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PEHEAE S 7 2, TR RARRIEE B N B AN ERE A IR R I AL 5 S B R A
R22. 129. I61. V63. E77. Q82. K83. E84. V93. D95. D96. K98. N100. R107. G109
V132,

FEFELE S 7 A, TR RATRAE R B T A 2 IR R A B 5 AR AU (1) 161,
V63. E77. E84. V93, L96, K98, N100 1 V132; (2) 161, E77. Q82. K83 Al E84; (3)
I61. V63. K83, E84 f1V132; (4) 161, E77. E84, R107 il V132; (5) I61. V63, E77+
K83. E84 flIN100; (6) 161, E77. Q82. K83. E84 fllR107; (7) I61. E77. Q82. E84.
V93. L96. N100. R107. G109 I V132; (8) I61. E77. Q82. K83. E84 f1 V132; (9)
161; (10) 161, D95, L96. G109 Al VI32; (11) I61. D95, L96. K98, G109 Fl V132;

(12) 161, E77. E84. V93. R107 f1 V132; (13) E77. L96. N100. G109 f1 V132; (14)
161, V63 Q82. E84, D95, L96. N100 Al V132; (15) I61. E77. Q82. K83. E84. V93,
D95, L96. K98, N100 f1 V132; (16) 161, E77. Q82. K83, E84 fl1 VO3; (17) I61. V63.
E77. K83. E84. D95, L96. K98 fIN100; (18) 161. V63, E77. K83, D95. L96. K98,
N100 f1 G109; (19) I61. E77. Q82 E84. V93, D95, L96. K98 1 N100; I, (20) I61.
V63. E77. Q82 Fll E84.

FEFEEE S 7 o, R AR E ik B N A — D ERE AR IR R22C, 1291,
I61L/V/F V631, E77I/N/Q/K/H/M/R/N/V/L. Q82S/R/G/N. K83R. E84K/H/D/R/G+ VI3L/A.
D95H/R/E. D96S/T+ K98R. N100G/K/D/E. R107N/S. G109R/H F1 V132L/R/I/S.

TR St 77 N, AR &k F A AR I (1) 161L. V631, E771.
E84K. V93L. L96S. K98R. N100G Ml V132L; (2) I61V. E77N. Q82S. K83R Al E84H;

(3) 161F, V631, K83R. E84K 1 V132I; (4) I61L. E77Q. E84D. R107N f1 V132I; (5)
I61L. V63I. E77K. K83R. E84D #1 N100G; (6) 161V, E77H. Q82R. K83R. E84H il
R107S; (7) I61L. E77I. Q82G. E84R. V93L. L96T. N100G. R107S. G109R 1 VI32R;

(8) I61L. E77M. Q82G. K83R. E84D Al V132L; (9) I61L; (10) I61F. D95H. L96S.
G109H H1 V132S; (11) I61F. D95H. L96S. K98R. G109H 1 V132S; (12) I61L. E77Q.
E84D. V93A. R107N 1 V132I; (13) E77K. L96S. N100K. G109H 1 V132L; (14) I61L.
V631, Q82G. E84G. D95R. L96S. N100D Al V132I; (15) I61L. E77R. Q82N. K83R.
E84G. V93L. D9SE. L96T. K98R. N100D fl V132L; (16) 161V, E77N. Q82S. K83R.
E84H £ V93A; (17) 161V. V631, E77V. K83R. E84D. D95E. L96T. K98R il N100E;

(18) 161L. V631, E77V. K83R. D95E. L96S. K98R. N100D il GIO9R; (19) 161V,
E77L. Q82G. E84G. V93L. D95E. L96T. K98R I N100G; Fl, (20) I61L. V63I. E77N,
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Q82G #1 E84G.

fER et g7 \rp s TR SRR A4 i SEQ ID NO:51-70 HFAT— AR A SRR 7 51 .

FERELG S J7 2y, iR 5 — 25 S0 S PR B DU 56 v B Ak A8 RE L it Uy 2
g, FriddiikiE N BTIRESUR. BEESUA. BRAGHUR. ANBALBURAI A ARSI, 1R
Fese st 7 Uk, PR A BUE 1 T4 Fab, Fab’, F (ab) 2, F (ab) 2, dAb, 7%
B HAMRSE X CDR, Fv fl scFve.

FERLG S Ty N, PR UARB SR Z & Fr BOR iR AR ARt 4

a) TEFTIRPUAS AT IR PR &5 4 A Be P 8 B Sk sk — A sk 2 N L R 10 8 A
FRERZ ks A

b) 5 iR HUAR BT IR HUE 25 G R B AT 222 90% 7 47 R P IR 2 1 BB ik

FERELE St 77 20 rf, BT IR TR AR DG B A5 55 AR S AR AR/ S AR AH D I TR AH DG B I
FEREEE S 7 AU, Pl MR A OCH e B LA R 4 CD38. AXL Al Trop2.

ERE st Srf, A S — 4 A4S CD38 FURBILHUR LS & F Bl ARk, 5 sk
st 7 A, BTid CD38 A CD38.

FEHE e st 7 Arh, BRIR U & HUAR B v B, ATk fuik AR B BB
HCDR1-3, Ffi& HCDR1-3 25T #1141y SEQ ID NO: 4. SEQ ID NO: 5 1 SEQ ID NO:
6. FEHELE ST A, A B E BB B S AR X VH, HTR EEE A X VH
i FAREZERRFES: SEQ ID NO: 8. FERszjfi 5 a\rh, FriRPuik s ket A Bt
SEEEX, HPrdEEEEXEE 1gG. R, Bk 1gG A F4: IgGl
Fl 1gG4 o 7EHLE St 7 Ak, Brid bk B8R 5 % B N AT R I R I8 7 41 b (194 —T: SEQ
ID NO: 13, SEQID NO: 17. SEQ ID NO: 19 1 SEQ ID NO: 21.

FEHE S st 77 A rh, TR PR A PR B s A B, BT IR PR R sl O B
LCDR1-3, Ffi& LCDR1-3 MZ AT 54K N SEQ ID NO: 1. SEQ ID NO: 2 il SEQ ID NO:
3o FERLESE 7 A, PR AR B BUE S R BE RS IX VL, HTR R A2 X VL
FEA NHMELRTS): SEQ ID NO: 7. fEX:ubszjijy b, Frikdiikfest ol A B e s
FREEE X, HPTRREEE € XA Ige. EREL S A, Frid AR st &k g AT
NIRRT A P E—30: SEQIDNO: 11. SEQIDNO: 16. SEQID NO: 18 1 SEQ ID NO:
20,

e 7 R, PR 25 A AXL PUIRBIL IR S, & B R ik . 7E F ks
i, AR AXL WA AXL.

FEHEBE S 77 b, PRSI B S Bk BB v B, TR ik R A B e
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HCDR1-3, Frid HCDR1-3 {2 5527 51478 SEQ ID NO: 25, SEQ ID NO: 26 i SEQ ID
NO:27. et 7 X, Pridsuik mEE s B & B2 X VH, HPrA S AR X
VH f &% H FTAMZEILR)TF): SEQ ID NO: 29, 7E5-sbsujiti 5, FrdyiikE s ok L p
Bs AT e X, HAEREE X A8 1gG. £ sty A, Frik IgG ik H F4H:
IgGl Al IgG4. fERELEsji 7, Friddiik EaEt &k 8 THMZE SRR T4 SEQ ID NO:
34,

FEHEBe s 7 A rh, TR PR RS SRR B s B, TR iR R s B
LCDR1-3, Ffik LCDRI1-3 M2 ZIR /T4 N SEQ ID NO: 22, SEQ ID NO: 23 I SEQ ID
NO: 24, fEREE S 7 b, Pridduic ksl B & R A2 X VL, HIrd R a4 X
VL S5k E FHMRIEFF]: SEQ ID NO: 28, 7fk-sbsziti )y i, Prddikiest oL A
BOSREEE X, KPR REEEE X E gk, XL 7 d, riddiiaRiEa &t
TAMEIERTH): SEQID NO: 32.

e gt 7 Nrp, FTIR SR — 45 A S Trop2 FURBRILHURS & 1 B ol AR ik, 7E5tut
St 7 20, BTk Trop2 9\ Trop2.

TEHE LG St 77 ok, BT IR PR S Pk R B A B, TR Uik E R s L BB
HCDR1-3, Ffrid HCDR1-3 fZ 2T 414k SEQ ID NO: 39, SEQ ID NO: 40 £ SEQ ID
NO: 41, 7ER ety =rh, Pridfiik EeEscHy Br & EE v 2 X VH, H PR EEEr] AR X
VH 5% 3 FAMEILRRF5]: SEQ ID NO: 43, £ 5-4esujiti 5, PridduikdE ok L A
B mAEE e X, AR E R XA 1gG. ARy \rf, Frid 1gG & H F4:
IgGl 1 1gG4. 7EREEESt 7 0, FridduiAEai &k A TAHRZE AR T4): SEQ ID NO:
48 AEHELL T 7 b, IR PR B & SRR BB B Prid s ks v Bet & LCDR 1-
3, JriR LCDRI1-3 (MR 74K N SEQ ID NO: 36, SEQ ID NO: 37 il SEQ ID NO:38.
FERE LS 77 b, FTR UL i LB S R BT AL X VL, HATRREE A X VL B8
HH MAMZEART S SEQIDNO: 42, XL 7, Frid ik sEsi i B 542
BEAESE X, HT IR R B Tge. ERSLSiE 750, Frdiuid G &k e MR
FELFEF): SEQ ID NO: 46,

FERELE St 77 50y, PTIR B — 45 A b T iR 58 45 A il N . AESE ety K,
Frikml & e ST, TR T AT IR S — 4551 C i HAL T i 55 255 b
N oo AEREEESE 7 0, Prid 4 1408 W SEQ ID NO:73-74 HT— T i s I 2 FL 1L
VIR

TERE LSt 5 20, AR Rl B VAL 20 2 AN S a5 A3 7E R st )y =X
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PR BN BT I 55 — 25538003 5L T TR 55— 25541 C i

S5, ARHERAL T — MR gAY, HEEHRNREEN.

Sy Ui, AR R T A S GBI, ORISR RGO s Tk
I B -

SO, AHERAE T A E A EE, KA TR MRS T .

UM, AHAERRGE Y MASY), HEERNMEEN, TR aEgRe?, 5%
R MIZIR YT VASAT et 242 T 5232 (I 71 o

Ui, AHE R T A, HES RS EE, TR RES ST, ik
MR 5y T, BRI EUA .

FJ7 L, AAHAEIRE 1 & PR RS S A v, AR R B A R
FIB AT T % Tk 1 4H . o

S, AHE R T TRRER S A, TRR SRS, ITRKIZIRY T, ik
Mk, FrRMEEGY), BRI RS2 i, Ak gi¥H TR 7 e aL
ER RIS ST

FESELG st 77 20rb, BT IR TR 48 A S AR R S AR

FERELL St 7 0, BT s 2 R MR RR . A, JEE A SR E A ak
LR PRI IRR . CETEANMRE . R, LB, TR e, B, RO, B A
i R RUENE. B FPR. BENREE. arAUMYE. WorE. FLIRRE. S0, O Sl s
LI o

PRty 30, BT e SRS I M HOR AR G . HRAR S B THE.
BAMOBIIRE PR . EIENIC Ty BB A o . GRS e A T A% L i R
RLZEAE (goodpasture syndrome) - KM FRMIE. RV A, 2 &%
A RERAIE . AR R WA % . REMDRMRIE. FRBME AT 28 Rl R F s T 1tk
ZBNIKH -

Sy, AHERAE T FTRMELS B A, TR SR E A, FTRNEZRSY T, BTk
Mk, FrRMAEY, s manfe, Hiar R ek [ e hm.

S5, ARHERAL T —FELET CD47 A5 SIRPa A EARFHM 7%, HAR A
LHIZRE A RENITANRS ED, FridfeZ8 ey, dEmsy 1, Fridie
i, FrRLLEY), BITIR R4 .

5T, A EAE B AL T — ] 8 i R 4 AR K R/ B B I i, AR A
L2 RE A SER ARG ES, TR SESSY, kiR 1, Ik
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i, PR EVHEY), BUTIR R4 .

AGUREAN GLHEMS I T STIRITRH A vh 75 2 MR S 24 F (1 L e Oy i A e . g
PR IR R AN IR 1 A R I I PR St 5 30 AR AR SR BTG, A
FRAIT IR A B A A A U AR B3 BERE X T A I ) B ARSIt 5 QAT ey i AS it 1 A s P i
FORIRORS ARG o ARSI, A H A ) B R0 B o IR A s BRI, i AR PR
P o

P ] 3. B

AR HE BT B W IR FLACRHAE Qn BT B AUR) Z2 SR AT R o it 2278 R SO iR 1
A S it 75 2R e B 0 S e M B AR A H A T S I R R ORI 35 o X B ] 19 43 )
e

1 ER B R AR R PITR Bl 2 R S5 AR

B 2 Rl 3 R IR A BT FTR R G d  R A s TE

[l 4A 1 4B R IR A HHE TR RL G S A A 2 0E

K5 SR HRAINA SRR A S S CD38 Al CD47 2 (AL BAEH I 7 V5 R B R &

Kl 6 BRI A IS AT k& 8 A A 220 1 .
K 7 BoRE RN A G TR El & A S CD38 Ml CD47 Z [alAH BAEH K 7L R R &

8 A1 9 SR IR A FR i I Al & 2 1 AR )0 1

K 10 BRI A BTG S CD47 85115 SIRPo AH FLAEH 1 BHIT .

Kl 11A-11B. &l 12A-12B VLK 13A-13B B2 ARSI G & E SN TUR S S
e

14 SoRASFA ST A/ BRI e R 5 2R

B 15 SR AN A VAT 2E /0N B 3 <7 2502 e ot 5

Kl 16 R AN AT N B A AR

H AR sty X
LT 458 10 BAR S 51 U B A FR e W R St 07 2, BRI BR I A T AU B 45
JIT A TF IR A 245 S i 1 A WA P B LA 0 s B S8R
FEARIES, Riff “MEER” BFEHNDPEREZ M EARZKREHENES. @



WO 2020/098672 PCT/CN2019/117856

A AT F 2 DNA HAR N Tl o B, Jmis Bk A~ sl 58 2 A8 B 82 IR IR 2 R el
P2y 1 AT AR I e T TR B R R DR B A HOAZ IR 20 S R R B A AR 4y 1 T b
Frikml &8 . ARl G 5 R AR T LU= A sp — 2 ik, T DUEA RlG 1T BTk A el
ZMEARZKhED A LB

FEA R I, RERr S LGl R 18 7 T IR R AEBEHLEE & SN, anbufi A= 4 %
PURRIPUR B A SN o — D IEDUERE R ISR R FR LISEAL) (KDY <10°M (41 10°M. 107
"M, 10%M. 107 M, 101 M 48) 55 iZ b, Hoh KD $5 8 R 5454 1 EE (koff/kon) ,
Fon] DR AU AR SR GBI T VEHEAT I E

TEAHIE H, ARAB 5G40 1 A2 T LR R PS5 & R/ BRI AR (BBt FIReE
RALM LM . FEA I, ARE “ M7 05 R85 0 B A5 A b B 843 O 10 B A K
REERE XI5 I, 22 KB 17 20 T DA AE R X 3R 408 1) S R R TR T AT U [ — S 50
SRIG, SCAT LU AH AR R a8 Fr BUHBEAE I i R 2h k), FEBRIEAL b 2 Bk ] DL
BRI T BRI =R G5 . X TR E A B 7 eV, 2B o] L A e 24>
FEZS [F) T B 521X 40 000y RE T ST 0 DX 3 PR 5 44 40 T I = R M), SRR G A ) DX 3
SER T LARR N 5

TEAHE R, RiE “H—25G7 M B g a7 PR “F—" . “HE 7 iTH
FEN T EHER FIETIX 5.

ARG, Rif“CDA7 A HE RIFEIEOMCED JAP) , HA—ME T 5%
BRE B FIRIN 2 IS IZ k. B, CD47 &AW 5% 4% (membrane integrins) 454,
FE S H AR A-1 (thrombospondin-1, TSP-1) F1{5 5 58 A o (signal-regulatory
protein alpha, SIRPa) %i#. CD47 &) ZRIE TR . /EATIEH, Frik CD47 &
EA RN CD47 T AT AR A AR BRI Rl R R N CD47 &5 A FEIR T 411 7E GenBank
Hi{EN CEJ95640.1 Fil . FTik CD47 & ] UL 4R SR FRALBAE F CD4A7 LR 55 L i) 4
ot S

FEAHE T, RiE<SIRPa” il F 28 E SIRP FERIH Y MRS A, K fEk CD47
HEWEAA. AP, Frid SIRPo AJ 45 A SIRPa. 41, SIRPo 844k 1 Fl SIRPa AF4A
2. ]Ik SIRPa AL 1K 2 5 Frik SIRPo A2 1A 147 13 DM AF , 3 HILZE M7 5117 GenBank
HifER CAAT1403.1 Bl 7EARHIEF, RiE<SIRPa B4R 1718 2382 5T FI11E N NCBI
RefSeq NP_542970.1 41|t (FRE: 31-504 # A ) 1 SIRPa 85, B SIRPo 844 1 H%
FBR P 51U SEQ ID NO:50 Fizs

FEA G, RIERAEH 2G5 AR AT RAZME K & B R A PP R PE ) &
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EF Y1, SRR 2D — 8 RIS PR A R T A/ s AR S . B, AR R B AR AL
TZIBADIETEE A ] A 60%. 65%. T0% 75% 80%- 85%- 90%- 95%. 96%. 97%-
98%3k 99% (M LML 7 41| [Fl— Mk o 76— e85 vk, AR T LA FR A st (] Qs
IE RS JADEER G i FEANBUR R RS 1A .

ARG HUAR” 0 F AR S — DA FEAR b G BRER 0 SR IR B e BR AR 1 BE IR 1 B
M2 R E . B, SRR A EER A BLEH o A av vy 8. e Ml p fEE AR, B
BB G e BR R AT AR X L DR o A5, B T 43I0 e B, HLTT DA e A Bk i
HHL: Tgk Al Ighe FEENTHEANIEN v+ e on 8§ Bl e, HAKRIHIE LR BRE 255 1gG.
IgM. IgA. IgD Ml IgE. #iltn, Hifknr BAT 6L VSRR S5/ 5T, B DU SRR AT H 75 0 A4 )
2 BRBE R, BF B — 4k (29 25kD) M—24“E5E (4 50-70kD) , SRR
N A o] S E L) 100 2 110 NEE 2N EERM AR X, HEEATTHUE R fla, K
i CRBENTASX (VL) 7 R CEEERARX (VHD 7 8 2 HeREE A AR i AR X XK. P
PR ATy e B G e BR B A AE B Dy B e 8 SRl T A M SR 08 7 AR I VR 22 78 23 RAE I
B ATAE

TEAR I, RABPURL A B @S RAR A KR — s A5, Friddl o &4
FARFRE A PUATT S A R FEBUR (Blin, CD38) WIRES, BEWE 54 KPuih s 45t Hi R 4
FMELE G, B2 W, Fundamental Inmunology, Ch. 7 (Paul, W., ed., % 2 iil, Raven Press,
NY. (1989) , I HRHACEd 5| HIF A S . Alidid # 20 DNA HoAR 8 il 58 B hiik
IR B W R AR B 45 6 B 1E— S8 UL T, LRSS G F BUELE Fab. Fab's F (ab)
2. (Fab) 2. Fd. Fv. dAb FIHAMEX (CDR) Fr Bt HEEDUIA (B, scFv)  k&Ht
L BiA (diabody) AUXFERIZ ML, JLELE L LUK T 2 ke S PEPUS 25 45 B8 T IS i) 2
bR 53 o AIAd P ARSI R AR A S DRI AR (ildn, 20 DNA HiAR B2 s fh 25 e
5 NG ERPURRAS ORI PUR S & B IF B LS X T 58 B Ui a9 77 XA R 19 7 s
SRR BRI PR S G R B Bilin, SR T LA AECRE X o i LR AR B AR
F (ab") 2.

TEAHIE T, RiEFab”@HEFH VL. VH. CL Ml CHI 5L R diik A B

FEAHIE T, ARiF“Fab™il % 215 5 Fab Jy B ELAE CHI S5 AU B AR i BA T LA
SRR B, B0, Fab ] EHER H HUAREBE X I — ek 2 AP e .

AR, RIFF (ab) 27 4R PP AR ERE RS K Fab Fr B3 2R 5T
g B

TEA G H, RiE“dAb Fr Bl 218 B VH 85I Hiik A Bt (Ward %8 A, Nature
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341:544-546  (1989) )

TEARES, Rifi“HAbE X COR™EE Z4RREEAZX (VL) HHEEAZX (VH
(13 AMEAZX (HVR) %S ALRIFE A3 (B 2548 b T 5 50 S e e S0 Ok 2 I ELAR , 0 A2 X
XRR HAMAERE X o

TEARHEH, RIEFv B I8 &6 HUAR I 588 1 VL I VH S5 M52 it Huik i B

FEAF S, ARif“scFv’ il 5 £ 18 & B Hu ik H8E n] A7 XN BE T A2 Xl i IR 0E 4 1
(linker) JEHEM AL 731> XA HEETUIAR.

TEARTE S, AR “BriEdUA” WH SR A RER DA, &8 TS5
PRBR T AT R I AR AR AE 19 R AR R AR (R IS 2 A0 AT LA A TR 9 o B ol B P A4 s v A S M
BT A PUREMEN ST J0Ah, SEFRE AR JGEE (RAD A RBUAR 2 5o Sk
il 2R S AN B S B U BT X BT R b ) B — P A I 1 o v o AN R A Ry 5
RATATRR IR 7V AL AR . AN, Pivid B o B oA ] DI Ik 2 SR R 1 2% s de el A Y
4 DNA J7VEAE4N B « B sl Yy 4u i o= AL s s g o, BT LUAS B W R LR S,
{5 HI 451 411 Clackson et al., Nature, 352:624-628 (1991) #1 Marks et al., Mol Biol., 222:581-597
(1991) FrikHEAREAT

FEAHIE T, RiE “HRGIUR” @ RN I, Hh A s s SR 7 4
() —& 73 5 2Kk BRF E VRS0 A AH B2 B2 7 4 R, B0 8 TR g (R 2R00), iz B i 3L
AR DB 5 5y — e (R AR R 81 R 490 4 AT S B 1 1T AR X 3800k B — AN 20 Cln
AN RBEE) TR TR X, R E A W SR B 55— Cin D fduiR T4 [F .
i, ARAHRE PR, AR EHEAIR B 40 M sl A s B A M A mT AR X, T S A R
EXNERE N Fridn 22X HA 5 Thls i, JF IR R A2 5L A S E 2 X AR
PRI RN, B TR A PRI E XA RIS T A3, RS BURTE R SN Bk 5] & %
e 2 IR AT B 2 AR T FRAELE X AR A RIS I iAA

FEASHE 1, AR ANTRASUA 0 E R FRRATA B AE AR (B0 BLESOR B FOHAK
G e BREE 456 B VRN 22 IO AR S ST BTG, TRD R AT O B D s AR P 0 S 6 5 R P T
HuE Ui BN, AT L TR ARG & AL SR, ATLAMEEH] CDR # 48 (Jonesetal.,
Nature 321:522  (1986) ) JKILAR{K; fu4E “#EIE” (reshaping) , (Verhoeyen, et al., 1988
Science 239:1534-1536; Riechmann, et al., 1988 Nature 332:323-337; Tempest, et al., Bio/Technol
1991 9:266-271) , “wEMMAL” (hyperchimerization) , (Queen, et al., 1989 Proc Natl Acad
Sci USA 86:10029-10033; Co, et al., 1991 Proc Natl Acad Sci USA 88:2869-2873; Co, et al., 1992 J
Immunol 148:1149-1154) F1 “Rfi[fi” (veneering) , (Mark, etal., “Derivation of therapeutically
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active humanized and veneered anti-CDI8 antibodies.” In: Metcalf B W, Dalton B J, eds. Cellular
adhesion: molecular definition to therapeutic potential. New York: Plenum Press, 1994: 291-312)
HEARTFE, MAEANBRMEE AT NI . R IR, ) i B XORIE E [X 25 13 1
TR AR RIS, NI 26 X ekl ] AR A5 AL o

TEAHE o, ARG A AU 05 & 8 o 2 D8 TR et (R A B Rl e 2k sh ) vh ik g
T NSRRI BE A BIR BUiR . G, mT LR A S Uik DR o e 2 IR B e AR H R, 3%
G N BRI 36 IR A B 22 DR IR TR MO M B SE IR s oy, Al s i A2 i
(S

A RET T, AREF RPN E S 2NN 2B ER T4 2 RSP %
A2 K7 5 2 T8 )7 SRR E BT 22 etk o A TR (49141 Emboss Needle Y BestFit) >k
e AR IR 75 2 (857 A0 F — Py AU R ER, Al LA BRI, s
A LIRS @ I HERE (% U0 blosum45 BY blosum80) HAR AL [ — Py AR Bl [ 95 1 43
G AE—HES TS, [RIVR I 20 H RS AE P S ARSI IR 41, I HoAH B TR e
P EA 2D 60%, 24 65%, 20 70%, £/ 80%, £/ 90%, /0> 95%, B/ 97%, =
> 98%, F /b 99%, HE 100%IKI P41 Al — Mo 4t BA MK E R F AR, RPN 2 kR
2 80%, HEA 90%, HEA 95%, WA 97%, EED 8% KT A —M, SHA %
b 99% I F7 A1) 7] — Pk

FEAHTEH, Rif “CD38” . “CD38 #H” Al “CD38 fitJail” fEAHIiE o] B Ad
It H A4 N CD38 AR ALk [RIFh BRI R R 524, FonT LE 40 R AR B B 7EH] CD38 45
DREG Ge ) 2 i T 3R05 o AU A A CD38 1) S il UG ADP #ZFEHEIF (LAY 1. cADPr /Kfi#
1. Cd38-rsl. Mok ADP-IZBE/KAEEE 1. 1-19 A NIM-R5 5. CD38 1 LAfEH I8 4H i
T 5 P T

ARG, RIEAXL”. “AXL E&A” M “AXL FUR7 FEA iG] DL H b, 8@
TR T RS AR SR — R A, SR L SL R B ECR Gas6. 7TEAHTEH, , AXL
Y 1 235 5 R ] DL BRI G IBE, AXL 1] DL R840 MO B AL bR A . FEAS i,
Jrid AXL "L AN AXL, HZFERR 7 41/E GenBank 111E N AAH32229 41t

TEARHE 1, ARTETrop2” il ¥ & 5 IR AH A5 15 5 5§ 2 (tumor-associated calcium signal
transducer2) , W LI#FK A TACSTD2. EGP-1. GA733-1 5% GP50 £¢ ., Trop2 FE4H i+ m] LLsg
DT AN, JERH MG a5 (i ] RGN b o 7EIEH 41419, Trop2 13Rik &RAK,
HAERR AN o 3Rk, BRG] DME IR VAT IHE e FEAFRIE R, TR Trop2 WTLAAA
Trop2, HZEIEMETFH7E GenBank TE N NP 002344 4.
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WEET, 2, 252 e 5 — AR IE T LU H o —ANE, (1
FEAEEE I AR S, 43 B AR AT IR B R S B BRI AL, 43 ol 40l U B PR 2 i 1 22 K
B A AR 2 IR BE AR S . FEARRIE T, AN Uil 5 2 18 E AR TR R A i i B 1
LML B AR I . FEARIET T, RiE“C il H 248 2SR BRI w5 MR IE M 2 ik
B IR R i o

FEAREY, Rifi “BRRr 17 EHR AL IRIRIET 7 R BN LA AT K2
Mo BRI T B BN 1 BRI 284U

FEAHE T, R RERGYHmE RIGHE T M2 MRS T (EFREARTH
MREFER MHARERENZ IS 1. ARG, “HE7 M “ER7 . “BE” ARG
ol LR, JF il RIS A BEE S MUt R FAIBAL A, il
SR EHEATR. fridRIEs T LS ER. 78, s, KRR
Fridia & ARG AW RES T B, a2 v USRI AR e 84

FEARR WA, R FRI0Z, WM RAGHEE 10 2 R A AL R B RS
T —FZREH TR . SR IEI S, B S ek Jurs FAp, S s L ) oo
PHETE FA0M N RIAAF AL . 280k, AR ELERE: Bk, WRIERL RTTRTRL A T3
R AN Ttk (YAC) | AU A T4tk (BAC) 8 P1SRIEIIA TR ELL (PAC) ;
WA AT A MR R M13 W R S E YR R . FH AR SR 1 B0 25 b 847 30 6 S Bl v =5
CHFEERE) IR BRAEDOREE. S (WPRAYRZ ) R EE. FPIRIE R
FUIARR B FL 2RI S (0 SV40) o — MK RE S Z RIS HIRIAKCE, BFE
JFEITIFA R A TR RO KRS R . SiAh, B T A S
R Ao BAOEA T REALFE A Pl FOEE NGB By, Wi SR IR IR R s A oh %,
AU A X L) 5

FEA R o, ARGl H R AR AL AL CBln, 20 B A s 43 ) AE Rl
BORRFAER T, R 2 A M s 2E BT BB AE ) o FEAS R b, MR ] DA G468 Sk AR
ARSI o S AT LA FE R S B R . AR AT MR . AR, LR R AR RO ERE
PRI SRR Ml PR, BIESE. B P MU AUSUNEE . M. P,
EHUE . IV A AR AU . AEHE R, JESTUOR R DLE R R MEE RS . Ak, EET S
RO B AT bk T

TEAHGE A, ARG R 5 HE— PRk 2 RS R o IR ER 1) AR T DU
T bk O 5 200 P bk 2 A TP 0 e v sl M B, IR R O R B, T MR A Bk
HARAZU AN B MAEFER AT LRI S5 R R, WVT. W EURAE, JRRF
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BREIPE s WREVRIAT 2R, o R O ) SR AT DL R BT A vk LR AR EE Ak
. EARIET, RiE “FE A7 (Hodgkin's lymphoma, HL) & 45— b bk E2 41
P P A0 = A 1 — PRk BB A0 — - ¥ A5 Bk LRI 9 91 2 £ Epstein-Barr 9 5 51 2 o
FEAHE T, Rif “GEESSMEH”  (Non-Hodgkin lymphoma, NHL) i & 1 & &
Gk B8 A FL AR 2 L 1 IR BT

FEAHIE A, ARAE MR~ 85 AR — Pl i RGUB R MO, 8RR A ML
AR RIS BARPTSRI R . ek A MR AR R Dy B B A ARG . AT
SZ PR AL 7E B RE A i i 20 230k KIS R AR, PR AR RIS A VR B, (R4
HilIEE &M ae. AR WARFEE RZL M L G R A RE J RE g  R A
R -

FEARMER, RiE LRG0 W &I — PR A 535 BRI E i —
Tl PR o 22 P BB B0 40 B T DAZE A BE v SR A, AR M AN B R IR e
Jr= AR RSB R I S R TN AN IR 1B . 2 M R (0 R T AE AR A
BRI HAG IR TT U7 R0 MG TR A g e, BRI T BT RCR . i 90%
(V12 o PEE iR S A T LA Tk

FEA R f, RAE“Raji 410 78 245687 /E Epstein-Barr 5 f FR I IE S AR R
TR EEA A I A b 2 e O ELAE Raji 40P 5 3 PR . Raji 40 W] LIRS 32 RIAE 5% G
F, AT RAR T T A i A A A 2 B R R . KAk, Raji ZHMHA AIFRIA L MA
B (LR B2 AR DL B e BRER 1 G 1Y) Fe 244, DR ] LA A T8 I s B 4540 o

FEARHIE A, AR [ S5m0 FRMLRIT [ B R AR i IR 3 5501 B 4140
TAE RTINSt i DLAr RS, BB FrRe S0t 1 S S e A R Gk 1 S
PE o PR VR B G20 T LA PR 2 R B 1R 0 L R D RE B AR PR T PR s BB
ELA T B, ATELRRIE MR HOR IR A . HORIRTORE FUHE. S R AR AL

PRI BEIENC 7. 1SNzt % . PRI AR A e % I H IS R SRS AR
(goodpasture syndrome) -5 RKEE. SR AR VERRVTERFEEAS . 2 K Ve A gE il

WIEA SRR KV EZ M R . RGN A B e nl L2 i FURTUA R Y 2 DU T 1
BRI SR B2 A H 00, W BUR R T e it T 20iUE BE A ] (K21 4k 2 FER AETE
RIBBHIG A Z 2B RRR LT e A P, RGN B 5 S e il ARG RGP K
PREPEIRE R B R A 22 Bk %

AR, Rif “ADCC” EHURKFIEA NN T A& (antibody-dependent cell-
mediated cytotoxicity, ADCC) , ¥ 2452 F5 B AT A5 PE K 40 il 1L AR i A [ Fe 5244
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(FeR) WA HE T-HEHUE 1K Fo B, H I 38 2R 400 100 550 200 L 3= 20 37 g8 JHC B i ot J 28
R SR ZE A ISR A .

FEARRES, Rif 57 WE LRI ML, EAREAMER.

TEA IS, ARGl e E BB LA EBCAT 0.5%-10%050 3 N A8 5), #lan7e
BEBUA LA EBELLR 0.5% 1% 1.5%+ 2% 2.5%- 3%- 3.5%- 4% 4.5%- 5% 5.5%- 6%-
6.5% 1%~ 7.5% 8% 8.5% 9% 9.5%. B 10%I1I7E Fl 2250

MEER
— 7T, ARHEREREAE N, FTRMEE O RS A AR UL A A
FITIR 55— 45 3] URE S P 2855 IR AR DG B s BTl 58 — 455 3n] URE e M 256 CDA47 851,
FITR AR 45 A kT LU A A STRPo A5 A 1 [5ARIR, TR 2848 f 5 SEQ ID NO:50 FizR )7
IR, FE55 33 ALE5 149 A b i) — A A (Blhn, 1240 1340 14400 151, 1-6
A 1T AN 184 1:9 4 1-10 MERFEZAY) A2 B ESZ IR A MEUL . Buksmm. &
HIE TR (Rl 25 1 RS (RIS 45 S M 25 5 IR AH DGR CD47 A, A& 213697 IR Al

B8 GBI AR o
FEAHHTH, AR 52557 W H R AT LR S MRS S IR e U a5k, R
W TSR W R T LR R PESS & CD4T A IS I

FEAHE B IR B AR DG B 5L T DAR 4 5 = S A/ sk ARS8 A DG 16 i e A DS B Jie
faltnn, Pk e A SR AT BAe H BL R 4H: CD38. AXL Al Trop2.

BREES CDTHE_ZE48

EAHIE T, FrdsAs ik () anss M54 CD47 A A SIRPa 2344k 1 (548K 78
HH TR —DEEA B, 124 13 D 14Dy 154 1-6 P 127 4L 184, 19
AL 1-10 D ECE 24N ) FFEFRIRFEAN & &SRR I : R22. 129, 161, V63, E77. Q82. K83,
E84. VO3, D95, D96. K98. N100. R107. G109 Fl V132,

FEARTET, PR LRI 2 R R R AL A7 E 2 DL SEQ ID NO: 50 Fis @7 51
NEEAEIA E TR T

EAREF, “F LRI Xn 2 487EMH R T SEQ ID NO: 50 iR & 412741 25 n 711
BRIE X MR AR IEBRAUC, Hord n NIERE, X N TREERRIENGS . flan, “EIERI
RI617FIRAEA T SEQ ID NO:50 iR & IR /741 3 61 A5 FE 1 Ak AR AL A

AHTES, Pk @B R BT DO ARSI . i JE O 57 BUR AT B 458 LR LR 57 1 %
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s HAR e (el 2 Kb I U R R AR 5L, 9] s B SRR B /Nl R P (i, 2K
M MR N A AR NSO FRREE (Bln, Bk s Bk .

AHES, TR SRR AR AT DO RSB . BT AR 57 B AT A 48 LLOR S I TE Xk
A2 bR AR IR P R B R R A, B ks B RO BE KN S MRe 1t (B, SRR D
(1 5 S R ke 2 A% Sy LA A [ R AL B DK /s e A R sl AE AR P (g, 75 Aok i) B
FERRIREL . IXFER LR BRI B AN 200t BT A2 1 28 11 5 (R 6 44 e Th BB s SR AR A . TEAR R
W, AR NATRRLG B BB B SRR 7 41 AR AT AR AN 2 3 5 B R S ) O TR
(filtn, PHIT CD47 545 th2h4 CD47 B SIRPa 844K 1 IRAZIA) IIARSF 2 AR K
R

VERRA], T IR 2H B 2H P9 8 SRR T R (R A EL A RAE A A v mT 4 A g 2 R S B
BAAEWREMBE AR HER. H8%. AR 722 MEaR. KREAR. 6K
FRA IR IR . ANt . BATAPE BRI AR . R 2%, AR, IR,
MR, RABIEMAGZABZ. & fde. HARMEMNEENEERA: REAMRNAZAR.
W OE AT I R R MR R R . R AR RN AR, A
M 2 o

FEAHE S, ik RAR AT LATEE T A M EU R IR R A A B S s R R (D) 161,
V63 E77. E84. V93, L96. K98. N100 f1V132; (2) I61. E77. Q82. K83 1 E84; (3)
161. V63. K83, E84 Ml V132; (4) I61. E77. E84, R107 1 V132; (5) 161, V63, E77,
K83. E84 AIN100; (6) I61. E77. Q82. K83, E84 Ml R107; (7) I61. E77. Q82. E84.
V93, L96, N100. R107. G109 fll V132; (8) I61. E77. Q82. K83. E84 fl V132; (9)
161; (10) I61. D95, L96. G109 Al V132; (11) 161, D95, L96. K98, G109 Al V132;
(12) 161+ E77. E84. V93, R107 1 V132; (13) E77. L96. N100. G109 fl V132; (14)
161. V63. Q82. E84. D95, L96. N100 fll V132; (15) 161, E77. Q82. K83. E84. V93,
D95, L96. K98, N100 1 V132; (16) 161, E77. Q82 K83+ E84 I V93; (17) 161, V63,
E77. K83. E84, D95. L96. K98 fI N100; (18) I61. V63. E77. K83, D95, L96, K98,
N100 1 G109; (19) 161, E77. Q82+ E84. V93. D95, L96. K98 fIN100; 1, (20) 161,
V63. E77. Q82 Fl1 E84.

TEAHE H, TR RARRTT LA & 1% | N AL — Al A (Bldn, 1-2 4~ 13 AL 14 A4S
1-5 4 1-6 N3 1-7 A0 1-8 AL 1-9 AL 1-10 NEEE 245 SRR R22C. 129L. 161L/V/F,
V631, E771/N/Q/K/H/M/R/N/V/L+ Q82S/R/G/N K83R. E84K/H/D/R/G. V93L/A. DOSH/R/E.
D96S/T. K98R. N100G/K/D/E. R107N/S. G109R/H Al VI132L/R/I/S.
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ARG, HERIU XnY/Z” &38R T SEQ ID NO: 50 FrRa /)7 4+ 5 n fi
(R X AN R R BRI Y B R R IRk Z, Hidh n NIEREH, X, Y FIZ Jp i giar
AT EZERRAENAS, HXAFET Y K Z. #lin, ZERBURTI61L/V/E &AM T
SEQ ID NO:50 fli /R 2358741 12 61 LLsk st TN Sk E L. V 5K F,

TEAHIE A, RS R T DL &k B R AR AR IR (1) I61L. V631, E771. E84K.
V93L. L96S. K98R. N100G 1 V132L; (2) I61V. E77N. Q82S. K83R f1E84H; (3)
I61F. V631, K83R. E84K fll V132I; (4) 161L. E77Q. E84D. R107N fll V132I; (5) I61L.
V631, E77K. K83R. E84D FIN100G; (6) 161V, E77H. Q82R. K83R. E84H I R107S;
(7) 161L E771. Q82G. E84R. V93L. L96T. N100G. R107S. GIO9R #l VI32R; (8)
I61L. E77M. Q82G. K83R. E84D #l V132L; (9) I61L; (10) I61F. D95H. L96S. G109H
MV132S; (11) I61F. D95H. L96S. K98R. G109H Al V132S; (12) I61L. E77Q. E84D.
V93A. R107N £l V132I; (13) E77K. L96S. N100K. G109H #1 V132L; (14) I61L. V63I.
Q82G. E84G. D95R. L96S. N100D Al VI32I; (15) I61L. E77R. Q82N. K83R. E84G.
VO93L. D95SE. L96T. K98R. N100D Al V132L; (16) 161V, E77N. Q82S. K83R. E84H Al
V93A; (17) 161V, V631, E77V. K83R. E84D. D95E. L96T. K98R Al NI10OE; (18)
I61L. V631, E77V. K83R. D95E. L96S. K98R. N100D I GI09R; (19) 161V, E77L.
Q82G. E84G. V93L. D9SE. L96T. K98R F1 N100G; A, (20) I61L. V631, E77N. Q82G
F1 E84G.

FEAHIE H, 7EA SIRPo 224K 1 (41 SEQ ID NO: 50 iz 741, R SIRPa i)
GUSERR T 5 AR 33-149 ArFkFE) (FERE 1, JrAIEE LA E (D - (200 BIZFERRBURALN
SIRPa AF A 1 FIFEAS AR TR YA #7429 M1 M5, M12. M35, M37. M41. M57. M67. M81.
M82. M84, M91. M99, M102. M111. M122. M126. M130. M135 #1 M145. Jiri& SIRPa
AR 1 I SR TR YRS 40 SEQ ID NO:51-SEQ ID NO:70 JiR [ & JL #1741 o

TEFE St )7 b, ATid SIRPo 8K 1 (9848 (A& M1, FIrid SIRPa ZE{A 1 1998 AF ALY
1 SEQ ID NO:62 Itz i ZE IR 7 41 -

RS HEHEXTURRNE -6

TEARES, Pk s —a5 &3] DL & Pk el Hu s 456 Bosi A ik, #ilan, pridfoik
LA E R BREBEDUIR. BEESUR. IRE UK. NBHLURII A NIEDUAR. B, Prid
RS A A BO&E N4l Fab, Fab', (Fab)2, F (ab) 2, dAb, /B EANLEX CDR, Fy
Il scFve
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FEARTES, FrRPuiRk sl P 456 7 Be i Brid A2 R ] BLEE BT ik S AR sl pT i Hobi i 4 &
FEREE B BRs I — AR A (i, 1248, 13 D 14 154 16 4 1-
T4 18 1:9 4, 1-10 M 2AY) &R E AR Z K. 808 Prid ik sy Ji 45
B B TR AR T LS Frid iR s T Hobt R 456 BURAT 220 90% (fldn, flin, %/
90%, /D 91%, /> 92%, F/93%, T/ 94%, /D 95%, T/ 6%, T 97%, B/
98%, /1 99%, BRAE/D 100%) 541 [FIPME R A R B k.

BREES CDISHE—44E

A HAE IR TR B PR 256 Beal A2 i, il 5 CD38 &5 FVRE 5 ME 4 4 i A il
e A o AN/ B R R AR o AT, BT rRg W] LA R CD38 FHPRIM MR . @1, BTik CD38 [
PERO MR T LG B LA A B RER . WIS A . Bl PR MR e E DU AL AR
A IR LR AN E T SR R . BT MR A e v LA R4 Raji 0. Daudi 4iiffd. Ramos
MM A RPMI8226 4l fEAHIG S, Fridpiih. HPURES S Bl k] LR 2 R i
FEJRE S WRER . I s AR T < vk R A EE 77 b I L0 4 P S 1) 2 R M R AR TR
FIML . AR AT bk LR AT 77 S ibk R AR

AHIERTIRR) CD38 H AR A CD38 f s Be. #an, Frikf CD38 & A
DA /NG, CD38 2, sk i LA N RS, CD38 B . 7ER st 7 20, AHIE BTk i
ik, HPURS A F BB AR FARL A/ CD38 R A BUK Al CD38 & .

AHAE IR PR Hpusish & v Beseid, vl LS 2 ks 4255 ik CD38 4 .
ik Z L piik il LA S R B rT AR RN E B i AR X o BB, ik 25 B U i S i T A8 IX ] (5
LCDRI-3, fTi& LCDR1-3 (2 E M7 54K SEQ IDNO: 1. SEQ IDNO:2 #1 SEQ IDNO:3.
FTiR 2 Lepifk it S A% v AZ X v 637 HCDR1-3, Jirid HCDRI1-3 [ AT %N SEQ 1D
NO:4. SEQ ID NO:5 il SEQ ID NO:6.

Biln, PrikZ e auik e v AR X = RBP4 LIN: SEQIDNO:7, H ik Z gtk
() B AT AR X & LR T 9 AT LAy : SEQIDNO:8. A, Bk HLfidk s vl £ 5 i 1
TR E LR TS T —5: SEQ ID NO:11. SEQ ID NO:16. SEQ ID NO:18 I SEQ
ID NO:20; HFrdZ Wik ERE v 05 & B FAR MR LR T 5 H i AE—3: SEQ ID
NO:13. SEQIDNO:17. SEQIDNO:19 fl SEQIDNO:21. iy, FridZ bRtz sEn a5
U1 SEQIDNO:11 FrRia R IT %), HFridZ e hiikn) E 55 7] €45 41 SEQIDNO:13 FiraRi
REERT A a0, FridZ LehiikifitsE i & 0 SEQIDNO:16 FiRra L m 74, HFTik
ZHHUAR ERE A5 W SEQIDNO:17 FiR LR IT 41 B4, FridZ i it ek vl 6
W SEQIDNO:18 s E MR 741, HPTidZ e hi iRk r) v &5 41 SEQ ID NO:19 FzR
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Rz FEmR P4 . B, PridZ ey 8E AT 65 41 SEQ ID NO:20 IRz F 741, Hr
WS AR EEE T E W SEQ ID NO:21 iR @ F IR 741«

AHAF TR IR Kot REE G i B T S iR e s B #lan,  Pprik fuik
BRI BOT S g fEE X, Bl B E A Igk 1EE X

i, Brid iR sE s H A BOAT 98 LCDR1, HATid LCDR1 Al & 41 F (R B 251
SEQ ID NO:1. Frikfifdkiisial 7 Bl LCDR2, HFTA LCDR2 mJAd & 41 T I 2l 2 1%
J¥%): SEQ ID NO:2. FridfiikiaEali Bl 4% LCDR3, HPrid LCDR3 A& Ui T i
I ¥ 5): SEQ ID NO:3.

AR HIE AR PR I R R s A BT S R R AR X VL, HATIR R EE n[ AR X VL (2SR
JPA R LL: SEQID NO:7. #EHELEsji 77 U, Fridfuid s s i Bl 65 1% B M PR
M Z LR 7 4 AT —5i: SEQIDNO:11. SEQIDNO:16. SEQID NO:18 il SEQ ID NO:20.

A HIE BT TR B BT 256 Fr BOAT B iR R B BL. fln, ik i sk ek
KRB & NMEEX . Hrb, Bk AMEE XT8N 1gG fHEX . i, ik IgG HE X
A A 1gGl 1E ¢ X 5 1gG4.

ol dn, By ik B AR A BOTT 4 HCDR1, H ik HCDR1 W] A8 40 R (& L /R 7 51
SEQ ID NO:4. FridduikEeE s Bl 4 HCDR2, HATIA HCDR2 W] AL Ul 1 &l 5L
JF4: SEQ ID NO:5, Xfiltn, Frd$iikE ok i BE Al 4+ HCDR3, HfTid HCDR3 Al 4
TN EEERTS): SEQ ID NO:6.

FriRfik EaE el 4 BE T A AR X VH, HFTRESE AR X VH il E& a1 R &
5127 %): SEQIDNO:8. XL 7, Fridfifk dak nl 651k | TR 2R T

IR R{E—T: SEQID NO:13. SEQIDNO:17. SEQ ID NO:19 I SEQ ID NO:21.

AR 7 A, A HE TR MR TR S & frBUh LCDR1 (MRS F 517 f
i SEQ ID NO:1; LCDR2 [ 741 il 45 SEQ ID NO:2; LCDR3 M2 M7 41 ]t 45
SEQ ID NO:3; H HCDRI1 2585751 7]t 4% SEQ ID NO:4 58; HCDR2 & 58741 7] &
5 SEQID NO:5; HCDR3 %R 74 i 45 SEQ IDNO:6. i, ZHiiks HpilRss &
BT R PR SG003 Bk 5 H HA A LCDR1-3 & HCDRI1-3 fIiik. 7689207 20,
AHAE TR PR B BUR &6 B R B R AZ X, Frid s ] 2 X & LR 7
FIW 4445 SEQ ID NO:7; HHpEBE ] & dEaEr] AR X, Ak #5548 X 102 517 41 ) 4
i SEQ ID NO:8. #iltn, Ziifkslyi)aidhi& i Bl WifHifk SG003 st I HA AR IR i %
FIAR X K B AR X PR . ARG Sty A, AHNAE IR P UAR B bR 455 f BT
TREEEEE, FTAREENREEE AT W SEQ ID NO:11 s HLFTA B8 2 A 1% 7 41
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SEQ ID NO:13 fizr. B, &y yussh& 7 BT e dEHiik SGoo3 sk 5 H B A A F
R R ILR T A

FEFELE It Ty 2, AHIE Pk 5K LU SG003. fitfk SG003 () LCDR1-3 Hyzd it
27411435141 SEQ IDNO: 1. SEQID NO: 2 fil SEQ IDNO: 3 fif7x; VL %L 74141 SEQ
IDNO: 7 fJi7n;  HCDRI1-3 ()2 3/ 7 517375 4n SEQ IDNO: 4. SEQID NO: 5 Al SEQ ID NO:
6 firs VH MZ R 741 41 SEQID NO: 8 fiR; #BEMZILIR T 4141 SEQID NO: 11 fiix;
HHEI AR Y 41 40 SEQ ID NO: 13 FiiR.

A HAE IR PR B U 256 Fr BRBAZ 1A, 36 AT LATE SGO03 IR AR HEFI/ B T BE K 2 JL IR
FEF LS — A BEABEHRAL (B, —AsEA . A E AR . B,
Pl HPURLSA A BEak AR A 4E SG003 HIFEBE AT AR [X FIHESLIX L-FR1-4 f— kA4
B S AL — A B ABENLIAL (B, — A BEAS, AN EOE N BRI , Fl/B7E SG003
(1 A ] AR X HE A X H-FR1-4 1) — s E M s B — D2 ML (B, —A ek
24, M= EERIO o i, KA, Frdlsiiks i yUR A B
SR PRI EE W AL S B IR 1 N A PR IR R T 4 [ AE— 3. SEQ ID NO:16. SEQ ID
NO:18 £l SEQ ID NO:20; A/ERFA ik Ht R4 & BO AR i B gk rf 5 ie 5 A
BRI IL 8 75t AE—T: SEQ ID NO:17. SEQ ID NO:19 Al SEQ ID NO:21. K4:FEHL
RAZJG ) CD38 BRI H R 454 Besi s id, 5 BAT R e k4l & A CD38 d A M A

FERELE S g 2, A HE PR M PR B R 256 BRI R BE I 2L IR 7 41 E4% SEQ
IDNO:11; Ff HHEFEME IR )F 5 4% SEQIDNO:13; B A< i FT ik ik st i 45
G R BRI B SR T )45 SEQ ID NO: 16; I H H HEEE M 2 LR /7 41 .45 SEQIDNO:17;
B, A BTR SR B IR 456 BUW AR RE I U AR 7 1) 5 4% SEQID NO:18; JF H A
LR T 4 4% SEQIDNO:19; 5i#, AHIE AT M PR s Lt 456 B AR e 1
AR P 5 4% SEQ ID NO:20;  Jf H H HEERY 2 B 7 4 4% SEQ ID NO:21.

BREES AXLKE—%4

A S A PR B BUR S5 4 Fr BEsB Ak, @It 5 AXL e 5 M 45 -G 1 o475 i 41
F/EAMGI R AR K. B, Frd AXL TN A AXL.

AHAE TR PR RS G F BEUE g, mTLLS S ik 4456 ik AXL A
FridZ LL i vl A S R B rT AR R B B TR X o M2, il 25 AR 0 42 e Pl A8 X ) A5
LCDRI1-3, fifi# LCDRI1-3 K2 AT HHK N SEQ ID NO:22. SEQ ID NO:23 1 SEQ ID
NO:24. FridZ Pk E 5% n 48 X i {44 HCDRI1-3, i HCDR1-3 HIZIERR T 5K IK AN
SEQ ID NO:25. SEQ ID NO:26 il SEQ ID NO:27.
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filn, FrikZ PR R T AR X I & S BR7 417 Lo SEQ ID NO:28, H ATk ZLhit
PRI TR AR X AL BT #17 N: SEQ ID NO:29. XA, FrikZ L hifk (iesk it sk
B2 Fe A T LLoNy: SEQID NO:32; H A Z L HiR B s BE = F M FP 41 T LAl : SEQID NO:34.

AHEEITARUR. JPURS S A B A B S SRR BRI B i, ik ik
B A BOT S Ig FEE X, B AT A N Ig fEE X

4, Frd Bk B s L B il 4 LCDR1, H & LCDR1 A4 1 R 2 L 18 5 41
SEQIDNO:22. FridpifhizEeEoH A Bl 7% LCDR2, HATiA LCDR2 A48 4 F (1) 2 S
FF#: SEQIDNO:23. Frikfiiig ke Bl &% LCDR3, H.JIrid LCDR3 ] & 4 H Y
IR )TH): SEQ ID NO:24.

A HE BT IR LR IR BE B BET RS R B T AR X VL, HATIR AR EE AR X VL (2 5%
JPAEILLY: SEQ ID NO:28. fERELESt fy A, Pk Hrise s sl i B = 2R 471 W] LA
N: SEQID NO:32.

A HE TR K PR HUR S & F BOT B S PUk e v Be. B, ik iik E gkl
A BOe B & NMEEX . Hr, Frid AMEE X A 8HFA IgG fHEX . Hr, Frif IgG 1HE X
Al E N IgGl 1EE X B 1gG4.

141, v iR Bk R G BT 498 HCDR 1, H & HCDR1 A48 U1 F 2 L 18 41
SEQIDNO:25. Fr$ifkEsEo A B vl 7% HCDR2, HFrid HCDR2 ] £ 1 R & 5L R
JP41: SEQIDNO:26. XM, FrR$iiksE sy Bt i 44 HCDR3, H.Frid HCDR3 1],
FW N MEERT4): SEQ ID NO:27,

PR Pk e ol B A R n AR X VH, HFTRESE A X VH R ILER T 51 n]
LAJy: SEQID NO:29. 7EH:EE St /U, Pk fiik s sk s f BOR 2 B Fr 41 nT LA SEQ
ID NO:34.

FERE LSt T 0, A HE TR MR B IR S & B LCDR1 HIZ R M7 41
i SEQ ID NO:22 s HARA; LCDR2 [0z 741 Al 1945 SEQ ID NO:23 s HA#{&; LCDR3
(L1 7 41 il A5G SEQ ID NO:24 5 H:A3 44 H HCDRI1 &M 741 1] f4% SEQ ID NO:25
s HARR; HCDR2 HIZFEER T 5 0l 4% SEQ ID NO:26 siHAF{A; HCDR3 (IR FLELF 50T
45 SEQ ID NO:27 BRI AZ A, #lin, Zduikes R g & i Bol sk CeG12 Bl H A
A AHIF ) LCDR1-3 [ HCDR1-3 vtk 7ERELE ST a0, A HIE P il () HiAR s gt BR 45
AR BRMRRET RS RENAZX, Pk X R AR 4 4% SEQ ID NO:28 Bl
A HLH i ERE r] L AR R AR X, TR ELRE AT AR X (W R SR 7 4 AT 4TS SEQ ID NO:29 5%

FAR . Blin, ZHURBUOLHUR S-S Fr BOT BRSUA CoG12 B H BATAH F A28k ] A2 X K&
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FREATAR X PR FERE i S, AR BT IR PR s PR 45 B Bon] L R R AN
HEE, PrdREENRSEEART A4 SEQ ID NO:32 Prx HPrAEEEZ AR ¥ 4141 SEQ 1D
NO:34 flizre B, ZHuiksl a4 & f BUal S iRHiik CoG12 55 H A M R i F 5k 2
BRI T

FEFEEE S 7 2, ARG TR K PTA R LUK C6G12. $ifk CoG12 [ LCDR1-3 [)2d 5
27543 5 a1 SEQ ID NO: 22, SEQ ID NO: 23 il SEQ ID NO: 24 fizr; VL HIEIEER 741 W
SEQ ID NO: 28 Jli7; HCDRI-3 HJZ LR 741737 40 SEQ ID NO: 25, SEQ ID NO:26 Al SEQ
IDNO: 27 fii7r; VH ZFER ¥ 5141 SEQ IDNO: 29 iz Bk &L 75140 SEQ ID NO:
32 frns BRI Z LR )T 41 40 SEQ ID NO: 34 iR,

RRIEZES Trop2 BB S8

A HE AT IR AR BOL IR 256 BEE R, Tl 5 Trop2 45 1454 i A e 4
J A/ S A R AR . B, BTA Trop2 ATEAAA Trop2.

AHIEFTR PR PR ESS Bk, af LS Z iR 55 4 255 ik Trop2 81
PR 2 LA m] DAL S5 A0 v AR X R AR X o 4ilTn, B il 2 Lo A (0 42 e v A8 X v 5%
LCDR1-3, Fif LCDR1-3 MIZJEMR 744Ky SEQ ID NO:36. SEQ ID NO:37 Al SEQ ID
NO:38. FridZ Pkl E 5% 28 X 1] {44 HCDRI1-3, Jii® HCDR1-3 KRR 5K IK A
SEQ ID NO:39. SEQ ID NO:40 i SEQ ID NO:41.

fln, Frik 2 HhuAR R R EE ] AR X E LR 7 51 7T L. SEQ ID NO:42, H ik Z it
AR I T B T AR (X KRR R JF 9 AT LLNN: SEQ ID NO:43. X Asiltn,  Frik 2 Bk (i e v] €411
AHEB)THI T LN: SEQ ID NO:46; HFTIAZ L hiiR i 8 M2 L8757 L. SEQ ID
NO:48. %4, Frk Syt eE 65 &1 SEQIDNO:46 iR Z AR T4, HiridZt
U F4E n] 04 i SEQ ID NO:48 Fi s IR SE L FE 41

AHAF IR LR HHURS & Fr Bl T 8 ik s skt B Blan, pridgifk
BB A BOT A Ig TEE X, I AT N Ig fEE X

failtn, B ik Bk B B R 7 BE T4 LCDR1, HFid LCDR1 ]84 40 F I A S i 7 471«
SEQID NO:36. Frd$ifkFsio I i B35 LCDR2, Hftid LCDR2 Al & U R (2 S5 R
JF5: SEQIDNO:37. FridfiiifizfEai it v Bewl &% LCDR3, HJIrid LCDR3 A& & 41 F )
AT SEQ ID NO:38.

A HE TR PR I RE B BT S R BT AR X VL, H TR B v A2 X VL ] &5
THEERT4): SEQID NO:42, 7EH:LEst 7 aUrh, Fridhuikdi st sl i B = L/ 7 41
A LLA: SEQ ID NO:46.
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ARHE A M BUR B PR SS & BT A S PUR ERE s B, B, P ik s Bk
BB &5 NMEEX . Hrb, Frid AMEE X i 8HFA 1gG fHE X . Hr, frid IgG g X
AT N 1gGl 1EE X 8 1gG4

0, Bk Pk AR s 7 BOAT 4 HCDR1, H BTk HCDR1 ]85 4 T &L iR 41«
SEQIDNO:39. FrikfifAk s FEai I 7 Bl .7 HCDR2, HFfriA HCDR2 A6, & 40~ & 34 5
J¥%: SEQIDNO:40. XAy, Frikdifhk s el 5y Bl % HCDR3, HFriA HCDR3 1/,
FWTFERRR)TA: SEQ ID NO:41.

Fridfiik e ol A B B4 R AR X VH, HFTRESE A X VH i85 a1 R
BT : SEQID NO:43 . FEHESE Sz /7 20 rfy, i i o ik sl Fr B G R R 7 471 T LA My
SEQ ID NO:48.

FEHELG St 7 30y, ASHIE TR PR S HUR S5 46 ) Beh LCDR1 IR T 471 ] 4
% SEQ ID NO:36 Bi A2 f&; LCDR2 2 &ML 741 il i 4% SEQ ID NO:37 B Ji4¢{k; LCDR3
(W2 2% 7 41 iT (4% SEQ ID NO:38 sl L A% f&; H HCDR1 K%M T 411l fuF% SEQ ID NO:39
s HARA; HCDR2 HIZZEER T 5 0] 4% SEQ ID NO:40 s{HAF{k; HCDR3 I ZELF 5 0]
{44 SEQ ID NO:41 s AR . flan, iZPuikas iR g & /v BT S aHiik sG7o1 s 53t
A A LCDR1-3 /2 HCDRI1-3 Hifk. FERELesijy i, A Fpil inid i S st i J 25
AR BRORET S RETAZX, FrRREET X AR TS B4 SEQ ID NO:42 B
Ak HIH A ERE v B AR X, PTIR EAE AR X W B ST 41 AT (45 SEQID NO:43 8¢
FARR . BN, PRSI HUR S G R BT BRI SGT01 B HRATAH IR AR B vl AR IX %
AR X PR . FERELE S 7 3, A FTIR AR B H TR 45 BT AL S A
ik, IRRBE R EIERRT S SEQ ID NO:46 Jifx HriA B E LM ¥4 SEQ ID
NO:48 fiir. B, Zhs RS A 7 BT e EHiiAk SG701 85 H B MR 10425 L =&
AR T .

FEFELE St 7 2, AHIE T PUAFT LU SG701. fitdk SG701 ) LCDR1-3 25t
1% 5 5143 5l a0 SEQ ID NO: 36+ SEQ ID NO: 37 1 SEQ ID NO:38 fffzx; VL [ 12T 41 in
SEQ ID NO:42 fii7x; HCDRI-3 KIZ R FF 413 7140 SEQ ID NO:39. SEQ ID NO:40 1 SEQ
ID NO:41 i/ VH LB 74141 SEQ IDNO: 43 JiR; BBk = LR 741 i SEQ ID NO:46
Frins EEERE SRR T 541 SEQ ID NO:48 FiR.

B ERENE L EBHER
FEAHG T, PINRE — S5 G i) LA TR 28 — 25 33800 N oo i, Prid s — 4563
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(%5 C ity T LA 3 T P I e e T BT IR 36 — 45638 N ity o 7ERELEAETE R, BTIRE— 4563
) C omtt i BLEHE (4N, 7EHERN) JERET 5 45 AR N I,

FEAHIE T, PrdRt G & A a] DU S T, PR 1 AT DU T il 5 — 45 S 1
C i HAZ T Frik 56 — 25 G800 N . B4, fEpTidRaEa T, 54818 C mn] DLERE
EEET I N iy, BT C o ] OEHEEE 255300 N i filln, ZEFTRmGEAS, AN
) C o, W DMRIREEH 61, SR TS 44,

FEAHIE T, FRRER 7 LA 5 i SEQ ID NO:73-74 AT — i TR B IE R 741

EREEE T, R GEATUEEEDb 24 (B, &b 24, 2034, £ 4
A, BASA, BheA, BATA, B, BAIA, BI04, BER) FTAE
i EARIET, PR PTR S a5 ST DL AL T TR 5 — 45 G4 C e 7EA
HIE T, BTk 2 ANBA BRI ES 2 G inT LA i B R B O E R T IR 5 — S5 S 4 C i

TEAHGE S, Frdfb G & AT SR LA CD38 BRI —45 Ak, DLAR: 1t
454 CDAT EAME 4G, Hh ke — 448 La SRR Id 6 CD38 FUE btk
BHPURSS A BBk, 58 45 AT DL & A SIRPo B4k 1 981k, 45454 CD38
PRI TUAR B IUR 456 v BRBUR AR C i ] DA B0 R4 A SIRPoL 844 1 1R RAZ 1
(¥ N o 120, ik o5 2554l BAEL 5 2270 2 N SIRPa 844 1 HYZRAE 44, H 2 A SIRPa
AR 1 I RAFAAI N 3 9 R S I 45 A CD38 HUR PR sk L P45 & Beali A fA 1% ©
Ui o

filin, wWmE 1 TR, FTRBAE A (SG3847L1) (I —454 T LA & SG003, 4 45
A DA 2 A SIRPa AR (R 1 19848/ MO1, RATRER: T 1 K9+ %W SEQ ID NO:73 ff
v 2 MOT K N Iy ) k4 1 1 384T SG003 K 2 S HEERT C o, 7EPTARE & EE
1, M91 iEH: SG003 HEE C ui ] LIS HIHE — 2 ikEE, SG003 HAREEn] Lhag 4 N — 2 Ik
B SG3847L1 WIPTIRSE — 2 JINBEAN ik 5 — 2 IR BE A 2 R PP 41 3 7l n- SEQ 1D NO:75 Al
SEQ ID NO:11 ffi 7R

filn, w1 TR, FTRRAE A (SG3847L2) (HAf—454 il LA S SG003, 4%
AT DA 2 A SIRPa AR 1R 1 (948K MO1, RATRIER: T 2 I+ 5@ SEQ ID NO:74 fif
A~ 2 MO K N i i ke 1 2 3EHT SG003 1 2 S HEERT C o, 7EPTARE & EE
1, M91 iEH: SG003 HEE C ui ] LIS HIHE — 2 ikEE, SG003 HAREEr] Lhag &4 N — 2 Ik
B SG3847L2 WIPTIRLE — 2 JINBEAN ik 5 — 2 IR BE A 2 2R PP 41 43 7l - SEQ 1D NO:76 Al
SEQ ID NO:11 i 7R

ARG, Fridalad &AL TS A Trop2 TURKIZE 454K, LSRRI
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454 CDAT AN 4581, Hh PR SE — 4607 LA &R R 456 Trop2 HUE B
LTRSS & BOa AR, 5 A AT LLEL & A SIRPo ARAAK 1 HIRARAK, 45 7 PE4E & Trop2
PURE BRI TR S5 A Fr BB AR C ity T DA B % (R IEH A SIRPa B 14 1 B AR A
M N S FEAFRET, BT a5 aidn] LA & 20 2 A A SIRPo 4844 1 IR, H 2 4
A SIRPa 1K 1 BTSRRI N iy o BDEHR Je M 456 AXL SUB UKL BUR 456 Bk
ARK C ¥ o

Bilin, W1 PR, PriRmaEA (SGTrop247) WIS —45 &3] DL & Hiik SG701, 5
TEAERT LR 2 4 SIRPo AR 1 ZRASHA MO1, R HERE T4 SEQ ID NO:74
Fios, 24 MO1 I N i 43 il ik e 4 7144 T SG701 1 2 A EBEM C o, 7EFTIRRMG A
i, MO1 ¥4z SG701 HEER C i il LAMFFN 5 2 kBE, SG701 MAREER] Ll &2 N5 — 2K
B SGTrop247 IR S — 2 IKBERIPTIR 55 — 2 INBE I = B2 /37 41) 23 il 40 SEQ 1D NO:78 Al
SEQ ID NO:46 Jli7R o

TEARHIE A, FTRma 8 A i DV SR R M4 & AXL BURIEE — 4568k, LAJURE e PEgs
4 CDA7 S H IS a5 G, Hob iR 55— 25 G 30 LA SR e M 255 AXL B I P e A
PURES A P R AB ik, S 25 A T L& A SIRPa B4R 1 AR, FERPEEEA AXL Bt
SRR PR PR 456 BU s AR C uf ] DL 23 (R 80 A SIRPa 844 1 [ 988K 1)
Nifio EAREF, PHRE A &40 2 A SIRPa AR 1K 1 (545K, H 2 A
SIRPo. A8 1A 1 FIFRASHRIN N i 43 HDERRE 256 AXL P M HUIR BT R 456 Beekae
PRI C it

Bln, wE 1 TR, FRRE A EE (SGAXLAT) W 454 LU & 5k CoG12,
ZEAEAT RS 2 4 SIRPo AR 1 ZRASA MO1, R RERETII)7 441 SEQ ID NO:74
Fizs, 24 MOT [ N s o ilid i 4 i T CoG12 1) 2 4 HEEN C o, 7ERTIRALG A
Hi, MO &4 C6G12 HEEEN C i ] LMREIEE 2 IKEE, CoG12 MAREEN Lhay 4 NHi— 2 ik
. SGAXLAT WIPTR S — 2 MBI IR 5 — 2 IKBE I = L 12 7 41 73 7l SEQ ID NO:77 Al
SEQ ID NO:32 7.

BT\ BRI ] % 7 ¥k

O, AAHAEIR A AN A SRR S 1, AR A P IAR I Bl 1 B R
SR BN, BTk — M R Sy 1 R RE— MRS 1] L S R 1 BT IR B A
PR G AB, WAT DA R )4y (B, HCDR1-3. LCDR1-3. VL. VH. %
BEBE TR M Z D
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AHAE IR IR 75 T O 7 B B, Hon] DURIERE PR 753 A slis e (D
FEARSN 381, anm i R AR (PCRY 841, G @i sef s g =1,
Gil) ZEABi, FaniE e B RELR ik 7 oy 8, B Gy) SR, Blanis b a4 .
PRI S Ty A, ik 2 B R 2 i i T2 DNA BRI 2% IR 70 1
40 DNA FIor T H AR UFE  Sambrook, J., Fritsch, E. F.fll Maniatis, T. Molecular
Cloning: A Laboratory Manual; Cold Spring Harbor Laboratory Press: Cold Spring Harbor, (1989)
(Maniatis) A1E T. J. Silhavy, M. L. Bennan I L. W. Enquist, Experiments with Gene Fusions,
Cold Spring Harbor Laboratory, Cold Spring Harbor, N.Y. (1984) DL H1 Ausubel, F. M.%%,
Current Protocols in Molecular Biology, pub. by Greene Publishing Assoc. and Wiley-Interscience
(1987) fIRHIBLEH AR . #7111 5 2, 7] WIEREIZ DNA J7Bt. cDNA F1 RNA il & Frid 1%,
T A I e R R T L A o SR B B 1 R A 19 0770 (EAER(EAN T PCR A RT-PCR)
A
R B G U U PO 33 TR 5= P AR B TR B A s I 22 A K (1
IR RS YEN AR R 5'-F2 2k, H b RGN TN Y A% SOk P s In B0 AR 1 32 B 9 AR B
(RIS 5'-FR AR S, Pk S R BERT A, W BEIR TR RS S 0L, i,
Matteuci 2%, Tet. Lett. 521:719 (1980) ; J&T Caruthers 25 [)3% [H % FF 4,500,707 5; AR
F Southern %5 {3 15 L HI5E 5,436,327 5 HIEE 5,700,637 55 {E5— 7, A4ty OE
ARG 7 B 2 2 RN AR iR B ] DURARTERMEZIR . b, WRIARL. KSR RNA
B RS . BRI PR A P S n] BRI SR . B S AURAR SO B . A
ST S, PR B IRIE R, B, R AR R B
SJri, ARERR e A, RS AR 1. BN, PridEA e L
B A RIS IR ) — Rl 2 ML IR 7 T BRI AL M el R TR LR ) 1. IS
P ik & il v A AR ER TR, ) G Fe VR FESE 25 O 1 T2 A0 M P R = B SR T I B B A
RIbricdE e . pbah, Pridaciod v A3 fo vRgm it X A2 16 241 1 IER RIE RIS Tt
XFERIEE BT N ARSI EAR N AT, B, TR A a AR, g
TR L DR e s B mRINA B PR HAb R o AF 4% o RS siitiy s, ik Rk 4 7 51
NATREITCAE o PRIk il iy 41 0 B AR R vl RO M0 i sl o SR AL ) D e Ae Ak, (HIE
B S 5 AMEERIRE 5 ARk R A 57 ) 3 ARRIEF 41, (40 TATA & IniE
H. CAAT Jpa)55. Bilin, 5 HRsabsizhlr o & Ral 1 IX, FAsh Xl s T
PER DR EESAZ IR R B 77 81 o PR 3RIE 1 Fr 4138 al 454 5 1 Fr 51 sl Bl s 4k 7 F7
Ho FEARE S, &R BT 64, HlanMT SPe. T3 M1 T7 EAHENFZ) 1. A UGRNA
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FEF. CMV BT EAEANTHRERBEHTF (0 CMV) , H 5 507 13 5 T 5 HAh 41 i

A (WA GAPDH, Hile-3-E R b 20 B8 8 2 It ral &, Kl s s s s
SMRIN o A RIS FTIR K — Al Bl 2 AR 43 1 7T LA BT IR SR IA P il Jo 0 T A e 2

PR B vy LUEAR, ki, RERL. R RE W TR A BIORE 7E A91 Tr e A L o e A 1
Hofhaidk . 7ERELE Sty 30, B sk n] DUNRIA A

BB MOE 1T & A — A s AN E AR LR, KRR AW T ol A T ik s UL e o7
S HE T BRI TE A — A s SR MOIR . B AR AN I 1 SR bR T K AR PR
PS8 A0, 458 A R O DR R 7 K L

Fy U, ARAE R R, FTARANIRE S TR MRS T, TR S g A
P 2R 5 1 BRPTIR I EAA . PRk dti ] DU 16 40 . ln, Frik 4uffen] BAELsR I T
VR AL, AR IR EORS  B  JEUR A , G RR A i e R A A A, T S2
WA B SO A% R Ay, EoE AR 4EE AN, CHO 40/e, COS 41/, NSO 4H/id, HeLa 4f
M1, BHK Ziiffd, HEK 293 4ilf sk A 415 i sh ¥ i .

flhn, FE 2R @S BA BT IR B A A e s 5N TE B4R, i, — Ry
U R E AR AR, R B UTVE SINEAR . T DR R T A e, ] AR
5o Si4h, ATRART R ZEAL CHE, O B DUS I AT IR BB M) o A e sk
Bl FE BT . DEAE i RBEN SI0ELAITE L BBAEAE IRk, TRRE AW, R
PRFIREAR 5GP A v 154 G T 12 40 M

FENS S 057 51 5INTE E AR, ] S 2 P o7 vE SR S e T R 5L T B 1E 40
F o Tl B PG 7V A R AN R B kA RRE 57 DUE A VR, AR5 MBI 75 2 s
VIMIERIE o Iy — POy vE T BT 3d i a8 i 9 B 5 (R e s 1 R R PO 3R TS I 77 P e B otk a2 5%
A IR T A I 1E AR

o, A A AR IR A B R R 0 5 N TE E4H e nT e TV W PCR. Southern EIEER
Northern FIZEAAZKMIN. B, W MFTIF1E E40Mb1 &0, I BTl A B bR o1 s
SM51Y, @i PCR ¥4 HbRT 4. By 8= Wy AT S IR B ok o 5 P Ak P g fse
HL Pk B B AN K, 2805 AR 2 %E SYBR Green ¥R Gutt, M UV AR AS I DNA.
B, ATAEA A8 RN H S A B RS JT A1) e S A IR AR o RF e R IR 7 4 [ ik vl LA I 5
PCR, Northern EF1ZEZ% A8 i ik 4 FH 5 4 i P 258 DL 7= 400 5 IS PR 0 A ) G 2 ) 5 114 5 6t S RS
FHRLR) mRNA SRAfE o B PE G € BAFAH AR T ELISA. B 920 52 A1 O G 2 1)
S o

BEAh, A RIS I &b R 05T A1) )N T A T DU S 5T S gm A i RE (i, B
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PREYD BIBHEIE RIS al ARG DRI ZRONENERE. J0F, Bt
RLP VI B AEAERIE TE IR e S S K SR KT AL R B RE o P ads S S T AR A4 b sl A 9 3 A7

U5, AHAR AR A PTIR RS s A A, Heoa] USRS TR R
FIREMSZIA I ST T EE TR TR AR . B, l i AE B R 3 Al B A 97
NI S YRy ¥ RS eSS % NI 08

FEHELEAB G, BTk JvEIE nl A6y A/ s AL ik b & SR A B e B, o] DR H
A G-BRER B A-BIRREEAT 2R A2 A, 3 RO e et e v B R e v R i Sk
AN A R iR A d A

SBEREY. AEYMRH

Sy, ARE R R A A Y, RES AN G EA. B, BTk ek ga
Py LR G - 2B G (ADC) , Hh AREFTIR R4 8 A5 — el 2 G714
B FTRRIT RS EAIR T4 PR RO R ) CBiltn, RO RAL R R/
TR (T, A S e N A S R AR R AN AR A 250D 5. 7ERESe sy Ak, BT
RVRIT T LA BEAE T T BT AH DG IR BORAE 11YR T 7 .

Frid Gl iR (B, mOIRER ) 8wy iy, Bilin, FridiEskr
A LUNRAR ST RIS BURER T AR e T4

FJiH, AHE RS FEEGY), FTRAEMEE FTRRSE A, FTA M Gk 4
Y, SRETARMZIR YT, UARAT M2 BT 52 IR 7).

BN, P2y bl 2 BT 7 LLELFR Rl Sk, BiER, o TR 2 Ak,
BAM. SRKEEY. EHER. B BAER RE T SRE AW/ EEES 7R S MR % .

FEAFRE o, AT ARSI BB AR T BUl AT iR 41 &) 5 257 b T 52 I B Al e
TN BAT Ao A 8 % 100 4 750 R I Al 72— &2, %1 Wn#% HE Remington: The Science and
Practice of Pharmacy, %1 /Ui, Gennaro Zm#%, Mack Publishing Co., Easton, PA, 1995 12}
TF B AR HEAT AT <

ARG, FIRAA T ESH T OIS, Bkias, DINNSZ, LR
PRIRALEE 2, W, BEIaEY, WHESY), 4R G2aimn K M EfERES 2.

flan, Frd-Awnr LA Hb s A K. BN, AR 4 -G mT A B 220
(¥ 5 e Bk F AT LAY /NI /0 (B 2 AR e e ), R/ P AR A2 A/ RS S8 P IR A

B, AHRIEFTIRIALE YT LOAET D RGAMIE, i p R, IRER), AR, R,
GEREITN), WEGR), TREST, B R T B ANESS, RGN, R, s A
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THCE BB RS s N B 2. FTIR -G T DL & & KT 71 B S R 45 24 1
PifEIE R FTRAEGY T Ul — S G5 RN A EARBIIER . 1oL, Frid a4 m] LA
FARHARZ Y B ), B, M REE

A HHE IR AP ] LLEL S T A SR TR RS B e BTk 16977 S0 =2 Re s Tl
F/EGRIT (CBRAEGRYT) A BURA A AR ¥ 52 b (R iE SO siE. (A e > /i
FCATA F RE T BT 75 BB T IR 7158 ) R A B/ A B2 ] AR it FH 7 VA R 3 5 i A2 A
I BRI LA T S AR AR, R B A/ B S AR e . A, SIS R T U2 4) 0. 1mg B
Img/kg/ REZ) S0mg/kg/ K; AN, FIEATRERH &, MEYIARR S, HTRE 8, Hlmm
[EIR R, AU BARN G (a0, PEARSRZGFI ) o] DL (6 b i 8 o ek s 1) B

FEASHIE Y, AR IT B BRI B G B A A B ] LR R, O B2 FRER
1w BT 4G R CRAHE A IRy 7 S A /s R 25 4D (75 fEARHIE T, 18T a0
A3 R P IR R BB R BT IR T B TE AR A S . A, IR DR E MR 5
TEAEIRAEAR R K — b B2 b AR BRI R A 2, DUEARAE 2 i PO B RV 2l
IR TT G652 BIVEAERRIENT IS ) SRILIUVAIT 2 kb X T HBG a5 Ak, T g b R Rt 58 0 1R
R K SR, R R 0 1) — Rl 2 B AR BREAR 1) 52 R i 454, RO ] B v AR kAT
PRSI T

Fy U, ARAE R VTR IS H A, RN RER S, NIRRT, Tk
Mk, FrRMAEGY), sBFTR N 7ES] & 25 i i, b Brik ¥ n] LUK T8 57 i
T B G o

S JiH, AHERTRIELG E A REREY). BIR T Bk, HEY e T e
FH TR T Fimids I8 B 8

U, AR TVRYT IR Ek B BRI TE, BTIR TR A 1R 52 i A
HIEATAMBIA & A REEREY. HRS T Bk, dEMsk4gni.

5T, ARHERAE T R CD47 A5 SIRPa A EAR T, BTk JTiETT
FEREH (i, 1A T S s AN e A A LD AR S BTIR A S A s A
.

Ty J7 M, A ERAEHRAE Y bRl e B g e e AR R/ BB I T IR T
FEAF A P BT IR ARG 2 (1 BG5BT IR IR sl e A o e o 51, T IR 2 e T 7E AR 1
K.

FERELE St 77 20 rp, BT IR iR vT DA 4% 4 S AR A S AR

FEHELE St 7 2k, BRI v] DL S 2 R M R . A AEE A SR E A
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W ARV AETHAN N . PR B AR W B, RO, SR
s . DR SIERE . B TR B B0V e, FLURYE. EEUE. P AL
GIIE SRR

FERELL St 7 A, Bk B S e o v DARLHR IS PRk T ORI RO IR DD BE 7T
P e i 7S S I R | o N o 6 017 78 7 RN <R 11X o o =2 e O = 2 e o
M'E REZAIE (goodpasture syndrome) « 9 KMIE. FERMIE . FR IR, £
KMEWEREREAAE . SRR Z AR, REMEADERIE . RGBT SR AL
T2 B .

U7, AHERGE T RS EE, TR RES Sy, TR RRS T, ik
HIEAA, PRI aY), AR, Ja] LLVG YT MR B B S o .

F—J5 T, AHERAE T — T LA CD47 F A5 SIRPa M HAER L, HATLg,
A T EAZRE A ER RS EE, TR RERSY), IrdiIZR ) 1
Frik 84k, Ik e &), BRI 4 .

FEARTES, Rifi2l w2 ASEAEAZY), W EAR T, . S . k.
. e e ARG KERBUE.

U7, ASHERAE by DA R R A0 AR R/ S I R s, T B
FEA T ERZRE A ER RS S, TR R REgRESY), R ZR s+,
Pk (AR, PR, BRI 4T .

ARBAEATER PR, B SO ISt (X BOEN 1 IPREA S I G 8RS il 2% 7 EA
FEEE, AN H T BRAUA R 3 e BT RS

SE e 5

SEHER 1. AREE FEFENEER W

L1 XAAREEFH&REER

SR 1 FRBA E ALK, LT CD38 AP SG003. SIRPo B4 1 f15¢35
A& M91 (SEQ ID: NO 62) Jffil, M Nl C ¥, WHARKER T, KIKIERE SG003. i
Fer A2 > Mo, Horf 2 A~ MO1 ) N i 43 7l A SGO03 [ HEBE(1 C wipidede, B IEAN A 14z
TR YRR R

Pk SG003 1) LCDR1-3 (251K /74173 71 4 SEQ ID NO: 1. SEQ ID NO: 2 Al SEQ ID
NO:3 Fizs; VL EAERF 51 SEQIDNO: 7 fizr; 4 VL (%774 41 SEQ ID NO:9
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PR Hifk SG003 K HCDR1-3 H 2 F 8 7417373 40 SEQIDNO: 4. SEQID NO: 5 Al SEQID
NO: 6 fif<; VH [IZEE 74101 SEQ ID NO: 8 fir; 4ufit VH [{4% 18 41 f SEQ ID NO:
10 ATz Hifk SG003 IR EEMZ LR 541 W SEQ ID NO: 11 ;s mit L% H R 741 W
SEQ ID NO: 12 7. $itik SG003 I HAE K & FE 1R 4114 SEQ ID NO: 13 Fiizw; Zfid iz
HERF 540 SEQ ID NO: 14 FizR.

HHERET 1 (SEQID:NO73) , MEMRE & A4 h SG3847L1, ik SG3847L1 H
FZ WBEAUE 2 IR R, — 2 IRBERD SG003 1FEE, HEJEm T 41 SEQ ID NO:
11 Az, 25 2 IRBERD SG003 FIESEA MO1 il 7 1 MR L IkeE, HEARERF
5140 SEQ ID NO:75 flizR o

LR T 2 (SEQID:NO74) , MEEMELGHEH M4y SG3847L2, Jirid SG3847L2 H
FZ WBEAUE 2 IR R, — 2 IRBERD SG003 1EEE, HEJER T 41 SEQ ID NO:
11 fis, SR RREER) SGO03 Y HAE AT MO1 Ml i T 2 MG BIM 2 ket, HELRT
F1i1 SEQ ID NO: 76 Fi 75k

1.2 A SNGURMEETEES T

(1) LA SG003 Jyxfi, ELISA 1¥4ifil & 85 A CD38 454ifi .

#4855 CD38-His (1ug/ml) 4% ELISA #5%, 4°Cid#; PBST ¥elfE, A 10%H
fa4- Mg, 37°CHA 1 /N IIAARFREER SG003 Hifk. SG3847L1 5 SG3847L2 fil & &
H, 37°CI L1 /N s PBST Peifk)a, MMABRIS EAEFR L EPTA 1gG =51 (Goat Anti
human IgG HRP, Thermo Fisher Scientific) , 37°C % 30 43%h; PBST ¥k 5 9% FFLIMA
100 ul TMB (eBioscience) , &l (20£5°C) G E 1~2min; Bl 5 HREFLANA 100 ul 2N H2S04
LR ILRD L, BEFRIX 450 nm ALEEEL OD {8, /MMl & & A SHHUR CD38 454 /8
7o

WK 2 iR, SG3847L1. SG3847L2 fil SG003 HifktH L, S5#EHR CD38 [M45A J1AH L,
SG3847L1. SG3847L2 #1 SGO03 [¥] EC50 {H 75124 0.175nM.  0.149nM #1 0.133nM.

(2) LL SS002M91 A, ELISA WAM LG & AT CD47 454 i1

4 M91 Al 1gG1-FC (741 SEQID NO: 71 fiizn) fl-&13 %] SS002M91, SS002M91 2k
F& ¥ % an SEQ ID NO: 72 FizR o

PR CD47-His (lpg/mD) f% ELISA #4%, 4'CIEM: PBST WiiF/a, MIA 10%H]
JaA g, 37°CHME 1 /AN IINASIFEIMREE ) SS002M91. SG3847L1 o SG3847L2, 37CJ%
NE 1 /N PBST el fa, IIABUR IS S br it 51N IgG —Ht (Goat Anti human IgG
HRP, Thermo Fisher Scientific) , 37°CJ<M 30 434f; PBST ¥k 5 ¥k &4LINA 100 pl TMB
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(eBioscience) , FEii (20+5°C) BHACE 1~2min; Bl SGRESLINA 100 ul 2N HoSO4 8113 28
1EJEPR S, BEbRi 450 nm AbEZHL OD fH, sh#riié 2 A SR CD47 454187,
WK 3 fias, SG3847L1. SG3847L2 Al SS002M91 ALk, SHEHUE CDA7 454 AL,
SG3847L1. SG3847L2 Al SS002M91 ] EC50 {E45 %~ 0.114nM, 0.091nM F1 0.072nM.
(3) 737 LA SGO03 Al SS002MO1 Jyxf ik, PPN fla 23 5 CD38 #1 CDA7 fit 5 [ 45
ERRER
fi 4 TREROE LASRIA N CD38 B A CD47 [¥) CHO-S 41 il R VPN il & 8% 11 45 4 4l i 2
URKIEE T o MR B A AN, VR A2 B2 ) Sx 108 N EIH/mL, UK EFv4 . & 2%FBS
TRV AR #E 57K SG003. SS002M91. FPEXT I PTIA (1gG1) « SG3847L1 BX SG3847L2 #ii
PERAN R EE
B 100pl 40, I GEARFRBTR M DUABREE & 8 E, 4 CROLSY 30mine FidG, BE
BANM IR . HIRRE PE dric il 2250 IgG-Fe —-$1 (PE-Goat anti-human IgG Fc Secondary
Antibody, eBioscience) 100uL #4100, 4°CREYES M 30mine VL5 H G, Pedcdn L miix.
Fi 400ul 1% 22 58 IS F B 40 . N4l (BD Calibur) 23 #rgi &% A S I CD38 B,
CD47 45567
WM 4A FT4B Jlizm, “17 . “20 “37 . “47 . “57 [ “6” . “77 . “8” f1 “9”
532458 20ugmlt IgGly 20ugml'SG003. 20ugml™! SS002M91. 20ugml? SG3847L1. 10pgml”
' SG3847L1+ 5ugml™! SG3847L1.20ugml ™! SG3847L2. 10ugml™ SG3847L2 Al 5ugml™ SG3847L.2,
SEREIR, A B SG3847L1 A1 SG3847L2 Hes i ME U A iR 124 1) CD38 B CD47 fit
1.3 SEARFAN & & REES T
(1 Z%E 5 KR, Ll CD38 AJLPiiR SG003 Ayxfit, ELISA JrirRl& A
SG3847L1 1 SG3847L2 [FIN 455 W HT IR CD38 Al CD47 1AM i 1k
F#EHTE CD38-His (1pg/ml) 4% ELISA # 4k, 4°Cid#’; PBST ¥E& G, I 10%MH)
faA g, 37°CHEM 1 /N A FERREZR SG003 Hifk. SG3847L1 i SG3847L2 fili &
H, 37°CIM 1 /N PBST Welifa, MAAEPERRC CD47 (Biotin-Fc-CD47) , 37°C ¥
30 438t PBST $E% 5 K IIABR IS S ALY B bR 1L 55 R0 2K (Streptavidin-HRP, F&HEAEY)D ,
37°CJ2 R 30 43%f; PBST $Edk S ks &AL 100ul TMB (eBioscience) , i (20+£57C)
WG 1~2min; BEERFFLIIN 100 pl 2N HaSO4 26 1ER £ 11 W O, BEFRAY 450 nm Abiss
HLOD i, 4r#Rlé A 55 CD38. CD47 [ 454 1BE 1.
nE 6 Brx, MEEE SG3847L1. SG3847L2 ll SGO03 HifAAHEL, T 545 R CD38 Al
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CDA47 [FIlf 454, SG3847L1 Al SG3847L2 (1) EC50 {H 43 %14 0.020nM A1 0.024nM.
(2) %K 7 WEF, LA SG003 A SS002M91 AXIE, P& E I SG3847L1,
SG3847L2 [AIIN &5 & A2 1 Pi 4715t CD38 Al CD47 KA i itk
fi 4 TR S0 LAERIA N CD38 ) CHO-S 41 il 5 VA A6 28 1 [ o 4545 £ 3 T U
IRE ST WX BRI, TR 4R 25 2 3 Sx 10° M HMY/mL, 7K EFVe . & 2%FBS il
AR BEER KK SGO03 Hifk. SS002MO1 & &k . FITEX B FiiE (IgGl) . SG3847L1 B
SG3847L2 #iFt. HL 100ul UM, IIANZFARFRTRMOBDUIAR B & 85 5 . CD47-FITC (FEHE A
Y, 4CEGRMN 30mine F5H5, VelRANMMIR. HIRRER PE dric il 50N 1gG-Fe 3t
(PE-Goat anti-human IgG Fc Secondary Antibody, eBioscience) El Fc-PE 100uL E &40/, 4°C
WG R 30mine SVEHSE, PeARAIMIBIIR. F 400ul 1%2 5 H I RN, HiaRanpi
(BD Calibur) Zr#frfil& 8 A 542 CD38 Al CD47 [FI 455 1R 71
WK 8 iz, RlA 8 A SG3847L1. SG3847L2 ft Al L 41 iU % i i) CD38 Al CD47 it
i, H SG3847L2 [AINS P A AUHT IR K8 71 5 &
1.4 #f5 CD38 FHIEAMK ADCC EHESHT
TSI AT R AN (Raji 40/0) YRS 2 2x10° N fY/mL 27 ADCC Zihi
(EMYZ MEM 5532 i+1%FBS) o, FEHIA 96 FLIR (S0uL/4L) o B Ja 4L 100uL
ANFIHR 1) SG003. SG3847L1 Fll SG3847L2, RAIJGTE 37°C, 5%CO2 B4 H1 i & 30min.
T SE8 P 75 RS A il NK92MI-CD16a (HEEAEY)) RH T 2 1.2x10° 4 4lfd/mL, TIAA
AL, EAF AN UM AN =1.6. RSJGTE 37°C, 5%CO =M P IFE 6h Ja, %
i 96 FLAR N SR 100pL/4L, B LDH £illik77 & (Cytotoxicity Detection Kit, Roche)
LDH S MHRAY) 100uL/4L, 37°CRM 10min. FEAIAZK LW S0uL/4L, BMIRST. B C
5E OD492nm, [AINJE OD650nm fE N Seffl. S8 RIN B B an FXSREZH, i 14
ADCC ZZiil, IR 2 NEEAIi+ADCC 2, A 3 4B fa+ 24+ ADCC 22l
XHE 4 AR+ R+ ADCC el R A PR %= C CEIGAL-XHE 40/ oI
3-XFE 2) ) x100%. =R HIZER ] GraphPad Prism Version 5 #4755 50 #r
WKl 9 Fros, 18 Raji #E4H M A1 NKO2MI-CD16a 443 4H Mk it , gt 4 25 1 SG3847L1
SG3847L2 WxtH T HAF ADCC {EfH . SGO03. SG3847L1 Fl SG3847L2 [ EC50 {H 535N
0.067nM. 0.014nM A1 0.013nM.
1.5 (¥ CD47 B A5 SIRPa A EfEFEMED T
L SS002MO1 AXtE, PPN flA S A SG3847L1. SG3847L2 fHI CD47 # 5 SIRPa #H
HAE A g
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# SIRPa-His L4 BEEAAR, 1ug/ml, 4°Cib#i; PBST ¥E¥JE, MM 10%[ G4+ 1MLiE, 37°C
BT /NI A 10% R0 i 2 153 566 SRR B SS002M91. SG3847L1 5k SG3847L2, FHTEFE
il F NN Biotin-Fe-CD47 FE 4K FE 2ng/ml, 37°CTMEE 30min, 1EN—Hi; PBST WeikBEER
Jei s IIN—H0,37°CHEE 1 /N PBST U S 3, IR Ik S AL i b ) SR 2R ( Streptavidin-
HRP, 5EHEAEY)) , 37°CHEE 30 438k PBST % 5 i, SEFLANA 100 ul TMB  (eBioscience) ,
FiE (20£5°C) WOEHE 1-5min; LI 100 pl 2N HaSO4 & R L JEYI N, BEFFRAX
450 nm AbiEHL OD {f, 434 SS002M91. SG3847L1. SG3847L2 %f CD47/SIRPa. I FELIKTE H -

M 10 AT LAE H, SG3847L1. SG3847L2 55 SS002M9O1 — 4%, W] LLsa 4 kH I CD47
H5H A SIRPa (456, SG3847L1 [¥) 1C50 {H 2/ 46.8nM, SG3847L2 ] IC50 fE v 78.8nM,
SS002M91 [1J IC50 {H N 45. 7M.

SR 2 RAARELAGES A SIRPo Rk 1 FIRBEEAE
SR 1 FIEA AL g 1 S5 R, BT AXL $ik (C6G12) At Trop2
(SG70D) itk Jetil, WHIEA R SPUARL S S A ARV AR TR R, R W 1T

2

Ptk C6G12 ¥ LCDRI1-3 FIE IR /T 4143 5l Wl SEQ ID NO: 22, SEQ ID NO:23 il SEQ ID
NO: 24 fif7r; VL IR F 410 SEQ IDNO: 28 flizn;  HCDRI-3 (LM T 41 73 0 SEQ
IDNO: 25, SEQIDNO:26 1 SEQID NO: 27 flr7x; VH K2R 54 4 SEQID NO: 29 IR
FEEME )7 40 SEQ ID NO: 32 ffR; EEENZ ST 4141 SEQ ID NO: 34 FizR.

$itfk SG701 1) LCDR1-3 HIZZEMR 7741 43 5 W1 SEQ ID NO: 37, SEQID NO: 38 1 SEQ ID
NO: 39 fif7x; VL IZ SR F 440 SEQ IDNO: 42 fi7x;  HCDRI1-3 I JILER 741 23 5 40 SEQ
ID NO: 39, SEQ ID NO: 40 1 SEQ ID NO: 41 fffzr; VH FIZEER /74140 SEQ ID NO: 43
R BREEMZ IR T 4110 SEQ ID NO: 46 fiizr; HEEMZSEIR/T 4 SEQ ID NO: 48 fix.

PAPt AXL Hifk (C6G12) . SIRPo 844 1 [ZRAE 1A M91 ML 1~ 2 (SEQ ID: NO 74)
H&BAEA, M NIGE Cu, RIGER C6G12. ERE T 2 4> Mo1, Hidh 24~ Mo1 I N
I oy AT CoG12 HERER C ik, HAIMRIGEEMm SN SGAXL4T. SGAXLAT KTk
2 IRBENPTA 5 — 2 INBE A B2 57 41) 23 51l 40 SEQ ID NO:77 Al SEQ ID NO:32 i 7 .

LAt Trop Hifk (SG701) . SIRPa AZ4AK 1 RAZ A MO1 MliEH: 1 2 (SEQID: NO 74) il
FREEN, MNEEC i, fKIKIEE: SGT01. TR 2 4 M1, 24~ M91 i) N i
53 SGT01 W HEBER C migde, 13RIHIRG 8444 SGTrop247. SGTrop247 KT iR 5
T2 RBERPTIA S — 2 IRBEM AR 7 41 43 i 4 SEQ ID NO:78 Fil SEQ ID NO:46 fif 7
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KIUHIT THEYPFHAR, 4 SGAXLAT FI SGTrop247 Rl & & A5 R M i B %
KA, Y CHO-S 4ffi, Uik Bif, it Protein A SRRk, FAGHIEN, AHF
W HAEFE

2.1 EXHESESHEES T

(D) UUFIARPUR I ABALHA R IR, ELISA VAN R & 88 LR DS HUR 10 25 4
Mo

PAEHUR A ELISA #R %%, 4°Cil#; PBST ¥eigh, MO 10%MIG4- i, 37°CHliAl 1
NI s IS [ FE PR BB & 8 1, 37°C B 1 /s PBST $eis e, A BRI b
BERRC I £ IgG 3T (Goat Anti human IgG HRP, Thermo Fisher Scientific) , 37°C ¥
30 43h; PBST ¥E¥k 5 ¥k &FLIIA 100 ul TMB (eBioscience) , =i (20+5°C) #OGLIE
1~2min; BEJEEFALINA 100 ul 2N HoSO4 2 b 2% 1Y SUBE, BEFRAX 450 nm AL OD fH,
SriTRbG B B SO R S G e

W 11A iR, SGAXLAT Fl C6G12 AHEL, X AXL iRINEE & RE /4. Wik 1B fr
/R SGTrop247 #1 SG701 ALk, *f Trop2 FUE ML &R i#%it. YiTERLG & A R AR
S RPUAR, IFARIIZIUAS Trop2 FUR LS 1.

(2) LA SS002MO1 Hyxt i, ELISA VAN LG FF1 CD47 &5 A G Tk

FHLPT R CD47 B4k BLISA M2k, 4°Cit#; PBST Seik)a, M 10%HR4 i, 37C
B 1 /NI AR RIS A AlA 8 A SS002M9T BRfl A8, 37°CR M 1 /Mif; PBST ¥k
Jii s MINBREL E Y EEFRE B EPUA 1gG 31 (Goat Anti human IgG HRP, Thermo Fisher
Scientific) , 37°CJ ¥ 30 43#f; PBST ¥k 5 ¥k &L 100 ul TMB (eBioscience) , =
H (20+5°C) BENE 1~2mins FEEEFLIIA 100 pl 2N HoSO4 & B B R, B bR
1% 450 nm AL OD fH, Jrirfl &S CD47 45G e 1.

Wk 12A FizR, SGAXLA7 F1 SS002M91 ALK, X CD47 Bl 4 & fig 4. Wk 12B
Fiizn, SGTrop247 F1 SS002MO1 ALk, XF CD47 FiR L& e i, A &&E A PR
FAARFISE s Pk, FEAMZUA S H CD47 JUR NS &

2.2. AREERANTURKNE ST

PAFTAS [F B IR AR AL B4 AR B8, ELISA 43 Hr Rl 85 1 TR 25 6 XU B R AR 1 0 1k

HAEHUR A ELISA R %%, 4°Cil#d; PBST ¥eikia, MO 10%MIAG 43, 37°CHiAl 1
NI AR PR S E A & A, 37°CIRM 1 /s PBST #eik)a, ALY E bR
CD47 (Biotin-Fc-CD47) , 37°C M 30 438l PBST ¥k S Ik MBS S BE bR
SEMZE (Streptavidin-HRP, ZEIEAY)) , 37°CJM 30 204h; PBST ¥l 5 ¥k AL 100
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ul TMB (eBioscience) , i (20+5°C) BN E 1~2min; FHEREALIIA 100 ul 2N HaSO4 £
B LRI IR, BEFRX 450 nm ALTEEL OD 8, ZpMrih & 8 A S AHSCHUR AT CD47 [FII 45
AIIEEST .

K 13A 7%, SGAXLAT Al C6G12 43 HI% AXL Fll CD47 MFUH LA 100, K 13B &
7%, SGTrop247 F1 SS002M91 43 %} Trop2 Il CD47 XK LG A5 . B 13 4551 SRt d
H A B FE U, AR SR RN 255

SCHER 3 Rh-E & B R P I E

CB17 SCID /)l R ik 3R Raji-Luc 40 M g SZ R B8, AN Rl& 2 1 SG3847L1 #lIf]
e i P P R

EFRMEYE, 5~8 R CB17 SCID /ML (W H AL i E BRI B R A AR AR AR
17058 . Raji-Luc 40y 50 I R A MR AR A BR A 7 7E Raji ZHH 026k 1, 5 N 5%
FEMERENGIRFHRE AR, Raji-Luc IREHIEFEFIHREG, WESHIEK
YRR S 2.5X 107 N/mL WK, LU o.2mL/ AR AR E R & kiR CB17 SCID /M,
FiE T4 0 Ry 3 7 KA/ S BOR S M ARG DL AARE, JET55 7 REI&E g
fE5Eh i 30 J/NER, BENLICE] S AT, B 6 R SRIFTFIRX BIIEAT45 25 11k, W
AP ER KA IEZH . 928641 (SGO003, 100ug/kg) + SZERZH (SS002MO1, SOug/kg) « BEA# 2G4
(SG003+SS002M91, 100ug/kg+50ug/kg) « 4t (SG3847L1, 120ug/kg) » W&/ EAARTE
iR A AR L o

S5 R 4oR, SGO03 Hifk. SS002M91 il a1 PA & SG3847L1 Ril& it 1 AT Ry SkaR sh ¥ fir
5% . HLHL 23R B ER KON FUAL LB, A7 W) e AR KA R (S K 14D 3 MK
15 W BLEH, S E%H-ER, SG003 Hifkiayr4l. SS002MO1 fl& i HayT 4. SG003 itk
A SS002MO1 fl A B B A 44 253R 7 4 UL B SG384TL1 Al A S IR T 4 KT X558 Y6 3 73 5l
N 1.60E+07 (Hr#fEiR: 1.02E+07) . 2.42E+07 (Fr#iR: 6.70E+06) . 4.61E+06 (hRyEiR:
7.57E+05) . 5.97E+05 (hr#fEiR: 1.10E+05) , )& EACT X AL P98 Y6t & 8. 04E+08 (br
#ER 1.1SE+08) o [FJIN SG3847L1 fili & 16T ZE 0 i AR KA il 35 AL 2 2 L T SG003 Hiidk
AT SS002MO1 ffl& 85 IR FH 245 4.

BeAh, I 16 ATLLE H, Hdr g “Gl AR EEK” . “G2SG003” « “G3 SS002M91” |
“G4 SG003+SS002M91” Fll “GS SG3847L1” 4pilders “AFEER/KL” . “SG003 HLikiRIT
47 . “SS002MO1 BAEAMEITA” «  “SG003 Al SS002M91 BLAHIT4L” Al “SG3847L1
RLE SR VAT, AR BEUKA R P A AEAF I 11 K, SGO003 Hofkia sy 4HA1 SS002M91 flf
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BRI R A A A A2 22 KA 21 K, $iB SGO03 F1 SS002MO1 35 e K | /NE A=
7. #2415 23 K, SG003 A SS002MOT KA 1597 4L LA K SG3847L1 fil & 25 11397 411
INERIIAR ST, 8, 5 SG003 F1 SS002M91 HllyA 7 A LL, SG003 F1 SS002M91 B
TBIT LA N, SG38ATL SR T IS IE K | /N A A7 I o

AR VR UL B A AR AR (4 05 ACBR BE 0, JF AR LR P RSO ZER My . AT A
FRAT T 21 4% (10 St 7 3R 22 R AR A AR U S e AR BEOR U AE i 5 L), HLAR B AE It
RIS ZERATHLAE [R5 SOV A
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LEbEE A, HAE: R rhd & R A SR I — 2551 LA e PE4i& CD4T iR
HEE —gA; Hd, A 458185 A SIRPo 21k 1 RAG K, Frid Rk S SEQ
ID NO:50 FiRifFFI ML, 725 33 ML 25 149 7P — a2 A B A& LR IR A EL
R BRI,

2AREBCR SR 1 Frid R a e, HrA iR R B T AR — a2 EE R ik
FEAML A A IEFREUC: R22. 129, 161, V63. E77. Q82. K83. E84. V93, D95, D96. K98,
N100. R107. G109 F1 V132,

SRR ER 2 Frid e s e, i R AR B N AR 2R R A 5
R IR

(1) 161+ V63. E77. E84. V93. L96. K98. N100 il V132;

(2) 161, E77. Q82. K83 fll E84;

(3) I61. V63, K83, E84 Fll V132;

(4) 161+ E77. E84, R107 fil V132;

(5) 161+ V63, E77. K83, E84 il N100;

(6) 161+ E77. Q82. K83. E84 fll R107;

(7) 161+ E77. Q82. E84. V93. L96. N100. R107. G109 fil V132;

(8) I61. E77. Q82. K83. E84 fll V132;

(9) 161;

(10) 161, D95, L96. G109 il V132;

(11) 161, D95, L96. K98, G109 Fll V132;

(12) 161, E77. E84. V93. R107 fll V132;

(13) E77. L96. N100. G109 fil V132;

(14) 161, V63, Q82. E84. D95, L96. N100 I V132;

(15) 161, E77. Q82. K83. E84. V93, D95, L96. K98, N100 fll V132;

(16) 161, E77. Q82. K83. E84 fl V93;

(17) 161, V63, E77. K83. E84. D95, L96. K98 il N100;

(18) 161, V63, E77. K83. D95. L96. K98, N100 1 G109;

(19) 161, E77. Q82. E84. V93. D95, L96. K98 flI N100; A,

(20) 161, V63, E77. Q82 F1 E84.

AP ELR 1-3 TR —TIrR RS EE, K ik R AR &k 5 T AR — e
LNAFEBIAL: R22C. 129L. I61L/V/F. V631. E77UN/Q/K/H/M/R/N/V/L. Q82S/R/G/N.
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K83R. E84K/H/D/R/G+ V93L/A. D9SH/R/E. D96S/T+ K98R. N100G/K/D/E+ R107N/S. G109R/H
F1 VI32L/R/T/S

SRR EKR 4 Prid R e st e, Ho i RARA S B T H R 2 R

(1) I61L. V63I. E77I. E84K. V93L. L96S. K98R. N100G 1 V132L;

(2) 161V, E77N. Q82S. K83R #1 E84H;

(3) I61F. V631. K83R. E84K fl V132I;

(4) I61L. E77Q. E84D. R107N fll V132I;

(5) I61L. V63I. E77K. K83R. E84D Al N100G;

(6) 161V, E77H. Q82R. K83R. E84H fll R107S;

(7) I61L. E771. Q82G. E84R. V93L. L96T. N100G. R107S. G109R F V132R;

(8) I61L. E77M. Q82G. K83R. E84D Al V132L;

(9) I61L;

(10) 161F, D95H. L96S. G109H Fl V1328S;

(11) I61F. D95H. L96S. K98R. G109H Fl V132S;

(12) 161L. E77Q. E84D. V93A. RI107N fl V132I;

(13) E77K. L96S. N100K. G109H A1 V132L;

(14) 161L. V631, Q82G. E84G. D95R. L96S. N100D fll V132I;

(15) I61L E77R. Q82N, K83R. E84G. V93L. D95E. L96T. K98R. N100D Fl V132L;

(16) 161V, E77N. Q82S. K83R. E84H FIl VO3A;

(17) 161V, V631. E77V. K83R. E84D. D95E. L96T. K98R Fll N10OE;

(18) I61L. V63I. E77V. K83R. D95E. L96S. K98R. N100D F1 G109R;

(19) 161V, E77L. Q82G. E84G. V93L. D95E. L96T. K98R il N100G; A,

(20) 161L. V63I. E77N. Q82G Al E84G.

6 MR BOREK 1-5 HE— WA A& A, HAh PR R R4 40 SEQ ID NO:51-70
HT— T B 1) 28 R 7 471

TRIFEARER 1-6 HAFE—TTAKE S EE, KPS —455i & piik sy
SE5 v B AR

SRR EKR 7 Frid ml& t e, Hohpridpuikic 3 M BomBEUR. BEEIUA. K
TPV NIRAPUAR T2 N BT

9 MIFALRER 7-8 HF—TIFT ARG, Hh R st5iss & Bk H T4H: Fab,
Fab’, F (ab") 2, F (ab) 2, dAb, 4; &K HAMAEIX CDR, Fv Al scFv.
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10 R FEBCRIER 7-9 R —THATR A& 8, Hod iR Sk sl i 454 7 B i i
ARARIE H T4

a) TEFTRPUAS TR PR 454 A B P & B, Sk s in— A sk 2 AN g LR 10 & A
JRERZ fiks Al

b) SFTRGUARBTR R A BORA £ 90% )7 41 [RIJE M 8 A BT Bk

TLAEACRER 1-10 JFE— TR IRl & 8 A, ob ik R A DG B B B 5 A sk
o 1/ B S A IR A % 1) e A DG i

12 HEACRER 1-11 AR —TFTR Rl & 2, o Bk R AR OGPtk B DA R 4.
CD38. AXL Fil Trop2.

I3 HMEACRER 12 Fridfl e a, Hprid s — 4G E S CD38 Jiiksi b i 4s
A B .

14 BRI SR 13 Pridift& & H, HAprid CD38 A A CD38.

15 HRAEAUCR KR 7-14 HAE—BUTR A& EE, Hr iR suikt & Surk E s B,
FriR ik e s A By HCDR1-3, Fid HCDRI1-3 (&R 74K N SEQ ID NO: 4,
SEQ ID NO: 5 Al SEQ ID NO: 6.

16 AR KR 15 Frik G 8 E, Hoob ik Sk 8 i Bra & EAE ] 21X VH,
HrR EEE ] AZ X VH B85 0 N 2 227 41): SEQ ID NO: 8.

17 AR R 15-16 AE— TR RS E,  Hob Frid SR SR s v Bt 5 ik
fHE X, H B E XS 1gG.

18 MHERUREKR 17 rid iRt & & H, Hh Pk 1gG i H T4 1gGl Al IgG4.

19 HUEACREKR 15-18 P E—TUfFriA MR & & A, Kok ik RSk B FTHTR
K2 LB 4 F—3i: SEQ ID NO: 13. SEQ ID NO: 17. SEQ ID NO: 19 Al SEQ ID NO:
21,

20 HUB AR ER 7-19 HF—TIFTR AL G B, HA TR yus S Pk s &,
Bk fik et s/ BH 4 LCDR1-3, FiA LCDRI-3 WZ LB P 5k Xy SEQ ID NO: 1.
SEQ ID NO: 2 #1 SEQ ID NO: 3.

21RAEARE SR 20 Prid it a & A, HApriditiEsEsdt B SR 4Z X VL,
HPrid g n] 22 X VL W& T2 5K 7 41): SEQ ID NO: 7.

22 RAEAURZE R 2021 HE—BUFTIR G 8, b BTk ik R B st i BL B & Bk
fEE X, HPTRFEEEE X U E Igk.

23 HURACRER 20-22 PE— TR MR A & A, Kb rid ik s Sk B T HTR
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{2 B 4 AR —3i: SEQ ID NO: 11. SEQ ID NO: 16, SEQ ID NO: 18 1 SEQ ID NO:
20,

24 HEBCREKR 12 rid & E, KA s — 45508 AXL kst i g &
Jr B AR A

25 MUBAUREK 24 ik RS e, HA BTk AXL M A AXL.

26 MU 5K 24-25 T —BUTR IR & & B, K BTk ikt & SUk E 5 s B
FF iR P A # 4k o A B L & HCDR1-3, fTid HCDR1-3 &R P 54N SEQ ID NO: 25,
SEQ ID NO: 26 1 SEQ ID NO: 27.

27 HAEAUCR KR 26 Frid IR &EE, Hrb TR fiik E sy Brin & EE 421X VH,
HPrR s A2 X VH W& I MM 7 5): SEQID NO: 29,

28 HURAURIE KR 26-27 AT —TUATIAMBL A8 E, b mik bk s s el L Bt & F g
fEE X, HATREEEE X5 1gG.

20 IRFEHCFIEESR 28 FiriR S, KAk 1gG i H N4 1gGl Al IgG4.

30 MRAEAUFIE R 24-29 R —WIFFIR G EE, Hh PR ik B85 TR R
J¥%1: SEQ ID NO: 34,

3LAREAUREE R 24-30 tPAE—TFTA I ELS S E, Hh ik o 8 & i e st i B
PR ik et ot A B L& LCDR1-3, FTik LCDR1-3 &R P 54N SEQ ID NO: 22,
SEQ ID NO: 23 il SEQ ID NO:24.

32 MRAEAUHE SR 31 Pridfta & A, LA prditiEsE st BSR4 X VL,
HPrid g n] 2 X VL W& T 2 FEK 7 41: SEQ ID NO: 28.

33RMEAUR R 31-32 E—TIFTIR IR G 8, b BTk ik R B i BL B S Bk
fEE X, HPTRFREEEE X U E Igk.

34 RAEAURZ R 31-33 E—BUTIR G A, KPR PiA R e & i TR
F%1: SEQ ID NO: 32,

3SRMEACHIZR 12 Rk iR G & e, AP prid s — GBS Trop2 JURBIHL RS,
G B A

36 MBI K 35 Rk imt & & e, P BTA Trop2 A Trop2.

37RAEAUREE K 35-36 AE— TR LG S E , Hd i Soid & poid B Rk s A B
Pk fi Ak d 4 B A B L& HCDR1-3, Tk HCDR1-3 (MR LR F 5147 SEQ ID NO: 39,
SEQ ID NO: 40 Al SEQ ID NO: 41,

38R E SR 37 Frid iRt & & H, o pridduid B s B & EaEn 4 X VH,
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Hprid w42 X VH W5 IS 25K 7 41): SEQ ID NO: 43,

39 MR Z R 37-38 R —TIFTIR IR G 8, b BTk Pk T BB BURL 1 B
fEE X, HATdERE ¢ X A 1gG.

40 MR AP EER 39 Fridal G e, HAPRTR 1gG 18 QT4 1gGl Ml IgG4.

41 HUBBURER 37-40 AT —TUATIA AL A8, b AriR Puik s 5 (0 5 n T e 5L
FF%1: SEQID NO: 48.

42 HAEAUCR KR 35-41 FE— DR IRE & S E, Hoh Frd Suik 0 & Siik R sl B
PR Pk b s 3t A BL A LCDR1-3, Jifid LCDR1-3 FIZFE L F 4K N SEQ ID NO: 36,
SEQ ID NO: 37 Al SEQ ID NO: 38.

43 HUEACRER 42 Frid i S e, Hh Brid i e s i BR R S R BEr AL X VL,
HFrd R X VL 85 &R T4: SEQ ID NO: 42.

44 HRBURER 42-43 PR TR MRS & E, Kb iR siiic e s s v Be e 5 ik
fEE X, HATRRREE e X E Igk.

45 HEAUCR R 42-44 AR —TUTIR MRS S E, H P iR HUR B BE 6 & W h I AR
JP41: SEQ ID NO:46.

46 BRI ER 1-45 TR IR -G8 A, HrP TR — 45 Gl T ik 55 45
AR N

47 AR KR 1-46 R —TTR MRS A, KR ridia Sae & T, i
ST T A S — S5 G180 C ui BALT Ak 55 — 255 4801 N ¥t

A8 FRPBURELR 47 FridIpt &8, H A pridiEs 785 @ SEQ ID NO:73-74 H14f—
BT~ 8 E IR 7 51 o

49 AR KR 1-48 tE—TTR AL S S E, HEE 20 2 Mk H 4554

SOMAERFIE SR 49 FridIf & EE, TR TR E — A T Tk 5 —
SEEIRY C i

SUAESAY), HASMRAERER 1-50 T —TFTR A& & A .

52 AEEA G E LIRS T, HARASHRAE ORI 2K 1-50 s — T iR (Kl 2 Bl
HIREBURNER 51 TR I G IZ A5

53R AEUER, HAESROREK 52 Frid R 5 1

S4. 4G, HAEEREBRER 1-50 HE—DFTR G &, REEBCRZER 51 frid
MR aY), BURERRIZEK 52 BRI 4+, LA G242 b T4 52 iR 57

55.4000, FALEAREKR 1-50 AR —BITA RS B, BOMEK 51 Frid i ez a
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Yy, BURIER 52 BRI 921, BBCRIEER 53 ik 484k

56. 1 & MR R 1-50 HE—TUFTIR W a G & AR 77, HERBEMTR G &
FIRE IS ZRIA I 25T T B 7R IRAE BRI EEK 55 BTk (¥ 2 M .

STAUFIEESR 1-50 UL —BITR IR A, BUFIER 51 Frd I k gay, BRIk
52 IR IR 531, BURESK 53 Ak I #id, BURIZER 54 BTk -G, sUBURIEER 55 B

R A AL B A 25 R B R, G eb BTk 2540 H TR 9T IR B S e

SSARYEBUFIEESR 57 BTk i FHad, e o BT I T g 0 458 4 S 44 S 980

SO EE K 57 ik i s, b i MoRs 56 2 R MR BERE . L L AR BT i
EUR . E A SRR PR RTUR . AR THANIE . PR RO TRAR . . B, Rk
i SRR M. DR, BER. B, MR BRIVE. a0AME. . AU, E
UG NILE Y IE SRt

60 MHEAUAN LR 57 Pk, Foebprid B S o BAe Ml O rE R . HDIR
JRINRETCHE B FARAR AL R . ARV . B I 9% . ST AT 1 S 4
MEE R OIS REEGAE. 5% REEE. BRME. JFUR TN R AEAE . 2 1 e o
TEAAE . SPERRRIEZ A 28 . REMELPERIE . ARIRHEICHT 58 Al R RIS 1 1 2 Bl ik

61.FHLWT CD47 H115 SIRPo AH BAEFH 753, A4 ) A7 75 B2 1 3202 Tt A7 38 XA
FIER 1-50 FAE—TUATIR AL G & E, BURIER S1 AR R 8861, BURIEER 52 BTk
ZIR Sy T BUORIESR 53 Bk, BUFEER 54 Brik A &Y, sobR 2k 55 Frik g
fd



