (COML) , BEFE L 2 K
P SRR 5 P (2538 7ESmi th, M. J.Clin.Oncol.10:839,1992H1) . iX $EH]F 7% S EATRAH L
#HE T8 Y7 APL . H 14 i 100 I RS A ATRA S FAt 7 iR B A V0 9T I R S0 8% 14 i
Je B e i e SR DR 20 B e S T T R R B R I H S AR R B ELE A R I R IR S S
ATRAZH & B F PR —ayGI7 B DO R G 9 1) A LL T 5 - IX IR T E gk 298 (Col, J. 25N,
Cancer Res.72:1825,2012) , ' 4 (Aass,N.%¥ N\, J.Clin.Oncol.23:4172,2005;
Motzer,R.J.Clin.Oncol.18:2972,2000) ,CML, B2 &9 , B i J8d A 40w e (Kast,R.Cancer
Biology and Therapy,7:1515,2008) FIFi#JE (Recchia,F.ZE N J. Interferon Cytokine
Res.15:605,1995) o Kkt , A< A B AT, 442 11 PR _E 5 ATRARI IR TT 7SR 4 A I, AT 4L
[ R 3 95 F TENAICDA 7 BEL W7 ) 4 45 1R 3 12 19 9 o B A6 Mehita (Mol Cancer Ther 3 (3) :345-
52,2004) UF B T LS R AR S AL B Y I A 75 5 1 CD38HL I ik . IRk, THL R 1
S8 IR _ERECD38H] 5 T R IE K R B ATRA 5 IRATHI HLCD38HL A 95 1 TENa R &0 77 HI T
BT 1K CD3BEL I §E HI ATRA S 5 3R 1A CD38 1 TENBIUBE M Jia A o S A 1) S92 22 Mk
IR, AR A IS BT, CMLARIAML .

[0084] it F 4 I A ML b ) TAY TENSZ A4, T TEN AT B A B i vl 14 o 3% & 4k B v]
T2 PR B RE , B4 2 VB R, SR ER, BARMIR 2 8, AR /N4 i it e, B A, B
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1 3 I, TR B Ik L O R, ST AR AR S, B e e AR AN R R R S
(Borden,Cancer Research 42:4948-53,1982;Chawla-Sarkar,Clinical Cancer
Research 7:1821-31,2001;Morgensen,Int J.Cancer 28:575-82,1981;0tsuka,British
Journal of Hematology 103:518-529,1998;Lindner,]J of Interferon and Cytokine
Research 17:681-693,1997;Caraglia,Cell Death and Differentiation 6:773-80,
1999;Ma,World J Gastroenterol 11 (10):1521-8,2005) o AATIMBEEAN FoE ARSI, A%
W26 Vi 2 J7 T Fo B CDA7RE W 5 8 X6 figd A OC B IR I Hi A S s g5 i TR 4R R a5 i 41
G I BT SR E R B A B AR AT B TR I R N R A S 0 SR ) A b ER R
FEIERY 3 .

[0085] {5 A% A4 IR 1 25 Ho A S 451 9,02 A SRk 2 011, I B0 b SCHERR il s 45 s
Wit 5 R BT, BT DA 53 IE I 2 T 5 0 e SR AT AR R PR 4 A P B T SRR AR AR X
SEER AN b A B ARSI AR I R T AEBUE B A b AR S AR A BRI
[ 65 4 175 <5 SR80 A 1) T A 1) 52 491 G F6 TNFa, Fas TR 44, TFNB, TFN y { TENA, L A 2 [q]
M R A R TP S S a0 B S XS TENa BT R 1, 37 5 CDATRH T 4H 4

[0086]  GrASTHT FH, ARAE “Piah” )iz o dia B U 5% 22 KB , RV PR 2% = (H) 85 A 5% % (L) 8%
AT e Bkt B (Tg) 707, BT D RE v B RARR ARRER AT A, HAR B Tg >
T A RALEE SRR o M TR ARAR AT A PR T 22 AR 43 L ey, FL AR BR il
ST FRAE T PR .

[0087]  fEAKHuiArp , &% Bkt AR AT AR X (A S P 4 5 JYHCVR B V) A 2 % H 72 [X 41
il o B 1 5 X = A4 F 4 CHL, CH2 FICH3ZH 1l - T 25 R BE - R B vl B X (R U 4R 5
LCVRER VL) FNAZRBEH 5E X 2H B B2 B4R € X i — A S5 A CLA B, AR N SR P AT DL R e mliA
KV FIVLIX AT LLE— 240 3 e A2 X, B H AR E X (CDR) , BUAT A B O~ 1 X380, FR N
MEZEX (FR) o AN VHANVL EH = ANCDRFNPYANFRZE A, M\ B2 35 2R i 2158 25 A vy 42 HE DL o HE
%1 :FR1,CDR1,FR2,CDR2,FR3,CDR3, FR4 . G BR & 1 40 1 1 LA SR AT A 28 AL (54 TG, Tk,
TgM, TgD, TgAMTgY) , 285 (BltnTgGl, 1g62,1gG3, 1gG4, TgAl FTgA2) BV 2K,

[0088]  GrA LT H , RIEHUAR ) “PUIR &5 S5 HIR” 5 “PU IR 45550717 R 48 0k B R4
Pt (BINCD38) HRe Ptk E A Bl — B A B & BTt iA R H R S & 1)
RE AT DL R 4 KPR Fr BO3EAT o IR STt 7 5838 W] LR UKy e 1, XU Ry e 1 2
R I 20, A e 1k b 5 9 A B BE 2 RN A R o B S AEARETUAR ) “PL R 45 & 307
()45 & B SE ) 55 (1) Fab B B, VL, VH, CLATCHT 25 Ry 32 ) 84 Fr B s (1) F (ab”)
25 B BRBBEX I — 3 0 AME B & N Fab i BCI AN A B, B I B X ) i
(i11) HIVEAICHI 5 M3 I Fd B s (iv) B AR B8 B VL AT VHES R s 4L B Fy B (v)
SERIIFHUIR (dAD) (WardZ5 N ,1989Nature 341 544-6,WinterE A ,PCTAJFW090/05144A1,
I 5 HIFAASD KA FEREA A2 (vi) 73 B BAMRE X (CDR) o ILAk , RAEFV B
) PR > 45 A SBVLANVH S J3 1 ) 28 DR G A, He AT PT DLE I 36 20 7 v it & e Sk i 3, A
e ATREBE A Ny BN 5 BE ) 4%, b VL IX RIVHIX B 6 BB 20 T (FR N B4R v
(scFv) ;2 Wl unBird4s, 1988 Science 242 423-6;Huston%s,1988Proc Natl Acad Sci
USA 85 5879-83) . R HLEEHUIA M 5 AL QIR AL ARIEPUIRI “DUREE G N 38 B35 HoAth
T BRGS0 A XA o XU A4 & A XURe e PR B, FLrh VHANVL S M 3 AE B> 2 Ik
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CN 110087673 A ﬁﬁ HH :F; 13/55 11

BRIk (B A A e Sk R T T AN Fo VR AR [R) — B ) P A 45 R 3k TR) TC K, AT 3 s 45 44
35 o — SRR (1) LR 2 M IR C N R AR AN B R 2 S A s (S I, Hol liger,P. s et
al.,1993,Proc.Natl.Acad.Sci.USA 90:6444-6448;Pol jak,RJ,et al.,1994,Structure
2:1121-1123) o PG5 & E0 4 2 A45 8 2 5119 (KontermannFDube 1 4% , Antibody
Engineering 2001 Springer—Verlag.New York.790pp.,ISBN 3-540-41354-5) . fF—/N5K
Jiti 7 A, TR PR 4h 635y &2 Fab v B

[0089] AR LA T LL A NIEAL BUAAR  RE “ N TBEALPUAE” BB R N 4R A& AR T 2R
X B8 E i, FaHE R B 3B AR (B0, /N R BOK R BEE N RK K30 B 54 CDR, Fir
IR CDRA #% 18 21 54l Aok B APUER B FRs (X AR B k9 “COR-FEHEPTAE”) - NiEAL
Prkd g L AR N ) — N B AN RS — AN B2 AN R R R U RS 1) B 1 TR/ B
NER 01— /N B AN FRER A AE B R N BRIE AR . NPT ARIE o] DAL & BEAS7E AT
P AN TEAE N PUpR A i 30 5k 225 o B 1 R AT HE A X 3 (9 2, Fe [X)) 38 5 A2 A1 & AT LA
15 FAS AU L 0 0 5 v HEAT NVRAK, B nUS5, 225,539 ,US6,054,297,US7,566, 7718(US5,
585,089 AiE “NIFAPUA” I BLFGEE N IEAPTR , 1 W1UST7,732, 578 H Fridk .

[0090]  ARSCHEIR IR AT LN WA SCRT I ARTE “ANPUiR” &4 B N A R IH]
7R FIAT 348 b1 5 o A DX 3 ) 2 10 5, 490 7 N o R B A7 4 i e At P 3k A Xl = A 4 S
HOR I X 3o N7 PUAR T AL FEAS B N 5 51 G B 11 2 25 R R 25 491 ar o 3k Ak 41 B AL 5
RAF G NHI GRS (Rp AP0 T 8 1 o 1) 2 5 5k 2 v 1 R <1 BIOAR B SR A8 (1) SRAF 481 2 11 ol
[11,2,3, 405NN FREL) 3L “ NPUAR” A — 2 T ZE 2 T N0 G088 BL 2 1T 7= AR 1Y, T A2 1T BA
s FH EE2H vk (2, 975 3 gk 1 A i 7 S ) AN/ BSGIE OE A9) B i A\ P AR e IXRR /BT
5 X AL R 1 55 FE DK s /N B (9 /N BR) A/ sl 51 Sl 86 7= A2 1, il 4n , anuss, 565,
332 FTIR o ZATE IR B S X FRHUAR I S5 A A o T AR AT B 1, B A N &
R FE S A Ok B APUARRIFREGE &k B AFREIILH FFIH F HIFR, 7 HH b — A2
ANCDRAEBE HLAA B2 BE ML & A 5, 61 a0 4nuse , 300, 064 F1/5US6 , 248, 516H fiTid

[0091] AUk BH 22 BRI A4 40 AT DL AT A 2K Pidak, ik 1961, TgG28E 1gG4 . IX L4
ORI 1E e S5 A3 01 2 N o X L fT AR 1 o] A8 X AT DL 3R NSRRI, B L IE 2 A SR IR T
BN IRAGH ot mT DU PE r B Kk

[0092]  RiE “Piik” I EFE TRELPUIR Wi BR AR, A7 7F TR PR p i 2 B = (1
WINE R TERE ik & NIEAL R SR SERE PLiA , BLBE nT AR o ik F B (scFv) , A, idifak, A
SN b B B R 7 PR FUAR) -

[0093]  FR W] AR [X 25 #4358 (FR A dAb) Bl an A~ T (Ward%F,1989,Nature 341:544-546;
Hamers—CastermanZs,1993,Nature 363:446-448;Davies&Riechmann,1994,FEBS
Lett.339:285-290) .

[0094]  TBUAA R e BEHTIRI /INAS , FLAE BB Hh Gt 58 B HUAR IR 00 75 02k - B3, Bt
i 5% 3R E B 0 1 0 BORE X ANCH3 S5 4 S5t A (1) R SR UAA IR VRN VLS5 #4385 2H it , 451
£ E £ FNo . 5,837,821 FT A TF I .

[0095]  FE—ANE ARSI 7 R, AU B AR (1) 22 JURAL) S A4 1 A4 38 4 ml A 2 Al e e Bk B
AT A ) B 3 BHE 22 . 5l tn , AT A2 % (Ku&Schutz, 1995, Proc.Natl.Acad.Sci.USA 92:
6552-6556) , AT T B A PN FRBE LA L= A2 CDR (1) VU 88 e 5 A (1 41 B 2 % b562 , BTk
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CDRC M 5 FH TP iR 45 A o AU L RN 1 57 A1 1) B S e 3K B 1 SR B /MBS B Ab Ao i 24
W (Z W40 40 26 [ & R H i A T 520080181892 120080227958) , VYR (1, 41 % 57 A 45 14
W, EAA BEED, #EAEE MR ELE A 2 TAE Bk E A S8 Tl 8
Tk R PR AR e 7 5 AR A Fe s i A @A, L 6 P At 3 R T e Ak A7k 36 ST PR LA 35 58 v SR M ) S
G IIR A

[0096] gt FH A A3 24 0 1 7 4, v DA E 3t 48] 4 =i AR g R 0ok 38 in & 4, 5 3k 2 g ol
IMHC  TT2R45 G 2 s SR P A S0 28 R A o AR SC IR FL AR 1 Va7 25 F Al adacd 1 715 L D e e ik >k
5 SR, GNP AR ORI 48 A = ) 40 B (ADCC) |, M A6 12 40 B 2514 (CDC) , B
P 41 B R FH (ADCP) , IfLYE P32 3 , A=) 00 A A5 F e 52 AR 1) 45 & BUT AT IX BE 2 4
MR DUdE I B o TR, B AR B 7 v S I o AR P 7R IR T N B sk gek b
AR AT ey M TT BE A2 R

[0097] % T AR SZf# FShinkawa T.%% A ,2003 (J Biol Chem 278:3466-73) F1HfiA ]
Potelligent® 7777

[0098] ¥ 2 F T-Huddk e A ) G 7 VR A ARSI O A ) o Hop 1 2 38 T i i A = AR AR
P E BT BT AR I I 3 N/ B A8 5035 1) % AN ) — PR SR M« 175 728 18 5 FEDNAZK - B
HEAT , 4@ T 5 45 PCR (Thie, VoedischZ%,2009,Methods Mol Biol 525:309-322) ,i@ it
B4 (KolkmanfIStemmer 2001,Nat Biotechnol.May;19 (5) :423-8) , @it ¥ FHiF 284k,
5 SRR IR A R A S ) A E RILHI “mutator” B AR (Greener 1996,In Vitro
Mutagenesis Protocols.Humana press,NJ) B¢t F| FH H SR 55 F1 A7 S SAHL 6 R A4 40 i i
525 J5v% (Peled,KuangZE A ,2008,Annu Rev Immunol.26:481-511) .25t A L ZERNAZK
S B EAT 1 sk 4 FHQBE IS (Kopsidas,Roberts%,2006, Inmunol Lett.20064F11 H
15H ;107 (2) :163-8) o su i iz it B ) AR A i 1 0 B T SR 7 VA v DL T 85 P R 7R 2
AR, 11 G B AR B RE AZORE AR | 48 TR B AL Sh M m I , FF HL R AU AR B R BN (Benhar
2007,Expert Opin Biol Ther.May;7 (5) :763-79) o3 Al /y a3 ] LA i 58 A 4 ok / 5t )
PR 712 SE B, 0 a3 B 3D AR [ AR R I 51 T 8 s AR B R A R (S 0
Queen,Schneiders A1989,PNAS, 86 (24) : 10029-33, 536 [H & F6 , 180, 3705425 [H 4 5,
225,539) .

[0099] Ferrara,BrunkerZ$ A\ ,2006%,Biotechnol Bioeng;93:851-61;Li,Sethuraman
£ 20064 ,Nat Biotechnol;24:210-5;Stavenhagen,GorlatovZ,20074,Cancer
Res.67:8882-90;Shields,Namenuk%%,20014,] Biol Chem;276:6591-604;Shinkawa,
NakamuraZs,20034E,] Biol Chem;278:3466-73;F1W0 2008/006554 . & iR T 14 hnADCC
{OpaRr

[0100] & W] LAFEFC X Hifi 4T RA , Hodf o 5Fc vy RITalf 455 , 395 e 20 i 1) |5 Wi 4 i
TWEAE H o iX L8 £45S239D, I332EA/1G236A. (Richards,J.%% A\ ,2008Mol .Canc.Ther.Vol.8,
pp:2517)

[0101]  Tdusogie,WongZ%E A ,20014F,] Immunol;176:346-56;Dall’Acqua,CookZs A,
2006%F,] Biol Chem;281:23514-24;Michaelsen,AaseZs,19904F,Scand J Immunol;32:
517-28;Brekke,BremnesZs, 19934 ,Mol Immunol;30:1419% 14254 ; Tan,ShopesZE, 1990
4 ,PNAS ;87 :162-6; filNorderhaug,BrekkeZ,19914F ,Eur J Immunol;21:2379-84C. & ¥
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R 7 B ANCDCH) i .

[0102] I NADCPH /7y fEBraster,0’ TooleZE N, 20144 ,Methods,65:28-37,Gul&
Egmond,2015,Cancer Res;75:5008-501371 ik

[0103]  #fiA ¥ INADCCHICDCH) 7711 2 26 Skt FfiNat sume , In%§ N, 20084, Cancer
Res.68: 386372 X 6225 Sk 1 () B — A1) A N 258 28 X 5] B FEFEAS
[0104]  FH TR 15 Bk i 2 22 WA AE ) 0 A I VF 2 5 828 TR I ik 5 8T AR Fe 2 4k
(FcRn) Z [A] (¥ FHELAE S BTl B 2B Fe 2 AR 2 AR R 37 Lo G e T 23 R AR U RS G B FH I 324
H H e+ m MG AWK Dall’ Acqua®s AR T TgG1Fc X H [ HUAR , BTk HUAR IG5 1 %
FcRnf &5 &6 A0 7, N ¥ in 1 ImyE 3= 8 (Dall Acqua,WoodsZE A ,2002,] Immunol;
169:5171-80) , Ff H ik —41F B T M252Y/S254T/T256E = F HUAL (IREEUER 515k I 4w 5)
BM265Y/S267T/T269 (fR¥EKabat g5 RGN FRES 5) (Dall’ Acqua,Kiener®s A .2006,]
Biol Chem;279:6213-6) 345 44 FH & AR AT ADCCIE M . 5 W6 [H 4 A %56, 277,3755
6,821,505; F17,083,784 . HintonZ§ N L 1A T 250 F1428 47 ) 48 i 45 Ik 2 L IR AR,
Tt P AR P 2 /A 0 (Hinton, JohlfsZ8 A\ ,2004,] Biol Chem;279:6213-6;Hinton,Xiong
% N,2006,] Tmmunol;176:346-56) . 575 WK E L HFI7,217,797 . Petkovais N &k 111
E307, 380143440 1) 8 58 45 #a e 2 FE R AR, FU 744 A 2 32 JBS n (Pe tkova , Aki lesh%%
A,2006,Int Immunol;18:1759-69) .12 W.Shields%%,2001,] Biol Chem;276:6591-604
FIWO 2000/42072 ., P75 HF e S AR L, G Al HH IX L 57 A 3 (1) J5 2L D RE (BLFEFcRn gt & AL TS
e T 3) 1T E 5 A 4 g A TR DA ) FG At S 51 o AR T 56 1B L R B 520090142340,
200900681754120090092599+ . fEKaba t FH AR #EEUER 51 45 I A SCHFR A “S228P” F AR
HRHEKabatZ A (1987Sequences of proteins of immunological interest.United
States Department of Health and Human Services,Washington DC.) ##FR AN “S241P” .
ZHURERE T Tg644r FIVBEEX , HA MEBEE X A% 0 1 7 51 5 TGl T gG2 [F) Fh R BTk 1) /7
FUAR R VR 3 T S E B 1) F AR B R R 4 S D IR A T EUT R AR T eG4k
=t

[0105] 05 Huid sy T % 2 10 SN 52 M HUAA 55 F ¢ 52 44 RN 5 08 52 A4 ¥ FH ELAE FH 5 AT 52 1)
PRI, AL 45 L33 2 2 1 (Kaneko, Nimmer jahn%%,2006,Science;313:670-3; Jones,
PapacZt N\ ,2007,Glycobiology;17:529-40; flKanda, Yamada®$ N\ ,2007,Glycobiology;
17:104-18) o [KI ., 115 BT 75 ORI 14 (1) JE Lo 7 =0 nT W 796 97 e 3 o 7= 28 TARAL RS B U7
VR AR L AT, B FE AR T 236 [E % )5 US6,602,684;US7,326,681;US7, 388,081 F1
W02008,/006554 7 ik ) IR £

[0106]  JEE A INER 4 8 (PEG) K BT iz T 1 K8 B ol ) I3 - 2 1, 491
#iFishburn 2008,] Pharm Sci;97:4167-83H Fr&ik ] .

[0107] Gk AR 2, v DAAE A A B 19 )5 41 N B AT DR 7 R FR AR . “PR s B 2 8 2
BRIV ot ) 2 B R - a0 AR 1 B A5 A Bl A, T B R R 2H A A R Ok < B H, RFAK DL, E, N
Q; V, TFAL; CFAM; S, T, P, ARG s LA S F VY RIW o SR 1T , HAS BWR 35 7098 55 A1/ BSORE A0 A7 A Ak gk
1T T BARTIZS [ AL 2 AN HUAR

[0108] iR ST AT AT “Hi iy 2 T AR DS HU R |32 M HE 76 40 Mu 3R 11 B 3Rk AT A i
AL FEAEANBR T8 41 BB e PR AP SR 2
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[0109] AUk B 2460 & CDATHE 40 7  CDATHEFL 74N HICDAT HSIRPafl G5 & . C AN Y £
5y F Al H5PICDAT 5SIRPaff) & & o VT 2 X B8 /3 FAELL N 255 Sk b A T, Hadik 22 X 5| A
FEAEAR S

[0110]  US 7,282,556,US 8,101,719,US 8,562,997,US 8,758,750,US 9,017,675,US
9,045,541,US 9,221,908,US 2012/0189625,US 2012/0282174,US 2014/0140989,US
2014/0161805,US 2014/0199308,US 2015/0274826,US2015/0329616,US2015/0353642,
US2016,/0008429,US2016/0009814F1US2016,/0009815,

[0111]  7E— b8l 77 R, AL IECDATHE BU R Z PUAR , 3% H s BE PR 75— SE S ft 77 R
H L FLCDATHUMAR SR = 208 T Ihfg -

[0112]  ASE CRNA 2 P v ol 5B BN T DRk o — PR R R FEN297 I N- e bt B A,
DL S5 o 5y — FhaR 2, B a0 TR 2R (Can S e 451 v i o I i 448 “AEREZEAL”)  HoAth T v
FEAE AN N9 T S 4k (1) 4 0 g 3= v o) & P i (LA HEN297) (B ande K #F i ) « 5 —Fhor
R AH R 45 S ik B Bt (Fab,Fab’ 2, scFv, Fv2s) , et 225 Fe I A & 3808 F T RE -4y -
A —Fh 7S FBE TR iNPNGase FIg 23R IEN297 b s LAY o B8 22 2505 T~ T R i) Hofh 7 92
s G —FhEk 2 MiEkR 5% FiFc v ZAREE AN E MIFc AR

[0113]  ZE3tubsii &, FiR a4 SEQ ID NO:51088534 [ B 4% FISEQ 1D NO:509[1)%%
S 40 FTIR , 75— e 5 S 7 =, BLCDATHUA R AW LA 1 & 7 1 1k 1 b Ak Ak
731 @R ESEQ ID NO:5091534H .

[0114]  FEA R WIS S8 T7 TH , Ak WA (1 40 & s & W0 FH 1807 AR E M B3 . AR X
2 FE I P RE B0 HE - FLRFAE 75 TS 52 35 1l 6 20 i 26 K (4810 4 P g 1140 T2 ) T X 4R 200 AN 4 4
A 171 R RS [) P4 200 PR PR — L 998 R0 i o 1 202 9 TV RE 0 R ABL 1 i g8 3£ K], ATDS AH
JIEE , W AR, SUPE IR ES 4B e, SRR e i IR B B R B
ik s A AR A B B I A, B0 R, v B 2 SRR, T o, LA PRRE , P A P RS PR S, T
R , LB R - B AN Y O  SE IR AN (R JB6) , B , B, Mg TG 1 R
Ao FH A 22 R G0 IR, LS, e, B S, LB MR, L e, ) LEE 1 I, ) LEE AR
R BCE R SR B TR L 12 MUK ES 2 P T I L D PR BE 1 1 IS, 45 B L, R T
S Y bR LR 2 PO 2T 20 PR 9 — ST , 3 A /N [ S e, e, N A, T N B,
IR, B, JU SR AR, T ANIEAE e, R , B« BB 60 2080, A0 ) I R AT e, £ R
S, YU ] JR BTN, AR 4ERR, BHBE S, B, g, B i 2 W R AT R S MR A2 B
S PR, U 0 0 5 A M 5 » A e R TR E 5 TR 2R 0 2% 1 Py, B &40 D 1t 95
L3 , A PR , 5t AR MR LR , 2 2R 4R M 3 20 , FE A 0, N LSRR, &I G, SN
IE , 71 e  FIR P R R, R 4T e, R0 P U RIRE L Y e S B L TR 4 B 4 2R 4 e 3 2
iE , g, PV LIRRE, (1 1975 , Li-Fraumeni 55 1F , JE96 , i 07 ARG, 92 » Mg, AR ESL K
MR, A R R, SR AT SRR, B AL B R R SR, e 25 i
G, BRI merke | 4NHUIE , (0] 20, #5R8 VE e, R , 22 Ve PN 20 A TR, B RE LA
B REI A T SR AR, 2 R BEIR B BRI AR R, B, SR, REAN R, R
MR , PP LT YEIRT T , A5G 4 W RS A AIE , AF BB 0 3008 I B g » JE /N B il (NSCLC) , R
g, B TE S, s, VR B R, 3 COR UYL, R AR S SR, B S5 e L IR AR
S, B 2598, A IR SR J2 Il , B AAcdes , B0 VR 2T 0 386 22 0 , 11 H BRe , 27 DL 3 R R R 5%
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TR B 4TS , AR B 20 98 L A SUDLAL IR Rothmund -Thomson g A4 , M Vi i , TR JRE
PR BIE , Sezary LR G Ak , B2 JRAE , /NGB (SCLO) , /N, SR ZH 2N 8, 6 i e , Stk
Y H - (K, B e, T M PR 5 5B ORU 9, Bl s , FFOIR s , BB AT 4l e (B RE) , #2474 i
b (B —H 8-/ R , WA, IRIEE , W R R4  uroplakins, T- 5 R, 5 &,
BHIE 5 , MFHJE  Waldenstrom’ s— B BREE A MLUAE AW Ims 1R o 76—/ S22 b, g 5
Z R R IR E A LR .

[0115] G fr BN B F90)7 i , AR WA 24 1 22 KA AR A oAk 350 43 T LA 45 & a4
SCPUIE, RIT e 20 A 22 458 1 2 02k B e 4 A D ARG T K 22 B0 4 B 308 B4 41 i 3R 1T Bt
JER o AT CL BNV 22 BrloRg AH ST R (TAA) o TAAR AR PR sl P S5 00 45 B SRR I ; BB R PR
GM2; I ER 1 (AFP) @B (CEA) s ER EH 1 (MUCL) s N3R A KAl 7324k (Her2/Neu) 5T
Y1 B 1 1975 /R ERJRE 1 (TCLL) i B 1 o 510 22 AN [ a2 AH OC 19 7~ B8 14 TAA A2 B A g (hTERT) 5
AT BRSSP TEEHLJE (PSMA) 5 R UG B 2V iy S JTs ) S 32 44 (uPA/uPAR) 5 I A B2 AR
KR L H 52 A& (VEGE/VEGFR) 5 4 Bt 41k i 4 i 2 1 75 5 DX (EMMPRIN/CD147) s R B2 4E
KA (EGFR) 5 Ifil /INR AT AR AR K R - [ Ho 52 4% (PDGF/PDGFR) Fle—kit (CD117) o

[0116]  US2010/02970767 &4t T HAWTAARI #1136 , H A FF N 28 1 51 B FEAEA S 4
SR 0 ) 2 5 2 A B R P T A E R 40 R % ) 4 A 3 T R, R (EANER T
CD38,CD138,CD79, CSTFIHML . 24 o 7E— N SE it 5 Z& 1, B0 Jir (40 e A — ek 55 1 TENAA) 22 ¢ , 451 2
PRk 551 TP = A A%, 2CD38.

[0117]  CD38,Z46kDall) 117 5 fbE 55 1 - ‘& H A 20/ &5 B 11 FEN A i 40 i o 2 A 8
JIELHE i A1 2564 22 5 R 1) K 4T . 41 485 #4938 (Bergsagel,P. ,Blood;85:436,1995F1Liu,qQ. ,
Structure,13:13314F,20054F) o BAEVF 2 A 4RI R 1 3R 1E , 4% CDAFICDSFH P4 T4
Ha, BEH AL, NK 4 MO , B k% 40 o, % 4 B, DL R 7 5 38 L0 3 1) JE 3 B 8 W0 AR 40 e | 3Rk
(Malavasi,F.,Hum. Immunol.9:9,1984) . JAT , FEIR L AL, FE0 LT 4036 T~ 4R B 1 404k
FVEHOIRZS o 5 5100 T A RTB 2N Pt A2 B 12 14T 5 T A 3 38 A5 A 1 UK B2 &4 i 2 22 CD 38R A
FA4% (Funaro,A.,J. Immunol . 145:2390,1990) o A MK 5T 22 B 45 JE 6 M40 A 2% B G g fie
fiki A AT A mRNAFR 145 (Koguma, T. ,Biochim.Biophys.Acta 1223:160,1994.)

[0118]  CD38/E £ ThReMI HusM e , H 2 55 IS 515 T A BRG I o & g FR A ARADP R
WK A , PR A e AT DLAR 95 20 #1 pH T EENAD+ FINADP+%% 4%, ) ¢ ADPR , ADPRAINAADP . i £ =
YILEAT M PN 155 5 Ca® Bl 51 , 3 1] 5 B0 S R o R AL A AT 35 £« CD38 2 T DA 5 TR AR CD3 1A
HAEFR S B CD3 LS 32 PR v] SRR N F4F , B35 Ca™ 3 I, A s 4k, 3951, 1k
FiE# (fEDeaglio,S. ,Trends in Mol .Med.14:210,2008H1 %K) o

[0119]  CD38TEZ A P& Rl R Ay L, 75 K 22 $0T-FIB-1% 2 S0t Ik B2 41 B (3 iy 99 91 -
4kl S 5 00 I L 5 9 VR O 20 G AR EEL R RN TR EL B 400 P bR L 9B v DA R KSR IE
(Malavasi,F.,J.Clin Lab Res.22:73,1992) .5t ,CD383RIA C B ABIE A8 M bk R4
it 3 I (B-CLL) vl 21 ¥l j5 A &4 (Ibrahim,S. ;Blood.98:181,2001 fiDurig,J.,
Leuk.Res.25:927,2002) S/ NH L& UE R , B CD38+ b % [ B-CLL G 35 IR AE T A F]
0 IR I A2 9% s 3k R TR PR, AT B R B 2 BOAF VE B (R BB A (Morabito,F .,
Haematologica.87:217,2002) .CD38FE IR S [ifed I (1) — BRI 3 i 1) 2 1A A FL e A v o7 1k
PURFARIE W 5] I HEFR o
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[0120] ¥ [l CD38 I Hi A ) Sl 32 it T-US7829672,US2009,/0123950,US2009/304710,
W02012/092612,W02014/178820F1US2002/01647881 , % 6 23 T Bk I A IT N 2538 1 58 X
T FALFE AE A S o A R B G A 225X 8 22 28 SR b A JF I i CD38Fu A4 i A i , H B A
HA WG 2 KAG 5% FEAK, DLRCDATHEHLA, FH TG T7 52338 10 I8 o KR IO R 1 2
WO 2014/178820H /A I HTCD3BHLAARP) o o

[0121]  BRCD3I8AMP PSR A2 A A A K1, IX S0 R 1 B8R (A S B B HE ¥ g , o 35 1
AEGD2 (Saleh®,1993,J. Immunol.,151,3390-3398) , 1 5 FHEGD3 (Shitara:, 1993,
Cancer Immunol.Immunother.36:373-380) , & T HAEGM2 (Livingston¥,1994,
J.Clin.Oncol.12:1036-1044) , #1255 H JEGM3 (Hoon%s, 1993, Cancer Res.53:5244-5250)
FiLewis®, lewis' fllewis™ /KA PP , EATTAT AAE S A BB AR B RoR . bR
() 52 5] HER-2/neu, N FL kY% 2 -E6 8L -E7 ,MUC-1;KS 1/4%Z i) (Perez fiWalker,
1990, J. Immunol .142:3662-3667 ;Bumal,1988,Hybridoma 7 (4) :407-415) ; GP R 5
CA125 (YuZ%,1991,Cancer Res.51(2) :468-475) ; {i 5 IR FR Wi R 2k (TailorZs, 1990,
Nucl.Acids Res.18(16) :4928) ; Ay ¥ R4 F PR (HenttufMVihko, 1989,
Biochem.Biophys.Res.Comm. 160 (2) :903-910; Israel%%,1993,Cancer Res.53:227-230) ;
M E AR PR PIT (BEstinZs, 1989, ] .Natl.Cancer Instit.81 (6) :445-446) ; B ZEIEHLR
gp75 (Vi jayasardahl12%,1990,J.Exp.Med. 171 (4) : 1375-1380) ; fif 21| Bt S5 P W47 o g
PR (CEA) (Foon%%,1994,Proc.Am.Soc.Clin.Oncol.13:294) ,MUC16 (LA BL4EMI-170,M]-
171,MJ-172FIMJ-173[US 7,202,346],3A5 [3E[H % H]7,023,485] ,NMB (US 8,039,593) , %
PR 40 9T -APO-1 (Bernhard%,1989,Science 245:301-304) ; 4> F & B = Hi
J& (HMW-MAA) (Natali%®,1987,Cancer 59:55-63;Mittelman®,1990,].Clin. Invest.86:
2136-2144) ; {A13E45 G IR E2 983 4T J5-38 . 13;,CD19 (Ghetie%,1994,Blood 83:1329-1336) ; A
Bith B2 983 471 JR-CD20 (Ref£4%,1994,Blood 83:435-445) ;GICA 19-9 (Herlyn%%,1982,
J.Clin.Immunol.2:135) ,CTA-1FILEA;CD33 (Sgouros®¥,1993,J .Nucl.Med.34:422-430) ;
F T P B0 e g s e pr SR s M H )R i A i 8 3 (Hellstrom%%,1985,
Cancer.Res.45:2210-2188) ; /-4 Pi i i A\t Ht JRL6 5K 120 (He11strom%, 1986 ,Cancer
Res.46:3917-3923) ; ZF4E AR PL R ; N A MR T BT )5 -Gp37 (Bhattacharya—Chatter jee
55,1988, J. Immunol . 141:1398-1403) ; & e M2 AU M R T HL R (TSTA) , Wi 55155
S BRI BT, AL 3R T—40 S5, DNA I8 95 25 FIRNA FRE 58 25 (0 B0 B HT S s Bkl 85 1, L s 4t
JRUNEGFR (R Jz A KK 132 4K) , Z 1% b ki S B (PEM) (Hilkens%$,1992,Trends in
Bio.Chem.Sci.17:359) ; Z B b R AV PU)E s N FLAG W BRI 5 45 W B g AH DG B i
WITAG-72 (YokataZ®,1992,Cancer Res.52:3402-3408) ,C017-1A (RagnhammarZs, 1993,
Int.J.Cancer 53:751-758)) ; 0 4bPiJi (Feizi, 1985,Nature 314:53-57) , 7E B e 4
RIT Ma) , 7615 BE 40 & PRI SSEA-1, 78 3L IR b J2 g v R B VEPS , VEPY , My 1, VIM-
D5 ,M18FIM39, 7F 45 B I v R B D156-22, TRA-1-85 (I BUH) , 7F &5 iz i b R B C 14,
TE il B ORI FS , 76 8 i R I ARG , 78 R it 68 4 i b R BRI Y 2 0 IR , 78 R oh &
PLEITLS (M AYA) ,EL R (L 2YB) HLl , fE R G A M A ILIFCLO. 2, B MR il , 78 e
R B CO-514 (L # Lea) , 7E g Th R BLAINS—10,C0-43 (L #Leb) , FEA431 40 T &R FLAY
GA9, 7E&5 e vh R B 19. 95 B M kG 2R 11 5 78 SR A R R R IR 24 s 7R 45 g i e b R LI

21



CN 110087673 A ﬁﬁ HH :F; 19/55 11

MH2 (L AYALeb/Ley) , ££ A ff e 40 il b & B4 .2,D1.1,0FA-1,GM2, OFA-2FIM1 : 22: 25 : 8, Al
SSEA-3FISSEA-4 . HMW-MAA (SEQ ID NO:390) , tHFR A B R IRER K 2 5 A B bE , /223224
BRILRI IS S B, HAEEIT90 % B9 F AR UIBR I R PR AN A 308 A8 Hh it 3R (Camploi
ZEN,Crit Rev Immunol.24:267,2004) o[k, & AJ 58 & AE B 41 A 2R AR S Pt
[0122]  FHAR K BH 2H 6 () k65 B 1 R S A ) 1 G A s 49 1 i B B 0 3 O 9 P R S 7
EFE 5 4) < CD5 (TYHHE [ i jp /2 989) , CA15-3 (J) ,CA19-9 (&) ,L6 (i) ,CA 242 (%5 HE
W) 5 G B 1 i R I ) » 11 51 R PR B IR g (T 271 JIR) , MAGE-1 (i) ,MAGE-2 (&) ,MAGE-3
(i) SMAGE—4 (i) , kB A 524k () ,p97 (R AR MUCT (FLIRIE) SMART1 (R EZNR) ,
CD20 (IFEZF 4tk %) ,CD52 (13 M%) ,CD33 (K IML) » A9k BRI MR & (&) ,CD38 (£
R HEIR) CD21 (B4H A IbRER JBT) ,CD22 GHREZJ8) ,CD25 (BAH MUtk ELJ8) , CD37 (BAH A bk 2
J87) ,CD45 (M B 40 MY (A I 9%)  HLA-DR (B~ B bk E298) , TL—252 44 (T4 AR (4 1fm 75 ATk B2
J8) »CDA0 (HREZJRT) , CD79 (BLH MY 1 Iy Bl bk B2 87 L 2B A S kLR , - Floki 2R B () , P21
(i) ,MPG (B A 2298) , Ep—CAM (b J2 i) , i B2 ke (SR ) , A33 (&5 i ELIW) 5 G250 () , 8k
T (EAEMREIR) ,de2-TEGFR (B Jii BF 4 Mu 8 , FLAR A , BT 4Ednpid b 8 (k5%
ML EA S BEAM (KRERFERE) . — L5 70 A AT AE AR EANTR TBR64
(Trail®%,1997,Cancer Research 57:100105) ,BR96mAb (Trail%¥,1993,Science 261:
212-215) , & *CD40%T J& HimAb , 45 f1S2C6mAb (Francisco®,2000,Cancer Res.60:3225-
3231) B H At HLCDA0HT A , 41 a5 B & F A FF52003-0211100F12002-0142358 HH 22 F 17 FS
G . £ %FCD30FL JE fImAD , {51 41AC10 (BowenZ%,1993, J. Immunol . 151 :5896-5906 ; Wah14%,
2002Cancer Res.62 (13) :3736-42) BMDX-0060 (3 [E % F| 2 JF52004-0006215) F1HTCD70
PR I mAb, 1 W1 1F6mAb A1 2F 2mAb (2 WL 451 4 3 [ & F| A FF52006-0083736) B fifA2H5,
10B4,8B5,18E7,69A7 (US 8124738) . HAth P ik b & 7E HAh 7 34T [ 283k (Franke&,
2000,Cancer Biother.Radiopharm.15:459-76;Murray,2000,Semin.Oncol.27:64-70;
Breitling,F.#1Dubel,S.,Recombinant Antibodies,John Wiley,and Sons,New York,
1998) .

[0123]  fELEEsij 5 i, A I PR DLgS & A B Rk 2 a2k Z 5. %
KRB ARSE A W mT L S B BR AR 1 2 PR SO i R, EEH SRR A, 4ii R 732 4K,
TNFEZ AR F 0 01, aAL R T2 R, BB ER 1, B 3 AMA TR IR A L AR KR I 724k, R
2 AR B 22 18 5T S AR o G P A BR R R SR B D ) PR i 14 512 497 72 CD2, CD3, CD4, CD8,
CD19,CD22,CD79,CD90,CD152/CTLA-4,PD~1,B7-H4,B7T-H3FATCOS . & I& [ TNE 5% 42 18 58 1k Jik
PRy B i) e Sz 451 == TACT , BCMA , CD27,CD40,CD95/Fas , CD134/0X40,CD137/4-1BB, TNFR1,
TNFR2,RANK, ‘B {# 3725, APO 3,Apo2/TRAIL R1,TRAIL R2,TRAIL R3FITRAIL R4.& i %
62 10 JERR 4% 92 5] & CD11a,CD11b,CD11¢,CD18,CD29,CD41,CD49a,CD49b,CD49¢,
CD49d,CD49e ,CD49F, CD103FICD104 o 38 Y i 82 2 1) I PR sl P4 52 497 & S 7Y, Y RN T AU ek
3 CEATUAR B SEFI IR LR

[0124] #1
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CEA #4

Ab B + #) ik A WHig
The Dow Chemical .

COL-1 US 6,417,337 AR

[0125] Company

AstraZeneca UK

806.077 US 6,903,203 A B4
Ltd.

T84.66 US 7,776,330 City of Hope AR

[0126]  Z5-& AB4HAE b 318 B CD2241 J5 1 Hifk AL 45 45 4nHD6 , RFB4 , UV22-2, To 15, 4KB128
AN PTCD22F T4k (hLL2) (Z WLBIUnLi%E A (1989) Cell. Immunol . 111:85-99;Mason%s
(1987) Blood 69:836-40;BehrZ% (1999) Clin.Cancer Res.5:3304s-3314s;Bonardi%s
(1993) ) Cancer Res.53:3015-3021) .

[0127]  CD33MHLAARELFE ] aiHUM195 (Z W7l iiKossmangE A (1999) Clin.Cancer Res.5:
2748-2755;US5693761) FICMA-676 (Z W5l anSievers&E N , (1999) Blood 93:3678-3684) .
[0128]  J= 54 PIMUC- 1 PR AL FEH AR TMc5 (Z WAl tiPetersonZE A (1997) Cancer
Res.57:1103-1108;0zzello%E A\ (1993) Breast Cancer Res.Treat.25:265-276) F1ThCTMO1
(Z WA 4nvan Hof%5 A (1996) Cancer Res.56:5179-5185) .

[0129]  JREGIPEHLTAG-T2H iR B FEH AR TCC49 (Z Wl tnPavlinkovads A (1999)
Clin.Cancer Res.5:2613-2619) ,B72.3 (W anDivgi %5 A (1994) Nucl .Med.Biol.21:9-
15) , LA K £ H % F) 55,976, 531 A JF ) RS

[0130] /=@ PEPTHML . 24 Hi Ak A FE H AR T/ BB 58 BE HrHM L . 24 F1 N 5 4k Bt
HM1 .24 1gGlkappapifk (Z WA anOno%E A (1999) Mol . Immuno 36:387-395) .

[0131]  FERELL ST 7 S, S 1) 5640 B &% PiHer2 ik . erBB 23 [A] , 18 # FR A (Her—2/
neu) , A 4 i 5 52 AR I B0 BE Y . & &4 St Her—2/neuF R T LR, Hip— 2L &l
PRAS o 3 6 G35 i 2 2k BT (5 T HERCEPTIN™, Fornir2% A (1999) Oncology (Huntingt)
13:647-58) , TAB-250 (Rosenblum® A (1999) Clin.Cancer Res.5:865-874) ,BACH-250 ([A]
), TAL Maier&5 A (1991) Cancer Res.51:5361-5369) , F135H % F5,772,997:5,770,195
(mAb 4D5;ATCC CRL 10463) ; FH3EE LR E L H] 55,677, 1T1H fiRFmAb.

[0132]  HAth 584 AtHer2/neudifd s A AR N T3 ZAENH o PR A0 FEH AR T-C6
FuA, #1411C6 . 5,DPL5 , GISA , CBMH3-B1 ,B1D2,C6VLB, C6VLD, C6VLE , C6VLF , CBMH3-D7 , C6MH3—
D6 , C6MH3-D5 , C6MH3-D3 , C6MH3-D2 , C6MH3-D1 , C6MH3—-C4 , C6MH3—-C3 , C6MH3-B9 , C6MH3-B5,
C6MH3-B48, C6MH3-B47 , C6MH3-B46 , C6MH3-B43 , C6MH3-B41 , C6MH3-B39 , C6MH3-B34 , C6MH3—-
B33,C6MH3-B31,C6MH3-B27,C6MH3-B25 , C6MH3-B21 , C6MH3-B20 , C6MH3-B2 , C6MH3-B16,
C6MH3-B15,C6MH3-B11,C6MH3-B1,C6MH3-A3, COMH3-A2 FICEML3-9 . ix L6 Al HABHTHER2 /neu
PR T2 H £ 556,512,097 415,977, 32251 ,PCTAJFWO 97/0027197, LA fSchierss
A (1996) J Mol Biol 255:28-43,Schiers (1996) J Mol Biol 263:551-567%%1,

[0133]  BF — et , - 50of 3 Bz AR KPR 152 4k 50 1Y) &% o Rl 03 R LA R0 1 A AR AR R B A
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AR R IR B ) B B PT R 4 S o IR PR B AR AR T i S [E LR 55,844,093 1
5,558,864, LA MK & F1]5706, T99AH BT IAR I HTEGFRITAA o« FoAth 7= 4 1 HTEGFR K IR b A (o
FARAPE T-Hifd, 451 4nC6 . 5,C6ML3-9, C6MH3-B1,C6-B1D2,F5,HER3 . A5, HER3 . F4,HER3 . H1,
HER3.H3,HER3.E12,HER3.B12,EGFR.E12,EGFR.C10,EGFR.B11,EGFR.ES,HER4 . B4 ,HER4 . G4,
HER4 .F4,HER4 .A8,HER4.B6,HER4 . D4 ,HER4 . D7 ,HER4.D11,HER4.D12,HER4 .E3,HER4 . E7,
HER4 . F8HIHER4 . C75% (2 WA 4n 3 [ L F A FFUS 2006/0099205A1 FIUS 2004/0071696A1,
EATEE 5 FHIEAARTD .

[0134]  CD38/E ANk BH 1) k5 i 10 A4 8 R 1) oAk BB 45 3l 52 933 - CD 38 i 4 A 455 41
Daratumumab,AT13/5 (Z WAIUNE11is%% A (1995) J. Immunol . 155:925-937) ,HB7,W0 2014/
178820 AFF I PLIR GL AT i8I 5] FHEFELE L) 55 ARERM FTCD38HLIA R 7 FI/E A
SEQ ID NOS 506A1507 424t .

[0135] AR BHIGHR M —Fhel 2 Mt & A KA G A Y . XL ST i — P51
AT & 38 B3R A ) 22— Bl 5 WA T8 701, R 770 Ao 1), G2l £ SRR TR 5]
B S 751 A 755 o 245 25 b mT 82 52 1 B AR AT 34 14D o ) 8 3 P I 1 3 YR 1) S IR ) 42 S 49 0 g v
T AR N, W U{E AR F-GennaroZi , Remington’ s Pharmaceutical Sciences, 18
W ,Mack Publishing Co. (Easton,Pa.) o A] DA% #IEREIE A T A3 2 R0 10 B a0 A SC A iR
IR B W25 2577 2, T A P N/ B AR T A 245 2 b mT B2 (P 34

[0136]  w] H-F A K B AV 0 2590 A A I B 3 AR T 82 A 5, BK 2R R, A
AR KA (5, B, R0 5 SR, 0, =0, DUBE AN SERE s T AR A0 0, e e, W TR,
BE AU HESE ; F1 2 BEEHE SR 54) , EATA] DL e H A 77, SR A5 1-99.99% B i
B R B E B RIBE A EFEE R &S . flm AEE &S HSA) , HAANAEH
(rHA) , BH I, B B 1 55 . AT A G b e A AR M R S N AR, H &R, F 2
G, fl R, 2H R, 2R, RARIR , FINER , R, w2 IR, B2 R, R, B2
B2, 2K R, B 4T B2, L2 & ok R R - A R G M 55 - — PR R 1) = L R A A |
F— ML RS E R -

(01371 3& T A< Ik BH B ik AK AL A R )AL, 5, b, 40 an SR 0% , 22 28 0, e 3L B
M RE D-H S 0E, L BPESE s 0, W ALRE , RERE R AR SR 20, kR TR A
—BE L 2 IFRERING R RE  VE R A FNEEERE , W T FR I, RN, 22 S HERE , FLPERE , R BERE
WL ALRE R Gl AT R , WURE S5 o FH T AR B B D0 B oK A I 72 H 3 I, Y8 i A
T hE.

[0138]  HUAARLH G403k ml A 5 22 ph 7 B pH R 15 771 5 38 5 G2 1772 HH A LR BBl 1) 25 1 3
AERVER 2 PR FE A HLER SR , B nFr 1R , DUSA LR , HIPE IR Ak IR, W A IR, BRIAIR , LR
AR ZH R ER s Tris, ShIRE T =K%, B Eh S P B R e vl - -l T AR KB &
VIR I8 2% o )2 A WLBR £, B AT A R R B R 1R

(01391 4k, A B 41 -& W ml B 45 5 G TR 741 /88 i) » 481 4 58 2 45 b s Je i, 2% 2
T CRARE) A RNE (BN IRRIR , B an2-FR N 2 -B-IRMIR) L R 4 g, YRRRF, BUs AR w
R, PrEEAL T, s 77, SR Vs 5 2L BLEEEE, i “TWEEN®20° #1“TWEEN®
80”) , IR (Ul , MR T IR) , A [l it (an I [l Ji8) FNE5 771) (91 AnEDTA) o

[0140]  i& FHF AR BHPUMALH A W1 3 S 8 5 A1 19 © R0 25 W0 R 71 A/ SRR i 771 2 A 4k
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CLFNE, 4500, U0 “Remington: The Science&Practice of Pharmacy”,19ed.H fr4i,
Williams&Williams, (1995) , #1“Physician’s Desk Reference”, 552h% ,Medical
Economics,Montvale,NJ (1998) , Ho A JF N 258 I 51 FHEAAR I N AL AN 1 4k BB T 57
MR BRKAL S W) (5 g S RS ) AN i 351) (5 AT A e ) 558 &l 57 .

[0141]  RAUHE AN GO BEAR B T BARHR R AR LL 2 A1, A SCRER I K B 5 T 34778
A N AR , AR I B ALFE v N AR B RS w6 P 1) Pl A X e A R 2 AR B 38
A4 At B S e s el S R 2 S Bl ds R BT A P IR R AE S AL &, L AT A
B 2 Ik P IR AE AT R T 45

[0142]  BRAE S A€ S, 75 WA SAE R BTG BOR TR 2R 1 B A 5 A B P Ja8 S s 1) 7
BN DU H BRI 2 SO R 5 S R 5 A SO IR 1 TS B AL B &5 [R] () A ] A ) 0
J732 0] F T S e s AR K BH L (A R R L de i A R AT %

[0143] s f3]

[0144] Syt fs1

[0145]  7E& R8P AL AR AR 2R A CD 388 55 1) TENa 2 b A2 i HL4¢ A R e IJea o 1
[0146]  MENCI-HO29% 4H B 8 Jed 40 B AE A v AR K 15 72 FE AN %A R AR B0 K & i 35
FEMDIE QY1 o 70 5 B A K T AR 1R N A0 i &, 3 DA T X 10BN/ mL ) 94K 55
HEJFET50%Matrigel (BD Biosciences) H .1 X 10" IR 4H A (0. 1mL 40 B B V7 ) 17
A N 89 JE U4 BHE 14 7 EE A e S B (SCID) ZNBR A ZE MR A o AEZ AR Y, CD38+ i BiE g
e 4 2 K R I A B R R o SR VR T T AR R S0 IR AR K F ST R AR 150mm® o F 4
R G E ifgE DA RS o A Bmg/ kg HLCD38—98 55 (1) IFNa2bfl & & [ (SEQ ID NOS 507/
508) BY FH JG B4 L5 9 55 TENa2b il 2H B i) [ A 250 B il 2 13 N0 LLO . 2mL i) ] 8
PRFARE BN AL BE/INER (10 /2H) B3 FE R, FL4 J8 o M 0 i Jed 4 AR < ~F- 35 (+/—-SEM) iy f4e A4
W7 - 25 R R B PTCD38—IK 59 1 T FRa2bfil & & 1 AR 12 AR T v B A 9 K Pt s vl
P, 10 /MR A 10 H BRI vE 2k 97 i 1k JE A R B (YR 507 e 8%) « -5 9855 1)
TFNa2bfill & 1 J0 YT AR B S  rox) R AL 2 1) B 350 08 6 1

[0147]  Sjsif5)2

[0148] E IS5 N MEE BRI TIH929 - HTCD38—R 55 1 T- R a2bfl & 2 A& 4
(01491 N 1 43 M5 S2 it 451 1 156 BH B HECD 38— 55 1 ITFNa2b (h10A2-h1gG4) @l & & H
(SEQ ID NOS 507/508) [ a4 ed ik I AL, U1 T >k B VT 405 AR V697 4H 50t R ZH /N B
(147 e 5 i et 0 92 20 240 22 PP A o i S e 4 1T IR A i AR K, i) £ RN N o ZEVR T T
ERI A R A K 2P 2R FR600-750mm” . 7F 55 1 R4 FIPBS , 10mg/kg#7iCD38—I% 551 TFNa2b
& E (SEQ 1D NOS:507/508) Bl i1 -5 98 55 ) TFNa2b il & ) 76 5% T A4 4L s i) ] Aot 250 G
DLIE B Ab 2 /NER (12 5 /7418 (B 2AHR x Bl b0 1 SR iy Sk) o B RN g K0S, AR I
20 2 )3 (+/-SEM) s AR R o 7% 5 B TR) A O i k) » INERRZELI 3 RN U i
Jo 5 FF A R T R T VR AR IR 1 e % 2H 240 25 PEA SR DIBR I A U0 e (Bed 24y I
TIAKE G o L AT Il /ML L

[0150] U)Kk 1) e U1 v B AT S e Al 2340 2 50 A (B 2B) oA FH B BRI 2 « X T/ 4
i ACD45 CR R Pt/ R CD45 , abcam#tab25386, 5. Ong/ml) , X F/IN R EL I 40 i 9 F4/80 (KBS
PN F4/80,abcam#tab6640,10.0ug/ml) , KR TgG2blal FrAd xf i (KB I1gG2b, abcam#t
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ab18531,10ug/ml) , % S —F MW E A KA (INOS) (Faii/NiliNOS, novus#NBP1-33780, 1:
1,000) /E M1 W 40 M bR iC 0 A e TeGXT B (invitrogen#086199) o £E 2 i ks T 4a 7 e
IR L 34T CD45+, F4/80+ M1iNOSHE I K] 7E o

[0151]  CD45HIF4/804% (o 1F B e b s 7 AR AR LR 822X, 3R BH CDA5+R T 40 Al 3 22
/I R T W 0T A i o R T =V o 2L T A TR 114 b s 3 BH /R 08 1 [ W 0 9 3 B FH
CD38- 3k 55 T FNa 2 b £ 2 [ 4 2T /)N B 114 Jigg A AELAS gk N6 e A 2 0 i v GO SR £
W) o AEVETT UG J5 24/ NI W2 21 E W 41 3R 0 , FEAE AR B 7R S5 R IR B U6 fF .

[0152] A5 PAl Wi 40 M i AR 28 R B2, I 2 T 2 MR vF 20, B0 Sl Wk 41 2
TP iR I T 0 o e T A T Re 3R TV N TR R A 5 A JifrJee 4 it A1 1 2% At s 25
2R, F A Wk 2 s T 0 o A - 4590 07 SRR FE B I Herh 15 50 43 BRI CDA5+ (SRR B
Wk 20 ) 5290 DA % 5 R RTAf  F 4/0 J) JifJed 0 5 R 4955 “107 SR BH VR 45 IR 14 2 1Y) B W 48
V52 ) 5 P R s A % 5 2 7 R et e R ok 2k ok R AR 1K 10 %6, e 4 B 141 1
3 5 B AR RN L 51 ek g [ Bl (=5019%) % 15 05 441 i A/ s 32 SRR AR $70CD 38— 55 ) TFNa 2 bl
AE AR N AR B ESES, 5T R EoN B S AP TE R Pk 5 55 5 TFNa2b
£ T HR /N R B R ) 20 B, I 2BRT s, R BHLCD38 - 35 1) IFNa2bfik & B N S E
W 20 1R 2% , L 5 MR B R 0% o A AR B U/ N BRI AR SR IR ) A 1T ENOS e 928 2H 41
b 25 3R 0, ¥R T I 4 Y 32 R ML 5 2 P T 2R, L e L LA R PR v o X R B R 4
i 2 5 FHTCD38 -1 55 1 TFNa2 bl & 8 7 A %2 21 1 5 K Pt s Th

[0153]  Sijstifsl3

[0154]  EWE4NAE S L5 {Em B P B 40 B e AR 7 786 -0+ F (T ANHLA—IR 3510 T3 R a2bfih &
R

[0155] B E 1 I Wik 4 B IR VI 7 = i S A S A 2 L e g A 28 v R 4 o it 92 DA 5 5 it 45
URH S it 451 2 153 1) 22 VB 980 S Foh A AR AR 2R S ABL ) 7 Bk AT o 4 1000 5 A~ 35 AHLA
) 78601 211 o g 4 B 15 265 B iR — AS AN SCID/IN B o 3 HLMes A K 2P 24 A7 950 0mm®
76 B 3A T FH B f0 35 SLH B R N ] A FPBS B 1 0mg / kg FiHLA—VEE 55 (4 TFNa2b (HB95—-1gG4) il &
H M (SEQ ID NO:52141522) kb3 /N o iZ il & 85 1 A8 B I HTHLABUAA 2 N RE S PRI, T b
5 ONBR A 25 A AEA SR R A 45 A - TR R (F Sk F s (I 1] 55 DI B2 = /R
FHRRg o b BT A AT G 92 2H AN 2 4 BT A W 40 PRI T 1) R o ER T AR AR e e
S AR MR, FHTHLA— I8 55 1) TFNa 2 b £ 8 1 AL IR 22 N\ Jifeq 1 /)N BB 18 B sl
I8 3 LA 10 ) 1 W5 4 35200, 23 S G PR SA RN 3BT 7w o S5 22 70 b8 s S A =2 15 W 4 i
2 5 IR % 5 TR ) BUAR -8 55 19 TENa 2 b6 2 11 5 B 0 200 332 TR RN 47 e g s B A
JE 2 T R ORI — 2

[0156]  Sijitifil4

[0157]  FHIE W 4n B Skii B /N R RIEAT IR I 7T 3R B0, X T REA R B8 R N 7R B
I 210 i

[0158] A& £ ff FINCT-H929 22 /& 1 B8 40 . ZR 1) oA AR Y, DLt — 25 V4% ok 40 P v 1
TESR R IPT IR S S A AR FH o FEIX S 7R vp , = i /INER i R AR B 088 I 11 1 =, B ol
i R AR s RA GG (45 T3R2) oSCID S R B ARG/ E B % RG M T
FUBAH B RS2y, (AT SR 5 A AR 9 441 g 5 6 441 NK 400 i R0 MR . NOD—-SCID i 2 7E W 52 41 e

26



CN 110087673 A ﬁ'ﬁ HH :F; 24/55 T

5 5: 441 B AINK 41 B 7 T8 A7 A BB, - HL SR/ D RE P #MA R 55 . NSGAH Y 22 70 44 58 41 g A1 =
Y B 77 TR SR, ELBRADNK Y B A0 T BE 14 AR
[0159] Table 2

SREFE @M | SRS E:| SCID | NOD SCID NSG
[0160] | A % 4 Jie, A 2/ E &
E "% 4 Ji6, A C & Z
o VK 4m i, H I Z M Bl
MK A 3 By

[0162]  {EIZBFFE T, #1074 75 CD3SIRINCI-HI2940 iy iz T HeL N4 /N B 1 22 A v o £
YEIT FEEAET , Fo 0 Behgg 2k K 2 P 24K AR 150mm ° . Fl5mg/kgPiCD38— I 55 1% IENa2b (h10A2-
IgG4) fitA 85 H (SEQ ID NO:507/508) BRIEA4, & R PR I Ab BE/INER, (10 R /4H) L #7424 8 5
IR e AR AR FE 2z I E B AR AESCID/MR L0 RN A 10 G & Gar i Ik 5 A &
B g FAE) , /ENOD-SCIDH 10 R /N A RAF 2 R A 8, 3 HseAA — RNSC/MR VB

[0163]  ERAREA 56 B 5 Wi 40 il (1) SCID /)N b £ Jit FH HTCD38— 1 55 1 IFNa2bf & 25 1 f5 R I
HH 5 Z IR IE RO 5 {HZNOD-SCIDAINSG L A e (1 B AZ A/ 5 6 24t o - HL R B 2 25 A
KGR ZUM N, SCHF 1 B A PRLFD /B SR A B AT B T S5 R B VR TT D e B A2 B
St e [ s 0 L X 5 1 /0 R R v W 52 1) 11 2B IR AH R 58 4 16 IO AT B8 S B T N TENask fi g
B ) B PG BT 1 o IR PR R ZETR T R ) AR K (AR D S B AR R

[0164]  Sjiifs5

[0165] 744 P i #E 5 Mk 4 i

[0166] N T #E—BERZR ThRE M B e 40 i % 1 A 75 A2 X CD38 P AR B [ () 9 55 1 T8 T3 3
Rl 2 (R AR N T , 63 CD3SIRINCT-HO29 S5 Fh A% A8 W 455 A £ 47 FH 0B IR 6 1 R A4k,
SHE R E A SCID/N R A kAT -

[0167] Vi &5 UM R $h AN 75 2 a8 ik g o A B3 5 28 4 o B 1) sl Mg XU F 40 80 U IR 356 1
TG J5 A 43t [ Wk 00 P 7 e o — ELASE R T B AR A D 8 A o S TR 2 32 125 38 A Wk 2 B ik A i
JUES JO A7 P T it RO J2 A Y5 Tt A Tl I T P 2 0 B B BRI L 245 4 0l e s 1) R R ) 4 i
o 5 AT PR PSR R SR R O R AR FE S A B A AN R 453 £ e O A R O T AR T
(J.Immunol .Meth.193:93-99,1996) . MAE T 1) 5 I 41 At o8 S A 1) i T3 A2 88 S 40 A A 7 125
SUBERR SRAEEPA Tp B AR ) 1, RO el i I R G G A B 25

(01681 21 Sz it 4] 1 ik 15 3% . 1] % AR ANCI-HO29 i 8 4 B o 26 VA T FT- A i A rbgg A= K &
PSR FR 150mm® « F5mg/kgHiCD38—1 §5 it TFNa2b (h10a2-1gG4) fit & 2K 4 (SEQ ID NO:507
FISEQ 1D NO:508) B iAWk oy AL EE/INR (10 X /40) , B IR, 24 8, [R] i AEBE 5 A
PBE B PR SRR ER 2R V697 o W EUBE IR 2R HE ik () B Encapsula Nano Sciences LLC,5mg/
mLEVFR) BT, FFAEH-2,0,1,3,6, 10F117K (FHXF T FF 46 5 A HT-CD38- Ik 55 1 TFNa 2b1fi
) ERIK A it O . TmL o e B4 Jo) M ) g A AR B O, I HL 22 1113 (+/-SEM) IR 4R A, &
57N
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[0169] V& A I oA SUBEIRR $hv6 7 1Y BT A /DN R AE FTCD38— 9 55 1 TFNa2bfil & 85 I AL B f
W6 7, 48 T R RSB IR 5 5 SR gk 2l AR K, R DLREIR B 3R . S50 i i R B —
B, A8 HEUBEIR Sh IR PRV FE E M 4B FH 1E T S ) IR AR BR (FE4/10 RshW) , R E
U 200 L A i 2+ (1) S B2, L T 8 5E 4 R T B o

[0170]  SEjitif5l6

[0171]  fKNPEfEFcGammasz /A& (Fe v R) 454 i B 2L

[0172] [ W 2411 e 0 36 ek 22 b 0 A A0 SR P ATL i 3% B ek T 200 P, 437 a0 A7 44K 58 1 241 o e e
£ H (ADCP) Bt 44 4 st 14 48 B /v =5 19 40 Pl 25 14 (ADCC) , B IE ik 0 4k JF A6 ot 4 AL il
(Int.J.Cancer;46,682-686,1990) . A T & FHTCD38— Ik 55 1 TFNa2bl & 8 1 Ab 2 & AE
(100 22 T 5 3 4 L P I &4 B 3% 497 2 AR AR P 3 2 AR AR 12, FRAT TR R A N29 T ABUAR 11
LB M) PTCD38— Ik 55 1 IFNa2bf@l & 8 1 , HFr % T iRl & 5 83 1 A TgG4Fc X i IR B4k
B R o BRI EEA A AT Rl B 0 S B BR R 02 AN RE S -G 0B A (91 G s 24
1) ERIFe v R, KFe AN g/ S ADCCERADCP

[0173]  FEZMIFT T, Q5 B AE SL 5] 1 Bk 55 9% | ) 4% AR ANCT-HI29 7 8 40 il . 4
PR 15 211 50mm’ i, FFUGI6R YT (BRI PRIR, S JLD0 JE) o FIPBSE5mg/ kg CD38—k 55 1 TFNa2b
(h10A2-1gG4) @& H (SEQ ID NOS:507/508) & 5mg/ kgt CD38— I8 551 IFNa2b (h10A2-
TgG4) fit &4 (N297A) (SEQ ID NO:531F1507) ft) B Ak A5 A Ab B 4H . o 390 5 g ok
AN FENG T 2 IR AR RR 4 R AE 6 o 45 SRR B HTCD 38— 55 [ TFNa2 bl & £ 1 1) 3 14 75 22
DhetEFc v RAEEAE A, LLIRTS RS A ¥ v6 B Ve Be ofd S B X B 7% 7 ADCP A/ BRADCCHE 3 A
I e 15 B A AL R R

[0174]  SEjsifs)7

[0175] 4§ 5 5 0k 400 M v 1

[0176] LA HHIR 1 CDAT : STRPakl 5 ADCP A3 1 [k 41 o () B Mg v PR 5% o 9 1 PEAG %
HIEPTCD38- YRk 55 1) TFNa2b (h10A2-T1gG4) Rt 85 I P g v M Hh i o ik, K — Al B 1
it N CDATRH W Hifk (B6H12.2Bio X4HAE,BE0019-1) & N Frik £EHAth A (Liu,et al.,2015,
Nature Medicine) F3E i Zh RO R KT 76 7 BA S 1) it FH o 78— e s g b 4 AR S vk Bt
& (SEQ ID NOS 513/514) , FF H 7F HAth Sz 45 vp Af F R B 246 1 22 44 (SEQ 1D NOS 515/
516) .

[0177] iy R G0 R AR Y - NCT-HO2 5 il IR

[0178] 7 2RALLTF St 4] 1 P 53R FINCT -HO29 1 i I3 S A RS R AR 7R o P i 0 CD 38— ik 55 1)
[FNa2bfili &8 [ TERMEFIE ) HAEMRE AR HICOA TR A &7 1L 1A U 44100075
H9297E50 % FE i fi Hh 2 T (sc) 0 21189 J % ME 14 SCTD /)N B A6 JH AR Hh o 224 ik ik 20 °F- 24 ]
~} 150mm’ s FFURYA YT - F () #fA (PBS) (b) 2mg/kgHLCD38—I& 55K IFNa2b (h10A2-h1gG4) fil
“ & H (SEQ ID N0:507/508) , (c) 5Smg/kg AR 34 (BLIH R RN 1 D fE) $tCDA7 (B6H12-
mIgG1) $i4k (SEQ ID NOS:515/516) , (d) 2mg/kgPiCD38—I §5 ) IFNa2b (h10A2-h1gG4) fit &
A In5me/ kg ARMEHEAL H1CDAT (B6H12-mIgG1) Hifhk, 5% (e) 2mg/kgPiCD38 (h10A2-h1gG4) i
1A n5me / kg AFHEFEAL HTLAA-HTCDAT (B6H12-mIgGl) HiikBEME N (ip) AhFE /R (BE4Hn=10) .
A JE Y It FH P A b B R BTCD38HL A , 47 4 DY J& o sk B — R it FH AR WS AL ) H1CD4 7
(B6H12-mIgG1) LAA , 8L 14K o Wa I 8 A R, 7347 (+/—~SEM) by A AR S5 7= 7 B 7 o 76 1%
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it FiH , HLCD38—I 5511 TFNa2b (h10A2-hT1gG4) fil & £ A AR FE IR UL B T 2R I H R
SR PRI HAS A G, (H 24 5 CDATRE W 4 & 1, 55 KAt e B 75 DA YR &2 9 H2
TERTERT (10/103h A ) S

[0179] IR R G0 EAE MR 5 8 - RPMT-8226 8 %898

[0180]  “¥§ 1T JJANRIECD3SHIRPMI-822640 il 7 A AN SCID/IN KR o B H o 24 g ik 31
130-170mm® ¥y~ 35 )X ~F I TR A6 R TT o 38 BRI P9 o A B IR 3 () BEA4, (b) IRAR 7
(3mg/kg) HIPTCD38—IE §5 1) IFNa2b (h10A2-1gG4) fl& 2 H (SEQ ID NOS:507/508) , FLPU
1% (c) g R 5mg/kgIERE AL HLCDATHIMA (B6H12,1gG1) (SEQ ID NO:515/516) ,FF&14K ; 5,
(d) 3mg/kgPiCD38HLMA (h10A2-TgG4) (SEQ ID NO:506/507) AlEHHFAL HICDATHIAR T &,
55 B 24 7R AR () 25 25 5 5800 T M it FH 5 52 (e) 3mg/kg$7iCD38—Jk 55 1) IFNa2b il & 85 (3 AR
PEIEALPLCDATHLAA , 15 B 24 751 A [R] 4 25 245 T 22 93 T #2524 o g Jo) 7 00 2 Py A AR (+/ -
SEM) , H-2 i1 35 e R AR, 4n 8B

[0181]  FRH)HTCD38—I 55 1 TFNa2bli & d [ J7 4 A PTCDI8 P A 5 AERE AL HTCDAT I 4H
T IAAERPMI-8226 B H8J8 S P AZ AR A A vhox Jieg A= A R #4 vh BE 4] s SR T, X P24 )4 &
WA 5E 4 T RE IR o AR AERE AL I HLCDATHUAR IR T 3% A R - FL-CDATHUAR FIHLCD3I8 Ik
551 TFNa2b (h10A2-1gG4) fl& 85 A &5 7 BRI B P R OB, ZEAIT 8 45 AR R 18 178/
107NVER o

[0182]  fi 7 5 2 1t iR A2 73 - OPM2- 15 g JRg

[0183] 2 M B B JRT 11 2 IA CD38 1 OPM2 B 5 I8 241 A5 78 3 5 % FH471CD3 8~ 55 1) TFNa
2b (h10A2-1gG4) fil & 85 1 HVE YT A TS5 IO KA AL 1 FPTCDATHIAR L AV IT R B2
R bR I A o B 1x 10T OPM—2 4 ff K2 I AL N SCTD /)N B F NI o 224 e 35 311301 70mmf
PRSP AEIR T - & M N 1 3T () BEA- P8R (b) Smg/kgHTCD38—1 55 ) IFNa2bfl A
H (h10A2-TgG4) (SEQ ID NOS 507/508) , &5 JH PN IX , KF4E4 S , 8 (c) HLCD38HLA (h10A2-
IgG4) (SEQ ID NOS:506/507) , % BN IK , F4E DY J& 5 85 (d) &K% — K 5mg/ kg AEREHEAL (LLH
4 %N T~ ThRg i k) FLCDATHLAK (SEQ ID NOS:515/516) , Fr&E14 K ; 5 (e) HLCD38H A AHE
WEIEAL FLCDATHUR I 4 & 7 R 8K (F) PLCD38—Ik 55 1 TFNa2bfh & 25 [ A1 ERE AL PTCDATHL
IRTEET X B — 257 BT R )5 R 2 A 7 5 o B FE 7 R U~ 350 Frfrggg AR A (+/-SEM) F- P
TR .

[0184] 3@ iV it FHHTCD38— IR 59 1Y IFNa2bfb & 25 19 , B AN it FH 5t CD3 84 4 mi AV it FH Bt
CDATHUMR, A /N B A 76 0. HUCD38 -8 55 1 TFNa 2b il & 85 1 AHTCDAT I 4 & 3 9 1 Pt
CD38- k55 1) TFNa 2 bk & 8 [ 3 1 , ¥ I7 45 1k J5 FHAH & 77 29697 1910 HUNR TR A 5 H AR $F
JC IR .

[0185] SRy Gtk RT3 - A3 75 2R £ 3K

[0186]  FATTIEVEAL T CDAT : STRPakhisxf BE 25 98 S AR JR AR 28 v e A4 L ) (1) 9k 55 TFNa 2 by 14
(I DTHR o A FHHBOS B FE B A FHA375 N S 2598 20t 2% 7 A6 1) g 1 TG I R A B Hp gt AT S5
FEAEI 5T, FTIRHBOS P4 285 A NHLA , {H A 25 & S HLA (Barnstable%,1978,Cell 14:9-20) .
¥ 5 3 5 VR A (1) — -3 /N A3 TS5 M A N TE AR AR B R o 24 R ik 1) 1000mm® B, D) i
IR, BRI R /N B BRI RN BT AE 2P o 7R 58 = AR B BORN TE B IR AR B, PP o 24 Ji R A
F170-200mm’ (1) PSR TR , FFUBTRTT (BE0K) o it BRI SR 97 /N R Bt it () 2

29



CN 110087673 A ﬁﬁ HH :F; 27/55 T

I-E8 (b) Smg/kgPt AHLA (HB95-TgG4) P AA S a) (1) ek 55 7Y TFNa2bft & 85 1 (SEQ ID NOS:
567/568) , B AP IR, F4k4 ] , 51 (c) Hi-CDATHiA (SEQ ID NOS 513/514) , &EFf— Kbmg/
kg, FFB:14K , 8¢ (d) It NHLA-FU A4 S8 7] (1) 96k 55 1) TFNa 2bfil & 85 1 S5 HiAR-CDATH R 4 &
% (e) [A) A2 Xf B TE PRI 35 0 TP R a2bfil & 8 A A B AR FIHTCDAT PR I 4L A 6 7 /N
B o T B TP R LU 00 P A2 AR (S I EL+/ - SEM) , FF0 7 350 g AR FR 4 1 i B 1O BT s o
[0187]  AHLAE[A)HTAA—I6 55 1 TFNa2b@h A 8 [ 2 THROS Hufs , &5 & N HALE & R HLA
(Barnstable®¥,1978,Cell 14:9-20) , I AE Ayix £emft 58 1) 3™ & AX H br o FHPLHLASL
A —Jak 55 1) TFNa 2 b 8 1 B A 38 5 PTCDAT PR AR R , AW 5% 1) 1% 57 Pl RS A A 7R
(R 1 o SR, A2 A PR PG T I, WL 5% 381 W5 255 11 Jied A K SR o A5 P[] b 28 0o B G S i —
I8 55 TFNa 2bfl A 8 (A W0 82 21 Jib 8 A K A 40
[0188]  Ifilyfd ARG I RI AR Y : ARP- 15 HEJRd
[01891  FE XI5 1 15 BE R B A R WF 5T 1 HUCD3SHL AR 55 ) TFNa 2bgih & 25 13 A4 4 5 | a
FALIIBTCDATHUAR I 2H G o 4 ARP—1 2% 41 A B Bl Jod 20 M A 4 A8 K 5 R SR A% A T LB 8 A
K B B TR YERF o A8 06T EOH A K S TR WSO TR N 1) b8 4 B 7 B2 T P AE 5 0 96 2
J5 B F1500 75 A~ ARP— 120 A » 2 SCTD/IN B 358 o 224 g 15 217 48 )R ~F 1 50mm® B FF 4B 7697
2 MR VE ST (a) 3044, (b) Ba5mg /kg$iCD38—V 55 %) IFNa2b (h10A2-h1gG4) ml &2 4 (SEQ
ID N0:507/508) , (c) H.3l5mg/kgIEHE AL HT-CD47 (B6H12-mIgG1) (SEQ ID NOS 515/516)
ik, (d) 5Smg/kgHiCD38— IR 59 IFNa2b (h10A2-h1gG4) B4 & [ MN5mg/ kg JEFE HE AL 1 BT
CD47 (B6H12-mIgG1) #i4&k (SEQ ID NOS 515/516) , 5§ (e) 5mg/kgfI4iCD38 (h10A2-h1gG4) i
& (SEQ ID NOS:506/507) JN_I-5mg/kgIEREIEALHTCDAT (B6H12-mIgGl) PrikAb 3 /N (B3 4Hn
=8) B AW IR % T BT A Rl & 8 3 AICD38H LA, F 2L DU F B Ff — R 25 T HICDATHUE , FF &
LATR o A 7 0 e 0 ke A AR, I &2 1) ~1- 350 g R AR (SEM) , tn B 11 P o FE I B AR L AR
CD38-ak 5511 TFNa2b (h10A2-h1gG4) fil & £k I AR RE AL HTCDATHL K (B6H12-mIgGl) L&
YRIT RERE TR IR (T/8 REWNE ) .
[0190] [V RG0S fRg A 7Y . ARP-1°B %8983 (CDAT (K24 B 7a [ )
[0191]  FEXEVE 1B BEIR AR ARP- 1 BIF 9T 1 H1CD38—Jak 55 1) IFNa2b il & £ 1 5 P AP AN ]
(I PLCDATHIAA (Fu % 2A1 FI5EEBF9) (43 I NSEQ ID NOS:517/518FISEQ ID NOS 519/520)
HIZHA o 0 BT R SEAT ARP— 1 6 14 B Bl R S b RS A ASE TR & 224 R a8 317 48 R <1 1 50mm s
BIBIT - RN VRS (@) BEA), (b) B 5mg /kgHCD38— I 551 TFNa2b (h10A2-hTgG4) fil
A A (SEQ ID N0:507/508) , (c) Hfhbmg/kgIEHEIEALPLCDAT (2A1-mIgG1) (SEQ ID NOS:
517/518) Fifk, (d) Hfhbme/ ke IFpE AL H1CDA7 (5F9-TgG-mIgGl) (SEQ ID NOS:519/520) Fit
K, (e) 5mg/kgHiCD38— IR 59 I TENa2b (h10A2-hTgG4) @4 2 [ inbmg /kg LM R4k HrCDAT
(2A1-mIgGl) HifAk , 8Y (f) 5mg/kgHiCD38—Jek 59T IFNa2b (h10A2-h1gG4) fil &4 A Ibme/kedE
WEIEALHICDAT BF9-mIgGl) HLiRALEE /N (F4Hn=10) 4 & P Vit FH BT BLCD3sHiii it &
HE,FPEEVY A BERE — R4 T HICDATHUAR , FFEE14TK o ~F- 35 e A4 AR g o] M I 2K, Kg-~1- 35
Jib g A AR (+/-SEM) 22, A& 1217 « 1CD38- ek 59 Y IFNa2b (h10A2-h1gG4) @b A& A 5k
PEIEALBTCDATHUIAR T FE 2A1 B5F9 (m1gGl) HAT— PP 2 A VA TT AE % BT FH e 8 5 A Y i
BER T MRS AEY) (10/103090A ) S
[0192] Ik R G001 PR A 1Y < B 40 O 1 I s
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[0193] BT 1 HLCD38—Jak 55 1) IFNa2b il & &5 % A\ 40 i 1 I 5 B 28 1) 52 0] o K HC- 16
21 1 I 40 B s 4 AR R R R AR A T AR ESUAE K B i 35 7 0 AR RF - A0 A
K TR iR 4, I A1 X 10T/ PR/ mL F % P55 A R /K o B B3 o i Bk P 3 5 SR /K VA Tk
HH I — 5 J3ANHC- 140 i B 4F K SCID/INER FH o 82 0 5 5 R IF IR VA I » B F W A3 5 vk (R
13A) o385t fE I P VR 5 () 8044, (b) B hme / kg HTHLA- I 59 1% IFNa2b (HB95-h1gG4) fiti & 4k
H (SEQ ID NOS:521/522) , (c) Hfh5mg/kgHiCD38—Ii 55 1FNa2b (h10A2-hTgG4) fil & H
(SEQ ID NO:507/508) , 8% (d) 54k 5mg/ kg Rl A A RE o ISP AR Ik 55 1 TFNa2b (h1gG4) il &
HHEAH NS (BFHn=10)  JrA k& B PR, JF2 D ARz A w5
FH P4 X6 HE BT AHLA—98 55 () TFNa2b$ i il & 2 E (5533100 % TFS) AHLEL , HTCD38—Jak 55 1 TFN
a2bfl G HEE (TE B —257) XHAE TR s2m e/ (B833K10% o Mg 4743 (TFS)) 613
TR A , CD3STEZ AN M J _F ) R IE /K1 I T-HLA, 3X AT PL AR RBEHTCD 38— 55 Y TFNa2b
RilE B 1 E VA

[0194]  B5T T HC-1 B4 A 155 AR 28 X BT CD38—Jak 55 1 TFNa2bih & 8 A #4415 i 3k
HLCDATHUAR BB VR TT B SER o J DK A ¥ 3 R KV VR b 16— 5 N HC- 140 g 31 48 A SCID
ANBR R FERE RN S S R IFURIE ST, FE 4 A M MAFIE P ok (B 12B) o i BE B A 73 53 () B4
(b) #ph5me / kg PTHLA-Yk 551 TFNa2b (HB95-h1gG4) it & 85 9 (SEQ ID NOS:521/522) , (c)
5mg/kgHLCD38— Ik 55 IFNa2b (h10A2-h1gG4) fi & # H (SEQ ID NOS:507/508) Fl5mg/kgdF
PEILAL BTCDATHI M4 (B6H12-mIgG1) (SEQ ID NOS:515/516) [IZH4, (d) mg/kg[E Fh %) BTG
KPR 55K TFNa2b (TgG4) fil &8 A Mlomg/ kg IEMEFEAL HLCDATHIMAK (B6H12-mIgG1) B (e)
Hiph5mg/ kg FiCD20—J 55/ TFNa2b (HTCD20-hTgG4) fl & H (SEQ ID NOS:525/526) , 5% (f)
5mg/kgHLCD20— 93k 55 1 TFNa2b (H1CD20-h1gG4) il & 2 (SEQ 1D NO:525/526) H53EHE AL
[FJPTCDAT (B6H12-mIgG4) I & b H /N (B Hn=10) B HPIRG T T E R G & H , Frt
VY J& o REFE— R 2 T HICDATHUIAR , FF 214K .

[0195]  FEaZA A A, M 5K 13AH 2 LAY 45 5 GL A sl 51 A CD38 -8k 55 19 TFNa2b
(h10A2-hIgG4) & 8 FANFEAE 10 %6 TFS) AHEL I, {58 FH 4L A\ CD38 -4 §5 Y1 IFNa2b (h10A2-
h1gG4) il &85 A AR RE 3L 1L HTCDAT (B6H12-mIgGl) Hifk (40 % TFS) [ 4H & W 22 B SV i 4+
T B L £ FHHICD20— 98 95 i TFNa2b (1CD20-hTgG4) fil & 8 (A AT ERE AL CDAT () 414 th
SR AV AFIE G 5E (20% TFS) - (B13B) .

[0196]  [L¥ Z G0 %A% RIS 78 . CCRF CEM, T4H A s i bk O B0 A 15 117

[0197]  $HiCD38-8 55 1 IFNa2bfli & & [ FFTCDATRRPUAAR I 4 & 722 T 40 e ZRCCRF - CEMT)
THH A S e bk O BRI s 452 24 vh S B0 53 K 0 R S % . CCRE - CEM, THH i = 14 Ik E2 BF
2 A 5 L 200 PR E A v A A 3 7 i R 2 AR DA AR B AR K i 5 R T 44  AE T BRI A=
A RIS FH T HE N %) i e 40 B o 35 ik PN 42 #0500 75 ~CCRE - CEM4H 1) 5 7K ¥ Vi 21 SCIDE
SR o B RN R TR IFAEIRTT , W IAATE (B14) B BRI VST () BN, (b) B l5me kgt
CD52-9% 551 IFNa2b (H1CD52-h1gG4) flA HxH (SEQ ID NOS:523/524) , (c) HLCD52- I 5]
IFNa2b ($CD52-h1gG4) fliA 2 [ in5mg /kg AEAE JE AL HTCDAT (B6H12-TgG1) Hifk (SEQ 1D
NOS:515/516) , 8% (d) 5mg/kgPiCD52 (FiCD52-h1gG1) ifk (SEQ ID NOS:523/537) Allbmg/kg
JEFEIALHICDAT (BOH12-mIgGl) HiARALF/NR (B4 n=10) o &F J& 5 it FH B A ik & a1 A0
PLCDB2FLAAR , F 2LV Jl o BB — Rt FHPTCDATHUAR , FFEE14K
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[0198]  ZEiZA T rh , 5 B R TR 77 B E.CD5 2 ek 55 1) TFNa 2 bl & 2 1 AHEL , FLeDATHI A
L RPTCD5 24T AR B HTCD5 29 55 1 TFNa2bh & F 41 & s B 38 9 A7 o TERT F0 45 AR
PL-CDATHLIR 5 H1-CD52- IR 55 1 TFNa2bfil & 8 H H A 1R 4L 7 53t-CDATHi ik &5 & Hi-CD524L
& CeAEiE) FHEL 3898 473 (30% TFS) &

[0199] Iy R G0N MR Y - MEC-1 , 18 14 B4 MY 1 1M1

[0200]  7EMEC- 11214 B4H Mo 1 1 s 40 i b kil & 25 B 5 AR AL BLCDAT IR I A 536
J7 o FEMEC—112 VEBAH A (A 10578 40 B 2EAn i AL K B R FE A4 R LFR B KM B B =
TAERE o # hk Y B 2h K VA P 500 75 ANMEC- 140 A 3145 R SCID/NER o e AP G 8 R ITHA VA
J7 I I A S (B14) o8 I IR N 3 (a) B4, (b) B ph5mg /kgHTHLA— 98 55 1 TFNa2b
(HB95-h1gG4) &% A (SEQ ID N0S:521/522) , (c) 5mg/kgftHLA-VE §5 ) IFNa2b (HB95-
h1gG4) B4 1 nbmg/kgJERE R L HTCDAT (B6H12,mIgG1) HifAk (SEQ ID NOS:515/516) , (d)
5mg/ kg Al P AL X HE G S HiAR - 551 IFNa2b (hIgGA R #AY) fb-& 85 H hn5mg / kg AEHE AL L
CD47 (B6H12,mIgGl) Hifh, (e) HPhbmg/ kgHCD19-9a 551 TFNa2b (16C4-h1gG4) fl A& A
(SEQ ID NO0S:527/528) , 58X (f) 5mg/kgHiCD19-9%k 59 H IFNa2b (16C4-h1gG4) fl & A SR
FALPICDAT (B6H12,mTgGl) HLARALEE /NG (BEdin=10) & B IR 4 T BT A Bl & 82 A e
CDL9PUAA , KRSV i o B3 RG — R 45 T AE R ZR AL I PTCDAT LA, KRB 14K

[0201]  FEiZARAY rf , HUCDATRH W7 AN HTHLA- 9% 55 1 TENa 2 bk & 85 [ 14L& e 3t sh P A7 3%
J7 T2 A R (B15) o 55— 25 AL , HTCD1 9% AR 55 1 TFNa 2bfil & & H nbmg / kg E 4k
FALHTICDATHUAR S 7 L3R ) i AR K, H 5[] Fh 28 0] BB TG S oA ek 55 1) TENa 2 bk & 8 1 il
5550 NCDATHUAR I 2 A it DL RCR AR AL

[0202]  Siz Ay 20 JifrRe A2 73 < HB 203 /)N 2 i Jifi & (NSCLC)

[0203]  7F 2L T2 g ZRHB20 ) FF /)N 4H fifo fifs i 452 2 v Ik FH i & 2 1 A Ak 5 R B 2k 4t
COATHUAR I A TR IT o CEARHE A KBS IR 3L A4 OB H8 20 it /)N Jed 21 o 48 15 A P B A= K
(1) B V7 55 7R 5 2 R IR & 00— T 73 NHS8 20 200 g AN TG A i 4R B Hh o 24 iy ok )
1000mm®Hf , VIFa R AR 465 /N Fr B B HT AN BT 7 2 o 75 58 = AP o B N TE i g
HRE R 22 iR 2 150mm (1 PR R, FRURIRTT (BE0K) @i RN 5T () #idk, (b)
B 5mg /kgHi—EpCAM—V 351 TFNa2b (EpAb 2-6-hTgG4) fil& & 11 (SEQ 1D N0S:529/530) ,
(c) 5mg/kgHi—EpCAM—& 551 IFNa2b (EpAb 2-6-h1gG4) B4 8 (SEQ ID N0S:529/530) fn
5mg/kgHi-CD47 (B6H12-mIgGl) (SEQ ID NOS 515/516) Hifk, 5% (d) Hh5mg/kgHiCD47
(B6H12-mIgG1) PR /N (BEZHn=10) o BT Bl B (A R A g o it FH R Ik, R DU
BB — Rt FHELCDATH AR , RS2 147K o g ] W W g A4 B 4, - 35 i A AR (+/—-SEM)
2K, nE 16 .

[0204]  #7-EpCAM—J 55 i IFNa2bfl & 8 2 S Hi-CDATHR I 4 A7 iR 324t 7 1598 11 H820
Ji g 4], e ek ER A FH BT —-EpCAM—Jak 55 1 TFNa 2 b & 25 3 R 461 o

[0205]  Sijitifl8

[0206] 7R 55/ A RIOPM2H , B MG A 2 5 HiCD38— I 55 1) T Fa2bfih & & H i P
[0207] W 5T 1 B Wik A MR I AEOPM-2 (— P55 e B 14 22 1t i iR e PR A e 152 28Y)
AE F o 1%t 58 LA 5 b SO sEiti5 2 R Bk ) B8 e PR AL B B SR ALL ) T =47 Gn S e 51
LRI A 1 it 26 K, 10 4% FEAE N SCIDZINER o V6 7 T 46 1 458 JRd 26 K 2 7 3 4R F1600-750mm” .
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AR Y 3R 4E F (a) PBSEAA, (b) 551 F14K B h5me / kg PTCD38 -k 59 i IFNa2b (h10A2-
TgG4) fit & A (SEQ ID NOS:507/508) (Bl 17A x5 BRI K B 3k) , 8L (c) bmg/kg
PLCD38—I& 55 1) TFNa2bfi & 25 3 n5mg /kg#iCDA7Hi 44 (B6H12-mIgG1) (SEQ ID NOS513/514)
R, 3, 5T R (B LTARR x 3l 07 Bon AR & k) B  Ab BN R (12 R /240 38%) Bk
DU PR RN, HLAEEI L TARR X2 (+/—SEM) JiRg AR FR 22 T o 76 0% 5 A sl 1) o (BB 3
3K) s WEFZH I3 R /INER VDT I 548 Uk F T S e A 2 0P A, 4 T ik o 4R IR Jiyeg (1)
MU (BEEH2AY) FF D5 ARS B ELLUEAT Iried K/ BB

[0208] 7 55 S MY S PR A e B A Y v, FHHCD38— 9 551 IFNa2b (h10A2-1gG4) fil &
AL ) B A X e N R ) /N BRI s HH /NI B MRS S Ve S N A A PRI 3, G
K 18BN o Bt = 0 MR s I3 A = [ Wk 400 P92 ) 5 o % i 1 3 ) oA — 93k 555 1) TFNa 2 bl
H EE B a2 PR T R R S . TR ) 9% F B AR, FHALCD 38—k 55 1) IFNa2b il &
H E FLCDATHUAAR I BUE Y6 97 i ST BRI B I v 14 FF A B b 3 i [ 4 AR ) IR T
(E17B) o X 1 — 5 SCRF B W 20 B A e 2 1m) o 44— 55 B4 TENa k-5 2 ) B AR B AL s
[RIAE L S RRRECDATRHE T 53X Be & 8 F 45 6 B 80

[0209]  Sijitifs9

[0210]  NOD SCIDJ:Ff A% AE 52 A Hp mje )97 14 - IR HO 29 B Mk 4 i 2 55 41 CD 38— 55 1 T
Fa2bfil & & A G

[0211]  f# FNOD SCID/)N R 3FE— S5 HF 70 Wk 20 o 32 i ZENC T-HO29 (i) [ P MM S Aok % AL e 9
B HR I AE FHoNOD SCIDAZ — /N B i &R HURFAEAE -5 A A B 19 B R 40 (STRPaf)
BRI 40 B NK 20 i AN JC #MA R 5

[0212]  GnsEfta 51+ BTk , fENCT-HI29 40 iy A= K il & FF A ZINER o B 7 FINOD  SCIDfiy
ANFESCID/INER 2 A1 5 UL 55 S it A5 2 H 50 1) o B e e Fob A A A 2R AR 77 AT 2t 7 o £
YEIT T A B 7o 4 g AE K 2P SR R 600—-750mm’ . 8 i i 5 9 32 4% (a) PBS#AA, (b) £ 55
1R A4 K BB 5mg / kg PrCD38— IR 55 I TFNa2b (h10A2-TgG4) Bl & & 9 (SEQ ID N0:507/
508) (B 19A xHh 77 WoR A K (e & 3k) 5K (o) 7E561, 3, 517K 5mg/kgHrCDI8—I 55 1 TFN
a2bfl & A 55mg/kgHiCDATHifAR (B6H12-) mIgGl) (SEQ ID NOS 515/516) 4H & (B 18AH x
77 SR B AR g 3k) AT/ R, (RN =12) .5 W8 s KN, 3578 B 18A R 2241
5] (+/-SEM) M AR R o 7538 8 1 18] 5 (R i Sk) » INBRZH A3 R /N U1 R g , 3194 R
TR TR AR IR ) G e 2H S S VA o A E DIBR Mosd B B ) i (RRZH2AN) FF FH IR ARG 4L (1
DLEAT R K/ L

[0213]  7EiZ%WF5EH , FIHLCD38— I8 35 1 TFNa 2 bl 4 8 11 AL FR (1) /N B 55 7 A B 1 e e o
SN, 3 EUAH LI, V5246 1G 0 B s 40 4 = 3 , W& 18BR 7~ o AHLL 2, $ECD38—1 55 [ TFNa
2bfil A 2 5 IERE AL BTCDATHUAR I & A o7 A e e v 1 DA % 0 2 92 i Wk B 31 5
71 F B ¥ HUCD38 -8k 55 1) TFNa 2 bl & & (1 AR FE I SCID/N R (B 18A) HH WL 3] 1) /K~ AH 24
(R 7K (B 18B) o 3K 14— 2 S 357 15 Wik 200 Ff £ e 4 ) oA — 9k 55 11%) TRNa i 5 2 13 ) e AR
ML AR I S2 RRR CDATRE N 5 i Lol & 8 (A 45 & 1 20

[0214]  FEHIHR
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SEQ ID NO: 4 ¥ AR LA X
1 A IFN 1b AR
2 A IFN 2a AR
3 A IFN 2b AR
4 A IFN 2b L15A
[0215] 5 A IFN 2b A19W
6 A IFN 2b R22A
7 A IFN 2b R23A
8 A IFN 2b S25A
9 A IFN 2b L26A
10 A IFN 2b F27A
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SEQ ID NO: A #¥ AR b 4R
11 A IFN 2b L30A
12 A IFN 2b L30V
13 A IFN 2b K31A
14 A IFN 2b D32A
15 A IFN 2b R33K
16 A IFN 2b R33A
17 A IFN 2b R33Q
18 A IFN 2b H34A
19 A IFN 2b Q40A
20 A IFN 2b D114R
21 A IFN 2b L117A
22 A IFN 2b R120A
23 A IFN 2b R120E
24 A IFN 2b R125A
25 A IFN 2b R125E
26 A IFN 2b K131A
[0216] 27 A IFN 2b E132A
28 A IFN 2b K133A
29 A IFN 2b K134A
30 A IFN 2b R144A
31 A IFN 2b R144D
32 A IFN 2b R144E
33 A IFN 2b R144G
34 A IFN 2b R144H
35 A IFN 2b R1441
36 A IFN 2b R144K
37 A IFN 2b R144L
38 A IFN 2b R144N
39 A IFN 2b R144Q
40 A IFN 2b R144S
41 A IFN 2b R144T
42 A IFN 2b R144V
43 A IFN 2b R144Y
44 A IFN 2b A145D
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SEQ ID NO: YA AR LA TR

45 A IFN 2b A145E

46 A IFN 2b A145G

47 A IFN 2b Al45H

48 A IFN 2b A1451

49 A IFN 2b Al145K

50 A IFN 2b A145L

51 A IFN 2b Al145M

52 A IFN 2b A145N

53 A IFN 2b A145Q

54 A IFN 2b A145R

55 A IFN 2b A145S8

56 A IFN 2b A145T

57 A IFN 2b A145V

58 A IFN 2b A145Y

59 5. IFN 2b M148A

60 A IFN 2b R149A

[0217] 61 A IFN 2b S152A

62 A IFN 2b L153A

63 A IFN 2b N156A

64 A IFN 2b L30A+YNS

65 A IFN 2b R33A+YNS

66 A IFN 2b M148A+YNS

67 A IFN 2b L153A+YNS

68 A IFN 2b R144A+YNS
N65A,L80A,Y85A,Y89

69 A IFN 2b A
NO65A,L80A,Y85A,Y89

70 A IFN 2b A,D114A
N65A,L80A,Y85A,Y89

71 A IFN 2b A,L117A
N65A,L80A,Y85A,Y89

72 A IFN 2b A,R120A

73 A IFN 2b Y85A,Y89A,R120A

74 A IFN 2b D114A,R120A
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SEQ ID NO: W F AR I A AR

75 A IFN 2b L117A,R120A

76 A IFN 2b L117A,R120A,K121A

77 A IFN 2b R120A,K121A

78 A IFN 2b R120E,K121E

79 A IFN 2b [L161-E165]

80 A IFN 4b AR

81 A IFN 5 AR

82 A IFN 6 AR

83 A IFN 7 AR

84 A IFN 8 R AR

85 A IFN 10 R AR

86 A IFN 1213 AR

87 A IFN 14 R

88 A IFN 16 R

89 A IFN 17 R R

90 A IFN 21 P§
[0218] 91 A IFN 1(a) R R

92 A IFN 1(a) R27A

93 A IFN 1(a) R35T

94 A IFN 1(a) E42K

95 A IFN 1(a) D54N

96 A IFN 1(a) M621

97 A IFN 1(a) G78S

98 A IFN 1(a) K123A

99 A IFN 1(a) C141Y

100 A IFN 1(a) A142T

101 A IFN 1(a) E149K

102 A IFN 1(a) R152H

103 A IFN 1(b) C17S

104 A IFN 1(b) C17S,R35A

105 A IFN 1(b) C17S,R147A

106 A CD38 A # 474, ECD

107 % %3 CD38 % # x4, ECD

108 A CD38 A ECD, A T4 84
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SEQ ID NO: HF+ AR T A S
(DNA)
[0219] ECD, A Ti#EA#H
109 A CD38 A (FiFH)
110 A CD38 A AR
SEQ
ID
NO: | Zéa /K LA 4k $
111 LC aa A
112 . HC aa A
G005 1gG1 (3#%-CD38)
113 LC DNA A
114 HC DNA A
111 LC aa A
115 HC aa o ]
G005-HC-LO- IFN a (R144A) 1gG1
113 LC DNA A
116 HC DNA o
111 LC aa A
117 HC aa e Ny
G005-HC-L6- IFN a (R144A) 1gG1
[0220] 113 LC DNA A
118 HC DNA e ]
111 LC aa A
119 HC aa AR
G005-HC-LO0- IFN a (A145G) IgG1
113 LC DNA A
120 HC DNA e ]
111 LC aa A
121 HC aa o ]
G005-HC-L6- IFN a (A145G) IgG1
113 LC DNA A
122 HC DNA o]
111 LC aa A
123 HC aa e Ny
G005-HC-L6- IFN o (R144A) 1gG4
113 LC DNA A
124 HC DNA AR
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SEQ

ID

NO: | ZAf 4 4% 4 4 F

111 LC aa A

125 HC aa AR
G005-HC-L6- IFN a (A145G) IgG4

113 LC DNA A

126 HC DNA o ]

111 LC aa A

127 HC aa o Rl
G005-HC-L0- IFN o IgG4

113 LC DNA A

128 HC DNA e ]

111 LC aa A

129 HC aa AR
G005-HC-L0- IFN o (R144A) 1gG4

113 LC DNA A

130 HC DNA o

111 LC aa A

131 HC aa ]

[0221] G005-HC-L0- IFN o (R144D) 1gG4

113 LC DNA A

132 HC DNA o

111 LC aa A

133 HC aa AR
G005-HC-LO0- IFN a (R144E) IgG4

113 LC DNA A

134 HC DNA AR

111 LC aa A

135 HC aa o ]
G005-HC-LO0- IFN a (R144G) IgG4

113 LC DNA A

136 HC DNA g ]

111 LC aa A

137 HC aa AR
G005-HC-LO0- IFN a (R144H) IgG4

113 LC DNA A

138 HC DNA o ]

111 LC aa A

139 | G005-HC-LO0- IFN o (R1441) 1gG4 HC aa e N

113 LC DNA A
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SEQ

ID

NO: | ZAf 4 4% 4 4 F

140 HC DNA o ]

111 LC aa A

141 HC aa e N
G005-HC-LO0- IFN a (R144K) 1gG4

113 LC DNA A

142 HC DNA e ]

111 LC aa A

143 HC aa AR
G005-HC-L0- IFN o (R144L) 1gG4

113 LC DNA A

144 HC DNA AR

111 LC aa A

145 HC aa o ]
G005-HC-LO0- IFN a (R144N) 1gG4

113 LC DNA A

146 HC DNA AR

A
[0222] 111 LC aa

147 HC aa o ]
G005-HC-LO0- IFN a (R144Q) IgG4

113 LC DNA A

148 HC DNA AR

111 LC aa A

149 HC aa A Bt
G005-HC-LO0- IFN a (R144S) IgG4

113 LC DNA A

150 HC DNA A B

111 LC aa A

151 HC aa o
G005-HC-L0- IFN o (R144T) 1gG4

113 LC DNA A

152 HC DNA o ]

111 LC aa A

153 HC aa A B
G005-HC-LO0- IFN a (R144V) 1gG4

113 LC DNA A

154 HC DNA o ]

il G005-HC-L0- IFN o (R144Y) 1gG4 LE 2 A

-HC-LO0- IFN o g
155 HC aa o
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SEQ
ID
NO: | ZAf 4 4% 4 4 F
113 LC DNA A
156 HC DNA AR
111 | G005-HC-LO- IFN o (A145D) IgG4 LC aa A
157 HC aa o ]
113 LC DNA A
158 HC DNA AR
111 LC aa A
159 HC aa e ]
G005-HC-LO0- IFN a (A145E) IgG4
113 LC DNA A
160 HC DNA AR
111 LC aa A
161 HC aa o
G005-HC-LO0- IFN a (A145G) IgG4
113 LC DNA A
A
[0223] 162 HC DNA o AR
111 LC aa A
163 HC aa o
G005-HC-LO0- IFN a (A145H) 1gG4
113 LC DNA A
164 HC DNA o ]
111 LC aa A
165 HC aa AR
G005-HC-L0- IFN o (A1451) 1gG4
113 LC DNA A
166 HC DNA o ]
111 LC aa A
167 HC aa o R
G005-HC-LO0- IFN a (A145K) IgG4
113 LC DNA A
168 HC DNA AR
111 LC aa A
169 HC aa o ]
G005-HC-LO0- IFN a (A145L) IgG4
113 LC DNA A
170 HC DNA e N
111 | G005-HC-L0- IFN o (A145N) IgG4 LC aa A
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SEQ

ID

NO: | ZAf 4 4% 4 4 F

171 HC aa o ]

113 LC DNA A

172 HC DNA e N

111 LC aa A

173 HC aa e ]
G005-HC-LO0- IFN a (A145Q) IgG4

113 LC DNA A

174 HC DNA o ]

111 LC aa A

175 HC aa AR
G005-HC-L0- IFN o (A145R) 1gG4

113 LC DNA A

176 HC DNA o ]

111 LC aa A

177 HC aa AR
G005-HC-L0- IFN a (A145S) IgG4 Y

[0224] 113 LC DNA

178 HC DNA o ]

111 LC aa A

179 HC aa A B
G005-HC-L0- IFN o (A145T) IgG4

113 LC DNA A

180 HC DNA A Bt

111 LC aa A

181 HC aa A B
G005-HC-LO0- IFN a (A145V) 1gG4

113 LC DNA A

182 HC DNA o

111 LC aa A

183 HC aa AR
G005-HC-LO0- IFN a (A145Y) 1gG4

113 LC DNA A

184 HC DNA e s

185 LC aa o ]

112 HC aa A
G005-LC-L6- IFN a (A145G) IgG1

186 LC DNA e N

114 HC DNA A
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SEQ

ID

NO: | ZAf 4 4% 4 4 F

187 LC aa Nl

112 HC aa A
G005-LC-L0- IFN a (A145G) IgG1

188 LC DNA AR

114 HC DNA A

111 LC aa A

189 HC aa A B
G005-HC-L0- IFN a IgG4

113 LC DNA A

190 HC DNA e ]

111 LC aa A

191 HC aa e N
G005-HC-L0- IFN a (R35A) IgG4

113 LC DNA A

192 HC DNA o

111 LC aa A

193 HC aa ]

[0225] G005-HC-L0- IFN o (R147A) 1gG4

113 LC DNA A

194 HC DNA o

195 LC aa A

196 HC aa A
MORAB03080 1gG1

197 LC DNA A

198 HC DNA A

199 LC aa A B

200 hu38SB19 (SAR650984) 1gG1 HC an S

u

201 . LC DNA o

202 HC DNA g ]

203 LC aa A

204 HC aa A
X355/02 1gG1

205 LC DNA A

206 HC DNA A

203 LC aa A

207 | X355/02-HC-LO0- IFN a (R144A) IgG4 HC aa AR

205 LC DNA A
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SEQ

ID

NO: | ZAf 4 4% 4 4 F

208 HC DNA o ]

203 LC aa A

209 HC aa A R
X355/02-HC-L0- IFN o (A145D) IgG4

205 LC DNA A

210 HC DNA e ]

211 LC aa A

212 HC aa A
X355/07 1gG

213 LC DNA A

214 HC DNA A

211 LC aa A

215 HC aa o ]
X355/07-HC-LO-IFN o (R144A) 1gG4

213 LC DNA A

216 HC DNA AR

A
[0226] 211 LC aa

217 HC aa o ]
X355/07-HC-L0- IFN o (A145D) IgG4

213 LC DNA A

218 HC DNA AR

219 LC aa A

220 HC aa A
X910/12 1gG1

221 LC DNA A

222 HC DNA A

219 LC aa A

223 HC aa o
X910/12-HC-L0- IFN o (R144A) IgG4

221 LC DNA A

224 HC DNA o ]

219 LC aa A

225 HC aa o Xl
X910/12-HC-L0- IFN o (A145D) IgG4

221 LC DNA A

226 HC DNA o ]

227 LC aa A
X913/15 1gG1

228 HC aa A
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SEQ
ID
NO: | & & /i & #4& =3 WA
229 LC DNA A
230 HC DNA A
227 LC aa A
231 HC aa £ B

X913/15-HC-L0- IFN o (R144A) 1gG4
229 LC DNA A
232 HC DNA AR
227 LC aa A
233 HC aa £ R
X913/15-HC-L0- IFN o (A145D) I1gG4

229 LC DNA A
234 HC DNA AR
235 LC aa A R
236 HSDLIRE HC aa AR
237 LC DNA A AR

[0227] 238 HC DNA £ R
235 LC aa £ R
239 R5D1-HC-L0- IFN o (A145D) I1gG4 HE aa oz i
237 LC DNA A AR
240 HC DNA e Ns)
241 LC aa £ At
242 o HC aa A AR
243 LC DNA 2 B
244 HC DNA e Ns)
241 LC aa AR
245 R5E8-HC-LO0- IFN a (A145D) IgG4 HC aa Ry
243 LC DNA e Ns)
246 HC DNA AR
247 LC aa AR
248 R10A2 IgG1 HC aa AR
249 LC DNA e Ns)
250 HC DNA A AR
247 | R10A2-HC-L0- IFN o (A145D) IgG4 LC aa A B
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SEQ
ID
NO: | & & /i & #4& =3 WA
251 HC aa £ R
249 LC DNA AR
252 HC DNA AR
253 LC aa £ B
254 . HC aa o)
255 e LC DNA AR
256 HC DNA N0
253 LC aa £ R
257 . HC aa AR
e #) % & % H-HC-L6- IFN a IgG1 p— Py
258 HC DNA £
253 LC aa AR
250 #) %% # 3 -HC-L6- IFN a (R144A) IgG1 HE aa i

[0228] 255 LC DNA £ R
260 HC DNA £ R
253 LC aa AR
261 . HC aa A AR
-~ #| %4 ¥ #-HC-L6- IFN a (A145G) IgG1 p— A
262 HC DNA £ At
253 LC aa A AR
263 | #) % # # 3 -HC-L6-IFN o (R33A+YNS) | HC aa A Rt
255 |1gGl LC DNA oL
264 HC DNA AR
253 LC aa £ R
265 | #) % ¥ # 3 -HC-L6-IFN o (R144A+YNS) | HC aa o)
255 | IgGl LC DNA A R
266 HC DNA AR
253 LC aa £ B
393 . HC aa e Ns)
P~ F) %4 ¥ -HC-L6- IFN a (R144A) 1gG1 p— oA
394 HC DNA oo
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SEQ
ID
NO: | ZAf 4 4% 4 4 F
267 LC aa o ]
268 . HC aa AR
CEIE S 27 =
269 LC DNA e N
270 HC DNA o ]
267 LC aa e ]
271 HC N
4 #] 2k # $-HC-L6- IFN a IgG1 =
269 LC DNA o ]
292 HC DNA e ]
267 LC aa AR
273 HC aa e N
4 ]2k ¥ 3-HC-L6- IFN o Fab
269 LC DNA o ]
274 HC DNA o
267 LC aa AR
275 HC aa ]
[0229] 4 F] 2k ¥ H-HC-L6- IFN o (A145D) Fab -
269 LC DNA o ]
276 HC DNA o
277 LC aa A R
278 — HC aa N
279 . LC DNA A Bt
280 HC DNA AR
281 LC aa A R
282 ———— HC aa o ]
283 . LC DNA o
284 HC DNA g ]
281 LC aa o ]
285 HC aa AR
HB95-HC-LO0- IFN a (A145D) IgG4
283 LC DNA AR
286 HC DNA o ]
281 LC aa o ]
287 | HB95-HC-L6- IFN o Fab HC aa e N
283 LC DNA o
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SEQ
1D
NO: | ZAfL#H * .
288 HC DNA LBt
281 LC aa A B
2 HB95-HC-L6- IFN a (A145D) Fab HC aa AR
283 LC DNA AR
290 HC DNA AR
281 LC aa A R
21 HB95-HC-L16-1L-6 1gG1 HC aa 2 Bt
283 LC DNA LRt
292 HC DNA AR
281 LC aa A B
293 HBY95-HC-L16-1L-6(R179E) IgG1 HC aa SR8
283 LC DNA AR
294 HC DNA AR

[0230] |22 LC aa v
226 nBT062 IgG1 HC aa AR
297 LC DNA A B
28 HC DNA e X0
295 LC aa AR
299 HC aa A

nBT062-HC-L0- IFN a (A145D) IgG4

297 LC DNA e X0
300 HC DNA A R
301 LC aa AR
302 C21 IgG1 HC aa A
303 LC DNA AR
304 HC DNA AR
301 LC aa A B
39| (21-HC-LO- IFN a (A145D) IgG4 HC aa )
303 LC DNA AR
306 HC DNA AR
307 7.1 1gG1 LC aa AR

08 HC aa A B
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SEQ
ID
NO: | ZAf 4 4% 4 4 F
309 LC DNA o ]
310 HC DNA AR
307 LC aa e N
311 HC aa o ]
7.1-HC-LO- IFN « (A145D) IgG4 -
309 LC DNA e ]
312 HC DNA AR
313 LC aa o ]
314 - HC aa e ]
315 & LC DNA AR
316 HC DNA AR
313 LC aa o R
317 HC aa o
2D12-HC-L6- IFN o (A145G) 1gG1
315 LC DNA AR
A
[0231] 318 HC DNA o AR
313 LC aa o ]
319 HC aa o
2D12-HC-L6- IFN o (A145G) 1gG4
315 LC DNA e N
320 HC DNA o ]
313 LC aa A Bt
321 2D12-HC-LO0- IFN o (A145D) I1gG4 HC aa el
- - - NO g
315 LC DNA A B
322 HC DNA o ]
313 LC aa o
323 HC aa g ]
2D12-HC-L6- IFN a Fab -
315 LC DNA o ]
324 HC DNA AR
313 LC aa e s
325 HC aa o ]
2D12-HC-L6- IFN o (A145D) Fab -
315 LC DNA o ]
326 HC DNA e N
327 | X355/01 IgG1 LC aa A
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SEQ
ID
NO: | E &R 4 AR =3 K
328 HC aa A
329 LC DNA A
330 HC DNA A
331 LC aa A
332 HC aa A
- X355/04 1gG1 pep— "
[0237] 334 HC DNA A
335 T~ LC aa A AR
336 HC aa & R
337 R e LC aa e Ns)
338 HC aa A
339 LC aa A R
340 RTF1L 1gG1 HC aa £ R
253 LC aa AR
393 . HC aa A AR
e #) %4 ¥ #7-HC-L6- IFN o (R33A) IgG1 — A
394 HC DNA e Ns)
SEQ ID
NO: S £ =3 Y F¢
341 G005 CD38 % A
342 G005 CD38 VH A
343 MORAB03080 CD38 \Y% A
[0233] 344 MORAB03080 CD38 VH A
hu38SB19
345 (SAR650984) SRS \% AR
hu38SB19 R
346 (SAR650984) VH N
347 X355/02 CD38 \Y% A
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SEQ ID
NO: & Ew, 3 A+
348 X355/02 CD38 VH A
349 X355/07 CD38 \% A
350 X355/07 CD38 VH A
351 X910/12 CD38 \% A
352 X910/12 CD38 VH A
353 X913/15 CD38 \% A
354 X913/15 CD38 VH A
355 R5D1 CD38 A% rat
356 R5D1 CD38 VH rat
357 R5ES CD38 \% rat
358 R5ES CD38 VH rat
359 R10A2 CD38 \% rat
360 R10A2 CD38 VH rat
361 Al ZH 4 CD20 \% ANy
362 FlZHF R CD20 VH a4
[0234] i FI 2k R AR E
363 (RSV) \Y ARG
364 CEUE S 273 RSV VH AR
365 J110 PD-1 \Y% 2§
366 J110 PD-1 VH ais-4
367 HB95 HLA \% a4
368 HB95 HLA VH a4
369 nBT062 CD138 v a1y-§
370 nBT062 CD138 VH 214
AaFERELR
C21 B X R R
371 (HMW-MAA) \% R
372 C21 HMW-MAA VH A By
373 7.1 HMW-MAA \Y% -
374 7.1 HMW-MAA VH aL-4
375 2D12 K& HAE (YFV) % &
376 2D12 YFV VH a4
377 X355/01 CD38 \% A
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SEQ ID
NO: T PR 3 A
378 X355/01 CD38 VH A
379 X355/04 CD38 \% A
380 X355/04 CD38 VH A
381 R10B10 CD38 \Y% rat
382 R10B10 CD38 VH rat
383 R7H11 CD38 \Y% rat
384 R7H11 CD38 VH rat
[0235] 385 R7F11 CD38 A% rat
386 R7F11 CD38 VH rat
SEQ ID NO: ##t AR
387 A CD20
388 A PD-1
389 A CD138
BaTEREERAX RAE
390 A (HMW-MAA)
391 A IFN a 2¢
392 . IFN a 4a
SEQ ID NO: @2F
395 ERAR 106 2 BA REHATHE a2b
396 AR 106 5 EA K HATHE a2b
[0236] 397 22w 58 KX L15A 69348 K4k (T106A) AFHE a-2-b
398 LB BRE AW K aEE KL (T106A) AFHKE a-2-b
399 B H 5 RE R22A 6B A (T106A) AFIHRE o-2-b
400 2.4 55 KK R23A 693 AL (T106A) AFHE o-2-b
401 G4 M 55 X & S25A #HhAEHE R4 (T106A) AFIKFE a-2-b
402 AR5 R E L26A 6934 KL (T106A) AFHKE 0-2-b
403 AR RE F27A 693 A (T106A) AFHE o-2-b
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[0237]

SEQ ID NO: aF

404 @48 58 T L30X ¢93EE A4 (T106A) AFHE a-2-b, £ F
X TA Rk f A,V @IETERLR

405 QAR5 R E K31A 693 A (T106A) ATHE a-2-b

406 QAR H R E DI2A t9EE R (T106A) AFHKE 0-2-b

407 QAR5 R E RI3X g dEE AL (T106A) AFHE o-2-b,
X TUR%H K, A, Q 1ETRER

408 0.4 M 58 R E H34A #hdE# R4 (T106A) AFHKE a-2-b

409 EAB XL Q40A thIFME AL (T106A) AFHE a-2-b

410 22855 K E D114R &9 3EHEEA (T106A) ATFIHKE a-2-b

411 Q.45 RE LI1TA #9384 (T106A) AFIHKE o-2-b

412 B2 R 5 R X RI120X 693 KA (T106A) AFHRE a-2-b, }
F X TARK A A E GEMAAR

413 Q8RB 58 RE RI125X g 4K (T106A) AFRE a-2-b, £
b X TRk f A, E GETRAR

414 04 M58 X E KI31A #53E# R4 (T106A) ATFIHK%E a-2-b

415 Q4B E RE E132A ¢ F R (T106A) AFHE a-2-b

416 B8/ 55 XX KI33A #y3EdE 1L (T106A) AFHE 0-2-b

417 QA M58 R E KI34A #53EBE4 (T106A) ATHE a-2-b

418 0.4 5 X R144X #5E4B R (T106A) AFHE o-2-b, 3
¥ XTAR%HADEGH LK LN,Q,S, T, V,Y t44£4T £
AR

419 QA MI R E A145X #9dEHE AL (T106A) ATFHE a-2-b, H
¥ X ThA%A D EGHLKLMNQR,S,T,V,Y #4
TRAR

420 22 M5 KX M148A #93E4E KA (T106A) AFIHKE a-2-b

421 B2 B3 KX R149A 693K (T106A) AFHRE a-2-b

422 QAR E R E SIS2A $h B AL (T106A) AFHKE a-2-b

423 BB K&K L153A #93E4ERA (T106A) ATFHE o-2-b

424 QAR5 R E NIS6A 6934 A4 (T106A) AFHKE a-2-b

425 A10.21 IgG4 (S228P) IFN (A592D, T553X) , £ F X TA &k f

A,G,E, S, V #)/E4T /A 8
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[0238]

SEQ ID NO: 2F

426 6,418,585 R & L30A, H57Y, ES8N #= Q61S #) 3k 45 X 4% (T106A)
AFHE a-2-b

427 €.4-%.35 B X R33A, H57Y, E58N #= Q61S #93E4E 4L (T106A)
AFHE 0-2-b

428 0.4 8,55 K & M148A, H57Y, E58N #= Q61S # 3k 48 % 4L
(T106A) AFHK%E a-2-b

429 0.4 W3 X L153A, H57Y, E58N #= Q61S #3F4E £ 1k
(T106A) A-F#H% a-2-b

430 6,4 8,55 B % R144A, H57Y, ES8N #= Q618 9 k45 £ 4L (T106A)
AFHKE a-2-b

431 6.4, 55 B T N65A,L80A, Y85A, Y89A t9 3k 48 %4k (T106A) A
FHRE a-2-b

432 .4 8,55 £ T N65A,L80A, Y85A, YS8OA A= DI114A #3E4E X4k
(T106A) A-FIHFE a-2-b

433 2.4 55 K T N65A,L80A, Y85A, Y89A #= L117A #3E4E A4k
(T106A) A-FIHE 0-2-b

434 €4 35 R E N65A,L80A, YS5A, YS89A F» RI120A #93E48 X 4k
(T106A) A-FI#HK%E a-2-b

435 €483 B X Y85A, Y89A #= RI20A #53E4E R4 (T106A) A
F#HE a-2-b

436 0.4 %55 £ & DI14A,R120A 4§ 3E4E £ 4L (T106A) AF#H#%
a-2-b

437 2.4 M55 X E L117A,R120A ¢ 3E# K A4L (T106A) AF#HE
a-2-b

438 6.4 8.55 X L117A,R120A,K121A & 3E# X4 (T106A) AF
#KFE a-2-b

439 AW X E RI20AKI21A #43EEE L (T106A) AT#HE
a-2-b

440 €455 £ X RI20E,KI21E #53E4E XL (T106A) AT k%
a-2-b

441 6.4 & L161-E165 #7i% 35 ¢ 5e X 69 AL (T106A) AT

4 a-2-b
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[0239]

SEQ ID NO: aF

442 HNR AR IR S228P #9Hy3E A& 1gG4 8 10.21 (d7-CD38)
4 VH /73

443 BN AL ZALIRAR, S228P vA B A £ 5 252,254, 256 4584
YTE & & . #i& & 1gG4 # 10.21 45 VH A7)

444 #iE & 1gG1 49 10.21 ¥ VH A 7]

445 FHAIAK L238A F2 G240A VAR S T 268, #E R IgGl 4
10.21 & VH A& %1

446 FNIAR, L235A Fv G23TA (MARE A F 20 fE ) A K M255Y,
S257T, T259E., #ji& &%, IgG1 &9 10.21 49 VH 5 7

447 MiEZF) 1gG2 TR L4 10.21 4 VH # 7)

448 #i&EF) 1gG2 F R L . HEAIRAK M251Y, S253T A= T255E #4 10.21
& VH /3|

449 &3] 1gG4 TR E. BAKEE T IR S228P 49 10.43
VH /7|

450 #iE 3| 1gG4 FR E. HALEEIE T LI S228P 4 10.152 &
VH 57| P

451 #3i& %, 1gG4 (S228P) 49 X2.12 VH /7))

452 #)i& ) 1gG4 (S228P) F R L 4)#-CD138 VH & 7

453 #i& 2] 1gG4 B, HAEHEFE I S228P #94-HLA VH A
71

454 #i& 2] 1gG4 b HAEAEAE T I S228P H Hee X % 553 1%
9 # BB ARA P T HREF 7] F 49 T106)45 A10.21VH 4 7|

455 A10.21 IgG4 IFNa2b

456 A10.21 1gG4 IFNa2b

457 A10.21 IgG4 1FNa2b

458 A10.21 IgG4 IFNa2b

459 A10.21 IgG4 1FNa2b

460 A10.21 IgG4 IFNa2b

461 A10.21 IgG1 IFNa2b

462 A10.21 IgG1 IFNa2b

463 A10.21 IgG1 IFNa2b
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SEQ ID NO: aF
464 A10.21 I1gG1 IFNa2b
465 A10.21 1gG2 IFNa2b
466 A10.21 1gG2 IFNa2b
467 A10.43 IgG4 IFNa2b
468 R10A2 IgG4 IFNa2b
469 A10.152 I1gG4 IFNa2b
470 A02.12 1gG4 IFNa2b
471 #.-CD138 I1gG4 IFNa2b
472 #-HLA IgG4 IFN
473 A10.21 o A10.43 4%
474 R10A2 #24%
475 A10.21 1gG1 IFN
476 A02.12 lambda %4
477 #-CD138 24k
478 #-HLA 24
479 A10.21 1gG4 (S228P) IFN (A145D, T106A)
480 IFN alpha-2-beta
481 HS228P 49 1gG2 5 X 6§ 10.21 49 3 A 8%
482 B S228P Y 1gG4 % X 84 10.43 4 % A5 H B8R+ 7
483 B S228P #y Mg % 1gG4 64 2.12 &) 3 B BR
484 FON S228P ty M R IgG4 49 R10A2 ¥ 3 B8
485 R10A2 VK # % ZH B 5 5
486 AT A AR 10.21 FdAk 10.43 ¥ VK 8 3 4585 5
487 HON S228P ty Myt A 1gG4 49 10.152 44 % A 8L 5 5
488 10.152 %244 64 RIL BT 7
489 10.152 2464 B HRA 5
490 2.12 BHH EHFRA T
491 #.-CD138 kappa $24 ¢ 3 L F B4 5
492 #-CD138 IgG4 (S228P) 44 £ B H B 5 71
493 #-HLA IgG4 (S228P)4) 3 45 F BT 5
494 #-HLA VK # % 4% 585 5
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SEQ ID NO: aF

495 #)i& A% 1gG1 9 10.21 ¢ 3 AR F 8 51

496 10.21 1gG2 4 3 AZ H B A 7

497 10.21 1gG3 #) 3 B H B A7

498 EA A RE A145X 694 KA (T106T) AF % a-2-b, X
XTUR%EA D,E,G,H, L K,L, M,N, Q,R, S, T, V, Y #4£47T
RAR

499 0.4 58 R E R144X 9 AL (T106T) AFHE a-2-b , £ F
X TiAZitH A,D,E,G H 1LLK,L,N,Q,S, T, V, Y ¢44-47T £k
B

500 2485 & R33X ty AL (T106T) AF#HFE a2-b, £F X
AR A K, A, Q HETRAR

501 4% 106 ERABMMYEEF L d O2RBRE Al4X AT

%i‘ a-2-b ] -E“P X T‘-]-l':}\iii E] D9 E! G! Hs ls K! L! Ms N! Qs Rs
S, T, V, Y t44ET R AR

L0241] 502 H NI, M255Y, S257T, T259E 5 H & &%, IgG1 4 10.21 45 VH
igdl
504 #-CD38 VH
505 #-CD38 VL
506 #-CD38 ¥4t (h10A2-hlgG4)
507 #-CD38 =4k
508 #-CD38 F4& IFN A145D (h10A2-hIgG4)
509 #-CD 47 24k
510 #-CD47 T4k
511 #-CD38 VH 34 A 7
512 #-CD38 VL &4 & %)
513 B6.H12 #-CD47 4%
514 B6.H12 #-CD47 ¥4
515 N297A B6.H12 #-CD47 #%4%
516 N297A B6.H12 #-CD47 ¥4t
517 N297A 2A1 #-CD47 %24k
518 N297A 2A1 #-CD47 T4k
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SEQ ID NO: @
519 N297A 5F9 #-CD47 %4t
520 N297A 5F9 #-CD47 F4t
521 HBY95 44t
522 HB95 S228P I1gG4 #i-HLA IFNa2b A145D &4¢
523 #-CD52 24t
524 #-CD52 S228P IgG4 IFNa2b A145D &4&
525 #-CD20 24k
526 #.-CD20 S228P IgG4 IFNa2b A145D &4
527 16C4 #-CD19 $4%
528 16C4 S228P IgG4 3-CD19 IFNa2b A145D F4&
529 EpAb2 #-EpCAM 3244
530 EpAb2 S228P I1gG4 #-EpCAM IFNa2b A145D &4
531 #.-CD38 N297A IFNa2b A145D &4
532 #-CD38 ¥4 IgG4 S228P IFNa2b T106A A145D
533 #-CD38 #24¢
534 #-CD47 F4k FEHRAA
535 #-CD47 VL
536 IFNa2b T106A A145D
537 #-CD52 S228P 1gG4 44
538 #-CD38 VL

58



CN 110087673 A

W OB B M 1/13 7

30004

F M BAAR (mm?

N
S
=
i

-
=}
=4
T

NCI-H929 & % /8 34+ A5 i dp AR

) - A
ke Rk RAR-HE 8 TPN o 2b

- 3t CD38 —i% 5549 IFN a 2b

0O 20 40 60 80 100 120
| T m—

BIT T4 JE REK

K1

NCI-H929 #7874 AER

¥4
Y- EXTE 1
- B
& R AFAR-EFHH IFNa 2b
- 3 CD38-#.35 49 IFN a 2b
0 é 1h

£ 2A

59



CN 110087673 A W OB BB 2/13 T

B £ CDAS'mpe

#ODB-E R EIAR
# IFNa 2b - 5344
&Y IFN o 2b
2B

7860 'B-4m i & AT A5 AR A AR R

1500+
¥
E
%1000-
¥
b - A
i 500- = $ HLA-%.5949 IFN o 2b
c ? L] L) L] ¥ L) L L) L] L ) Y L] L) 1
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15
b4 ) }
£
%37

60



CN 110087673 A W OB BB 3/13 T

R4 CD45 e
5
4
R S
2
1
0 1 4 8 12 1 4 8 12
* id&ﬁ%
o HLA-
PBS g:’JIFNaEb
e =]
3B

61



" PR BB

CN 110087673 A

4/13 7

SCID

= 1171111 OROPPIURRUORIR . 1 SO

£ 1

£ L

3 ]

:{éwoo- S (0354

; 3 CD38—ik 55 49 TFN o 2b
E 500- (10110 756 4%)

0

0 6 12 18 24 30 36 42 48 54 60

[ &7 |

BRI R
NOD-SCID
é__zoooﬂ ............................ Froenrarenuanan
g AW
%1500— (010 J445)
&1000—
& s00; T #CD38- 3569 IFN a 2b
(2110 ;545 )

olllilllllll
0 6 12 18 24 30 36 42 48 54 60

BT e REK
NSG
s 2000 5+ evis i fin evonsons ven wrr purrreren s £
e P A4 st
E 1500- (01036 4)
b
1000+
-4 g
500+ w4 CD38-#55 ) IFN o 2b
{0;‘105‘{,-@]

Ol L] L] L] L] L] L] Ll L] L] 1
0 6 12 18 24 30 36 42 48 54 60
&7 |

BT I R I
K4

62



CN 110087673 A

" PR BB

5/13 T

NCI-H929 F#Es%
AAT A A AR
A
$R R

& REHERE +
# CD38 Hutk— 35 49 IFN o 2b

. CD38 H4k—i 85 #9 IFN o 2b

0 20 40 60 80 100
BRI B R
K5
NCI-H929 & %% 7P A 4 AR R
&~ 2500-
£
:?-i-zooo- e
% 1500 #t CD38 Fik—iB.535 84
+T  IFNo 20-3E48 B AL
% 10004 AT (N297A)
w ?yg & 0110 % s B84
% 5004 2 2. 8
# CD38 Fitk- aaié’%s’r’: IFN o 2b
81M0 R H 6/
0 20 40 60 80
% 97 ]
X
K6

63



CN 110087673 A W OB BB 6/13 T

NCI-H929 B %k 58 F-FF £ H AR A

3000 -
E
E - B
¥ 20004+ : -y = 3 (D47
§ T B 3% CD38+4% (D47
=
f’_ 1000- & 3% CD38 FAR—# 5549 IFN a 2b
o $1CD38 HAk-B 55 4
5] IFN o 2b+4% CD47
0 40 80 120
Rt
BT IR B R A
£
RPMI 8226 - #E 78 F-AF#5 A AER
2500+
ME 2000+ o L ponk sakeons o MY o nns s ety
£ [ - BN M
| ~¥- . CD38
1?1500' & 4% CD38 Hth—8i 3549 IFN o 2b
- -~ 3t CD47
ﬁ 10004 . R
£ 5 4% CD38+3A. CD47
500+
s T CD38 AR 55 49
IFN o 2b+4% CD47
0 X £
0 40 80 120
i *
K8

64



i

CN 110087673 A

1z I

7/13 1L

OPM-2 & #E & At A LA AR R
T . o A
Y — ..'L. Y 7 > SR, -&- 4% CD38 K-8 5549 [FN 2b
£ 7 e IR BT
% 1000+ PLT] gﬁ B 3% CD38+3% CD47
5001 A& e # CD38 Hudk—;
s TTPETETR L e IEN o 2b+4% CD47
0__10 20 30 40 50 60 70 8
Rt
BT T4 Rk
K19
A375 B RESE S AT A AR AR
&~ 2500~
£
g; 2000-
b
1500+
3 -o- N4
%woo- B HLA-& 3549 IFN o 2b
W 5004 & 3 CD47
- —#= 3L CDAT+3% HLA-3%.55 ) IFN o 2b
0 L : L Ll L) L)
0 10 20 30 40 50
== |
B RE
X110

65



CN 110087673 A W OB BB 8/13 T

ARP-1 - B A HE A AR A

3000-
-o- A4

i CD47

& 0 CD38 #Ak- 5549 [FNa 2b
B 4% CD38+3% (D47

F 34 A R AR AR mm®

= 0 CD38 AR 5584
IFN o 2b+3% CD47

6T Ae e R A
K11

ARP-1 7 R AP A5 AL A AR

- HEAN
~ 4% CD47 (2A1)
- 3. CD47 (5F9)

& 3 CD38-i 4549 IFNa 2b

= . CD38-% 5549 IFN o 2b +
4L CD47 (2A1)

= 70 CD38-%, 5549 IFN o 2b +

sREaaas—— 3% (D47 (5F9)
60 80

F 3 I G AR AR mm?

BRI E R

<12

66



i

CN 110087673 A

1z I

9/13 1T

HC-1 £.40 /0 &) Ao 7% - AF A AL AR A

b '« FHLA-#55 8 TFN « 20 (815 33 R 100% TFS)
¥
R
e
% 504
1 AL - HCD38-H B9 [FNa 2b (25 33 R 10% TFS)

0 i ié&ﬁ.ﬁsl-aéciééé IFN a 2b
0 30 40
— |
%7 e RE
13A

HC-1 £.4m At & Ao 5 - 4F B AR AER

100

50+

HEB

/ ¥ HLA-#,35 49 IFN o 2b

. CD38-, 55 89

L / TFN o 2b+47 CD47
T

# CD20-# 55 &9

s e

SE— | JPEpy |

]
IFN o 2b+4 CD47

-
i
L —

BB R

| 4—— 3% (D20-# 3549 IFN o 20
60
F, % AR -i8,55 69 TFN a 2b+37% CD47

K 13B

67



CN 110087673 A W OB BB 10/13 T

CCRF CEM T ALL ##r#AidpiER!

100
, #. CD52-1,55 89 1FN o 2b+

j—"; #A49/PBS 3 CD47

!

i

5{3 50-

D L
| # CD52
“A +$‘T, CD47
0 1 1
0 80 100
6
i Y=o
K14

MEC1 B CLL ##t#AHip4ER

100 — ; «— ¥ HLA-# 35649 IFN o 2b+
#t CD19 : e
9 [—%ssg"“”é #. HLA-#35 64 TFN a 20
pred o !
&R -l K K AAR-8, 35 69 TFN o 20+4% CD4T
K g0 =
so 3 . g :
& ROAT——=> e, o 3 CDI9-i55#) IFN o 2b+3% CD47
B —»
0
0
BRI REK

£ 15

68



CN 110087673 A W OB BB 11/13 5

H820 il - Ft #5 AL AR

== i CD47
-0~ 3 EpCAM-7%,35 49 IFNa 2b

-u 6 EpCAM -39 69 IFN o 2b+

3 CD47
80
K16
OPM2 MM F-#¥#5H4HAE R
2500
" z;c?;i—ﬁ%éﬁ IFN o 2b 74
% 20004 § 3% (D47 7557 s AR/ B
E (1. 3. 5f8TR) =i~ 3% CD38-i 55449 IFNa 2b
S " Rl A Y
441500 4 ik 3 (D38~ 5549 PN o 20+
3 3 (D47
2 1000-
W
% 500-
” ¥ ¥ v
0 1 2 4 6 7 8 9 10
A S S
E17A

69



CN 110087673 A

W BR B 12/13 7

- L] © 3 o
o (=] (=]
1 1 1 1

M1 CD45 7238
(%] 1% @A

(=]
T

P 3 B AR AR (mm?)

R & CD45s' e
1 3 5 T 1 3 5 7 1 3 5 T
X %X X X £ £ £ X £ £ £ %
PBS F. CD38—i, 55 &9 % CD47
IFN o 2b &A% 4
K178
H929 & #& 5% NOD-SCID FA¥# HMpIER
20004 ‘éﬁ.C]BS—&fﬁ&fJ IFN & 2b 36 5 _ - BN
. ‘jg;“:f; - . CD3R- A5 44 TFN o 2b
1500 V(% 1. 3. 547 %) R 1T
A Bous . ~- 3% CD38—38,35 49 IFN ot 2b+3% CD47
10004 i
5004
W vy N
0 “} 2 3 4 5 6 T 8 9 10
" S T
x
& 18A

70



CN 110087673 A W OB BB 13/13

¥4 CDAS'mpe

-
(=]
)

L |
s

M1 CD45%2 38
(%] 1%& &R

PBS #. CD38
IFNa 2b o %4 me &G+ (D47

7
F
— #5584 4 CD47 37 CD38-i% 3544 IFN a 2b

71



	BIB
	BIB00001

	CLA
	CLA00002
	CLA00003

	DES
	DES00004
	DES00005
	DES00006
	DES00007
	DES00008
	DES00009
	DES00010
	DES00011
	DES00012
	DES00013
	DES00014
	DES00015
	DES00016
	DES00017
	DES00018
	DES00019
	DES00020
	DES00021
	DES00022
	DES00023
	DES00024
	DES00025
	DES00026
	DES00027
	DES00028
	DES00029
	DES00030
	DES00031
	DES00032
	DES00033
	DES00034
	DES00035
	DES00036
	DES00037
	DES00038
	DES00039
	DES00040
	DES00041
	DES00042
	DES00043
	DES00044
	DES00045
	DES00046
	DES00047
	DES00048
	DES00049
	DES00050
	DES00051
	DES00052
	DES00053
	DES00054
	DES00055
	DES00056
	DES00057
	DES00058

	DRA
	DRA00059
	DRA00060
	DRA00061
	DRA00062
	DRA00063
	DRA00064
	DRA00065
	DRA00066
	DRA00067
	DRA00068
	DRA00069
	DRA00070
	DRA00071


