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L. — Rl R TR R FICDATZ 7R ST N IS, I 7 ik B4 -
(a) I) BT i 324038 it FH 51 % 770 B 1) B ik CDAT 24557, Forh ik 51 R R &= 2 290 . 5 2 4

5mg/kg, 1
(b) ] BT ik 32 % 3 it FH YA 97 B G B HieDA7 2577, Horp 218 (b) BB IE S8 () 2 5
EVOYARS ) =

2. BRI LR LT IR B 71, b — B AFEE L IR (a) Z 5 UL K AR B (b) Z B - 7 € it
FRTIA 51K FIE 2 B E TP

3. ANBUR LR 2P IR B 74, Forb ik i e 0 SR AR EAT I ZREC A v B, b an S P
I WXL A U RELZI 100X 107 W 2R 40 41 i EARELZ)-1000X 1094 W 2R 2 i, AR 4
it FHFT I 51 % 57045 i 2 A 2K

4 UUR)EE SR 2 BT IR 1 77325, Fo v Bl i e 20 SR FE AT X ZR 4T A A v H 4, A an 2R
T R AE LR P I B 20 B KT 201.5% , A8 4 FH B 51 & 754 #f 58 N E A 28

5. BRI LR 2T IR B 7 1 , Forh B i 8 20 SR FE AT X ZR LT A A v H 3, b an 2R )
A AT EUR T 292% , T A it FH AT I 51 R U5 2 N 2B 3

6. UIBURIEE R -5 AT — AT IR (1) 51, Fo R BT iR $iCDAT 24 702 45 & CDATI PisAk

T ARRNEE R -5 AR — T (1) 7323, Forb BT iR PiCDAT 25 712 STRPa £ fik .

8. WAL R 1-TH A — TR IR 1 77 7%, Horb ik 51 & ) & DL B 290 . 05mg/m1 2 2]
0. 5mg/m1 AT 4TCDAT 24 7 A< B 1 A % X m) B N 52425 it FH o

9. USRI ZE R8T IR (1) 77 14 , e b Bl i i E M 1 22 22 /0 29 2/ NN IR IS S 3B 3%

10 AnAREE SR 8 TR 1 77 2% , Horb e 40 P 42 28 /0 2 37N () N S 16 o

L1 WIAUCR) SR 8Tk 11 5 v , Forb BT IR Sy ) 1 28 292 . 5/NI B2 246 /N [T s B3 % o

12 BRI EE SR -THR AT — TR IR (1) 7925, Fe b BT il 51k A il i i 42 R 1 26 /N 223
RPN HH % %

13 WIAUR SR 1-THE— TR IR B 7%, Herh Bk 5 R R4 R iis .

14 GO L R 1= 139 AT — TR iR (1) 745, Forh Birad 51 K 551 B 5 1 o8 DR A0 40 i 441 A 7
Z /#4150 % [ CDATAL LA

15 WIAUR) B R VARTIR 14 75325, o v B 551 il o 52 44 o5 B 0 5 K iff e, L rp AR 1 T id
AR il FH— 8 5 1 ARAR I PTCDAT 2555 2 )5 , SRAF ML & , FF B -5 W R0 71 & 1 DA mT A
M7 AR I PLCDATHUAR L A 5 DL S 5 25 A R 7K

16— P 2 JTCDAT 25 7 B RGR B 71, Bk T A4 «

AR S H AR & AR PR ICHTICDAT 24 7742 i 5

A58 Pfr S 248 A A 5 o AR R 1 LA T ARSI 7 SR TR A H0CDAT 24 751 4 M

- Nl |

RO% =100~ ( (MF Ty-MF Ligggs) / (MF Tiggstn-MF Tiggge) ) X 100

17 BRI ZE R - 16 H AT — TR (1 53 Hodr (b) 1 BT 697 2505 & 2 DL Sl i i
PLCDATZG 5 1) KT 100ug /m1 I PR 7K 1 4k 35— B RF 22N 1.

18. WAL RN EL SR 1T BT IR (1) 75 1, o rh B e 2Lt B2 291 A B 292 .

19. WIAUR]EE R 178 18Pk i 771, Hod BTk 697 2557 & /2 21 10mg /kg 2 £25mg /m1

20 GNBCRI LR 1T B L8 P IR 1 7 v2% , Horh iR Va7 A WUGRI B /2 2917 . 5mg/kg 2 £720mg/
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Tt E FISEI R CD47 A7 T R RN IA Tr ARG ER A A

[0001] AR X 5|H

[0002]  AHIEEIR20164F4 H 15 H #2521 32 FH G & R H 15 562/323, 330812016411 H
20 H R AZ I £ FE I I L R B35 562/427 , 6 TR AL , BTk B335 DL 5| 1 7 B AR FE AN A
o

HREAR

[0003]  4xth 5k 22 Hi e e S S FRT o E20164F , 4t 1176 35 [H 5 #3d 1,600, 000 A K 4%
Wi W G Bk Sk B JRg (SiegelZ (2016) ,Cancer statistics,2016.CA:A Cancer
Journal for Clinicians,66:7-30) o X} SZAK MR 1) 24 5 4 2R AR vE B35 F AR VIR U IT
VA BV 2R T DA S o R ) N g T L SR BE AR (mAb) o B AR AEIX BTV (H S
A RS VEIRIE ) R 2 80U B A0 T 0m A/ BB 9T T R IE « B T Pl Je AE E BRI HL 1, B
UK ) S (1) /N3 1A Dy B — 2 3R AT AT PR DD A%, 1 L o e LGS 14 A ) Bk

[0004]  Xy& 47 PEmADI) R T 58 BT b M ot — B8 A () il () VR 9T o 4 BB B, IX e L AH
ORGSR, IF H WS 5% T B AR BOM BATTIEAT AR 1C LUK B S 0% RGEEAT
TEIR o SR, 1 XA VR SR A7 AE #E [ mADb , £ 58 K 2 H0H 2 I mAbtH 7T (2 75 22 15 3 AL 227
RIEATHEIRIT I A E P AEATEARIGIT W N AEVF 2 BE T, B TR R B AR (453
AN IR 240 B A 3 P e ) BCER T AR IR R K I B L R AR A mAb YR T B A Bt
PE I, BE L AT R R K .

[0005]  CD47T % 4 5 A5 i 200 P b 2k £ 2 R 1P 9 928 R 490 1k B %) A Wk 1) S B 4 - CDAT
ALA P L4559~ A L P ) 400 B e Al A 7 R E AT 7 R “NE 3R A5 5 TR R e AN
A /D) T B o MR A 3 2 28 9 4B B Bl R A PP A A AE T (PCD) RIS Ak 48 A% o
(PCR) ) = D] 1 / 55 5 D] SR8 AR AR, o e R i3 i v 1 Vi 22 20 RO IR PCDIK) 22 MLEE , 5 HL A4t
TS 5 CDATHY Rk AT AR L A B A

[0006]  CDA7HEK H VF 2 AR Jiffed 268 204 1) e 200 B FA) 2 1T P 38 39 0, e o e 24 23 0,
55 DA T R S et 8g < S S50 e e e R 2R LT e v s S e e L O SR A S
Je  JR R 2N R 3 i o e P I DR S8 A e g 7 1) i S e e P JUL DA R 2 Joa B4
FORE PR RN AR L /D SRR 2 i IR A SRR AR ESLIRE 1 I s R 22 R P e R L 7
B AR AR FEH , © s CDATRE W 040 18 i {545 B8 10 18 1otss >R [ % P I A8 2 {2k v g 7
SIS e e P i~ 20 P AR L ) A M T B SR AT ) N e A R S

[0007]  CDA77e 4 £ A 45 L Wt 200 J RS 5 240 o 1 A Wk 240 b 2R3 1 STRPaffy it 4« 4 STRPa
IS CDATZ5 GG AT , & 51K P BN R IR S 5 5 2 2K LAX AN 7 20, CDATid i i
PEFNHIE 5 i1k 22 A W 4 MK 78 4 PU AR 15 5 - O UE W B T H1CD4 TmAb {SE 15 58 16 1 16 i
2 P A T 4 P ) R R T B

[0008]  FE/]NER S AP RS AE P , CDATRH WrmAbIs it A8 75 5 8 128 Bxd >k B 25 P i 3% P g
ARSI AR e e 1 e 208 I ) A e I A A # N e f A Jee 2E (C FNE 4% < 41, CDATBH WrmAD
SR T ) 2 L B (e mAb A Z E P (rituximab) < B ZER BT (trastuzumab) A PE % £ E
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Pt (cetuximab) P[] LAASEAE — 8 e SR A0 v (1) V697 D ARG 52k
[0009] T+ % ik BH Wr CD4 7 5 STRPaAH BLAE F I HTAR I 77 532 Bl R o<, I HAEA
SRR A .

LZRAR

[0010]  $&Ht T FYG T AR BRI BCDATZG R 7 MR J5 12 « AR R B 5 it AR 28051 A
BT AR R4 G CDATHIZ) 7], BT CDATAEAE T 4l i I, 3 H ol 775 T4 i 4 i (RBO) E-
F T A% 2 B 5 HR L CDA T 245 71 F A7 AE T 40 i _E (R CDA7 5 A7 1E T W 40 i b [ STRPa
Z (Bl GE o 18 PRI TR A B 3 A7 AE T FiG T MR AR RS S AEAE T, Brid 77 v
A S0 A A 2 T W A [ B 26 AR X RBCREAAR K AN A5 7 2 AR FH o

[0011]  F @k T FHAFEHICDATHUAR I 45 & CDATI 25 73R I 32 i B e , e oR
TEPUAA 35 A v B AR AR DL R STRPa 2 ik, 51 40 75 STRPa 7 31 1) 24 22 Ik o 1 A ) 24
FEFE AP FHubF9 , A FEHuSF9-64 ; CC-9002 ; TTI-621 A1 4y . PU 4/ 2% 757 5% F1 /JSTRPa £ ik .
[0012] sl Ak , VA IT IR HICDAT 45 A 77 T T 204 4i iy (RBC) #5315 AR ML o f T2
2T 441 453 K () B AN 473 56 41 21 4 i, i LA B 51 % 718 (priming dose) FRICDAT 454 7 i
B EH AR AEAZ IR AT, 9845 51 KGR N 2L 40 i (%) 5-RBC) (1) 7= A= 35 hn, vk
PR 2T 21 i A X6 CDAT A5 1 e e B8 LA ok, DR A 5 22t FHPiCDAT 25 AR 354 2 &
AR Rt A 3@ W 5 451 AnRBCAIWBC FR) L4 0 ) CDAT f 3244 o 918 I B 7 3 T i R i e
FH kG PRAE B HLFIR (timing dose) B 7% A SR /RIE A 11 51 R FIESEHERBC_ L KT
2150 % S2AR & 4 W 5E 51 R R B AT N TR CDAT 45 & 7

[0013]  FEA K WIA— L85t 7 &b, 3R AEHU-5F9GA R 45 %% 51 & 75 &, Hvb T N HE XL
gl KA e 4 Img/ kg Ze A, N 22 /0 250 . bmg / kg B 2= ANHE IS 295mg /kg ; 2 /0250. 75mg/kg HL
B 21, 25mg/kg; /0 Z10.95mg/ kg BB AL Z11.05mg/kg; I+ H AT W% Img/kg /£
Ho

[0014]  CDAT45-&FIMIVILEFIE (initial dose) (BFHEAIE T 5] & #&) WAl EEZ
J& 5L 2 T UM AR RS — B B RN B AN L SRS WG =R 2 CDAT 45 A 5 AT
S G T IR S G FIIRBCH AZ Bk o 72 A4S R BH 1) FE L St 77 28 b, ¥4-CDAT 455 71 LW 46 7
i, UL RATIE UL JE S5 &, D8 — re i RN/ B 5 1n) BB 3 v BT IR s J N/ B 8 el I
AFALE 15 oy 30 5 (I RBC AT Tk 485 45 7110 0 Iy A R B2 ) mT e MR PR ARG

[0015]  FEAKRBH) — s 5 Bk, I 2 /D L2/ V2 /D 292 5/ B Z 3N L &
DY)3 5N B D LA LB D254 5N B D 295 /N /D 26 /0N BT AR I R A
WG IICDATEE & 7)o 12— LE St 7 R, 1A 292 . 5/NEF 2 296 /N 5 B an £ 3/Nif 22 2494
ZINESS ERY I SR E T AR 75 B o AE — S PR STt 7 S A v R 245 0 7 B2 290 . 05mg /m]
Z£)0.5mg/ml ; HIENZ10. Img/ml = £0. 25mg/m1

[0016] 7 —LLsLti 7 =, ¥ 51 KR 73 B IR R Z2 IR F &, AL 1R 212k 493
RLIAR LI LI10K 42 JE sk 333632

[0017] R At S 75 &, CDAT S & A WIa 7= (19l 51 & 550 i) 38 ik i ey , 9 n
PAVBIEE AR Bk T 2R, Hop Frik Rl & & 22 /D 296 /M iE B /b 2y 12/ L 2 /b2
24/NI VE D ZAI2K L FE D A3 KB it FH



CN 109152837 A ﬁ'ﬁ HH :I:; 3/25 71

[0018]  7E—tEsujid7 ZHh, 5l A& it G ARSI O R RS W A B ERETT
o R s R IE

(00191 FEjti FH 51 & I LA S SR VF A — Bt SR 0k i 2R 40 4 B = A= 35 =, Tt G
T BRI PLCDAT 24555 697 IR W] LA VR 22 AN (6] 77 2kt o 78— 28505t 7 S, 76t FH 51 &)
2 Ja s i PR IR B 22 IR G6 T A 0GR B, 45 0 DL g JE 4 24 i R it A o A — RS T B, Bt
CDAT 55 (Va7 A KGRI LA FEIZ A T v 9 PR kB 22 5 2t FH 76 Al S it T 2
A A EET .

[0020]  FEACKBHRY—Lesi 7 Z 697 (4ERE) 7)& 2 DLSEI K T-100ug/m] IR 7K P
YR — BCRFEEmT B 7E — e iR S 7 2 H, BLCDAT 2 F e UAARBF9 . £ — e st 77 S8+, #F
GRS 2 R 201 JH A — S0 7 S8R, R I 2 X 210K o A —SU S0t 7 S8, p 2L I
ZIRA2JH AR — B St R, BRI B 4 10mg / kg B Z)125mg/m1 Z112.5mg/ kg B &
22.5mg/kg#)15mg/kg £ %)20mg/kg£)17.5mg/ kg & #)20mg/ kg« #)10mg/ kg & £)20mg /kg . 4
FEA B TR T2 100ug/m1 (14 358 42 L3 7K P10 8 30 1 it 5 36 wb ot A mT 63 R 8K
BIOR EIOR VEILR VER12R RE13R VB2 JE BE3 A 3E AT , F HL AT $2 40 DL /N 2 it FH 1)
BERITE BlantE A—IR VB ARG H— IR

[0021]  FEHE—SLhti 7 2, TR R M va T 77 S A4 it 17 fmr 71 & (loading dose)
() ELFE AR T-5F9-GAR HLCDATHUAR , Horb ikt 47 i 771 & LA 10mg / kg 22 40mg / kg ) 751 & 4 J&
it F s 9 B AT LA 20mg /kg %2 30mg / kg ) 771 & 4 JA P9 it FH - 2695 LA 10mg /kg %2 40mg /kg ) 711]
& ; JF H AT LL20mg/kg %2 30mg/ kg () 71 & , A5 Jo] i~ Ji [ o) 26 i FH A4 45 771 B o 7F — LR iR S
Tt 77 G S e RE A S AR MR o 7E — LU PR STt U7 S R A IV RE , ) 40 3 IR , B FE AN
PR T St B i s

’3 15 RF

[0022] 4.5 I I A5 [ S ), A BHAR i DL 1 4 3 08 1 753 DA A FE 17 A o AR B R B8 HR
AEEE AN HIERI B o 75 R R A AR IS5, B P ) &% B R AR IR R 2 L
191122 1) o A, 85 FRARFAE PR RUST D B T A AL T AR 2 ™ R i ik o P 1 AR 0 6

[0023]  PRI1. £ I 400 A 4 o A4 AE AR 1 1 A B 6528 FIHUBFO-GATE F 77l & N A 2451 i
H I HIRBC_E A CDATHY 32 44 5 45 o 1mg/kg i 771 & /2 LASTRBCAS & sl ML AT

[0024]  [&]2.WBC CDAT7SZ A ok il 751 & ¥R B2 1 185 0« 1 i 22 FHUSF9-GATEFB /R Al & N 45 24
(1) &35 IWBC L [ CDAT I 324 1 35

[0025]  [E|3.WBC CD475Z 44k s il 771) 5k B 1 384 o B i 22 R A R HL AR 71 & R, WBC_L (1)
CDATHI =24 5 3 .

[0026]  PEJ4$2 it B RPTCDATHUMA TG R AL ) B A5 2 /K P HE

[0027]  [&I5 42 o H AR /K P I BTICDATHUAR I 254 8 T 1 1

[0028]  [&|642 o~ H AR K LA 10mg/ kg 7E N He g 8 3 45 24 Sk ik B I 1]

[0029] P& 72 s E it FHLCDAT IR 2 Ja Fi A ARAE ML I 2R 21 4 i 186 22 1) 22 ) T

[0030]  PE|8A-8B. Ifil#&EHE LA IE K 5| 2 7Rl = R v e () SR 2% Al B R A i AU f
WIAE M VE HUCDAT I AR FH 54 () LBk 2 A & L A ZEVA YT 1T LA L AE 55— 1mg/kg (5] R) 7&K
HubF9-G4 54/ Nk M FE 35 SRE AR AR A i Fr RO Fr o 6 /NI Sy (R 1 4 T W8 21 45

6



CN 109152837 A ﬁ'ﬁ HH :I:; 4/25 71

IR , BEAE S/INI AR A L T B35 A o B A 51 R A i R S [a] L/ ZE K 23
JINESF S8 I 58 B P AR A0 ™ B S PR A o 1+ 3 H R AE IR YT S 4/ NS E AN SR IA B R 3
(AR 2T AR I B 4o bl N= DA i i KBy I B 1 2 H -

[0031]  [&]9.HubF9-G4 ] LA PR A AT 7 & S B H ARPK/KF o B4 S onHubF9-G4 R LA I A& ]
FTFIE N FCDATH L ES (sink) 1AL HIEC RAEHLELSWMN L 5, Piikl- =S
PLIEK .

BRXERR

[0032] A BHI I VG IT I H1CDAT 25 Aa YT 32 iR # (1 712

[0033]  FEH IR A S B J7 VR FNLH G W0 1 B T A B AN IR T 0 1) R 58 7 VR B AL &
W, R BT 5 iR B A ) 24 SR T AR AN o AL S T A AR SC BT FH B AR TE AN T 3R 4 e S e
FHE B, I BAS S B BRI, DR A R W R 91 R K A5 52 PR T B ASUR 25K

[0034] >4 (EHE JE BN, B2 1 fERRAE BN SC 5 4 BRI E , 75 U0 B A ST AE TR AN TG
FEL (1) PR 5 T BR 2 18] ) 21T B B R 43 22— (1) 86 TR A B o IR SR 31 ] P %) A AT o 3 {1
(1) 47 4L -5 T8 IR 3R 0 ] AT P A A L At R ok 1 8 ) 9 1 D P % 2650 /0N 9 L 45 Tk 5 76 A % B
P o 3 AT /N L 1) PR R PR T 7 Y Rl P ST e B R BB, B AT — SR AN Y
I $55 AN B P A SB35 60,455 £ 250 /N T BBl 1A ) %58 BBl 000 75 AE A R B I S B T Rk S L A A
AT Y 8 A A 1) R BR o 224 IR Y R 0 68— A P AS SRR I, FE 3 S 8 i G 9% R R o R A — 2
B A 10 B AR AR TE A R B

[0035]  BRAR S350 S, 75 WA SCHT FHI Br A BOR AR 2 AR EHS B AT 5 i A W P i 44k
HH PR A B AR N I8 R ARR] 1 B S R 5 AR SO IR I TR 8 T v A RE AL B A5 A4
AEAR] 7 V2 A Rk AT FH 3 52 it A i B S AEL B P R — L8 AR A 7 VR A R o A
SCHE SR T RS DA 51 R O7 NN SCRL A JF A IR 5 51 ik th A SR 7
TR/ B R N T A AE T JE R, A A T AT RN AR 2 T A 25

[0036] 4K g A SHUHAL AN SAE Bl 5 A K B J5 SR 1110 5 R0 A ST 3 A0 35 B F) %A 0l 5 it
73 SR AT B AL BGER 3 AVRFAE , FRTFEAN I B8 A K B B G L BORs 44 5 T S AR AT HoAth o
TSI it 77 22 BV RFAE 53 T BUZHL B o ATART AU 1) 77 VR AT LA ASUAR P S5 04 5 B DA AE 38 48 F T
RE ) A A AR 2R 47

[0037]  AZiyE i, BRAE BN SOOI AN BRI E , 75 0 A AR SC LA R B BRI SRk Hh BT B
T A () (a/an) ™ FIZAS (Bl " AHE L HAS () F87-90 . R, 28 R0, 42 1 “—A
() 20 ™ 0. 45 2 A~ O BT 4, 9 B3R 29X A~ (R KT 048 42 B — A (F) s 2 A~
P IR B A AR SUEE AN 53 BT R0 S5 80 9 n 22 K, 1 an 2

[0038] A SCIF IR AR B T E AT TR A FF A B AEA B 4258 H A2 A b $ 4t
ARSI A AR N AR NS B TE AU B S 1 R BA T S T i R« B4k L AL
ATFH RIS T 0] B 75 AL A A SEBR A T H .

[0039] & X

[0040]  HLCDATZ4 5. AnA Al A, RAE “PiCDATZGH)” 48 41CDAT (B InfE bR i b)) 5
STRPa ({7 G 7E A Wk 4 i t) 1 25 & B AR B AR A 245500 o 0 - A B )R T8 7V, 45 5 CDATIH 2
752 B IVE o 38 H T CDAT A R 1l 4 S 450 45 STRPaiak 771 (45 ANPR T+ &1 21 A1 JJSTRP

7
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aZ i) FIHTCDATHUARBL BT Fr B o BRI T FEAAELE 2050 B AW, F T AR R B 5 ik (1 24
AP R 10% (FlanZE20% 2 030% 2 /040% . 2050 % . 22060 % L £/
70%  E/080% & /090%  E/100% E120% FE140%  FE/0160% /0180 % B &
1200%) o FE— e JT S, PLCDATA FIFE 4L & I AECDATIFAL - 4CDATIHR AL , AT K AR
SR (BRI EAET) R FE MannafliFrazier,Cancer Research,64,1026-
1036,20044F2 H1H) o BAth , £E—$e 8Lt 77 22, HUCDAT 24 754 B #2155 T Rk CDAT4H B i 4
HIBET S

[0041]  HUCDATHUMAR  7E—LE St 77 T rf , = BTCDAT 24 7712 45 7 1 45 A CDAT (BRI HLCDATHL
A4 DL R A — Pl 4B B (5] 40 52 SR e 40 ) EAICDAT 5 55— 20 (5 G 45 W 4 ) B A STRPa .
() () A ELAE FH R AR B PR o 76— 2852 7 2, 1& & I PLCDATHUATE LS & Ja A ECDATIRAL .
& A AR B A B ) 4 Sz 45 0,955 e [ B6H 12 . 5F9 . 8B6 AIC3 (5l LA 51 FHE) 77 =0 B 3 N
ASLHEBR LR AARWO 2011/143624H Firik) o 5o fECC-90024 FT- LA 51 I 77 B i 7 A
ATLHIW020131197149 o3& & B PLCDAT IR ALHE P id Fuda i) 58 42 N B 20 NI KBk ik
G L NI HUAR (B 4nhubF9-G4) BT E AT TIPTS5 P i JC I3 B T 78 N HR AT Ay
F o S5 eith, RIS TR IR TR S 3 3l G H & T e A AR Arb AT R - B
FRPUAREHE N IR TR BRI TR IR AL B s IR APk AR IRk Bk g TR DAk
5 AR

[0042]  STIRPai® 7. STRPai 7l fd & STRPaf & LA LA Bl # 555 Al 1145 A CDAT, B H AL TE 5
J7 0 5 5 R 25 Rk 2 1) (9 38 43 » BRI AR BE 45 60 VR I B o 0 T AR e B ) R B 7 i 240
SIRPaZ JIK 52 B GiE .

[0043]  3&E& HISTRPaiR 7 K 4R (1 STRPa 5 CDAT 2 7] B A . AF FB& A5 (48] dnn L bk < BEL 1
Z5) o STRPaiR 4438 & 22 /40 & STRPaf) d 1 45 M dek o 7E — L8 S 5 2, STRPaisl 2 il & 2
1005 5 = 2 IKIFEAERL & o £ — 2L SEhti )7 S, 55 — 2 kR Al mt & 2 B 00 RN g
B 4n LA ik 2 B 1R AS Bl A PR R ok o 7E — BB St T b, 55 2 KR B EREE B Fe
X [ — 350 53 B AR  Fe X @it FR AL “NZ 37 (5 5 A Bh T4 Wit , oA i = 5% AU STRPadat 77142
BT “HINZ R 15 5 I RH W 38 i o 78 At STt 77 S b, 56 — 2 IR R B B 2R T Fe AR A
& A 2 RE Bl dE gt RN N 2 RAL S MR /8 5 Te 7 I A 4 A B BAE . B
FRSIRPaZj A EFETTI-621, Z WL LA 51 FH 1 77 =0 B3 8 H N A SCI I IR 3K 56 b 1 A
NCT02663518.

[0044]  FF—LEsjti Ty b, FEMBLCDATE )2 “misE AL JSIRPAA AL , H AL FESTRPa i 4
Z K S AU - =1 255 A I STRPai R IR T [ s HH A PCT /US13/21937H , BT ik HR 17 41 k. DA
51 77 BRI AN AL =55 A I STRPaiR ) & R ARSTRPats [ I AR 44 o £F — LB STt 7 52
1R o A STRPaal 77l 2 ATV 14 1, o b 22 Ik = STRPa s 5 245 #4138, I HLAH G - B A2 Y
SIRPafFHI A 2 /b — AN LR AR AL, I H I Pk 2 B PR AR A6 A STRPa 22 Ik 255 CDATIV 5
A8 0, 4 e o Ao A S TR PR AR 2 D 1045 L B /D 204%  Z /05045 L & 010015 L 2 /D 50014%
[0045] &2 AT STRPaIAFIAL & STRPa ) A2 LA DA BT #5315 F0 73 48 v =% A1 73 45 6:-CDAT L 1@
AL TG T T A 5 IR A A 8 TR 43, BHOR BR 45 G0 1 1 B o v 55 A STRPaA )
W38 22 /DAL STRPa i B A 28 o A0 G L IR Bk 22 DL 38 hn 2y A1 771 d 1 45 M3k o 7 — e S it g

8
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e, AR B STRPaZAR A @A B2 (1, 1 i 5 28 — 2 BRIRIAE R & o 76— L85 7 b, 28 —
% K RE % A8 A A B 1 19 /N B T, 48 2 DA i B K AN T PR RO TS B o 78— LB S it
R 2R RIS ERE AP X I — 7> B R  Fe X $2 4t “nz 387 5 5 A Bh T
g, AT v 2% A0 3 STRP e 7R (A 0 “ Sz 37 45 5 1 BEL KT 389 568 o 7 o Ath St 77 e
B2 R KRB R TP ARG A 2 Ik, B an$e g /N8 2 AL g5 Ml A/ 8 5 1g
I3 TRV A BOM A F SR RS R ) N LR ARk e AL AEd 1 45 R 3arp , TR v o
A SISTRPaRFIL & N STRPafyd 1 45 #45 , T ik 45 /38 AR - d 1 45 /4308 1) B A 2 e %) LA
Z b — AN TR AR A X PR 2 A ST STRP s AT 3 0 5 BN 2 TR T 41, W WA F e )7
H1); B A2 7 N STRPag 1 FRd 15 M3 LA B 2 FE AR T R AR 1 ik 2 150 2 374 8K
FR B I8 2 S5 MIRAT B A B 25 o 5 o8 F1 IS TRPAR SR A Ay B fdk sl 22 38 4k, B 2%
P SRR U R A2
[0046]  Ri%E “VGJ7 (treatment/treating/treat)” fEACH T — MM FR I AT 24
2/ B 3 2R o R A 58 A BG40 TR 9 0 B R IR SR U w] DBy v PR, AN/ B
0 B 56 A R BRI AT/ BTV R T 9 0 S R R K 1 RT DR iR 9T PR RS YR
I77 IR 75 TR 2 N B LB R AT AT Y6 97, FLAEE - () TR 503 A/ BCRE AR AE 7T
Gy BPRRECIER , (2 RSN B T2 R AR s (b) FHE AL/ BRI S R ik
AT R s 5 (o) IR IREIR , B 5 B0505 A1/ BUE IR I VIR - 75 2R T I 2 il B B
T A2 P90 1) 2 AR (B A e 1 52 S B e 1 325 55) DL B A 7 TR 1 52
TR () ar 5o Jee i %) 5 Sk 3 0 52 0 SR ) m B M B N ) 52 K3 e PR R TR Y
T W B ) 2R ) .
[0047] YA SCHT A, “YERRANAD” & 7E R I _ERIACDATHI AR , Hoh fE ik sk 5 4 A8 CDAT
RH P 2 Y (451 G 3o it FHATLCDA 7 245 77)) 5 3507 Wk 186 0 o 5, LA 400 2 T L sh 0 4 i, 461
N4 .
[0048]  RIE “BEA2E” VAMMA” L ZARET T 27 R B ET A SO T B fd O B2
BT ZS W R IT BUT AT LA 2 RN TR E 8, T L3
Y1 Fe 380 FEN ALSIIAT A sh 4, N K IE SR 3550 UL K sh e sh#) i 5
SN TN SN, W) B R SRR VAR LS RS AR IR I LB RN
[0049]  “YRI7 A KGRI B VAT AR 2R LA SEELAT 7 e R 45 SR (RIS By T Tha0 & .
YEIT B RGN B AT LA — R B 2 VRt R it AR R B B Y, LCDAT 25 TR IR 97 A RGT)
AR A DAE I A X AR 20 B (81 G R 2T ) 7 7 0 28 R 2 R L o3 AR I L TR K
2% o SR IR AS (B W i) 3k F 1) 2 TR L, YR 97 B G B I HLCDAT 245 57 LA R T
A T AR 200 PR P 7 6 25 0 7 R (6 AR 40 B (1) CDAT 5 B W AT Y I STRPa ) 45 & B MK
[0050]  7E—2Esiifs 7 S, VAT A ORI & 3 ELCDAT 25 7] (B an$iCDATHLMAR) HIRF S iE
KT, BEAR R /K SP A Z1400g /m] 8% 58 K (1 a1 £950ug /m1 81 5 K L £1600g/m] 8 5 K L £)75ug/
ml B K Z91001g/ml BB K, £9125ug/ml (58 K B2 1500g/ml B K) o 7E— L5177 58
W, Y897 A RO B R BTCDAT 24555 (I anHiCDATHUAR) (1) RF 2L I TE 7K P 7E £140ug /m1 22 2300
ng/ml (B U1Z140ng/ml £ £1250ug/ml  £j40ug/ml £ £)2000g/ml . £J40ug/ml £ £)150ug/ml
2140ng/ml ££71000g/ml . Z150ug/ml £ £1300ug/ml . £1500ng/ml £ £)250ug/m. £]50ug/ml £
£7200ug/ml . 2J50ug/ml £ 2)150ug/ml - Z)75ug/ml £ £)300ug/ml . £)750ng/ml £ 2)250ug/m1
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2)75ug/ml £ 272000g/ml . Z)75ng/ml £ £)1500g/ml . £)100ng/ml £ 2)300ug/ml . £)100ng/ml
£ 27250ug/ml, B £)100ng/ml 22 £5200ung/m1) {JE A o £ — L5 5 e, AT 167 994k
JHEE Y6 T A RAGT B R ELCDAT 24 57 (] anBriCDATHUAAR) 147 2L I3 7K~ N 2)100ug /m1 B4,
B, B U r 48 M35 7K P A2 £1100ug/m1 2 £1500ug/m1 « £7100ng/m1 £ £1400ng/m1 . £)1001g/
ml & £)300ug/ml . £)100ug/ml 2= £)200ug/ml YL N o

[0051]  [A[ I, — RAFNIEIT A G0 5K 5e 08 S I AN4ERFHTCDAT 24 7 1 I35 7K ~F . BLCDAT 24
FIBIIE T A R & 0T Bk T By AR 2577 (HE 5 42 20 5mg / kg R B B B K (51l an 29 8mg / kg
B K 2)10mg/kg B B K\ £915mg/kg B K L £720mg /kg B BE K £925mg/kg B HH K L £
30mg/kg = B K . £)35mg/ kg B B K L B Z140mg/kg BB K) , BU/E £)10mg/kg % £)40mg/kg (4
WZ)10mg/kg 2 2135mg/ kg 8L 21 10mg / kg = £130mg /kg) - SN/ B4 FrRF 2 MG /K ~F B
5 1 77 2 5555 5 1) A ) ) B B e b, HL S5 B 7 & U L o BRI, 24 25 254 6 1
TS, B 75 7] B P A1 o 0T 45 245 SR I DA 2 T B AR T B BN B8 1 A A S it

[0052]  #F—LLsLhti 7 =, g1 R B E XN 2 LU S B EEME M 2 20 4H i 36 22 1 e id i
LML) (RIE) o fE— L8 SEhti 7 S, 51K R EW E OB J5 2557 2 %A 1) 32 1
()70 5 o HUCDAT 245 7)1 51 R 50 B AT Bk T P FHARE 5 2477, (HUIEE 3 72 290 . 522 25mg / kg o

[0053] R “Hl KGR BRANA S - “5l R FRIE” /2 18 HuCDAT 245 77 X 52 1 & 24T 5
R CAIE BTt Y6 T A AGR B BTCDAT 2 R B R B, LS Bl 697 B RO E AN 5 B E FERBC
2 (UL 40 B bb 25 B ARG B I 21 2 1 PR AIR) o« PCDAT 245 551 ) 4 7 3 24 1 51 & 77 = T A0 BT FH 2771
[P JoiE R Ak 22 52 48 38 e e MR IR 2 (91 an a8 L B 55) T 284K - BLCDAT 245 71 13&E & 11 51 &1
B2 FE 290 . 5mg/ kg & £15mg/ kg« 210 . 5mg/kg & Z)4mg / kg 20 . bmg/kg 2 £)3mg /kg £
Img/kg & 215mg/ kg Z)1mg/ kg &£ Z)4mg/ kg £ 1mg/ kg £ Z)3mg/ kg £ 1mg/ kg Z12mg/kg %]
3mg/kg.Zj4mg/ kg« #15mg/kg.

[0054]  “YERFFHIE” 2 5B B2 1097 A FOH & B 55 & 450k 0, 78 F L E 69T B RO &=
(R S5, BT [m) AN [F] 52303 it FH 22 PioAS [ 4R 358 77 1 o PR G , — S 4 355 57 5 1T DB T A 20
a2, M HARYE R B R IR T R & .

[0055]  ““Afi ff 77| &2 W FH T 7 % 46 B 4 455 771 B 1 S IR PTAR IR V5 97 7K 1 o AH LG T 4ERE 5
B, B A 1) B TR R B e B AR, (ELIE K 48 4 S I AR (AL 24 R0 R R v e AR i 3% o 45451
SR, AHEE T 4E R A1) &, S A7 7 B n]AH A BRI, (H A B d 2, il an e B VRERR — R VR =
RBEJAPRIR B SR 55 5, A ter A R Ay T 4ERE R 2 5=, 3T HAEAR R A T 51
SERE IR, it H VR — R VB R VB R NIR B

[0056]  ARiE “RrFiE4E A (specific binding/specifically binds)” f& & HIXE TV ER
VR B ) R ) AR A3 BG5S AR AR BRI R e 5 A FE — 2 1 (B AR T AR T
LRk, PrARSs R S5 A0 Z ke AT, BiSTRPaZ K45 &) o 7 — S st )y =, — Fh gy
TR ERF MG A A — 2 THISE R i@ Ky (8 55 3% 50 SR FAE , Koo 107 ME 5 /N (414
10 MB B /N <107 MER BE /N 107 M 5 /N L 10 MER B /)L 107 1Ml B8 /N 107 MBI BE /N L 1071 2MER
TN 10 PMEFE /N 10 MBFE /N 10 PMETE /N 510 MBI TE /N « “SERITST R 4 Ak
gh A SR A T HE I S Ky B R AR ISR .

[0057]  4nASC A RIS “Fe R4 G Rl 1”7 2 84 R e 45 A0 (BRI AN 2 1, 38 2
MR 73, Horb iR oy - R — 38 B 28— e PR 2 A B e AR AN T BOR R R 1t A
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B R T R A A ) PR S S R R R A S R R R R S
CDA7 A1/ STRPaf) 24711 (EP471CD47 245 , 5 LA 534177 2CBH WrCD47 5 STRPa [8] f AH B A
[R5

[0058]  ARiE“Z K"\ K" AN B E I AEA S A] B A TR AR E LR R R R A B
AR TEAIE T Hop — N a2 AR R TR R AH LR AP AE I E L R 1N A=)
MEEERE AW, UL L RIRFE N R R S AR R AR E R R AW

[0059]  RiE “HWE 4l (phagocytic cell)” Fl“FFMELNMY (phagocyte) ” fEA S H Al H
T 48R R AT B D 40 « A7 7E = A 5 B AP R Fr W 40 - 5 s 200 L B A% 41 (ZH 41
2 L FH A% A ) 5 22 A% 1 A0 A (W R P 240 ) AR T4 Y

[0060]  S&F B8 35 A ARAE “BE A R 55 T30 RN JHE At A= 0 SRR AR R i [ 4k A 20 o v G
o iR B2 2% 7R Bl HL RS 502 B I A i B AR BT e A B FE RS AR 2 e
O DMEART 752X 5 1 id sk PR R A 5 0% 5 B A 1 Lo A4 A ) et e 4 B B R ' 4R I DL A
R i o BT e SR ELFE R 5 SR AL 7 T B AL TR 22 K5 U s SR R il

[0061]  ARAB “AWEEN” I R FE S, I B G358 F RIS AL @il 5k
FASI L 2L 5 W0 0 20 P 40 P 7 VR B T A A AL R L B R IV I
ML SE o “HEPIRE A AL LS AR 4 A B L 6 HE 40 A , B0 PR SE L5 BTk 40 B A AR
B EH P I 240 P (F9) o 200 L 52 R G AR B 55 SRS AR W0V, 4610 G D FIT IR A4 R A5 1 B
ZRZATIR AN/ 82 BRI RE S (B a5 22 A% 7 R RN/ 5K 22 JOR T 200 B v e 7 4 sk L Ath 41 ff 2 B
W) ALK H R IS E AR AR A B T L AR A F AN

[0062]  ARIE “Piik” fE ) 2 = X EAE A, FF B B i a6 B e BE B (B KB s FE T
) L Z TR PR 28R T EPUAR (B a0 XU S B FIgiiR R B, RERE AR BT A9
TEVERD AT “PUAR” (Ab) A “Gei Bk 8z 17 (Tg) A2 A A8 [F) 45 AREAE I 2 1 o R A e 3l
X E LR IR 45 e e 1 5 (E G0 e Bk B B AR PUAR 5 Bk = B S RE S PR A TR RE 2y TR
o Ja PR 2 AT e R FR G AR K ST A R ER i BE R DA S Ik P e A

[0063]  GnA SCAT FHI “Puik A B M H i ik e e SON SE B LR I AL & Frid 58
YRR PR 256 A7 R BrT A2 X843, b BTl & 53 A3 Biridk S8 B TR I Fe [X ) 18 g =
ik 25 e 4k (RICH2 \ CH3FNCHA , AT R R AL T 22) o« sk B SE 49 4 Fab JFab’ \Fab’—SH.
F(ab’) o FIFv Fy Bt s U REHUA ; J& A B — AN (8] i 2 2 2 B e 25 7 H AH R 1) — R 5 14
(1) 22 IR IEAT AT PR B (FEAR SCH R “BBE Pk b B B 2 1K) B AR T (1) 2
HEFv (scFv) 70T (2) U E A — AN v] A8 45 M3 B B 22 IR a5 40 Bl ] A 25 R 3
—ANCDRIY Fr B, T TG AHOC B 40 s (3) AN & A — AN B T A8 [X ) SR 22 IR Bl O
AARIX (1) = ANCDRE Fr B, 1 o AH R 3043 5 A (4) B8k AR ANPRP I B — T g 45 R 3T
YR AR B LA R S 1 B 2 M Bk A AR s DA R PR B BOE R 2 e S B 2 I S5 - 7
BE— AR BRI PUE B, EEE 0TS H W T 58 BB AEF e X H (14T ] 18 € 45 14
W7 5] (1 an Tg Gl Fp Y FR ¥ CHL) , A1/ B AT &8 W T 52 BEPUIR R AT T BE X 7 51, F /B
AT A Rl A T R AR X T 41 BE S8 S5 3T A1 B T TR B BE X 1 BT S 4 A 3
75 1) SRR Y 5 o

[0064]  GnA K BA BT T, RAE “SRAL” AR TR LI s U 1) BLAM &5 & AT T i v e
15 o AN 1R T AT 5 ER A5 2EL A S T M R TR 20 T A R I O ) 2L R, LI LA R
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TE = YELE R LA S 8 HL TR AT

[0065]  J7¥k

[0066] =24 5 5 (RO) I Ml & FH CD4 7 45 & 754 anFuCDATHIAA (Ab) I8 I CDAT 5 #E 7K
I ECDATROZK -1 B #7811 12 CDAT 25 A 77 751 5  CDAT 52 ARV A0 55 A 24 3 2 FH 2 TR) 1)
K FR o Bl IS 1] [ 5244 o5 98 11 29 bE AT S A 00 T 77 AR Pl 75 24 BE 22 A AT 75 1 24540 2 B 2 g RF
IS A () 38 FHAE 2, X AN E 7T A T a2 2 R 4H 451 anCD45 B 14 (-) £ 1f 40 i (RBC) A1
CDA5RH M (+) [ I 40 A (WBC) B3 Ath 20 M A 4 (f51] a3 ok 20 2R Vs A 3845 1) i il B 2H 2R 40 i)
L ICDATROR M 72 B A P 1) JERO o X5 F-CDAT &5 A A1/ B BH 77 ¥25 , RO 5 th 7] FH 00 7 #E A
2 A 45 4NRBC - 3 1L 975 241 i B3 SIS A i 2 A ICDATRO.

[0067] iy Iy ) A I AN I SR A 5 5 Pl 7 245 18 22 /R AR IR (R CDAT 32 4% o 488 1) BRIEL
XA BIAE AT I B AR (A1) AT 0 I e Bl0a I AR AR N 25 24/ 6 T BATE] 23 AT 5 SR
[0068]  FEWI5E ) — N SLhiti 77 S b, dd s FH & Pk BE R 2 S G R R & biAf kR Hil/E R T H
B4 B IR CDAT 45 G bm thE il £ < e o DA T 07 ORI B 52 A4 o5 0 - 8 B PR 4 B 15 AN TR o BE A oK
PRICHUR— 0T & , 8255 TR RS F e b D e 4B , 35048 41 B 55 268 T o il 28 1 T R B
Sbrichik—iiR g, 3 Ll AT AR R W 4 A W R TR S A i

[0069]  RO% =100- ( (MF Iyt-MF Ligie) / (MF Tgegpstn-ME Ligig) ) X 100

[0070] 7 At SRt 77 22, 38k DA 77 AR IEAT M 5E - FHAAE 7R 2 P 0T B e, 1@
HAERNE PO Z BTN 2 J5 MFITIR B8 38 3RS 2H SURE & 451 G I R & o 8 28 SR o SV ATk
HOEZY v TR Nl 51 = W S E BB N a1 O == 07 N S T T R PG AN 141 A S
M g A A AT R

[0071] & R INSZINRBC FCDAT ) & /2180 % Mu FI K 51 & 7 & 2 UL S 2 AC B, 3F HI%
RAE SRS REE N PR MR AT, S RIS R A& LW EFHer 51 k7 &, Bl
0.5mg/kg % £)5mg/kg o FEA B () — LE STt 77 S, 524 o5 H5 I e F g ik CDAT 45 & )ik AT
DL E FEHERBC | 2/ 24950 % T AT, 28/ 2960 %6 ML AL 25/ 2970 % ML 2 /2180 9% 1 F1 L &
/D #190 % AN, ZE /D295 %6 YN L F 22199 % W AN Bl B KA RN 51 & R K K.

[0072]  FEAR B —Le STy R b, AT S2 AR o P8 I 8 LA SE 1 1 JuCDAT 25 15 n 45 &
CDATHIHLAA . STRPa 2 RS I 3E 4 5| K 7l & .

[0073] VRYT Tk

[0074]  $24t FF FG 7 A BRI BICDAT 270G 7 32 3R 3 10 77k o 5 U7 v B 3 7] 5248 3 it
FH 51U B, 4k 2 UL n) B 52 468 25 it T V97 8 007 2 i B CDAT 25 77 i 20 B8 o AE — LB s
it 5 =, FEFF IR IE S R 2 G, R D L3R (BN E D Zj4K B L5R B DLI6K .
FBATR EDLI8R VEDLIREE DLI0K) 2 J5 34T it G T 6 FG 5 5 x4
EF BR8] 40 fE DA A EH AN ARk RS 388 it 1) P A 2T A i = A

[0075]  jits FHYG JT A AR E I BTCDAT 25 77 mT LAVF 22 AN[E) 5 sASE B o 7 — S8 1 L T , 78 it FH
Gl RN 5 5 it PR IR B 2 6 TT A RGT R - 18 A 10 it B ¥R T ARG & ] 7 2 e Bk
A&, BT TR A H VR VB B2 IR — A H— IR R RS R L
BT A BGRE DL BEZ S T 0 PR IR R 22 ORI (R 8 770 &) it A, e (1) Bir g il
AR E, B (11) W16 45 5 Wia T 3R (B R e 2 06T R &)  IF HE
o PR IE A T R LI T R & AE A — A LA SE B IE 2 T s i B2 (R 38 7] &) (10 AR il
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PRSI, 697 A 0N B AT R T LA YE T 7R & (] Wnbmg /kg 77 &) HHUG , H HL#% J5 2557
0] BN E & (9 a3 hnomg /ke) B AT ARG &, B 21X 2VAYT IR (B W130mg/kg) » ML
AT 1k B AT Ak St B (B RS2y 97 & 451 an30mg kg A &) o 1E N 55— H LA BB A0 T
e VA (B 166 770 ) ) %) I PR sl P S 48], Y8 97 A 28 vT 4 St FH , DA 97 77 & (491 4 1 Omg /
kgHIFFIE) JHa6, I3F H & 5 2L B nT 3G ity 2 38 & (91 a3 hn10mg/ke) BL AT AL M &, H ik
FVAIT IR (1 a130mg/kg100mg/m155) , LA w422 1 Bl AT 4k Rt H (61 ankE 2236 77 7 = , %1
30mg/kg~ 100mg/ml & (I 5E) o £ — LS 77 2290, it VA I7 A B0 & ] & ek , IF
77 & AT Bl IS (8] 177 2038 (9 iz 2 I =)

[0076] )& AIAN 22 W ARFTCDAT 24 FFIAE 83 v (1) - S SR T AR A o A SR R N 50K 1 i
Pk 48 5 75 B0 BT X 1 A1 T 2 DA VR 0 Ao 75 A PR BER , 7R FHBUIAZR &
YIE , FEAE FISTRPaIR I, 7648 B A Y& PECDAT IRINE 25 | 571t o] - xF J) 2 A Jita 499 a5 A
W N5, BV T4 S MRt FZ o LR oA B E PN  BRK  © R T S BA AR A

[0077] 5 240t FH 51 & 771 - CDAT 45 & I A FEAEA R T 51 &K I B W6 R 2 vl e e e
SEZ T BN B R 2 — B AR 2 R A R, YRS WIAR IR 1 240 CDAT S, & 7] &
LA T iR 456 I RBCH) SZ Bk o 72 AR A BH I FE 28 S 77 S8, K5 CDAT 45 & 77 LA W) 46 57
&2, UL AR L S 8257 &, P2 Ad e vh A7 AE 15 JR 0 v B2 IR RBC AN B ik &5 & 7 I VR A A B 1)
AT BE P B AR 0 B RN/ B 1) B e

[0078]  FEAKRBHN—Lesij 5 B, IE 2 D212/ B /D 292 5/ V2 D23/ B
D)3 SN B D S4B 24 BN L B D 25 /NI | FE /D 26 /)N BCRE A TR IS A R
WIGE T BRI CDATEE G AE — LS 7 R, A 292 5/ 2R 296 /N 5 (51l an 29 3/Ni) 22 2454
ZINESS ERY I SR T AR 75 B o AE — S PR STt 7 S A v R 245 0 7 B2 290 . 05mg /ml
Z2)0.5mg/ml ; HIENZ10. Img/ml = £J0. 25mg/m1

[0079]  FEH AL 7T S, CDAT 45 G 55 ) 46 751 5 4] a5 | 771 8 Je 0 o 8 e , 451 4 LA
BIE IR RIEN ST Aok i, b B R & T & 2 /D 216 /N b 212/ 2 b 224
NI LB D22 2D A3 RIS . VF 22 BTIR R G AE ARG 2 O R 28 IR U
DUROSEE A H& At Fh 1% ZE 43 BRI WX % R4 — AN X % | LA IS & [ ANaC 14 2 Bie i1l (11532 5
BEIH BN, AMENaCL IR B A7 AE T8N 2k i AR, F B AR E e B @ A B A — it H 2
7 R AH B, 7K 28 T BT - 0 A T N I 51 b, I HAEH ZUK 53808 51 8 2 TR i@ 3 R
FE BB L . 73— X = H Y AL s, B 299 B T B M ORI FL 1T 03X
A BTN N A I SRS o e Ve A0 4 B P 2 s 326 o A R N BB A2 B NI AE
[ R .

[0080] 7 jiti FH 51 & LA S SO VF A — Bt AR A 0k i 2R 40 4 B = A= 15 =, Tt G
T BRI PLCDAT 24555 697 IR W] LA VR 22 AN (6] 77 2kt o 78— 28505t 7 S, 78t FH 51 &)
ZJE il IR B 2 R TT A RGN &, 1 I DA R I 25 25 I R o E — SS St 7 R, PLCDAT
R BIE YT A RO R LR FEZ A8 T v B P R BB 22 IR it L AR A S T SR A &
FEMER ARG KRR Z G, MEBEERRAR, R, A TR KRR E .

[oo81] {7 &

[0082]  tH AR AT 7 vk rh iR o 3 R R S B 4 51 R ANBCDAT 25 571 o 7F — £E S it
J7 e, R AL R AR R 2 R 51 R R 7R — S Sty S R, AT S B HE R R ECE 2 Al
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CDATZA 5 o £ — BBt 7 S A, SR LASE — IR (9140 51 51 ) S it o £E — BE St Uy 5
s 51T B P il B 22 AN R 7R (45 o o B 22 AR TR 51 ) 2 3R 4t o 4 LR S it
J7 5, PLCDATEGFR AR 512 (B e 7 A RGRIR) 3 it o £E — Be St U S v, $7ICDAT 245771
DL At 555 25 A 5] 770 2 (497 4 i B 22 b AN [ ¥ 0 A 2000 ) S 43 o A2k G I 1
5 SRR/ B CDAT 24 51 AT LLBAR B[ 4 12 38 (128 A o 4 R ) B ke (491 e 2 02
FIEAESE)

[0083] R A AL R o> 22 Ab , ARG vt — 2D A 4 (PERC LSSt 5 S ) F TSt =
FRTVA IR U ] A o 3K 8 i W 5 R] DA 2 R AR AR T E 0 &, i sl i — FH s
B AR TN & P I A Al AR TR I — R U 2 AEE S e R (B
R KR EEIRIA(E 20040 b, ARG E i A T, £ R AR A DU S AR I BRI E BT
XU 51— R B C A5 B RITHE LR 8 5, B anfid 4t L e dE (CD) SN
A7 B 20 45 55 o TX L Y 5 (0 ) A7 AR (18 25— 2 2 ml e DR R P - 3t R A 2 19X
ik

[0084] 3 o A2 AR R AR G T T3 7 L o S 4 P AR G AR ) SR 2R ) L 4 i fee
BLCDAT 23K 18 A AR AT I35 o I FH KT TCDAT 24557 3 STRPa (191 A £E A7 W 40 i _|) 55 #E AR 2
H_EAICDAT (9 dn A2 Je8 A0 B b 72 52 G A i 1 55) 22 1) (R AH LA S H e s X i ik #E A 4
R A PR A o o RS R A 1) G BT 1 32 it P VR T A RO R I CDAT 255
BAEAR TS 75— 259 BIandiE 2555 & .

[0085] AR SC i IO AR T “JERE™ A2 i Hh 5 8 AN S22 1 10 A B 26 ST EE 1) 2 Bk 2 g
i 7 EREAE (1) 4RI BEFR Oy “TE AR, BATIRRFAL TR 5T, 1 Qs S A S22 ) K AR T e RS T
73 PRI A ARG G T R AN/ B A i R R SRR AE o S RE R A VR 22 05 U AR LA
T LA AE AR A8 I — > B 2 A R 1) A A (1 nsd i i PR B 27 T BO) S i B R A
sk B 5 YRS (BInok B L Z0E R (40 , 0 E Fig 7 T AE (1) Ik 54, LA KA
DUFE 7 Jo S ) 8 PR R o SR 5 — A 22 Aot DA i 75 92 o 8 H A2k 8 SRR e 87 AN AF AL B AE

[0086] iR ST A FH B RS PR L FE Fa IR (191 Gt S o7 e R 1R 28 1R e e A M s R A
AT B BRI T e A0 4 2 SRR IR 3T AR TR AR A o RS PR AN PR T 52 52 1w 2H 2 B
211 SR SR AT AR B 3 L S5 2 2 SUR S SRR AIE V1R 28k IR IS PR B & o SRt , B HE O 1
JehE  THAJEDAE T THRIE  TT TR  TVERAE  TSURDAE  TTSUIE  TT T i T 1t T
R R PSR

[0087] AT &7 I Joa A AR e 200 P 40 5 AELANBIR —F I Y30 , 60, 8 1 095 vk B 980 R B 987 5 DA
e SARSEERE /60, 35451t fivd Firb o8 (R Jo 4 8 e 2065 B 200 g 2 TR A P 0 2 S 48 i
IR IR s JeR R M R PR S FR R R B R L R L I e AR ES 0 )
W3 R e < 25 Ve« B o FLR RS 7 5 PN B0 0 2 e S ORLOEE O SR | B e L Sk
e A B E I

[0088]  7F—SLjifi Jr S H , JihE AT MR E o 75— St 7 S v, ML Ve e A& ) s » 78 53—
ST S e 2 B R o 7E — St 7 S, e S2 R R

[0089]  7E—sifiti /7 SHh , (ML B 2 1 B 14 1 I 9ps (AML) 2 vk 28 40 P 1 1 I
(ALL) 1% 1 9k 2 40 B 1% 1 1M g (CLL) ARS8 1k s 1 3 I (ML) o 75— 3K 5 9, [ 1
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i AML o £ — St 7 9, B L 2 ALL o 75— St 7 R, E L A2 CLL o 75 55— St 5 %8
W, LS A2 CML o 7E — SISt 7 S8 R, S A1 2 3 I3 4 L, 48] dn{E AN B T AMLAH AR  ALL 2
CLLZH /i 5 CMLZH Y

[0090] S {s FHHTCDAT 24 71 3EAT (1) 6 7 A e 82 P 3 g L4 AN PR T 1 1M s ek i
F IR (AML) 5 2 Pk S BRAR Ao PE 1 1955 (ALL) 5 3652 5 de/INRE BE TR SR 9500 5 SIEAAR IR e i , 191
T LR B e e 25 e« O SR R ot B8 24 e - UL PR) 9 AR S 2550 8 K 240 P e 5 5 490
Wz W (i) Willingham®,Proc Natl Acad Sci U S A.201244 H24H ;109 (17) :6662-7:
“The CD47-signal regulatory protein alpha (SIRPa)interaction is a therapeutic
target for human solid tumors”; (ii) EdrisZ%,Proc Natl Acad Sci U S A.201244 H
24H ;109 (17) :6656-61: “Antibody therapy targeting the CD47protein is effective
in a model of aggressive metastatic leiomyosarcoma” ; f1(iii) 3 E & FHiF
20110014119 ; HAHEAR I NA L

[0091]  Z5W2HGW) - 1E A I PTCDAT 245551 F0 /B 5| KR AT LAIE T30 97 48 L 46 i 13647 A
BITHI 2P G AR A — L8 SRt 7 b, AR I 25 & W) LG — Ml 2 FhA
KRG YT VSR B L 2 2% E a2 1 2k R EIA A S o AE — S H At S 7 2R, 48 At
CDATZ5 8% 5 R BG5S 53— 1697 7 (B 40 F3 —Prsge ) 73— P 51) 2648 FH o 8
B A P i 28 FE R HICDAT 245 57 8L 5 & A1) S AF ik AE 3 b ] 432 52 1) ik L IR 771 Bl AR e
(Remington’s Pharmaceutical Sciences#516ii,0so0l,A. %% (1980)) V&5 LA T H7 8k
IR 2 2 0 7 — Pl 22 Fh A i BH I Fu.CDAT 24 71 1/ B 5| J F7) BEVE o7 14 1) 77 A AR fig
17 HLCDATZ) B 51 K TN G WK LLAF G R 1 B 2 )09E 0 7 UG 1) 25 24 At FH o 723X 1
TN 125 PSR 25 A4 B va 7 IO e 28 o 0E BTV 97 IR 2 Wl FL B 1 ) 2835 B I AR IO
3 1) Do ] 245 7510380 328 S5 A7 Tt FH 79 < Tt PR R R A 2 2 A 5 i R ) oA PR 2%

[0092]  $UCDAT 24578 5| K 4 H UL B id PR vE 97 71 A o — 245 25 BT 852 IR 71 1 2
WIAH & W Xt FH o e T SR e T T it P B XRIYE 7 B o AR B 75 il 7500 o, 2H 6 P
AIALFE 25 TR I T B A B R R, i T B A R R R 8 SO aE S TG A
TSN e FH I 25 P 2 & W BE A4 o 3 B R 70 A AS sz i 2H 6 1) AR 09 1 - BT IR
TR TR SEAG A 28 TR K S AR B IR 26 52 b 2h 7K CHRAR IR (Ringer’s solution) A3 HENE
AP S IRIATR (Hank™s solution) o JEAh, 25402 & 4l i 770t vl A0 15 LA gl A | A 771) B
TR T MR s SR AR e AR

[0093]  J& W , 45 Wl il 4 1 2 YA VA VIR B B VR I R e B3 7 5 AT o 0 T AR E
S 2 TV AR BR B T VR RN Wy e i [T A T X o A Tl ) ) LA B S ) R IR o A B ks 1
RN A W R 4 AT B el L 2R Wb DL s 3G o 1) 4l B AE FH, 4o B B it . Langer, Science
249:1527,1990LA M Hanes,Advanced Drug Delivery Reviews 28:97-119,1997. 4/ #H )
2555 AT DAAR A 1 SV BN 5507 2t FH 5 B T 20T DA V3 14 i 7 4 488 BBk o R T 1)
77 UL ) 245 W20 A 38 A I R RO KB ESE sk A &Y, H e a2 G X E &
m SAYVE BRI AT E R I fiE R GMP) #LE .

[0094]  HUCDATZGFIAN /R 5] J 7 0 5 14 T 8 i b 1 245 A% 5 A0 B 15 7 ) 5 S 56 3 )
KW 5E , 1 et I LDso Chf T HEAR 50 % B A B VE 75 BXLD10o G T-HEAAR R 100 %
BABIUHERIIE)  BMEAE 51697 1F 2 1R 2 L 22 16 9T 830 MO L 41 g 5% 77 Wl

]
]
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SE BN DRI 78 3RAS 0 Ecs v Tk — 2 Uik AT 76 N A S8 R IR V6 97 700 &5 BB R/ B 5 | )
VO AT e P s A RN B AT R A 0l IR M 4 T R EEPIR L I A e %

[0095] AU BH I O 78 43 il , 44 Sy A S0 43 57 30 5 RN B3 S 1717 2 SRR o mT AEAN B B AR R
B (R R B3 B T AT & AR A L AME 2

[0096] =S

(00971 $& HH LA STt 51 A AR [ra) A 8043817 8 16 AR N 53 B AH G Gn o] 4E 47 A0S R AR R B I 578
BN TT AR , 7 H A =B FR 11 B 25 BT A0 9 (R A A TH % B B J L, AN i P s DL 5K
B AT B A BN SR B CL 8% 1R IR IS T BT A (& IR FE55) I AERA M, (HL N 25
S IR ZE A 22 . PR AR R AME R, R REED, p TEREE P T8, RE
DASE IS FE vt 9 HUE 04 T 8idzin KA.

[0098] At B 5 rh 51 I B H AR AN L R R AR DL 51 8977 203 NS, Birad 51 A )
5 BE AR R 18 M AT Sl M 48 7 f A 0 S R el T R A& DL 51 B 7 NI N —FF .
[0099] A& BH & 90 T+ B A i BH 3 I G H2 HH B0 4% FH TSI it A B A e e A5 =0 R 5
S 77 S MU IR o AU AR N G T i, % T AR T, ATEAN I B8 A BH 1) T Y L (1)
THOLT S FE 7R R A8 S 7 22 3T AR 2B SR Ak o 28 R U, IH PR T~ 25 i - TU AR, 7T
TEFEADNA T F1 AT AR A T AN 52 8 5 80 o B4, IR DR T AR M D R S5 A 25 18, W A
L R R AT AR AT AN FE PR BRI s AR AR L BT A iR e oS = S LR
I8 e AR SR R Y L A

[0100] Sy fi1

[0101] 524 FHs 0 e A 2 B 2T &

[0102]  50-250ug/ml - [H] A HUSFO-GA ML 7 < 52 55 75 57 Fh RS AEL/ I B BE 2 F g AML AT SE A i
JEE )15 DL T BV TT THROH ISR - 10mg / kg A 4F Ji P IR 4ER5 75 B A2 E N R KRB Wy s LA
TETE BB VAT RS P B HubF9-GA ML MR E - 1 0mg / kg ) 45 J) 44 FF 57 2 7F KB 3 b s L7
AR AT MRV B A B HUSFO-GA LB IR IS o

[0103] @I LA R 5 ORI A2 AR 5 35 - (50 ¥R RR 40 M 5 AN [R) 34 2 1 AR AR e HuBF9-G4— g i
B, B LR A A 0 5 20 P, B0 20 P 5 2 T b oA 2 1 T RN B [ AR 488 -HubF9-G4
— R E , 3 Bisd AT AR A 4 A £ APC/FITCR E B AR AT 0T, H Bt
HAFEMIIMFT .

[0104] 5244 95

[0105]  RO% =100~ ( (MF Lmgst-MF Ligzgr) / (MF Tgaisto-MF Lgges) ) X 100

[0106]  FRAITE SEPEAN LA BA YRR K P 47 LL0.0. 1.0, 3. 1.3 10F130mg / kg 7E BA M AN Ak ]
BNt FHHUBF9-GA o YAk BT B S 7E I PRAE 52 « B4 7H #E 74 38 ATl PR PG 22 2 S 407 THI 1)
AZ A, o HubF9-GAR) Jiti FH 8 5 15 LA R TP 52 , I HORFE IR R ILSE & WH AR R et 'S T
B JIE 52 0 (49 1 R AL 25 2 000 VRIS B b v 3 BRI AR DG 2 I o I PR I 27 DA e R
HubF9-GA7E Bt A 314 85 B0 B O 38 1ML, 118 WX ST 41 i 16 22 FIERIEZ 20 g 3 = .
T B AR K P BRAE 3 2 J5 295 - TR, FF HIE & 5 71 5 AH G IE - 32 1M 1) 7™ 1 ml A%, [A]
Nt A 30mg / kg ) 5 sh 40 FE BAN ) N2 25 o BB R AR, TEFT A shh , 33 I B Ok kR , 78
292 8 Ja ik o] 2 LA AKF AEFT A G O T, # A I 23 5 K 408 E , T s AT
FE LA NI I o A W 55 281) 1 0L 248 i i ot /N ) oAt S 4« BT, 15 B 7R T35S RBC AR Ik 77 1 )
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CL TR — B, HubF9-G4 S 5 ] RS U4 PRl T~ Wk 21 40 B A P A0 4 8 23 L, (B E e T A DL R
Ui 52 o

[0107]  #F B0 & fiti FHHUBF9-GAR) 15 L T » 254X 3N /1% H s ik B AL 10 13 0mg / kg 751 & 7K
PRE 6% 50 R SLILAE 5 S AR R 9T H ) S RIORE SR R Ve R P ) L3R K o X AT RE VA PR T B
Ath Al 3 il 4H 2R 2 A O LR PR 2T 40 AN 0 20 B A B CDAT I K B R £ A TS T
F R ) CDATLE 22 A0 21 T 48 B 1 T35 3 B 7 T AR 723X AN 9 H B8R 21 R Hub F9-G4 AH 9%
LM A A 5 HubF9-G4 45 & FERBC | 3615 [RICDAT () 245 3 24/ P AH 5% . RBCI) i FL 451 2% th B J5
IR LT 41 B 156 22 A%, I LR 5 B (8] ) HERS , 9146 375 1L Fd 55 R 4 540 i 14047 8 AT 43 DA 9
B

[0108]  HR#fix Lo R I, FAT1HE T DL R R AENHP A 3E 47 B 55 & 0% A0 = i A - B4R
I B 9 SERBCHR 2 LA K = A= 5 T 35 /NI 41 A RBC , LAY 33 %o i 2 K = D it
N2 R 2 XA, I H AL R RIRG 25 2 : 1 A shW i A7 EPOTiAL EE (3.10.30.
100£1300mg/kg) , 3 H.1 R E AN AT FiALFE (1.3.10.30F1100mg/ke) o 7E B FiE i, T~ , NHP
YW 26 WU o5 247 R IR 5 38 0., AN B 25 HE e FH T Ak« SEBR b, B R BEATEPO T
B, 208 A Rk BILE N A i) b BE A, SR G 52 BT A R = f4E 10070
300mg/kg » A~ B AR LA B E 75 o CEWE T 45 T, 24N s 2 PR AE, I H P R AZH 21
T HE 22 AT HR s TG S

[0109]  #RIEXAFIEZE D F m 7T, AT E 1 HubFI-GAFENHPH () 253N /1% - SAFAE
H IE 5 2H 2R IA I CDAT 1 R B L B 45 A — 250, W1 AR (K1 B T HubF 9G4 M IMLIE PRk T B - 48
b2 R, e ) B BT HuBF9-G4 7= AR 4B 7R L B 5 A VB A 7 22 LIS K P BB B B2, DA
300mg/kg %k 245 (1) BN H A Smg/ml FIWEAE K, £ A I Img /m1 A FF S /K P 28 /02 ] ax e 4
P 2R 01 5] A 4k 2 UK 4 35 771 5 7 28 N RE % S B 551 PR A S Foh A A A 284 wh 11 538 ) T
RO S )45 8250 - 250mg /m1 LI 7K F

[0110]  ax gl B 5] S AV H 51 Kk -4EFE45 25 7 73047 3 —NHPIRER VR 72 LAV FE I
PREK 2] SREWE HEAT 3 A% . 51 I B B B AE TR0 A2 %) 5LRBC, FOK 25 A B TR F Ae %
SEIRE 2 I35 /K I BOR 4R FE 7 B FR AR B O AT I 9T, 7 28 1R i B 15k 3mg/
kgl 51 K5I (PD) , £ 1 8 J5 4k 2 LA 30mg/kg & A 4ERF 45 24 (D) , #¢4L6 A . VEAS B A s e
I PR AR 52 £ 4 8 4 A4 B RTIlG PR3 2 2 S 4007 T R A o RV E B RIS T 7R FR R ' W ER
O IR S IR R S I PR AL 2 2 B0 TR AR Ak o T 8 38N 5 253 72 L HubF9-GA ) Jiti A5 DA KL 47
i 52 o EP AIIE LT 5 51 K 775 38 5 B0 B B2 RN X 2R 4T A0 a3 22 an BT L, 4 5 R =15
PLR UFii 52 , 7EBEANR T IS R 4T 8 3 At — 20 TR BB 45 0, 40 8 A /KPR A
2R H G 230 7125 0 BT Fa s 1 0 R 30400 W1 B Coax FH L7 R B 1 28T T AR (AUCo-43)
F% B (I HuBF9-GA 2% 5 3 4o B2 4 Hp 45 2] I 1A (%) o 42 T 1) S B AE 98 7E V6 97 Yo BBl 9 B8 T8 e
YEIT 6 R I 4R 2L I IS HUSF9-GAZK V-, FE R AT B 2 J , P B AE K X e 25 LR B PD1/MD30
B PD3/MD30%5 24 S M& 8 CDATHL JR A2 & M0 AN o A 2, 3 b A R A 9T 9 3IF B AIG 51 & 771 = 1K)
HubF9-GA4- 5 BUIE & 77 M AIARAEPE I 2R 21 4 ffu 38 22 B 3, HATAS 25 W) o 4R m e s R & e
1 R A 52

(01111 J&@ItAf FHAF4884% & HubF9-GAK /R AN A 51 & Al & I HUBF9-G4¥R 97 2 KT A
BB MICDATEE S hrAE M 22, B Lrh B o o] L 1mg / kg BB ORI 51 R 77 2 fig e 76 i3 vk
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RO L gl p K F80% ICDAT 4 T AN, I HB 1k f5 85 E I L
[FIRBCHEESE - /R FHIE R T, i b 1/3 11 /1053 AR Img / kg i 55— 51 K GFIE , 4k 2 LA 3mg/kg
YERFFRE, L X Img/kg i) 55— 51 K FI&, 4k 2 PA10mg/kg4ERF 7 & .

[0112] |2 R1E] 3 B 7R ANIA] B3 I S Ak o 4 2 SR, B /s A 551 8 ey s e LA e N A %
(1) 3 I 2 ) 52 A4 B VR o 8% 200 BT AN [R] J 5 o SR R B BE itk 1/ 301/ 1043 A
K lmg/kgh) 26— FI KA, 4k 2 DL 3mg/ kg 4EHF 711 & , LA Sz Img/kg I 55 — 51 R FHI &, 4k 2 A
10mg/kg4E 715 .

[0113] 4 IR TENG R AT 7 ML A /N RS rh 72 Y P CDAT S S B A 5 L T, 100-
200ug/ml 25 7K1 =2 16 7 YO o X e 3 S 7K P 507 P UM DU G BE  AE —FE A R K
KN (NHP) I R AT A, 72 51 KRB 2 )5 , 76 10mg/ kg AE4H Hh SEIL100ug /m1 1) H AR 43 i
IR 23BN 75 MR AT U R 254K 80 T

[0114] 78 NSk Mg B35 H DL 10mg / kg &5 i i FH S5 & B 1B 50 1, 2448 FHFDA%E J: 77 £ I EA
& Y RN, S 100ng/ ke H FRAS ECAEL , AT 156 BH e PR AT NHPASE 2 (1) 5000 25 77 FEJE N R
KRB, 452572 0L 10mg /kg 5 JE IR (B5) , T AE N H, 45 24 2 48 & 10mg /kg (16) «

[0115]  5jii FHHTCDATHUA M LI WG T AR A AR R g 2 Th B FEN
B3 TR 7R R A it FHHUSFO-GA A TE] , 77 7 X 2 20 41 i %6 3 i, H = EAE56 — (Bl R) A= Z G
15 W, . HubF9-GA 4% 15 o it 1 -

[0116]  SEjsifs]2

(01171 DA SEA 2 s ) A5 L Ao B R A1

[0118]  ZT4HMRAEARARR I - 3RIACDAT AR , Z AL AL 40 2k S CDAT A g % T ik , FF H3R
PR AR AT 5 [ - 4R B 3R 1H0 Y CDAT 1) 2% 2 B FH W Bk [/ T Wi A 5 (1) 3R 15 3 BIOT 410 24
JRL AR TE B o a0 S Tt 49 L eb BT i 8, DD 2 BOR  HR R IR i FH 51 % 70 B K B CD4 T4 4
AL TERR E AL AR A S 175 5 I 2 21 40 i 3 22 SR AR £ F it FH B CDAT LA 51 [ W) 46 4
7B, Horb IR 2L L 20 A A e AR R IR CDAT  (H A B (R W 5 5 [ 4l 4 i .

[0119]  BRZEKA T M AIARLEE RN, 2 4b , 72Tt FHPTCDATHUR 2 J5 ST 2 W] A7 AE P I RS2 2K
o FEANSEFRAR SRAE N, 3X AT A PR T 58 57 78 Tit FH 38 5 A 1) B0 6 0 v Ak B ) U AR FIRBC , L 22
TEH MR Bl 7 2748 A0 M AT B~ 38 450 A o FE S K BE T PUAR T 45 & A RIRBC, H I S B0
i BT BRAE

[0120] Dy i Gt I dgk R AR ALK , DRl i AT -5~ 5 222 1K) 2 DA 7 A i o7 Ak 1) B 21098 B2 B IS &2
HARRBCANAZ BRI 7K -1 77 2t LA - FEWT 46 T 0, %5 10 Img/kg F10 .. 3mg/ kg i 77 &,
PL250m1 AR AR s FF H XS T 1mg/ kg7 = , LL500m 1 AR, i 28 1 /N f ik 87 e FH 51 % 771 =
Pt . a8 s , IXAN T SR A FEA & 77 ZE 0 LBk AE

(01211 AHLLZ R, 24 P4 37NN (1) iy 3 1) 2635 it PR [0 551 5 AR B () oA i), 7E B4R 7K
J7 THATAE 5 2 ot , B T B8 o 2K it AT R S8 Rl 51 K 2 5 WHa 9T M 4h 25 384T (H R
Wils, RURTE TSR 5 KRR, ISR AE 5 1) 2 A RBCFE AR

[0122]  SEjifs)3

[0123] I IRge 7 &=

[0124]  —Hr VR Y7 PEmALRE S 145 5-CDAT, If HEH W & 5B 4l i b i e s (E 5
W Ha (STRPa) AHEAE A o 3X T B0 i (2 W A5 52k Al A B e 40 i, P IR R 7 {5
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Sl ARG NS L 22 SRR S R 1 (calreticul in) MIFLABEFRWAZ S R 40 402 41, 1F
WM AN R IRE WSS, 3 EAZHCDATmAbEN . A 54X CD47FH WrmAbHUSF9-G4 .
BT Rk FF il AR IR , 35 H 2 POBFE B A 167 MR I IE K P 3E N R K 25304 (NHP) 22
2 it FH o FENHP (B B8 A TRr) Hh gk AT AE I PR 25 28 27 49 70 DA SCREAE I PREA 858 P 5 ik P T
FHHUSF9-G4 . 3£ -3k H 70 & I 3T (IGLP 8 8 25 B 4R L IR 503, BT ARG 1 Al 122
ARG B0 Img/kg .

[0125] ) 5GLPE; R~ A U Bk & 70 & B b A FCHuBF9-GAR 254X 51 112% (PK) R4 5h 77
5 (TK) o AIX LA 72 S0 B I PRI TK 4 715 75 5L 0 B R 22 IRGF) B 2 5 HubF9-G4 R I 7E6 . 35
22320/ ()Y R Y IO ASTRD 2 3 1 (01 /2) o o0 AR AR B B30 A% 1 ¥ PR AR, Qnotef - B0 5 e LAk oir
THUHA - B8 A 7 B N DL R B o B 45 24, P 3 HAABLF- 34 0, I ELIE BR AL BE A, AT R B @
ik AU CDA T 4 i B 38 SR BE R A3 R 97 ok X TR o £ A R 2 IR i AL A Ak
(ADA) , " 72 X T 4b T BAK T 10mg / kg I 7)1, P AT 5 HubF9-GA R BRI B AR JC I 48
1M, 75 B IR T A, 0T 4b T8 T 10mg / kg 5, 7EFEAN IR YT ey (8] B 1R , 2 2 15
PAAERF o

[0126]  FENHP (B A AMETIA) g AT A I RAH 78 LA SCHRELE I R 150 v 47 252 8 Ji 45 L I
[ K HUBF9-G4 FH T ik P4 it FH o 72 B B8 vp E AT GLPRE B 22 I A , JLrp R 2 WIRF 228 A, k2.
CAS JEVK SISt I FEGLP 8 JHI B BE 74t 78 , s 51/ ERE R B I 2, R R T F8 8, ek 1)
I 75 Fk P 20 97 Sh 1) g 1 R A £ B8 it FHHUBF9-G4 . 78 45 1K , HubF9-G4 LA 5| & 7 & (5mg/
kg) Jiti 1, BE JG E558.11.15.18.22.25.29.32.36.39.43 .46 .50 F153 K 4 J& 5 X it FH5 .10
5081 100mg/ kg i1 4E F5 71 &

[0127]  FEIXAMHFT (LA R S A i AR 1 B B 22 7)) P v 2 B0 32 R T A SR e 5 R 2
T 20 B BB, B 45 20 4T (RBC) -5 B AR 1L 21 25 P9 B AR AT I 200 i Eb 2 AR ARG o 7 35 1 K i
51K A EZ G, E BT A HubFI-GAVE Y7 Zh A7) Hh #5221 2 1 FRAIK , 7 BLAE SR8 K FH 26
— YRR T, N2 PRI o 5 0 35 - HubF9-G4 A 5% 72 I 1 7 B M N R A AE B 2.
[ AR, 9 HR B 2T 8 B IR AS LA BH o 551 = A0ORS 1t T7 =U Ok AR (H v ) B 4E 47 2H (100mg/
kg) HHEZE 11 R IMAL 8 /K F<10. 0g/dLI S0 00 IR = (90%) « B B2 , il X BT
), AL EE /KPR R R BA M R a3 Gl R 28 16-32 R A A FR) , I HRF I &
BRFFLE R AR T E S (M A <7.0g/dL) , 42 A (1N 7E5/50mg / kg, 3
H14M£5/100mg/kgZH ) B 155 AR A LAVEAL 33 i AP 52 DA Je— B 25 24, Zh T
NP AESE15F118K , 50mg/ kg 4 H¢ 7 & 2H A (1) sh ) 1) 41 85 /K P FR ARk 225 7g/dL, A
I, FE 5525 -36 K (4EFRFFIE6-9) HAF IR UH XA B 408 E AR 36 RIT IR IR R,
I, FE S SOR AR E N IX AN W25 25 GRIE10) o B R E YEFF25 245, (XA B I 241 8 F K
PRPELIKE B RIS R AR 2B 18K, 100mg / kg 4EHF 771 & 41 Hh 1) sh ) 1) if 2185 . /K~ T B
£6.9g/dL, R AE S 25 R4 B T A 2B s XA R g b T A EBOH E 2 L 45
XA B AL KR R B R R R I FF S 5 L R A 4

[0128] Atk , RN DR sh 4] e H 6 B HubF9-G4 77 AL 1) 33 I BURK , {H 761X L B )
RS BNIG IR BEVEAE S, FF B Ah, 35 02 5 8 1, L 20 8 (A /K P BE I (8] Pk 52 . B 40 4
i B P AR A1, 7E BT A HubF9-GAYE 7 2H Hh W 5% 381 ) 2L 21 240 i 185 i, b #8 7 S RBCE [ K AH
SR {2 4T B A= R B
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[0129]  SGHMfF 70 — 20, 4 i =B R AR T 4 gn R A (MCV) fl4s &5k E
(haptoglobin) FEAK LA B2 350 £1 20 a1 41 2 (3 ¥ 5 (MCHC) I 4T 41 B RN 4T 41 B 53 A7 58 1
(RDW) 3880 o (L 15 R 72 , 7EAT AT HUBF9-GA YR ¥ 2H A # A 00 %2 21130 25 ¢ 41 25 1, Bk 45
TNANAEAE ML P T o 1 000 5% 381k B0 400 P e /I 2 5 2 4 i o 0 A B A e e Joit b 2
P ABUR I, 3 BAS LAl 7 20K 28 - 40 T 524 A A 5 40 i 40 B i8R /i
Ik I RN 2T 40 B A B 38 I AH 9% , FF H A FELL 40 B /NS 8 CERFE AT 41 (VN ) i 0o 40
a5 2T A M 54 /37 ok — S50 E S R 21 20 M A B 1 40 B R AR AN K B It /AR DA B R 41 4
iR /INAS S5 R 22 G R 1 4 B A 1 ) -5 40 T i A B8 AR < 1 AR AL

[0130] PP 5 ¥ 7 AH SR I IR 2% 2 250 CELHE I 4 B T 25) 28 A0 AR S 7 5 ) R 2 1 R 4 34
HEM R E 8RR ER T RINEERREL R RS (RER
R, Hi HE REAZIR 2 AN AL/ 3R 5 5 0 i iR s AN 6] 25 Gt 41 i
JSCHRR A A T %) B A DL 2 L 2E R« Y2 2 DX R AT A0 P 3 22 5 9 T A S I 21 4 i B P AR
FH2E , I HE 7 21 40 B AR 1 05 o 45 409 5 FHHUBF9—GARE 5 f) 21 40 o A= 3 R 285 3 AH 54 F) 451
AN AL ALFE - IIM : EBE 2R FERR A, DL K 5 40 2 i A= e b3 A 56 AR 1) 5 A B 2021 40 B B i
RIS Y /MRS B R AR 58 FTIE A — 20, 7EGLP 8 B 9T H ML E2 B ¥ 97 AH DG I
W2E SR A (B 2T 3 3 AR s O 220 G 36 0 A A JE 20 288 T AN 25 & Bk B A BRI
[0131] Al PR 7 S BB ANAE 100mg / kg 4E 47 1) B 2H W2 31, I B B 22 B
Bk (2 HOEYE ) B ST WS A i LA S AR R R - 3R 1 B R BRI TR 25 24 A 45 ORI
BT V6T ARG RAL 22 S H0R A 8 43 B 58 A ml i

[0132]  JET-CDATTE & A0 21 1 40 B 1 1 375 B 5 T 1 2 0 R S 723X AN 9 R W8 3 1Y
HubF9-G4AH < 73 LA M A S HUSFI-G4 45 & fERBC_E 1A ICDAT I 24 BE 24 /E F AR % o AT
Vit FHHUSF9-G4-2x 3 i FH B %1 FH W 2 Ak RBC_E ¥ CDA7 B AR.CDAT ) 32 45 5% Sk A AL RBC I
TH 4 3 N3 o 2 AR RBC A 3k 7 453 4% Hh it s P9 2R3 20 40 e 38 22 (HL 3 % BT A5 1F 7 A i W 82 21
f, I HLBE A B (B RS 146 72 1M BE & & ALRBCAH %) 541 A 25 AR i 45 LA YRR , IRl itk , RBC
LA TR 23 A M) 4l AR B

[0133] &z, fEEE LA (B 1K) LLomg/ kgl 51 & 7 & 18 e 1 /0N I 5 Jhk 7Y 4 v >k Tt FH
HubF9-G4 , B J5 75 B 22 LA 100mg / kg 1 751) 5 3% 48527 &) 4 A VWA K it PR 40 o5 91 2 7 6 B R R AE I
PR A3 PAR UF i 52 o RS AEAEIRTT A OC T I, (H AR MR B I PREFVEAE B, B HE 7R T W22 2
F) B 3% IIL T SR A5 75 BB ) 3h 4 o 2 At o 723X N BIF 7 Hh W 2 38 (1) L Y 2 AR Ak S5 S i
W5t —30, 3T H A A 5 HubF9-G47E 38 1F HubF9-G4 5 #ERBC I ik [ CDAT 45 & 3K 1 £ 4L RBC
T 3% o 3 7 T ) 24 3 2 A P SR B I AT 5 A, BT VA T A O 14 I R 2 R I PR AL 2
SR AR R 4y B e A Al L DR 0, T SRR X MR B B AR EE A &
(HNSTD) ##0425/100mg/ kg 51 K / 4 F 77 =, B PPA% (14 B i 77 = - B 100mg / kg 4 477 711 =
P AL 1) T 22 4 SR (JE T-AUC) & 4i 4G R 1, I HAE 2 38 I PR 70 () 2 46 77 &
0. Img/kgf1766 % 8031 & I TaHE A

[0134] PN VR HTCDATHUAARHUSFI-GAXT 7 #E 2% B T4 BEAEHUSF9-G4 ¥R ¥ B[] v] 5 75
LA I P S 1 SRS B A 1 A ot i R 0 s NS S UG C ) s o 5 SR R SR HubF9-GAA T
PR AU 7128 , DT 458 156 AT s A Wl 5] M e Ak oAk DA S SRAE IR 2 B 7R 22, I A 4k 2tk
AT R LT 4N AL (PRBC) #iyE: « S8 T , FE 4 ML AYIE L T, HubF9-G4THEABO MM B I 52 « H e hi ek
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H MK (DAT) FILL M 40 (RBC) Ho e T 4 B (1) 45 2R o IR L, 76 J3 BHubF9-G4YR IT 2 1If » %
SRAS ML VRRE S HE4T ABO L 78 0 52  DAT FIRBC 6,28 26 54 73 MoK & B B o fF HUuSF9-G4 5k
JE N R KL AEAR IRBC— & & - HuSF9-GA AN S 4 ARBCYE I, B A 76 2 kM
MEAFAE T R W B 90 R R TASNHPIRE o A LB EE (HA) I8 5 . SR, 7E 10% e / = T
FIHUSFO-GAAFAE T , FEFT A 144 N BEAAR LRE & o # W 2 BIHA

[0135]  AN[H] T H A HAHH ¥ TgMk AR 2 51 e 1) K 22 Hst A2 AH ¢ F 4R S0 38 ¥ 1 M 22 1A% o
FHHu5F9-G4 (1gG4) 51 M EREE R AAE3TC R IMAREAC T  /RERBCEREE AT WL T2 19 &
CE s 5 RGP AE OB , A RSP I PR S 8D H, (H b Ak Pl DL B8 2 1 15 R 2 B4 2 R
T E I o

[0136]  iX & CDATRH Wr Hi A HUSFI-GA M) FFTRbRAS AEBEHLAL « LIA 1 SE A8 N A 24T (1) 71 &2
BT T i R T o 3X AN 245 P TRHDLT A2 VA DR - H 00k 400 P 7 s 40 40 PR P 33 0t 7 6
B A 3R AT ) AR B B 2 I AT S it PG 51 AR B B AR P AR 3 T I R AT 4
L, HAE AR M0 o S AR RE T R R A R P 52 o DRk, 3 AN 1 HAREE Hh ) S A T
AR IE 0 T A W v e S A 51 R R (AR 4r)  FE TR B A 51 R R ,6/6 6
FAEANAELER IR 4k 3E8g /LB B i 1) ML AT 2R (AR 2L 4 8, HE R £ 1/6 B oA
FL LA AMIDLT o — ELAEATS 73 Fh i 8 X AN B A 51 R R & B ok /2 28 1 I 28 LR it Y, 1)
J& 4k 2 AAEBHE 43 i A R Gk FR 25 25, F H an S b 22, IS A4k 2 LCH 4y (45 F R Uk 6 fir 25 24 5
SREE2-AR, 4k 2 VAR FAERRA 24) o BB — R R0 . Img/ kg W] 4677 & HH AHXT T 100mg /kg
B JEI PR IR 445 77 B A2 766455 28035 1 22 4% F PR ST HF , AT Il 24 4 77 = 2 O B 1t GLP 23 B 27 1
FCH FTHNSTD o 2 F 3% Be AfF 57, DA S B e &2 4 PR R R4 e (L rTREANIE A BATT T
HubF9-G4¥4 7E B %2 10mg/ kg LA S V1 B8 & (1) AU T 7RI PR 45 DAY 52 . PRtk , #6480, 1.0 3,
1.3 10F120mg/kg i1 & 1Z 5 iR i =X

[0137] X FAH Ay, X TS BE A B 28— 1838 R TR SR A ) 38 — 3 2 AT FE 2B 29K 5¢
JRDLTIEAY - B 34 B H I RE A 1 28 — B B ANRE S T IR e )T , EE R — B E O
DLTHFAG I A2 JG 2 i (AR UBIT VR R 14K) o 36 = B W 70 58 — B 3 2L T AR DL T VEA i
W2 G4 8 ONTFF a7 iR B 28 K) FFUG o X T BES 2 FICER 43, Xt F S BE b i 58— B3
WG EFHSERELLIN o — B R AE 529K 58 DL T YA o 2 FELHL 1) i 82 B 3 m e S i R T
GRITVEZ JE2 TP IRIE YT e Ah B S = B ERT R R Py R E A E64
BE R 2 B T B 28 K R B NS BB TR E6 L B, AT g ]
TSR = B O BT A G 28 RIHATIRTT » I ANTEARAN B AR 0 25 DU i3 556 /N f 2 ()
FLA BN S A o 77 87K 43 B B CTMCHR 52

[0138] I/ HA 3AN A A B R D R TEORR 254 5 - L 3E F TR R BT A 849« 1 i 2B
Tk i B 4e i R KR FEAT , F BT FEIE D T i 1) vk e b 2 T 2 i A2 A i i
4R (AR ) PR M 1 (OLT) PRSI H7) DL RS e i BF 2H 1) 4k 82k F Y7 vk it 4
JEI T BB B R VA o O T A A LR 1Y) FH DA 3E— 2D 4I4LMTDECRP2DS Ik 7 K H CTMCAE HY
H B EREIE.

[0139]  F PR il M 1% (OLT) B9 58 Lo DLTUN R & SONTEST VA B H 4 F N R A2 1 AT g L Bl
B 25 WA R AR FA: (AE) « 3B FE = S LI AR, A£G LA R B H B 5 41 s n SR 4 7 o
HS AV LT 2 1 7K anqe] , f - TMP AT 35000 B2 T AT 4 R0 A 3 20 B A2 o A v 4 i 55 3 2 BB v
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S 2 ™ B 1 B R R FH 20 A0 AR ORI ACADLT , 3 B S BUN LT 8%
BR o LN YA ADLT, 3 HNDLTRE XCHERR « 14 AR 8252 BT A AT I B i 97 1 3 1
3G LA S AEAS /NI P 5 AR S Q. IR 32 3% o 5 1 A $2 52 A L ik SR AT B e AL ¥R 7 1) BB
(R 3L X I L S FE48/INESS PN #2548 Sy <2 ¥y 32 MR Ik 5 v A 12 52 TR AU HEAT I B AR VR 97 1
FEH M SR TE LA K AT A8/INI P 5 A8 <2 1) SRR TS 5 TEHIF FE I R 2 F 1A Y % PR 3 0 55 5
TEAAFAE AL R N 1 3T [ 8L o 727 R W BRAE N — T HubF9-G4 77 & 2 1 CL i A~ 5
F) B AR R HR 2R B 1 2 1) 3SR ) 452 / AR 45 6 LM IR 21 28 35 m , LA R Je) 2/ A 45 A IR A0 ZR 38 A
TEIS (8] Ak ok B FFSRIEAIAST ALTHN /Sl 1 i R T O ok 1k e R i P10 P DA A S SRR 4
BRI H ) B2 B = S R I [a) 42 /AR 4 B IR AL R AN BB/ 45 A IR AL R ™ s
53 R AENPK A8 FICTCAE 4. 03N, RUAE ¥ E F T I IHAT R SR BB/ 45 A IR R 22
ok ARSI, I HL A2/ R4 A B4 & T v A A 58 A 2 DLT, A4 2 JH 41 2R 38 ks A 2
DLT,

[0140] & KTt 52 741 & (MTD) [ 78 S o K 1645 FH T Bl 43 FNCHT 43 1R 28 1 38 1R ) e AL 5
RFNEAE AT o I B KR, fE TR S KGRI N fERTA VR Y7 W], 6/6 38 AN 21
W S E I ERE R T E & T 8g/dLI M & [ (0-24 3T 1) , F HE £ 1/6 838 AR
1 BLAMIDLT o BB 43 FICHE 43 FIMTDSE SN A £1/6 835 4 52 DLT AT &b (1) i KA =K, 3 A
KT #3220 — IRGERF I B I HUSF9-GAR) AR FE 5 rh A 2 KBl o 2 44 FR 3 2 DLT AT AL Y
FIEE KT o BER 73 FNCHR 23 W I AR B2 52 B /b — IR e Rl (R T B 43) B0 ZR 2 — IR 47 g 71
O T-CEB4y) 1 5838 kAR AR A L 6 70 T B 4+ (B 40) B 47 faf (CHB43) TR 1)
MTDEEAL o o 4 AT BELEB S4B CHE 23 T A AN SZIRMTD , 76 BT ik T4 T, 0 5 3 i FH i 52 77
o N T IR JE 4 7 2 20mg /kg -

[0141]  HRZ Al iPfbith . B35 T IMP HuSFO-GAM BT A B #0s T vRA% 22 4 1k, 3% B0 7 &
BT E v E TR AR . (1) 5485 5L R4 52 DLT, 57 (2) T4 S5 HubF9-G4 M AR AH 3¢
) JER AL i I T A B, 8K (3) L 75 LR 52 AT 4 897 v 2 A A FE A5 Bk i A S5 HubF9-GAAH
KIGAER) B @ o — BE N E A B R B AR,

[0142] 259t FH - HuSF9-GANe 7 i Jik P it FH o XA 3 « i Jik P B A2 Hu S F 9G4 1) Fe 482
B35 F0. 1% Img/ ke (I 7K 2607381 (102081 , I BT KT Img/ ke i 771 B4 2 2/ i
(10535 .

[0143] X TBH# 4 FHCHS 73 = 5| K A B A& B 4 FHCHR 7 A 1 52 il 42 52, I HLAE 52 AR
53 IS B 78 DN Tmg / kg R 55— 71 8 o % B 43 FNCER 7 Hh (1) 322, e 51 &R E R 1mg /g
(4 S TR)K A 37N o PE SRR T R R 2 5 » B it FH A4 A1) B o 0 T K T 1mg/ kg R 5112,
T 2R TR R T R SR T [ 2 2/ NI o LA 2 R B R A ) 7 i S AR B 2 W T Sl
SR TERTRIE DL R , TEVK S 48 & 4EFF IR 2 71, 5 128 3/N il F 1mg /kg I 51 R & o X T
2252 S HTHUSF9-GA it FH 1A v S . () KB 3, AT 0 38 7R = B0 s 42 711) o 2 i it P T Ok FH 24
28 S T BR R 24 7 S AT AL S AE M HubF9-G4 2 Rif 3043 B it FH500mg 1 IR £ Wk Ji
(acetaminophen) . 8mg it ik N b ZE K4 (dexamethasone) F125mg & ik N 7 ¥ 47 BH
(diphenhydramine) [ & o FERIVE R MG DL T , FH T 5 23697 I AT SR FH 24577 SRR 3
[0144] %5 5| K=
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[0145] W 5E HX AN 7 1 ek B b fE T e R A R i e BE M A 6 & B fERT4 /4
N FEOATHEZ KPR I CN T340 1 51 R A DR, B At 51 R & /KT 2 o R A K
L TERTIR B K AR KSR, BT A 6 4 B3 TEA AR S I AR 4 RF8g /d LBk B8 iy (1 L 41 2
FRELATAR, JF BAE R 2 1/6 B P2 A SR 3T LA AMPFIDLT B DAl a0 R e 2R 2 A 20 P 1) i
F CLE K N e T 2k FH 0. 1.0, 3413, 108120mg /kg » X T% T 3mg/ kg FI 77K F , A%
a3 B IE A T B AR 2 MG OIS 15T, B T 3mg/kg A & BA_E 7 B 7KSF A
04 H ) 7 B 3D T e A AR A 3 N 3T B AP T R Wt X T N R v, BN A
WS 44 BB B B AERT4E N ML H) 5 HubF9-G4 AH 56 1) 2% B 8 1y 25 SR AE o IX Fh S 11 5
B Y R34 B IR 0 T AF 2 AT AT B3, 7 HT 4 8 R A 3 LA Ar] A AR
B S IR B EA P PRSI R SEY R —BRAER A N THRA
ML CAAMPIAE, 573 44 B vh 4 1 4 B DLT (S5 HubF9-GAFH 6 1 3 2% 55 58 i 25 4R AF) 1Y) B304 5
HEEHY AR 6L BH 24 L ADLTI EE Fam i KN 52 51 &= O g, m) I8N 4 A
BT S A RV, I HIn R e S A3 R E DB, AN — BRI SR
FRO6 L L AT PSR BE AR TR E IR NS AR AR AT Bt
BRSO C B AT M (il i X SR IR FRECTST v 1. TES Xo bk B 988 () TWGHE T By
fff ) B AR I FT IR H S BR B4 RICHS 3 [ 75 28 LRI 51 R T &, 4k 2 LA BE iy 4ERE A1/
B BT T B 2 A TR AN RO AR BB N B E 0 T i - VB R AR o IR T4 8
(AT ART 32 B3 A fish R B4R 452 1B DA R 78 — BRI A - e A , st s e v 00E A
KT 3mg/ kg FIE K- - 3mg/ kg BT 155 (1) 75 & 7K P-4 AR AES I3 B v HEAT o 75 S8 AT 53
VA BARYETT B 1E4 .0, 51 KB %55 N 1mg/kg o b Ak, FEAF 5 Fl Img / kg ¥¢ £ 4% Ji
TRIT I E Img/ ke VB N SRR 2 4210 o

[0146] Sy BHB 7 FICHE 23 BATE] B 51 & TR 9 78 22 A P PPA - BES 4> FICHE 23 1) R 3 7
B 1 R LR 52 A 3 1 1) Lmg / kg () B I 51 R &, B I 5 BB 8 R TFUR 3 Jo] 4 4 7 ==
WIRTE BB B2 5l R AR 2 )G, (BT BB 3 B 52 4 FF 57/ 2 10 K AEAEBSAE , T84 31X A~ AEEL
SAERE A T 51 &I, 3 HAL B 51 & BRI 78 2 VR A T 51 & 57 & 1) SAEFI
ABF 4k 4 FH CTMC LA 5 H 43 T B SR o0 B4 TR AT 44 TF 1K) 2 8 7 N DT (R4 CTMC =
) .

[0147] B4y« S AR B IR 51 R R 2 )5 B YR8 Z5HIMTD  BEB 4 H (W) BT A 78 3 0  7E
1SS R B2 1 A 23 1 () B AL 51 R 7R =, B s 7 56 8 R T U B FA 4 o 711 o= o it FH 1) B
JEI Y3 7 AR YEH5 2 BB 2 7 B B SR 5 o T BRI B H A SR AR R B B4 #20.3.1.3.10
F20mg /kg . BF A 4 Fe ) EAF AR AR 2 — A T & 51 R A& B EKCE R A E R G A
5 Img/ kg 7B A4 i 8 B AR 51 A&, H HLAE Img/ kg N HAT & I 4ERF 25 2w i e
FE A IR, 7EBEB 43 o Fi e 1 B8 — 4R RE I R K PR 2 Smg / kg K P B IR KR,
HYERFFIEKT0. 3F Img/ kg b 4 74 W o BIR 43 A R 77 380 T v 4 1 s 14 3 0 3 77 B8 A0
THE T BE > FIMTDSZ: 2 £ 1/6 8 4 ZDLT AL K B K& KF, 3F HAR Tz &0 —
R AEFE TR T HUSFO-GA R AR Lk i 2 vh 2 BB 2 44 B3 & 52 DLT AT Ak 1 7RI /K S o BB 43
) A B 52 B8 /b — IR RE SR B T HUBF9-GA ) K 38 R AR I ARG AN B0 56 75 FH T 1 B4 RF 571
SEHIDLTIPAl A o gt — 2B 4HAMTD, n] SR A TARFRMID S~ — 48 i 75 & /K P 2 (Al 751 2 K
o 2RISR, WSR2 BT 2 AN 32 AE 3mg / kg B /K T 452 H IR T 4ERF I E ADLT, S
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2] AT Img / kg 5 3mg /kg 2 [A] 1) 77 & 7K 1 Bl 2mg / kg A 3E — 22 AHAUMTD , AT 4N SR 22 22
1/65 i f£2mg/ kg~ 452 fE£2mg/kg N DT, JF -4 A4 15 5 ZMTDHf 7€ {5 M Lmg /kg 35 hin 22
2mg/kg o FALLHE , W R AR FRMTD 73 53l 2 3mg / kg8 10mg /kg , A4 Al ¥ 06 . 5Smg/kg A1 5mg / kgl
FIE K A T BEAEBHB 20 HoWE A SEILAE R TS IMTD, FERT IR TS LT 5 K- 5 f Kt FHITN 52
FIE S RN B KA A ) K /2 20mg / kg o BRAS 70 1H 248 5 751522 1O DL T VAT B JR°Hes A ite FH 27 — 2
FEE A (] (BE2 A 558 K) JF4h B2 58 8 = 4EFF IR 2 a1 G4 529K BEB 44
S0 B F AR TR B B KN 4R L R 9T B 2N T 52 1 B I O e S AT PR
(i sk &t X SR B FIRECTST v 1. 1B X bk B 988 (1 TWGHE JUI BT i o) B -8 I8 BB 38 T AL
B H o BRBIER A FICHE 20 IR 7E 28 LRI 51 R A&, 4k 2 DA SR iy 4 38 A1/ B8 470 g 7 2 2 4, 7RI A
BT TR R B A B Z 4B T - 55 T-RP2DSIPK H A5 /& FERP2DS K 7£5/6 £ 2 vh sz 1)
AL FFHUSFI-GATAARAE I Hh =y T 1005 v / 2 FH I A S 7K 1 o 24 2 i g T4 S i FH 1)
MTDE 5 K Jiti N 52 75 & (FE A AEEMTD ) sl A1) 5% G T-PK) SIS, A XA F 4712
1E DL E A A I 22 BB 40 v, Horb g R 25 245 4k 2 LLQL4 AN/ BRQ2 1R 45 24 o BT N AE K I
PR AN AE VEGH ) 7] FH 22 21 PR 245 3005 008 2 05 TR Bl 25 1ok i, IX W AEPK S 4 4 /s B
PR SIS BRI AL K HubF9-G4 - 38 WA K 5 3l o W 2R 20mg / kg £ UL K 4F i 52, A8 4 7
Q14EKQ21 K ] B 2H 18] (1 25 24 ]l i 7 S48 1E K38 N 22 30mg / kg

[0148]  C¥#fi73 : 2R 2 W PK S HUARAEBHR 43 vhd i 45 J 45 245 I A S, TS 4 45 58 FE T 46 5
RN Z G UL R A AF FE Y37 25 25 2 TRk R PR IR B A 45 25 IMTD  dn SRR AEBHR 73 Hh S A2 88
F 5% THubF9-G4 , JIB- A W] JRBNCHE 43 o JE 08 5 ik 78 MONALZE 2857 RAEHESF 23 7 & T 7E5/6 28
F P sSEE T 10050 / Z T I R R PURK TV . CE A TR R BT B B B O AR 28 LA 28 LR #5252
TEAES 73 H i e 1 e O 51 R R B, B S AR A i o CRl8 20551 A 2 42 52 s Rl A AR A A 711 2 U
IR T+ 5 % 711 B2 PR SAE ANAE K 4k 252 FH CTMC A 5 JIH 44 T BAR 98 75 22 4n 5 B4 B A 4 1Y
W7 VIR R IECTMCEFE) o T-CHB 73 4 th i JS 46 71 A4 203,13, 10M120mg/
kg o B JE PR VR A7 7 77 B B AR A S — AN T BES2MTDER B K it FH i 52 71) 8 P 7K P A 371 |k
SERIFER R, G R 20mg kg A BES 2 IMTD , S 4 CH 4 v A 5 FE R Ik A g 7 B
10mg/Kkg o 55 JE P R S A 751 B (FE 25 5 JETIRT R 40 285 1 RN B8 AR it FH) F4 76 2752 . 304 i 3 ) 7 FH
XK gk 2 CATE 2858 i i R R 4E R & AECHE 0 B9 B R R Y L 7 5E B BA % 23 AT HuBF9-
GAIMIE W E 2 )5 » LA AE3 JE fu g (B8 2-4J8) 45 oI A 7045 F R 1 it FH 39 1) S 30 A 08 2 2 1)
UL, AT 7 R AT A5 1 DL AL FE Gk 8 PR IR A7 A 4 245 4 ek 24 16 2 T I SRR A 4 . C
4 A T G Aer BRI T 20mg / kg B TR KPR 75 B RABIE R TBH 43, 4
SEMTDEY £ Kt T 52 77 & (FEAAEAEMTD ) B A A= P22 A B, n] R 8 A 2H s i 22.C
oy, o B JE IR A AT 25 24, F T R AERR 4R 2, 4k 2 DU T2 e PR 24 20 2 s
[FIQLABLQ21 R4 2 o 25K , B DN 1 B A4 7EPK S B F /s AR A T R B A R LA 22
HubF9-G4}2 3 AL KIS iy b FRT IS [A] s TR 46 » a0 SR 20mg / kg 73 BA R #7152, B4 FH Q14K B
Q21 K FEZH ) 77 B A 3@ 7 S48 IE SR B 0 22 30mg / kg » %t A 778K T, CREo v 1 7 i
Tt R AR R A AR HE3 N3 T o X T-CH 3 B e 52 28 /b — IR SR A R B 1) IR A8 28 5, A LA 3RS
MTDIIDLTPFfiti 44 & F o CEB 73 HH ) AR 4252 28 2 — IR 7y 1) B (R HubF 9-G4 1) S 38 K AE [ DLTHs
AW ELFETE FH T4 8 S IR AOMTD R DLTPRAl o 2R TE 85 2 52 DLT, AR R I T
AT AT B N — B E A EAKCE R/ 3B EH ZZDLT, A M FE I E KRS 726
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B R 2/680E 2 BEHE L ZDLT, B LKA BVEN AN A EAKF T — 245, I H
MTDH W I « CEB 2 HIMTD 2 ZE £ 1/6 B & 32 DLT FT A i fe K55I /K, 3 BAR T-2/6 5%
W 2 BH 2 ZDLT AT AR [ 7 87K S o O 43 B4 47 it 771) B B DL T VP4 B S8 ATt FH 28 — 4747 771
ISR GE2 A E8K) TFHUAE 2 554 A 529K . CHl o h 4B Z2 1) B I 70 48 2 A /K T 4k
SRYRYT BB AT EZ I FEVE BRI AT e (ad i SEAR IR IRECTST v 1.1
I A 0 U B 8 1 TWGHE T B i ) B MR R 3 AT LR M

[0149] BB N A IZ 5 T - BRBER 2> FCHR 4> B TE 25 1R 1 51 & )&, 4k 2 DL i 4 47
F/ B A 7R B2 A, FEIX AN AU A A B N A E IR TR

[0150]  FRFTLH

[0151] & 254 Rk 23 (APT) A2HuSF9-G4 , RN —Fh T gGAw [m) A Y N A4 B 5 B i A, 71 B
B BE X &7 Ser—Pro (S—P) BUAC LABF IR Fab i 228 #e . & 40 & — i FE 7 42 1 B e DY SR A
FH A AT 5 4444 R LR 1 By BE AT AN AE TR 75 2194 S 24 IR 1Y) w42 i 2H i - HubF9-GAHE
[A]CDA7 . HubF9—GAZH) 7= it LA 755 ] FH T Jhk P i v () 4 75 B B 42k  Hub F 9G4 A BRI {f
10mL/ME X FE 4L, frid /NS A T 10mML BREA 5% (w/v) LLALKEREZ .0.01% (w/v) 1134
P G 201 175 (pH 5.0) H 1 200mg Hifs .

[0152]  HubF9-G4Z5¥%¥) i . #ELonza Group,Ltd (Slough, UK) #ili& , 7 H 2547 5 2 i
Patheon UK Limited (Swindon,UK) #illif . 75 %& ki A SCAF R 4 HR R IMP R 2590 77 il ks X A
RIG 1 k FHH i HH AR K 2% (Stanford University) i 5Fisher BioServicesHIf#AE 4y
KA R SRR AL

[0153]  jii FHHuSF9-G5 (1) 40T

[0154]  FUETHH Ad B B 38 70 FA ZE 0 19 S b A B2 (fdf FH 78 i ae v 53056 1 R SRAF 1 L i)
HA BT, - B E w7 SRR, BRI B E B KT 10% . F U4
T8k A &4 20mg/mL (/NS TH200mg . HubF9-G4) [ /N [ HuBF9-GA 1) 1y & I it
F TR AR AR (kg) X T 71l & (ng/ke) =20mg/mL HubFI-G4HI4ARA (mL)

[0155] S F-AH )« X T 7 2 Img/kg BB /NI I B 1 7R R %20 T F8 3, HubF9-G 4K DL i
S Ik N v T 2 A 250mL T 22607 B (£ 1070 81 LAt . 758 K T Img/ kg () T A Hoth
Sy E A LL500mL T 28 2/N8F (£ 1043484 Ll -

[0156]  Sof F-BHfS 4 FUCHS 43« 5 & 71 & A BB 4 FHCH 43 v () R 4 4252, IF HLAE 58 AR 43
B 4 1 72 9 Img / kg 1) 38— 7 o VA BRI T 51 555 (1) SAE FAE N 44 48 i CTMC A 5 A A T Bl AR
P 75 B AN E H I 207 2N V) IS I GRAECTMCEEFE) o X FBHB 4 RICHE 4 Hh (1 523 3%
e 51 A R D Img / kg F 47 SE IS [RDR 2 37N o EBHE 4 o, 4ERr 77 S 75 558 K (HIAE 58 1%
SIRFNEZ 1) a6 F KT Img/keg (K 77 &, 37 45 357 77 5 10 R 2 B 1)K 2 270N
B o FECH 43 H , 77 71 i 7 SR8 R (RDE SE i 51 R IR 2 Ja L) FFaa it F , I H 4k +¢ 7 =
WAESE 29 R I 46t FH o X T K T 1mg /g (149 751 5, v 670 A 771 58 0 248 415 751 2 110 o S e ) A2 2
NI o

[0157] B4 RICHR 43 1) B A 2 J) B8 B A1) 771 o B R B 24 W B I BB 2 W g BT 51 2
TERTRIE LT, TEVK S 48 T8 4E 7 77 = 2 11 5 K D1 248 37N it FH 1mg / kg 19 51 5 78 5 5 T AR 4y
)RR BT 51 T RE S TR AR A 7 S 2 1/ o HuSF9-GAAN B A [ =y 4 T =it
H.

25



CN 109152837 A ﬁﬁ HH :F; 23/25 T

[0158] S T~ FBYT AHOCTENE , 44 SR VE X5 25 I R REAT WS VBT IR W AT 4 a7
FIriesz WG PSR 7 1838 2238 3 J LA Su Vi /R W8 IR [A) IR B N AEDL TR 7 AHOC TR PRI R .
22K 3 I f £ 35 v B TR 5655 R F U6 1 208 3 R RIIR Y7 1EIR , DL e Y 2 IR & 22 12K . %
M7, AL AT DLTHR K 7 ks H 3 M TR Bk o R 3 R V697 3R (i skt T BB Tl R &2 3 T
To R ZE R W CTMCAZHE « BN, FEBBT R J5 , IR 7T & 3 UL A P & %
N RV 282/ AW “ABSH & OB T R A8 8 HIE YT VR ANER P
(AR Y o ZE AR 43 FIBHE 43 7, FEHUBFO-GA%R T 2 18] WA 44T fe /6K, I EL7E I8 1 &5 J8 5 VB
VE 335 (T HUBF -G AR VE 2 8] WA AT H3e 23K o BEB 23 FNCH 43 ) B AT 2 F B8 B A PRI V6 9T 4B 3R
BB A ) g e aiid i DL 7 OB B 51 K7 - AR AR E 4ERRIG YT R E AT, B
22 37NN i ik N 252 1mg / kg ) 51 & 7008 s X T A 20 AR 1) BB, B80T 51 R S R 82 B e AR 9
TT RGN

[0159] =24 F il 2

[0160] 2 A (b5 Fi A o R R 0 DA B R R AT i D o o 88 3t = 200 P - AR SF 2 A 1T 40 e 1)
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TXAN TR 4 A G PO o o 0] 3 B 3 3mg kg 1 T B AN S K T 100mg/m1 (1) H #1135 7K
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AFFEE T 100ug/ml, HAr 7 552 Fi 7 & 2 Ja W22 276 R - 10mg /kg 771 & fff S 7E 55 5 He {1t o
FEEKF, AT AR T FH B 55 45 24 N R0 B CDAT B2 A I T AT
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28



/11 7

1z I

A

}

CN 109152837 A

¥ By B LA L5%00T T F T 0TI ¥ L F [ ¥ | £ 3 Sw [ H¥D-64SnH

[%] oY Lvad

¥
id id id Jd id id id id odid id odid
€62 G22 691 L¥L €LL G8 /LS 9€ 6262 8 88 L
i i L L i 1 i .“ —l..rl.L.!.m “ - |o
By/Bw 0z/1 —+
By/Bw oL/ =
FFIVE0EY BT W | Oy/Bw g/ .-
6% %5 [of & W rD-61SNH wvzm_.c € o
o E [¥vD-64SnH :0d M/OW | -+
18 E [epO-64S0H :1d B/6w mHO -o- \D\\O\ -0S
V¥ ¥ Eppmey| OIbw 1o o
FE(8 g ¥¥) oy Lvad
LeTOad " XWEXL
u\\ e
R, s * cos T SR+ 2t P AR L 001
0¥ L+AD kf 4098

29

K1



2/11 1

1z I

.I

CN 109152837 A

¥
id id Id Id Iid Iid Id id odid id 0d id
€62 622 691 LYl €Ll S8 LS 9€ 6262 8l 88 |
1 P L YIL- , [ “ i - -
02/0Z/1L ~*
By/bw 0z/1 - : 1
By/Bw oL/ -=-
EFIVEEN WA | Bybw g/ -
Gz %5 o B ¥rD-64S1H By/Bw © —a-
& FE ErD-64SNH :0d By/Bu | —o-
16 F [UyD-64SNH Id 6%/6 .
V¥ ¥ Eppmyy | DOWEO o
mu(gsyer)odrad | BA/Bw L0 -
(s T0EM T EWEE
O LydD &t £D09M

[%] 0¥ LvQD

-001

K2

30



CN 109152837 A

WO P M 3/11 i

100-

80-

»
o

CDA47 RO [%]
3

(%)
4

WBC-¥ #CD47 RO
0.1-0.3 mg/kg
-0- 0.1 mg/kg
- 0.3 mg/kg
—e

A TN

100-

80-

CD47 RO [%]

20-

D
<

.
Q

88
PrPo

A b

182929 36 57 85 113 141 169 225 253
Pr PrPoPr Pr Pr Pr Pr Pr Pr Pr

X

WBC-F 3 CD47 RO
1-3 mg/kg

-0- 1 mg/kg
-®- 3 mg/kg

N

1 88
PrPo

~ A

18292936 57 85 113 141 169 225 253
PrPrPoPr Pr Pr Pr Pr Pr Pr Pr

X

K3

31



CN 109152837 A

WO P M 4/11 i

100

801

()]
o
L

CDA7 RO [%]
I
S

20

100+

80+

CDA47 RO [%]

WBC¥ # CD47 RO
1/3 mg/kg

b

88 18292936 57 85 113 141 169 225 253
PrPo PrPrPoPr Pr Pr Pr Pr Pr Pr Pr

P

WBC-¥ 3 CD47 RO
1/10 mg/kg

1 88
PrPo

: |"l_|-| : T T T T T
18 2929 36 57 85 113 141 169 225 253
Pr PrPoPr Pr Pr Pr Pr Pr Pr Pr

X

K3 (4£1)

32



CN 109152837 A " B B M 5/11 1T
100+ WBC-¥ ¥;CD47 RO
1/20 mg/kg
801
2, 60- \
o -
(4
~ ) N
S 401 l \ /\o
QO
204
0" P"T‘"""f'"' : T L3 Y T T T T
1 88 18 2929 36 57 85 113 141 169 225 253
PrPo PrPrPoPr Pr Pr Pr Pr Pr Pr Pr
> 4
1004 WBC-F ¥ CD47 RO
1/20/20 mg/kg
80+ K
=, 60- *”‘
®)
o
S
a 40
< Pr: HuSF9-G47#| &3
Po: HuSF9-G4#| & /5
20- HuSF9-G4# & fA| 4 %
O'A T : l_l_l_| I T T T T T T T
1 88 18 2929 36 57 85 113 141 169 225 253
PrPo PrPrPoePrPr Pr Pr Pr Pr Pr Pr

X

K3 (4£2)

33



6/11 7T

1z I

i

CN 109152837 A

R AR AT
G RTH A N ET

yO-645NY ﬁ

A
o

() [l

T HHYEWE

FHYGHERFEYATHE ¥

Y B e 1Y 3h & 4ok - Tw/si 00Z-00T ¢

o

o

o~
(quu/3n) 3

-00€

- 00V

B0 W X oY HOUSS L)ADH B Y,

@2 Legr ¢ -00p E
6 8Y0NS - =
jw/ongo L 9Z0NS —-

WY B ZHFEEEWE DId



7/11 1

1z I

i

CN 109152837 A

MdY 2 ¥ = W WDId JHN
(B TTIT99 XTI L o G E% X E WYL
4 W& B G TU/B 00T W € b HSN/BW 0T H

£S ay 62 g8l &l it B8

B/Bw Ot

XigdHN

FHYECYH[ET L HEINBUOTY MdGE¥ ¥ v

L ]

(Ju/Bn) $O-64SNH

K5

35



8/11 11

1z I

i

CN 109152837 A

ov8

¢l9

(it <) [l
0S5

By/Bwoy ZZL ¥ ¥

Y h e ¥ = W %SId JHN °

(FIIT99TTT M B L ) e §E% K F WYL »

4 WS4 @ GsTw/3N 001 W € 4 HigSN/SwmorH -

By/Bw ¢/
By/Bw OL/L
By/Bw /1
By/Bw oL/
By/Bw g/
By/6wi /1

WLl ¥EE e
‘ZZL ¥ -—o--
‘0ZL HWF e
‘190 HWE - aee
TYO P e
00 ¥ —o—

(o) ol b

o

i

9/LL 800l OVP8 T/9 P0S 9EE€ 89l 0
A A : = . - +-2+2l

\ Loroy B

€ wm

=

L]

Lp+o) E

l S’
m_./n
s [N * A

FIIIH,!.HJM ,///.m_ Jf/_“._ ﬂ m+®_,.llﬂ
Y&

FHYEHH[EE

B EBNBWOTY ATV MY E

K6

36



9/11 1

%]

1z I

i

CN 109152837 A

%82°Z>N1N

WTHLT NI (9%) B4 195 1 %5 bl
WL P LT INTI /B S EL-L LL<NTT OH
. WG Me
G5 %% [ B WrO-6ASNH [
B i35 6 z
5 /S 0S5 ¢€F 9¢€ 6z 62z 8lSL rr_m v_v
A L i i A A i A i i i i i v
P.
c
€
B
Wy o o
s w
] )
& =
e 9 L
L
8
6
oL F ¥ |8BuT =3 e o1

WY HPEEYBEF

WHEFLDFFTY .

HERYFHY

2 L EAATE 21

MYOT LB EMIEL X

RHEHH¥HELYEGT

B-YEEFdANg .

Y I niERmGGHARY YR

7

&

37



CN 109152837 A .IH' FA :I:; i 10/11 5T

Z B 4]

N
/.

AP &0k 2 )

1)

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

il ]




11/11 |1

BH B Mt E

.I

CN 109152837 A

00s

(gt o) [l

00ST 000t
| |

0001

¥

¥ GEHE T




	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

	DRA
	DRA00029
	DRA00030
	DRA00031
	DRA00032
	DRA00033
	DRA00034
	DRA00035
	DRA00036
	DRA00037
	DRA00038
	DRA00039


