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PRRLT R B

[0001]  AHRHIIGRNZ XS

[0002]  AHIIERFIK T20154F4 HTH IR H HIE R L E i R 562/144, 2785 M1 72015
T4 H23 R FR I I 2 B SR 5862/151, 943 5 (MR A, BTk B 1 SR I #8 9 A I 4 30
A5 T7 FF A

AR Gt

[0003] A BH 38 %5 5 Je 4K R T H BE AR DA (a0, B AR /INT-20902K) , a7 F 149 ks
I R0/ B T R R B

[0004]  EURF )

[0005] 7k W& 76 INTHAZ T 1 ik vE 5 U54CA199081 - 01 (Y BURF S 35 T 58 B BURF L A
S R ) AR

BREAR

[0006]  GhoK iR 7 77 AN/ BLAZ i 5] ik 128 G538 5 D K/ 11 -1, 000nm i Bl A K 73 B
T 2 A0 R0, HE A MO (B, A EE kB 25 o) BRAE IR ST 7 B2 W 7
HBIE R G IE4 N AL, R AR G ARL 1 ANAE )70 OR L A9 RO FDASH A 7 it i il PRk
B8 R a6 AN/ Bk WU 22 e SR Y 7 i O T2 AR TR S RO KL T I S H R
AT F ISR

(00071 Jir 5 fe e 4N KV 7 73 18 ZR 48 36 2 DL 32 4% 07 s AN MURE TG DA & i) 3L TR
Ik, e AT M 3 A 25 W A W A T E AN 25430 F 2, TR IS die /AL i #E R o PRAE D, 4 AR
PRACHIN LA DLPPA HRS 1 5 o AT B AL i B

[0008] AR, 3X 48 22 ¢ M A R ML #4 Zh g o B 4, S 25 M)Ak (ADC) £ 20l i i
P ) Ji 6 A B AN SR AR BT ZG W 7 T R SR IR 25 D B M o A2 45 & 4 3 T B S I, A
240 B A A AT A AR5 IS R A M 2 R TS 53— T3 THD , T B SRR N 5 5 M 0 245 s ik
RYGUEH s A B B3 O T Doxi 184110, 0004 2454173 1) BUSAZ I 2
FRRMAFLE AR (£120-150nmELAR) , HIEH O k= S FE /7 (BIND-014F%4M) o Rk, X
B ST A T AT B R0 B 0 K B8 (EPR) 2508 R i Ty b g 126 9K T 25 9« IR i
JFAA ) TEY 3532 W] B K/ IN T e 22 5 B 1 24 Wt il R 56 4 BR AR 1) 22 P L AR R 451 2, o
L4 (Abraxane , £9140nm) HAE T AN R 7 2RI G B KAL S VIR AR I AL LT TE T
AR A AZ59 CRAZ ) (5 € RBCYITE AT 4R 526 1 Ay T LA B e a3 17 23 SR s /N
A - 2R AR

(00091 #& RV I T A3 28 FH G e ST KAR 7 s SR 5 BRI AR s PRl ik = ¢ i A2 Bl g
E 14 Y P2 RE3RE T BT 1T T S L o T3 0 RYETRR ST RT) R AR HEIG T (H 2 R A R Et ok
R i PR AT ECHE A5 75, RT AT 058 G0 7325 00 4 B RKHE » (R I i A 2P R A 7 A2 e 28 22 48 T 4
SERTH = RCBE -

(00101 VAT 75 EEwT FH Al F910s AN/ B 7 e AL E R T 65
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LZBARE

[0011] R SCHEIRFE 2 W F1/BLIGEI7 1 6 B R F 1 9 Kb 1 S R AR (9, 4545 3]
72 T ) BRBE PR B o AE BRIt 451 T, KR 1 S 5 AR IR 1) ELAS /N T 20nm (51l
6310nm) o & ILL/NK/NEIR ST R/ BURAG N FH i BRI A 140, it 4 s S 5 AR IR A mT 42
BRI R B AT A 2B 1) Asl D B2 B (L, ) AR S P AN S B AR R A I T
TR G S S 5 B I — 20 o R A RE

[0012] AR 00 25 G B AR VG 7 MBI [F A7 25 1 29897 7P & o 78 S 28 St
i, G S AR T G I 1t TEU 1 R AL 3R I i 16 FH T 40 & S S 7 v AN B 13 T 7V 1) b ) A
FH o 72 R LE SRt b, BB b BoRE T P TEO 14 (R A7 25 B 42 B G K R 1, ] 0k AR SRR S
PRGN AL S BEAR TR - 25 58 PR+ ] B B2 G TEOR % R OBUH PRI AL 22) Adidd (Fn /8%
ik B —F (FEFTIRTE IR , S B AR IR & RUR M S B AR TR o T3 4h A2 — Le st 5 v
—HB I TR 5 9K T B U PR R G BRI B 4G, DL e T S 9Kk 1
256, M H B IR SRR 1M A Ptk 7 B 24 L flie SR H G977, bl A (1)
W, A% 58) TR ST VR S 35 AR ST IR I 9K R S B AR BRI A A, BRIE (140, £ 4¢) 4
PEIT 15 51 5 9UKR IO AR (GRRL T SO R =45 6) HE

[0013] 7RSSyt 5] , BERE T 1t G KR T e 5 AR DA A 5 B [ IR o AE R L STt 5] -, 36
7 1 TRV [R] 67 3R 5 BEARE S MR G oKORE T S B AR IR 20 DT it 36 (49 2, 30 3 6 S o7 v i i
B 280 B B B R AR OKRL ) o A SRS S, e TV S R e M S AR ) 2 T ik
1K o FEFELL St 5 v L R A BB R B — AN IR & 1 (PEG) #1543 Gl 4y 7€ 255 57)) HA 1%
SR [R A7 25 B 42 21 55— PEGHES 43 GBI 53— B & 37)) o SR 5 W4 PEGHE 43 B 42 B 4K ki 1.

[0014]  FE—ANT7HH , AR BHPE S e B AR, A0 7« gl Kok - 5 AU IR 21 90 K RL 11
i B, HAR KR B A A K T-2090K 0 B AR (140, 3 EAR) (540 , dnis s 7K
1 an £h /KR A ) sh A G (DLS) Frill &) (a0, HoA P90 KR+ B A% 4 1 2)20nm, 4]
413 15nm, B 401 2] 10nm, #1401 3 8nm , 451 414 %1 10nm, 51 414 3 8nm) (140, b Fa 2 AR B
HAAKT50nm B 404K F-40nm FlU0ASKF-30nm 1 41A K F-200m. 51 414K F- 150m., 4l
AR F10nmi) I ER) -

[0015]  7FBELLSLRf ) b, Pidh v BOd I E BRSO AR SLp Bi 45 2 9 Kok 7 B B3R
s AL B 4 B GKRL 7, B Wl i Ja 484 77 (van der Waals force) 540Kk 1 B
FEl Kb I 2 S 4 6 o

[0016]  FEFLLLSLy T , Kb FE ARG (B0, & 2 — & (PEG) ) Al (i 4n, Ho

PRI B EEEHD
[0017] 7 5 S 451 o, &0 1) J0K (491t , aMSH L 28 60 B A G 2 18 45 AT 9 0 M o R AT —
K

[0018]  #F b szt {5 b , 44 F BR AF 2)5kDa $ 21 25kDa i [ N (151 112 10kDa %1 £120kDa,
Bl anZy15kDa) (i, Hrh ok i BUA & Thag ks gs Mgk BD -

[0019] 75 sl szt o A , i Fr B N 2920kDaFl] £545kDa (11 112925k Da Fl £130kDa) (1411,
Hod ik i B & DhRe B s s i B

[0020]  7F JEsl s b, HiiA B BE A £140kDa B 2980kDa (5 i1 2)50kDa® £170kDa , 44l in £
60kDa) (540, HrhFuid v Br & DhRgtEfab v BO o
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[0021]  FEBELLSfgH, goKobs 78 A iE.

[0022]  7EFELL STyt 7] H , A KRL 0 T AR AR B R O A R R o 1) 2 20— 40 1Y
TEAARER

[0023]  FEFLLLSTH b, 9Kk B S O N IR & .

[0024]  FERLLLSTyGIF , Hiihk v Bog it B S Bk 7 By (FAD) BLEE AT AR Jr B (scFv) il
FLZE RS PUAR (sdAb) Fr Bt B B2 A IR R 073

[0025]  FEBELLSjifil , Fudk F B AR R AR i B (scFv) o

[0026]  FrIELLST s, Fud F B B 45 H 38 (sdAb) B

[0027]  fEFELLSTI A, GK R (B — KR ) it B 12 10 Pudk 7 B (il an 1 1) 7
A, B B5AS , Blan2 20 74, Bl an2 2054, Bl ant 244, #lan22044) .

[0028]  7FHLdLsy oA , ik b B i PEGHE 2 A A SR I B 4 oKk 7.

[0029]  FEFELESLRf I b, YRR B A AR T 1590K (FIHAA KT 134K, 5l A K F-10
gk P EAR (B, P EAA) .

[0030] 75 e s o] o, goKbL T BA N T Inm B 20nmyE B A 1 BEAA (B0, “F EA)
(f51 an2nm# 15nm, 451 415nm 2 15nm , 451 40 1nm3 10nm, 451 21 2nm 2 10nm , 451 Z15nm 3 10nm) o

[0031]  fEIRELESLtifa b, Hifk v BBl & ik F I HLCEA scFv HiGPIIb/I1Ta HiVEGE -AFIL
TNF-a (140, 58 2, B Ah) R S 6 R R 72

[0032]  7EBELES 5], G B AR R AL 5 — B 2 FhsUB TR (1, FE 9Kk T P9 L B 42 3
YKok A1/ B B B LR B S

[0033] 7 Kbty vh , — 8% % Al G B & PET R B (Bl n, 7 O cufin/ s (PR SRR
AHEIDE)

[0034]  FFIELLS 5], — Bl 22 Bl AR B8 O A (B anfk )

[0035]  fEHELLSLyt 5 , G B ARt — AL vy 7R (1, 3 A 6 97 751 B 42 20 g oK pE
+, B B B Uik b B, B B2 B g oKk AN AR i B A B Gn A B R o e Bl R 3
) .

[0036]  FEFLLLSLT T , 097 AL & 2697 29 (4N, ZHi3EJE (sorafenib) VA2
(paclitaxel) . Z P (docetaxel) \MEK162  fKFEJHH (etoposide) -FiMHE JE
(lapatinib) . JE®'# JE (nilotinib) - FaMEE; JE (crizotinib) & 4E A HE (fulvestrant) 4k
PHEJE (vemurafenib) . NIy EVT (bexorotene) Fll/ i = M fil (camptotecin)) »

[0037] 7R RELLsE 5, v 97 AL S s PR R A2 2 (9 4, AR e 4k R o7 25 i st 2 — 2
H I R RN G AR (54, F R gUR P R A 2R V09T RO T R AL 2R -

[0038] 75 J kb Sz it 45 by , T 4k ) o 25 0k 1 T DA R 2 R R AL AR R 5 - 70" Te M T
cu.Ga ¥ Re PP Re  PPSm LU T Ou P T B T T L L3NG 0L PR L PRe L TP Re L P S
166, 17Ty M9py 90y 213p; 103pg 109pg 159G 140y . 198, 199y 169y 175y 165p 166
50w R Ag 7 A R Py

[0039]  FE—T7iih, AR KW &/ﬁ?f 9 B DL IR 7925 s B D A0 1) R 45

R PEARERAII R 25 AW (1, DUSE ) e e SR P A 2L 21, 1 e i)

[0040]  7EFELLSL 5 , Brid T v S B 5 V0 97 s 1 R A2 2 (9 4n , e rvE o7 PR TR
P A7 R P B2 2 B A K T-2090 K B AR (140, 3 BLAD) 128 4Kk 1 (1 4n , nid a7k
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VTR P U R 7K W 1 s A6 U (DLS) ATl &) (i, He b i e R A R it 28 — 84
FUB B2 2 28 — g Kok 7)) (B, A 28 — gl Kok 7 B 13020nm . 41 401 2 15nm. 471 4 1 3
10nm- 51 %11 31 8nm- 451 214 311 0nm- 4] 214 2 Snmf] B 42) -

[0041]  #E 5 —TJ7 i, AR BV SR I7 5w BOm O 7732, ik 7k a8 i AME i 54
BRI R 25 G (9, DURE )45 e 2R B 20 21, ol e i) (il an, F 120 6 5
ST A7) o

[0042]  FEIELLSif , B 2540 G — A B G .

[0043]  FE 5 —TJ7 M, AR SARN g Wlan, AR g0 7732, Brid 7547
] A 5 LS G B S 4 (a0, A 43 G 2 AR AL Je 70 e X 3 Hp 81 an 7R
SE 0SSR A7) T B 2 B P SRR e rh G B AR I A B AR R s Ak ) (5] e ek
PET . X59 28 MRI.CTZ%) 145

[0044] 75 75— TJ7 I, AR WP S il 2% S B AR IR 77325, ik J7 VA« A oK1 -
PEG- B 2 5 85 1 5 - T SR e 0 ez, B b 7 2 4 925 (R 4D

[0045]  7EHELEs 5, BT IR 77 vt — DB SR YRR T 5 — B2 P & O, — B
% Ak B )05 B I 0 43 AR 3 23 (il = P 2 R R i B 1 Bk i - HC L) H b = AR g oKoRE
T -PEG- % ; (44 K ki ¥ - PEG- % 5 SPDP e N, 4R J& I 7= W0 #% o itk e 2 - it A (451 4, 8
TCEP) , FH b= A 9 Kok ¥ - PEG - B I

[0046]  7£ 73—t H , AR B K il £ S B AR BRI I 732, ik D7 s AR — iy
(click) M PEFEA (9 dor, B 4 PUIE - PEGA -NHSTR) W& MFi ik B B (R A R) s A — Atk
I 1 L ) i T A BC 4 (6140, TCO - PEGA -NHSTEE) 181 49K LT - PEG - i s A L8Pk Fr
Bt S 21BN T- - PRGN, Y 77 A G B A IR

[0047]  FERELESLE 5, BT 7 v — D SR YRR T 5 — B2 P & O, — B
% Ak B 605 B I 0 43 AN 23 (il = P 2 R R i B F Bk i - HC L) H b = AR g oKoRE
F-PEG- %,

[0048]  7£ 7y —TJ7 I, A K BV SR 9T 5w 8RB0 77325, Bk J7 iR A3 i MR 524
EW) (BIHNEZHEYD)  HALE  gKRT FABIEE B 40 KL T (K VG TT PR TSR P [E) AL 2 ()
W, 38 B R AN Bl R A Bl 5 B R R T BB B A B AR AN B G B goRKok T, B A
Wi ik E A AR 5 RN T B B PR R T A S M4 R gekk T B A A K T20
GUREIEAR B, P ER) W, a0 W 3h K S A ) S SE U (DLS) A
M) (i, 3 A SF 3 40K k- B 4% A 1 3 20nm, 45 11 % 15nm , 461 401 £ 10nm, 451 11 ) 8nm,
B an4%) 10nm, 51 40430 8nm) (51 1, LA SE )45 e SR Y 20 23, ) e i)

[0049]  FEIELCSLRf B b, TR 7 ik A S 1 5 T ik (Ban, Hor g P iR A e AR 4R
585 R B I 2 EH) o

[0050]  7E 7 — 5 I , AR BHP R G AR IR , FL AL 5 9 KokL 7 5 AR IE 21 4h oKL T (1)
U R B (4, J et W B Rk R A Bl R AN Bl 45 B 9okKobr 1 BB B AR Bl AR AN B G B 4
P N VAR R R L BRI R G- SN RS/ S AR B RNGEEA LD S MYAR BTN EA AR o g IS RS R D/ S AR =
AART 209K K BAR (140, I EAR) (B, and i /K 6 i K s M sh A0
BUR (DLS) Bl &) (5, 3 AR P 4 gl pi 7~ B 42 29 1 220nm, 451 W11 21 15nm , 41 401 £ 10nm,
%4013 8nm, 41 443 10nm , 451 W14 21 8nm) (%1 41, H A G 3% AR A B A A K T50nm 471 WA K

6



CN 107735110 B W OB P 5/18 T

F-40nm- B 404 KT 30nm- B 40 A K F-20nm 451 @i A K T 15nm 1 4 AS KT 10nmff ~F 3 B AZ)
(fian, Herh oKkl & A NG P (Blan, 58 £ — 1% (PEG) ) ikAn (il dn, Horb S 2 R B A
TEAT)) LT IRITT AR R BRI 7, AT R o e B AR I A i 3% 2
AN IR VG TT VR PR [ AL 28 (9, Ry 7 PR SO 1 R A 25 P B2 B B AN K200
KEAR Wlan, P EAR) 15 R (1, Qe i 7K 0 i 2R K i R 30850
B (DLS) BTl s) (9 dum, L mp e S i ) o 208 50 58 — B 5 SRR B2 20 58 — 9Kk 1))
[0051] 75\ —J5 I, AR BHP T G AR IR , LA 5 9Kk 7 5 YR TT PR JBUR PR R AL 2%
(5l R S P ) o 2 0 B B A R R B oRob 1) (9, S rp i VR R R A2 VR
7 VRS P R 2R 5 ARG B g KR 7 1 o ads Fr B (9 , Ja st 3 B2 ok LA Bl AR A7 B &5
B GR R T B B B AN BCR S B 4 B Kok 7, B il e a4 AR 0 5 9ROk T B
YUKRLFINH G 4GS » A gk i1 BA A KT 20990 K 1 B AT (a0, 5 E ) (i,
3B KA ) A R KV VR R B B A EUR (DLS) Frill &) (Fdn, Ferp P34k R 1 B AL
SN1E]20nm, #1401 3] 150m, #1411 %) 10nm, 414011 3 8nm, %1 414 3] 10nm, #1414 3] 8nm) (40, H
o Gy AR BRA) EAA AN K F-50nm A Ui As K F-40nm 9 Ui As K F-30nm 1 Ui As K F-20nm . 41 Ui
A K F15nm FanA K F10nmFE EAR) (B, Hrh gk 72 G HEE &9 (B, K 2
I (PEG) ) ¥Am (olan, Herh S B AR AL & 25 7)) ) He 67 AN AR B 95993 B0 00 1 77
P, HAa T AL W S B AR BRI 2 B

[0052]  7E 73— 7T, A B I S B AR IR , LA 2 4l Kb 7 5 FIME B B 4 KR T 1 Bt
R B (1, 38 3k 3% B A A B e A B 4 B 40 RN B B AN B e B 4 B oK
Fr ¥, 5 e i YA A 7 5 9k T s B Rk T I A A SR S R gekk T B
AKTF2090K M B AR (Blan, P EAR) (51an , s A 1 an 2 7K 75 1) sh 28 6 Ek
S (DLS) Frill&) (5 dm, A P I 9Kop 1 B A% 9 13020nm, 41 411 2] 15nm , 41 4011 ] 10nm, 5]
U012 8nm, 1 44 2] 10nm, ] 4042 8nm) (14, o G B AR B B A A K T-50nm. B 4nA K T
40nm- 1 4AAS K T 30nm 51 40 A K T 20nm . 1 @A KT 15nm B 40A KT 10nm ) 1 35 HA%)
(fian, Herp gk & A NG (Blan, 58 £ — 8% (PEG) ) ixAn (il dn, Horb S 2 R B A
TEAH)) , B A RS UG, TR P2 W AR B R B L v
FoA RS B G AR I 16 B A 5 FRL I (191, GBI PET W X 2% MRT L CTS%) Ji
%G,

[0053] 7R\ —F I , AR BHP R G AR IR , FL AL 5 9 KoRE 7 5 AR IE 2 40 oKL - (1)
oo R B (4, Je e 7 B R A Bl R AN Bl 45 B 9okKobs 1 BB B AR Bl AR AN B G B 4
PN AR R BB NISR £ R WA RS T A/ S AR SE RN S EA L b A R IO S e /4 = D I SR D S TR RS
BAART2090KE B AR (Bl4n, PR EAR) (9, ard s KV 1 dn 5 7K v 1 3h & 6
BUR (DLS) Frill &) (140 , oA P35 99 Kok 7 B 42 8 121 20nm, 4571 1 £)15nm, 41 4113 10nm,
41 2] 8nm, 1] 4143 10nm, %1 W14 2 8nm) (5140, FHorh F B AR B B A AN K TF-50nm il an A K
F-40nm- B 404 KT 30nm- B 40 A K F-20nm 451 @i A K T 15nm 1 4 AS K F-10nmff ~F 3 B AZ)
(lan, Forp gkl T2 G HLR AP (BN, 8 2 8 (PEG) ) iRAT (540, I o S 2 R £
TEGH)) , I G BB AL B BT, T () Ya T A 55 e 5O O ) 7 1 R
(b) A& N 2T AMAR 1 95908 BORR L R 7 6 R e T il T A0« 1) MR 5 00 B S B AR IR
M= 252064 (B, DUOSE ) 5 e 28 2 B A 21, B e ohe) 5 A S st 0 (451 4, @8 3k PET L X

7
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B2 MRTLCTZ) %57

[0054]  7E 57— 7T, A B I S e AR IR , LA 2 gl oKoRE 1 5 FIME B B 4 KR T 1 Bt
R B (54, 38 3 3 Fe A AN sl A SR B 45 B g0 KR T 5 B AN B A A B 4 B oK
ARSI VR IILUB G UK o SC SN RSEp A e R SN S b S AR A Rt/ s Y e SR D S AR R <
A KTF2090K I B AR (Blan, P EAR) (51an , w4V 1 an 2 7K 78 1) sh 28 6 Ek
S (DLS) Frill &) (1 dm, A P I 9Kopi 1 B A% 9 130 20nm, 451 411 2] 15nm , 41 411 £ 10nm, ]
11 2 8nm, 51 414 £ 10nm, 51 4143 8nm) (54, I S B AR B A A K T-50nm. 40 A KT
40nm- 1 4AAS K T 30nm 51 40 A K T-20nm . 1 a1 A KT+ 15nm A 40AS KT 10nm ) 1 35 HA%)
(lan, Forp gkl F 2B HLR &9 (BN, 5 2 8 (PEG) ) iRAT (540, o S s R £
TEEF))  HHTITEF.

[0055] 7R — 5 HIHH , AR BHPS T G AR IR , L AL« GKRL 7 5 YR T PR JBUR VR R AL 2%
(5l art , R S 2 ) o 2 0 5 B A R R B Rk 1) (9, S rp i VR R R A2 VR
7 VR P R 2R 5 ARG B g KR 7 1 o ads Fr B (9 , Ja s % B2 Rk LA Bl AR 347 Bt &5
B GRRLF B B B AN RS B 4 B Kok 7, B8 il e a4 AR 0 5 9ROk T B
YUKRLFINH G 4GS » A gk b1 BAA KT 20990 K 1 B AT (a0, 5 E ) (i,
T IE S ARV an ER KV VR R I B A EUR (DLS) Fril &) (Fdn, Ferp-~F 34K R 1 B AL
SN1E]20nm, 401 3] 150m, #1401 %) 10nm, 414011 3 8nm, %1 414 3] 10nm, #1414 %] 8nm) (40, H
o G AR R EA AN K F-50nm A Ui As K F-40nm 9 Ui As K F-30nm 1 Ui As K F-20nm 41 Ui
A K F15nm B anA K F10nmFE EAR) (B, Hrh gk 72 G HEE &9 (B, K 2
EE (PEG) ) ¥ (D, Horp e BB A5 2555 ) TR+,

[0056]  7E 7 — 5 I , A KB T G AR IR , FLAL 5 9 KoRL 7 5 AR IE 21 4h oKL (1)
oo R B (4, Je e W B R A Bl R A B 45 B gokKobs 1 BB B AR Bl AR AN B G B 4
PN AR LB GBI R £ R WA RS TP/ S AR SRS EA L b S A R IO S e /4 s D I e D S TR RS
AART 209K H BAR (140, I EAR) (1, and i K 6 n ShKs s rh  sh 40
BUR (DLS) Frill &) (140 , oA~ 35 99 Kok 7 B 42 8 131 20nm, 4571 11 £)15nm, 41 4113 10nm,
41 2] 8nm, 1] 4143 10nm, %1 W14 2 8nm) ({5140, FHorh G 2 AR B B A AN K TF-50nm il anAs K
F-40nm- B 404 KT 30nm- B 40 A K F-20nm 451 @i A K T 15nm 1 anAS K F-10nmff ~F 3 B AZ)
(lan, Forp gkl T2 G WL AP (BN, 5 2 8 (PEG) ) ¥RAT (a0, o S s R £
TEAH) B AR B A8 g, RN 2B+

[0057]  7E 55—, AR BH KA A (BN, BEZ5 59 , FHAE - 9Kk 1 A B
BN GRRLF V6 T7 MU R [F AL 2 (9, 38 5l i e Ak LA Bl R LA B 45 2 9 KR T B A
BN B AR AN B 45 BN G RRL T, B i i Y AR AR 7 5 Kok T s R ARk A A
MgEE) » HA geRRL B A A KT 2090k 10 B4 (a0, PR EAR) (1, s ik 7K Va0
40 R KIS A () ShAS FEES (DLS) BTl &) (o, i P34 4ok 7~ B 42 29 1 2 20nm, 4]
111 %) 15nm, H 01 2] 10nm, 1401 208nm, 4] 114 2] 10nm, #1414 2 8nm) (5 4, Forp g Kk T4
BHERAY (B, & 2 8 (PEG) ) ixAm (i, Hh s BB a2 467)) , LHTEIT
AMRBI IR SRR L 15, SRR B R LA i Ik B AN Rk S T (il
For e P AL B A A S 8L S R IR A )

[0058] 9 Je AR BH—N 5 T (45 , J7792%) 1A S it ) ) B2 3% ] B2 FH T3 e A e B LB THD
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(Bl , &40 (L f . B2 TRk

[0059] & X

[0060]  JHTE 25 Gy B MR AR K BH , B JEAE T SCE SRR TR AEAR UL Bl R R R IR LR
RIEMEEARIBER I E Lo

[0061]  FEARHIEZRF, FRIAE A UL, 75 WAE H “B & fa “F1/80 o @ As B i 2 9 B FH )
R “B% (comprise) ” FFTIR ARE 24 TE A (B a1 “BL % (comprising) ” f1 “BL &
(comprises)”) AT S HER: H B A IR 4100 B BED B L A HE i 2 b BT TG R4 “4)7
FTRL)” LSRR A H AR R 52/ R4 — e fi HEk — i AT 4T &
JoR) 25 AH I ST AN B3 B T AR PRI AT AT 1 U B o A S e St 45, BR AR S A Ul BB R R SC
e U, B WIARTE “RE)7 8“4 BRIeE TR S B E T — W CR TN B/
25%.20% .19% \18% .17%16% .15% +14% .13%.12% .11% .10% 9% 8% 7% .6 % .
5% 4% 3% 2% 1% B FE /N A Y ) (B i B K 8 0 ] BEAELFRT 100 %6 [ B TR R A1)
[0062]  “H5 57 RiE B 57 B IBED G ANAEF . — kUL, v R HE—# 5@ %, 8
FEEIanAEE g (1 an, Sk N V&0 JRES KR IR Bk RN S BHE B R SN
AR EGE N B RS = AR RS, B 5 N E T R A EE R, 7R R st g,
ENAEE M AL S 7 h L 5 N ER KA -

[0063]  “PUAA” : G SCHT FHARAE “PrdR” 2 F8 A48 2 DA 77 15 s SR T I o 5 1 &5 & 1 e
T I BRER 17 51 JCAF I 2 B 78 H AR T 7= A2 TR RE 1 SE B B /& K29 150kDPY 2R 571, Fof
87 L4 75 BSGTE B R YRS 5 R T 9 4 A D 17) % 22 I (% E 2950k D) AT % HHTR] i e =2
ik (% B £125kD) o & — B BE AL & 2 /D PU AN SE A (5% B K L1104 IR IR) - i A vty v A%
(VH) g5 #6380 (R T-Y S5 M1 Asiin) oS 9 =AM g 254438« CH,  CH, AR B AR 3 CH, LAz Y
TR RAL) o BRI T O I ol IX 4l i o e ] AR X AN X o B K CH, FITCH, 45 Ry ek
R B PUARR) H A4y  AE SRR, LB X A 0 R S e e A 4% S 2 IR L E
e B — BB AL S A S5 A 3 - e R n] AR (VL) 45 M3, e R B R i fE 58 (CL) 4514
I, i@ 5y — TR AR o I SR SR DY SR AL S A B - R AR, Horh AR
B I B — R B s P LT B BB X e B, DA AR R AR
ez BV U SR AR o AR AR IR BT A4 34 38 5 T2 CH 25 a3k B4k o R ARS8 — 4544
R A RHELE T B A AR XS 28 T R 48 00 AT B R BN (9, 3% 4R Es 5 i )
FER) B BRE AT B S5 — Al RIS = MBI (BN “HAMR E X7
(CDR1.CDR2FHCDR3) ) FUPU/NFEREFPAE BE AR ) “HELL” X (FR1.FR2.FR3FIFR4) - 4 KR L
PRHT BB, FRIX il 9 45 R IR L 45 MU RE B 1R B, HLHR B AR BE — & (P CDRFA X — kg iy A
=S A, DAE AR = AR AL T Y S5 2R Y B — R AR B R 45 S A i RATIURIFc X S5 &
FIAME RG I IO, HIRLE A 2 R0 20 35 450 G0 8 A 200 it 2544 1 308 A0 i) 1 10 52 4
FelX XFFea2 R 155 A 7 A0/ s 3L e 45 4 8 e ]l ol b 2 Ak sl e B A SR i 1T o 78 X S e
o, MR A 5 BH 7= A A/ B B AR B FE WS A o 25 M3, B 5 LA SR B S0E 1 B
R BEFA I F e & M3k o T AN B H 1, 78 L8 STt v, B3 AN R SR B R I 2
% G35 BB 1 45 M 3F S AT — 2 IR 2 IR & R mT Bk R A/ BRI AE “PUaR” , Tieprid %2
J AR AR AR (4, 388 3k A R B i s ) O A S i EE A s L A R B AN TR
GrE T VE A o AR HE LS ST, PR R 2 e R BLAR 7 R St ], PR R B v B bR
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FEREEL St o, HUAR R A N B S RSB BN ST 5 A R 1E R [X 7 51 £E L
SR, BUAA AT I N RAAL R & 55, Wl 9 2 R 58, A SCRT FHR TS “4t
M7 E3E ity b (SR AR 538 Ul B B ST ) mTHaL A C RN BT A H B R A 45
T AN RERFAE AT AU S I ) R SRR B 3 A — o i, A2 B S 9] o, AR A
AR AE IR piR Bk B (EART) LU Z T - 56 8 TG TgEAN LM XURs 5 1 5 %
R EpUAR (140, Zybodies®2E) | FLEEFv % ik -Fefl &4 \Fab A& SEHUA 2Bk 14 (41
i, Probodies®) /MEIH K 2 (Small Modular ImmunoPharmaceuticals)
(“SMIPs™) | BuBEBY 5 E XM B 44 (TandAD®)  VHH ., Anticalins®. Nanobodies® 4 /N i

1k . BiTE®. #i 8 1 #H & & H 3t DARPINs®., Avimers®. DART . TCR ¥ #1414 .
Adnectins®. Affilins®. Trans - bodies®. Affibodies®. TrimerX®-. & A .
Fynomers® . Centyrins® fil KALBITOR® . 7F - L6 5z it 451 0 , HiAk n] G = HAE RIRF=4H:
R B SRS (5140, B B2 50 o 7E SR s g v, raRml S s (a0, B 42
SR A R R ) mT RS Ay S YR IT B A A R 4 A ] Bl L e 2 [, R 4
£ PN

[0064]  “Pifk v BZ” « anASC i H “Pudk i B R4S e BE TR — 80 20, Bl e AR i P SR 45
A X ECA AR X FUAR F B S2 4 E FRFab JFab’ \F (ab’ ) 281Fv Fy B s A0 sl s DU Fodk ; £&
PEPUAR ;s EE DU S 1 P E PUAER F BOE B 2 5 e e Bk il an, bidk h R ds &2 s A
Bt i AR B AT AR X AL I P R B R AR e R B AR DX e o A T R 1
HAHPEEZ K7 (“ScFvER ) Al EH B AR X1 i S IR i J2 2H B 1) s /N TR0 B2 G o PE VP
Z S, ik i B AR R R SRR PUIAR R A, ot R 45 G B SR AR AR R Y Bt R
() B s AE e St ol o, Fr B DA SR ARPUAR A 24 (1) S5 F0 1 456 BT IR AN/ 8 S op Ak 38
Grai B BIPUR AR PR 456 Be i Se 4% ((EANBR ) Fab Jr B JFab’ Bt F(ab’) 25
Bt scPFv  BLFv A B dsFv U SR L dAb B Fd F BEFd A BN 4 35 B AR 5 X
(CDR)  HUtR RIS 456 Fr Bnl il i AR Ar] 07 2077 A8 i n, iR I B R 45 & BnT it 50 %
ORI v Bk DU B Ak 27 07 207 A2 F0 /B AT 3 Y 58 40 Biid 7 41 (1) J6 (8 B 20 7= AR o B
BR AL, PR LR 456 Fr BOaT DL A BB 4 G ) 07 = AR AR PR 45 & BT AT
176 i AL R BAA v B BCE B S A, SUA I PUR G A v BORT L B 49 Tl g T e I
E— A 2 455 PUARRI PR ZE & A BErT ik B & 2 50 752 &K . ThRE I B 45 Ry 3k Ak
Fr B AEZ)5kDa Bl Z125kDa i [ I , 1l i Z110kDa ] £)20kDa , 51| 14 15kDa ; THRE M 8 4% A BN
#110kDa | £)50kDa , {5l 41 £)20kDa | 2145k Da , {51 W12 25kDa $| £)30kDa ; H.Djfet:fab i Bt A
#140kDa | £180kDa , 5 11250k Da £ £170kDa , 15| 41£160kDa .

[0065]  “ZHG7 : WA SC R FHRTE “4 67 18 J2 48 8 > B0 2 A SR 48 ik B 2 s 1) 2 (491
3 — B A AR 5 ) L e SEAR) W AT DA AR 5 A 5 I 5 4, DL 75 85 S
FEFAR AT (BN AE TR AF) T AR BRARIT o 46 FE LU ST ) vp , 4 & 5B 0 I e Je i 2 . £
LS5, G SRR AR SR T AR R S, A SRS I R S R R SR AR
B (g an , 45 anse ot [X 2 o AH BAE PSR 548 A 5 AR A8 I e SR i A AR G
PR TR A EAE DA LR &R/ PUAE Y R B M A L PoiR /R A B A AR 1k
HEREBE BRI, R BRI R SS AR SL O A ELAE ] o SR A R e R e ME DA R KR4
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S AR S A B A HE (EANBR 1) & A BLAE AR 4 R A & B AL A BRI
B A - AR A ELAE A B K AR B AR A e S AH B AR VAR AR AE EAE G AH AR
H A ELAE FH A - AR A ELA R A%

[0066]  “EWIMAME” : WA ST HIARE “EWMHE M FT B A SHERN IR B EGFH
SSLFR AL o 7E FELE S AR R, an SRR AR T B, IS A LB AR AT AR R
SR R, T SRR A2 VS 0 2 A0 51 /N T B A T 20 % AR T A/ B R N R 5 A
2 FRESH T RARIER , WH B “SEVMEAEN AL s, MR AT
BoefR )

[0067]  “A=WymI R fig” « anA ST FH “HE W] B AR PR AE 5l NG b i, 38 i 4 AL AL
(151 4, Pl o i) E00E ot 7K A s 4 A TP ) P A 2B L6 400 P G 3 3 B MR AR TR 440 20 e 1)
A o 7E FEAG S it 451 v, 38 43 A AR P RT FR A RL AR B A o AN 2 S AR N SE AN/ B
ANFINE H o AERE LGSt 451, A P mT B e R o I 0 A « B30 B S A, AE e St 5] v, AR )
AT B AR e AR 3 i o AE R L STt 1) b, AR )T R AR SR A AR AR LA 7 B A - A
FELC S A R, AR O] R AR (LTS 51 40 AR ) ] B i SR G DR 1 43 i LG K e iR . A
SRSt g, PR CRLFE ) an A= W vT I A SR S AR 1) 23 fife 0 35 A 2 B F R £ TR B TG o
[0068]  “HGF” : A SR FH “ )" 2 fa 5 WG — AR 5 R R 7R A 7 RO 77 B
o BT I 5 245 2500 0T 2R J0 o VA S 451 an 7K RO, A3 A A T W) B R R 1R TR L, 451]
QAR AR R 2 IH T A I 2 R VR AR G I SIS o I A FH K BRI VR R KV VR AR 1 A
BERE A H WS AR RNEF, CHH T ERNBER . EEEAEAHETE V. 5T
(E.W.Martin) f “Z5 BH 2 258} % (Remington’s Pharmaceutical Sciences)”H1,

(00691  “RAG )" « A STAT F “BAR R A 8 5 Bhker W JHG P 3% 22 () 245 7] (4610 22 B oK
1) WARAT TG ER 40 1 DhRe 3L A AL G4 3 7 B sl 49 eI Sl 0 48 ((EANR T -
SRR R A% EE (0, PH PRV RS T T T P % eu, 6a P Re
M0 Y e ML 7 s) (TR (O T BARSEIME SO GURE S LR S0 b R e
(B iy g fil Ao e I BRI SE) AR R G S AT SRR 2 1 oL 6 AR gk AR (B
BT R R BAKRLT (a0, 6 VER R EH5E) 9K I < 8 B 1 g O TR ) AL Ak sk
12 0L F 30 WP bRl (Bl an gkl AR 655 EIR s 3 (dioxigenin) CEHUE ML
I35 B b B B AR T ) B 0T o TR 1A% 2= w45 G e A vk B 4

[0070]  “HE 33" : WA SR FIARIE “B B A2 48 22 Ik (R JE ik B e 4 1 22 /3 - 54
R LR ) o B 8 B n] B ARG RR R R A 3 40 (40, W] o BE R B B SR SE) RN/ BlmT DA H
‘B 7 AL B BAB A o 7E FE L SR, O T AT 9 A AR DR RN/ B A R A R
FERZ K (FEA TS T FA)  FEFELL S, “B B oa” 2 3R A REAE 1 56 20, 451 an 4 i
AR JEARE R/ A A A T I 22 K o AR SR S ST A7, B SRS — SR DA B 2 IR .
B, 2 Ik v st — B 2 A A s e Ty USSR R ST G, WA ST
B EE E B AT E A L- LR R (D R R Bl — 2 A/ B nT S A A 2 RN 2 R TR
AR BRI AT — 2 o G R G5 9] oK i £ AL IR IE AL Y R A0 55 o 7 e e S i
b, B K] B R ARG BE IR AR R SR R IR 6 i B IR AN / B L 2H A o AE R e s
A5, B BRSSP PR 2 IR PR B LA S MR o A/ B AR 1 4
[0071]  “ERZGHEW” : WA ARG “RAHEY e 5 — 2 MR Frl 2 1%
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7R VR C £ 2 PR 37 1 57 o 8 2R 8 St 1) v, 37 PR 7 L T 85 R 97 5 SR I B ) B A
£, B i I6 7 07 AL B G A RBHAIN s SEBLIUE W7 1F I Ge i 22 B BB R AR
Bt 51 2 25 2 S P n] 2 Re R R G LA AR BRI AR 5 S A IE T BLR A T AR L
2B, i 255 1 RE 25 K BAR A PRI B 0 P 7 (9] an 4 1) 38 1 AN
G B PRI AR ) ARG K 7 SRURE K77 s AR B 505 5 DA n TS T VR A T YR e
FETSCR B 3B i B LA < K PAY ERSE A &y B 5 il i P 5 810 DAt PR 380 B K
Jirt B 1 Jfs P 2L ARG 0 B S ARORE FSOU Py B 555 5 BB A SR i Y, 1 0 L7 L LA B
WHTE T AR 4 B e B it A FH 380 e R I I

[0072]  “BEA E” AR SR IR TE “He A |7 AEVE S R0Y 30 1 FE B SR VL RS AR B Jo
Py 4 BT 4 i B BORE 2 1) 5 1k 2% F o P B TSR N R B A, ZE ) AL S LR (2R AT)
AR AT 31 56 B AN/ BHE 5 $1) 56 B3 B S B Bt s 246 3of 45

[0073]  “AMA” + WA Sy AR TE “AMA” BB N AN FLatH (B4, /N B R 3t o
ALy o EVF 2 SER] R, R FL Al BRI R ARSI, JEH NS A2 S it 4]
A= - EAN IR ENE SNITIE SN UL EN I S-S IPEN F R U GRS IE €52
Y, FARKALTEDD , G Un A AV o A LSRG b (1, RAORBEAERT T ST, MAT 7L
PR R anmE RS (E1an, AN R B VBB S R KSR EUE (1 an /Mg ) .
[0074] Y& 775" - A SCHT A il BT A R fR A S MR B VR T /R AN/ 851 Kk
vty A= AN/ s 2 PR AR I BOAE— 245570

[0075]  “Jayr AR - WA SR M s e S P AR i A B & AR R e st ) o, B
RARIE A TR AEARYE IR TT B2 T B AT 85 BB IR AE AN/ B0 DL R AR A2 LR T
FITIR R o0 A/ B L ) 8 o £ R L St 5] o ¥R A R B AR AT R  J I AT/ B
JRDLIR) — B2 AIREIR K 5 A2 5 R/ B3 RS JEE AT/ BRHE AR e A 1) o T S TS AR N 5 s
T ARAE 0T A RO SKbs EIERAEREE A T SEBUR IR T AR 18T A R A
B 5 PR IR T 1 BB I R AL B SR r 0 5 P 7 24 B 5 s [ B o S S it A1)
L SR BVE ST A RCE AT B B A 2 RRE e LA (B S2 0 I AE B DL IR 22 X 1 47)
BB (5 2, ALV PRl AR IV TV IRV S PR VB o ) B T Je T RN B T
itk AE R EE SR T R 25T BT IR IR T A R T LR SRR A R S . R R
SN B 8T A AR LA 2 AN (A RIS 7 S 10— #R5y) G AT/ B 5
[0076]  “VA T : WA ST FHARIE “VA 97 (treatment)” GEN “VBIT (treat) "k “VAIT
(treating)”) 248 & 70 BUSE A IRAE B0 SR A SRRy 5 00 IR A AN/ BRI DL ) — B2 Aol
RER ARFAE AN/ B [A] B 3B A A o IR HL 7™ EERE B A/ s P IR R A R I W T A — 3%
5o IR AT T AN BRI S JE A1/ B0 0 R AARAE ) A2 A/ BRAN FE BN 8 9
SR R/ B0 0 1 B S ARALE R A4 o B B 53 A, BT ¥ 7 Rl R R BUAR S50 IR Al A/ B
JRDLIK) — B2 Al B SLARAL (18 A o A2 LRSIt 1) L Y87 ) T S 212 W AT ORI
SR A/ B0 L AR o AE BB S 1l T AT T SR B M E ST B S R
PR BRI SR I 9 i A/ B 190 RS A SR K 11 B0 P 3 1) A A

(00771 ASC B TUL M B 0 Mo AR R IR 1
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’3 15 RF

[0078]  JE ik & A B ] — T 228 DL T i A K B B 5 5 LS G b 3 AR AR R B I AR A
H A5 7 TH S RFAE RO A, o

[0079]  P1 SR &, He SR A P T B A 7 B TR R T B AR A R ZeFRITIC 5
SPGB AR DA 1 e (2R £ AL RN SR BRI E B REALC £ (C 5 -PEG-Mal, 1) ik R
BB K (GSH) [ BB A J& 22 A= AR 5] N -NH, & [, JERLC £ -PEG-GSH (2) o 48 5 344
KL 5DBCO-PEGA -NHS 5 AIDFO-NCSHEEE , 73 7K C’ £ -PEG-DBCO (3) FIDFO-C’ £ -PEG-
DBCO (4) o F& T B AR 1 (1) B WA - e B0 0 s Ao 2B B A B e A /N B ) T A% (481 0% ]
25 Fr B (scFv-SRAuW) ) (8 5 g5 /s iR sdAb - SR ALW) 18 IBE 2 94K kL 1, FE DFO-C
B -PEG-scFv (5) o 3t IR IR ZebRic S & C s U M o B BE D) (P70 -DFO-C 1, -PEG-
scFv,6) o B 1A BT P A 156 B 1 S 5t 49 ASBR T s e Pv 3 H AT G356 AN /) 8 78 oA B, 91 2
sdAb.,

[0080]  [&|2AFN2B 7~ E A B AR /N B FR AEAN [R5 S IR TR) A (10min  Th B 1R VEE 3R AIER
65) ¥Zr-DFO-C £ -PEGIIA Y (KI24) FEth A (B2B) ZfRPETIEL .C A -PEG-Mal 5GSHZ ]
(K] 2 87 AR £E 1 2 20 PET G 2 il i {# FHFocus  120MicroPETHH A 3R EL .

[0081] &3/~ 7E 556 A I 76 e BERL /Nt Zr-DRO-C' 5 - PEG I A 4 43 A Hicdhe « 5L 31 /1
F2% 1D/ gl # (FI5CT5) $HK

[0082]  PRJ4ARNAB s AN & A 70 P 2T S A 2 S B S 4

[0083]  EE4AEIRAETSC FAEA[E pHEAT FC A -PEG-Mal i)™ ZrkRicd = % .

[0084]  [R4BSELRAHHIC A BE™ Zr bt Z AR 2 A HIC #5-PEG-Mal f¥ Zrbrid P2 .

[0085]  [&I5AFNSBIE 7~ 7E M FE R /N SR FEAS R VE S JE I 8] 45 (10min. S5 1K S 3 R AIEE6
F) [¥7r]C 5 -PEGHIR N FEEIRPETE o [*7r]C 5 - PEG L 38 1o 4 AN 25 B 2 70 B TSR 1
FRICHE AR & B PETE 2 385 18 F{Focus  120MicroPETHH{ KL .

[0086]  W&I5AE/RTEAELEDTA (£ —j&lU /%) F3REUIPETIEI4 .

[0087]  [&I5BE R F FHEDTAZK X (1 PET &l 45

[0088]  [&|6 o 7E 55 TR AEAR B /INR (n=3) 1 [PZr]C - PEGH) 4= W0 73 A1 30 - 75
1IN M2 10% 1D/ g 1B (FOETT) $REL, bhFg 7~ A& B A AN 73R 5 AR
SE MU AR (5T AR T4

[0089] %] 7 {57~ 75V 5 J5 48h N 76 {8 FERE /N 1 * 2 -DFO-C 45 .%Zr-DFO-C’ 5 -DBCOA!
#7r-DFO-C 5 -PEG- sdAbfI £ 4140 A5 B o i i fe Ak 3k 1 48 —C S IDFO.DBCO A sdADF]
] I e R 1) 258N J1 2R (LA 2K P TS B 21 22 A SR B )

[0090]  [KI8 /N ES - T ok Bk W b ik s it n I

[0091] 97 A - DY W 1 23232 1) S 49 1k 7 = P

= JENSL)/ S

[0092]  FEASUL B i o, AR AL S Pt R 9 BAT SRR BB & R g 4L BRAER 5 vk
A 9 BA AL B R S D BRI, TUY] 3 AN AR SR A b el i 812 1) 2 O 2 R e i A7
A H AR KA GV, HAFAESEA 1 iy B 9128 (1 A0 B 0 Rl i e P 57102 ) A 3
BRI A K B T3 s

13



CN 107735110 B ﬁﬁ HH :I:; 12/18 1T

[0093] WP, N ZA K B DR AT 454 , & 20 BRI P AT 23— Sh AR I - AN EL 2L
A, AT [ s S it P A Bl 5 22 AN A IR e B 1 .

[0094] AT e 2 B an [ st R ] BT R AR AT ZHAER MR AT R R Y
KFARCH T B HEAR TR —EMIAEER. (BRI Z N EE TEZE MM
SIHFFAEBTE AN R TAE AR T ZRRIIMAE AR A .

(00951 Zp 3697 7 (5, i) mT 38 H O\ S % A 2 A (f9 4, B v o 0 A A DT Bt
(ipilimumab) #PHICTLA4, Ho #0595 G0 DhRE I % 53 1) TR 556 e s s P 4
P G o JIF BRI A R TS A CEAR i LB ) B MR S 8 S S o e TR AR ) AR SR B T O
R FE T B R IR 1 55— AT 32 4KPD - 1 . T 9 B — G 2 46 25 2 7] AN 2 LLiF S i i JRg
S N7 S BE AR B ) QPD - 1B CTLAASE B — 4 5 IR 455 A 2 s ) — SR 2 I AR T , AN Ay B2 R T
FRART B, AT I VS INAE — 815 TR N A B G g% 75 M B IR TR SCRFVB YT - FEIX 2415 %
T, 2R IAERT G I 45035 A1) e Jeg DRI 41 2 10 B RT 5 62 1 4 B 14 48 i B 00 928 s I 17 40 40 » 0t
R H 0 B SRR 4 B PR G 5 S SRV e & DA S B PR IR AT IR T SRR H -
(00961 W] 38 ik AN - ey A 6 B 25 AR IDEAA) ) IR BV 7 S5 0 o 38 RTUS IE T PER TR PR A i DA i
— VRIT IR o AE FL L STt , S 2 AR IR A1 =y Wk FE AN TG VR T PR RO 1 AR i N AEVR YT
Ao FE RS R, 72— AR A 23697 7)1 & RO AR T B 2 2R R ) 9 Kok 5 o Bl
A PRST R 5 VR I T PEIBUR PR R AL R

[0097] R SCHEIRFE 2 W F1 /BRI IT 1 6 B FERE F 1t 9 KR - S R AR (9, 45 3]
2R T ) BB PR B o AE SRR STt 451 T, KOk 1 S 5 AR IR 1) ELAS /N T 20nm (51l
62 10nm) o &I/ N K/INE VR ST FN/ BRUE B. FH R SR AR AR 5o 41, Fir s e % AR R T 4
BRI R B AT A 2R 1) Ael D B2 B (1, ) AR S P AN S B AR R A AL T
TN AR IR S 8 S B HH It — 20 R RURE

[0098] 7 HEEL sy 5, goKok AL B A AR VR AW (B, B (LR - 35 - A BERR)
(PLGA) ) F1/84x J& (1 4n, 4225

[0099]  FEFLLLSLyfFH , 3 T A AR 9Kk 17 & SN gk 7 E O Ho
HA RG22 K 10nm3E B 1 B AR A — R B D) RE A WL = E AR O 52 9Ok T . C Rl
FiIA T3 L H 558298677 B25 “AE T A M N K NG KHFL T (Fluorescent silica-
based nanoparticles)” 3&EAFFZH52013/0039848 Al'5 “HeF A ARER e Kok
¥ (Fluorescent silica-based nanoparticles)” Fl13EE AR EEUS 2014/0248210 Al=
GEF T E AR Z RS YR T Multimodal silica-based nanoparticles)” 1, prid
LRI N 2B 51 T OGNS R 2D 7 Bekl 7 (B AnCy 5. 5) I N0 —
SEACRESE SR, o) FLHE AU R G 2 i . LR E B U A O . AR A H
fif e 2 - I 2, I (PEG) Z2: [ JLAME 1 L 3§ 5 78 7K 1 RN AR ) A O 25 AR HR IR AR e 1 o 3 B8R
CLAEAR P 3T PEAT LR IR S 1 375 e 1 5 5 b Bl Rt ) BT L /N R 1 3 T o A 2 J N
B (PET) BIMGONS EE AR A1 /4 PN B 71 BE /)72 PN C i Fh i FL e T, e A8 L e i A -
WRES &8 AT A DA TR AR S FH R mh ) R 8 R JRg A M o

[0100]  Crif&idid TR LB it DURT7 i (Stober process) REH.C miafEKH
.

[0101]  CrimliC sibAl LA BE M 5t H 7 N AR Y RHAE T 4 (AR 1 25 Wi ik P & o X 2
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B8 /N HL 52 28 T MR 0 58 1 B EPRAE I, R B £ B8 BT 75 15 B SR AN 245 AR 8h 0 22 i o o
WG A SCHE R G KR T 283 R G0, Horp 78 B St 451 w5 24 W RGP 42 2] C R B
C m EHEGKRT) .

[0102]  CARERC s ml A i B Sk H R ) 2 3697 AR b 4R LR —F 5 B4
AR B SR T PR AR (1, T Lu A0V ) JBE, O AL e s R A
PUARE P 5 ) B e IR (5] nnaMSH) I C R Bk C sl & I8 i) 5 C i kC SUBCHE YR I 77 (Fh/ 2%,
FETHERT) F 545 DL 858 (1) R RE o 76 8 S 51 A, O R A7 2= A/ Bk B
B0 BE 52 W B AR EE AR VR YT B H B

[0103] HHEZHETFE A, RZEEBYI TS 2900 T B & B A 5845 - 51
U, 76 8 e St 48] THOH 1 [R) A7 2R B 2 20 g Kok 1 H Ak i BER 32 20 9 Kok 1, g 2
Ui, FEIX LE S h , U AR TC IR AN B 25U R BEE 5 AR S S, S B AR AT
A2 B 42 B R KR 1 1) AL ] PSCAAS B 22 81 G KO 1 B TS 12 () S 2 R 42 2 44 KR R Bt
PR R B o B 42 20 C R (R AS [RL 8 29 B A 2 2 LU K 2 e P oKL S B AR R A TR A= 4 93 AT o
[0104] Sy BERY) (B UNC A -PTAA (mAb) FIC & - ik Fr Bx (vFab) {BERY)) BT {5 FH P A 7 12
HH AT — R 48 o 5 RVEL S IR EE - 5 SR IEE I e fb 243, 8T fT B« 77 R 1B RIS & E
TR LA S ke ok i B A 1 B B iR i 7 2B B ke - DU MR A S, tn B 9 BT o
[0105]  FE4nfE 8 Fr R R J7 S 1, & A Cyb 4Lk L 4 PEG A L) S Bt V. e 22k [ 3R 1 B g Ak
[1C A5 (CHi- (Cy5) -PEG-mal) #& Wn#f S #AF (Bradbury) 25 N , 2014 H S5 i BT IA il £ - 1] 85 42
Cy b7 't A i iy Y Ak e HLFH DY FR R JiR PR ek Je (TMOSS) 37 5 21 #3NH, OH I L (BE 2K EE TMOS
Cy5:NH,:H,041:0.001:0.44:1215) IR & 24N (BH35C (Urata ©) vF LY (Aoyama
Y) AR JIEA (Tonegawa A) LY (Yamauchi Y) « 2B H % K Kuroda K) . #2155 3% 1 v 14 71
DU i e A o L — B AR RE G KR T 35 A /772 (Dialysis process for the removal of
surfactants to form colloidal mesoporous silica nanoparticles) .{k2%i# i (Chem
Commun) (8I# (Camb)) .2009; (34) :5094-6) (LLiHH (Yamada H) \ZHiEEC. LY KHS
(Osada S) LAY EEHZR ZK. BA AR BN B AR AL = A A EE G KR 1 i) 45 A AE
S AKME KRG B A& #8247 N (Preparation of Colloidal Mesoporous Silica
Nanoparticles with Different Diameters and Their Unique Degradation Behavior
in Static Aqueous Systems) , k2 (Chem.Mater.) 2012;24 (8) :1462-71.) (] (Wang
I VEJR-1BIFA (Sugawara-Narutaki A) %M (Fukao M) FEH:T (Yokoi T) . F A
(Shimojima A) \RALRT (Okubo T) . M FH i Bl 2 1t A0 75 BR) B2 20 B0 — S A I G oK BRAAR 1) 19 A
G A 2 1 H 0% (Two-phase synthesis of monodisperse silica nanospheres
with amines or ammonia catalyst and their controlled self-assembly) .ZFEE{LF
SN FHM RS S (ACS Appl Mater Interfaces) .2011;3(5) :1538-44.,) hj=A:Cy5Fdt
) AR, HAR T — B2 5 & Ak Hd i FPEG- H i bt (500g/ BE/R) (4% KK
(Suzuki K) &K (Tkari K) «AHFH (Imai H) 8 XUGR NG VR RS & R A A 741 4
) A ALFEGN KR T (Synthesis of silica nanoparticles having a well-ordered
mesostructured using a double surfactant system) .3EEfb2F2E2A4E (J Am Chem
Soc) 20043126 (2) :462-3) NI SREEV % - PEG - B ke (B /K ELPEG- F R 5% : TMOS :mal - PEG-
FRESE91:2.3:0.006) b3 E > iyt I Ji B A B B Ak o [ i vl ad ik Aok ¥ 5 35 A B I A fi
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4k & (51, 2F Fot 208 PR S 2 R - HC ) S S T SR I i 32 [ A 298 it 2 A e e 3
B 5 o] 3 - (2-nkme 2 i AR) TR B% M 0% i (SPDP) (&4 Fr 5 C s - (Cy5) -PEG- % o M m
BECmEBEHTELHAEN:—, o] T2 EP8eR s =, HaT HE “GRIpEHE UL/
e Tt P 22 A 1) SR A0 55 < 4R 5 TS FH TCEPAS B B s bt i 2 - ek ) 1) 225 [ , 3 v Jd ik HPLCER UV
g - T 8 o AR S TS B ARC A - (Cy5) -PEG- i 5 85 M i - ok W W e S N7 , 7248 Pl
CHi- (Cy5) -PEG-mAbEY.C /5 - (Cyb) -PEG-vFab.,

[0106]  FEUnPE 9 BT AR I 7 Se 2, A I A - DU e A 2232 47 B 1 P 42 - 7E Ak,
s RSP R (491 G R DY R - PEG, - NHSTR) A& fimAb B vFab. 48 (5 5&1) Wik , 28 )5
FHIE 2 s RS B4 (5140, TCO-PEGA -NHSR) A2 41iC &3 - (Cy5) -PEG- iz . fE s 2P R, SR J5 vl
{ufi FP L Y 15 - mAb BY FE BL U - vFab 5 C 5 - (Cy5) -PEG-TCOS 3 , = 4EC 5 - (Cy5) -PEG-mAbEgC
&~ (Cyb) -PEG-vFab=4.

[0107]  HiAk i BE (FAb) EHR#ERA TR Hi4A (mAb) ML BRAEAR B (140, KN TEFe X BL AR
o B JEUPE ST P 4E PR ANIE B ) o FAbSZ PUIRR) 43 3% (stripped-down) 45 & X5k, il 5 £ R 1A
15 (i, KH B (E.Coli)) HRIA N B — 4L 751  AE R LSt 451 1 , CAbEmAb AT /)N 22
15kDa (+/-5kDa) (5l Un#%)3nm) o £ H &Lt 5] , fAbEYmAb ] /55348 150kDa (440, i=;i% 20nm) .
fE— NS R, £Ab Y K 260kDa (fFl T, +/ - 15kDa) o FAbAL & % 422 5] 40 i BR 2R A 42 4 1) A
8 235 e 33 ) G P R B 1 EE AR T AR R E 45 A 38 AE Ty — S g, iAo AT K 2930kDa
(il , +/-10kDa) ) EL4E AT AR F BE (scFv) Fr Bt o scFv v BUAL & 7% 452 B 42 B nl AR 45 3y B
e ] A g 3 E L e S R, AR SR K Z15kDa (514, +/ - 5kDa) [ B 45 AL S B A
(sdAb) Jr Bt . sdAb v B 7 B — B 4k ] AR 25 M3 o 78 S8 S 491 o, P Ad Fr B S ) AN (R i
S HTCEA scFv.

[0108]  #F B obsizjifi 45 o , 4 B 2 AN R AR o 76 B St 5] vbr , 3 ) PT Z A e 24k (49 2
JR S FER B ) o A R S it ) L A AN W] 2R A (9, B E) o A AR S it 4]
JHR T e A I I Vi B R B 1 (G, AL 2R T I - B) S PRI R E e St g, (S AR
Mg - N R — A .

[0109] 7 3 ke iz i ) A, A FH Gn A STk o B (1) A R e 332 4« 55 [ &1 264, 680, 338
555,122,368 .45, 141,648'5 . 555, 208,0205 . 55,416,064 5 . 55 ,475,092'5 . 55,
543,3905 . 45,563,2505 . 45,585,4995 . 45,880,2705 . 46,214, 3455 . 456,436,931
5 .556,372,738%5 . 456,340,701 5 . 556,989, 4525 . 57,129,261 5 . 57,375,078 5 .57,
498,302 \457,507,420°5 . 557,691 ,9625 . 557,910,594 . 57,968, 5865 . 557,989, 434
5. 857,994,1355 . 457,999,083 5 . 558,153,768 5 . 518,236, 3195 ; Zhao ,R. Z5 A (2011)
KM IR 25407 2 & (J .Med . Chem.) 36,5404; Z %'7*,S. (Doronina,S.) % A\ (2006) A= ¥ {& 5k
%% (Bioconjug Chem) ,17,114;# % P. (Hamann,P.) ZE A\ (2005) A ¥{HEL%. 16,346,
T i 225 SCERI A 25 LA 51 - SR A A SO

[0110]  7E LS5 H , mAb A/ B AbZE 3 [ Fit ik F T 548 FH 3%  mAb FI £ Ab ) I PR i P4 5
# L 4EHGPTIIb/ 1 1a  JLVEGE - AFIHLTINF -a . ReoPro (Fi & B4 (abciximab) ) & H 2f 4t
(Centocor) /#L3k (B1i Lilly) WF & RIHFIGPIIb/I1Tafk & fAb TgGl-x, fNgh /K (Nelson) £l
#i ik Reichert) , “VEITHEPUIER Bl K &% (Development trends for therapeutic
antibody fragments)”, HRAEY)Hi A (Nature Biotechnology) ,27 (4) , 2009071k . bRk &T
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(Lucentis) (ZZJE®#.41 (ranibizumab)) s& HFE K ZE 70 (Genentech) B & I HTVEGF-A N 254k,
Fab TgGl-x (44K A 7o ks, 2009) , Ho F T T 9 4 48 8 A 50 4 B B AR 1 o IR R IR
(Cimzia) R AL FE 2Bk BHL (certolizumab pegol)) & HUCBHF A I HLINF-aZR 2, —
BEA N R0 £ AD (9H 7K b s v 4, 2009) , Ho AT Tl A B2 31 51 F% ve F£ IR 5 (Crohn’ s
disease) o

[0111]  FEZELE S5, 4 FHPET (IE L 1 A W =485 R) 7 B2 A E AR o AE R e S
i, PET R B A& Ze ou. [F 1 U 8 A i

[0112]  FEFELE ST, 52 56 A1 5 2 Bkl R BRI KGR 40 1 AR AT A HLECE AL 4
B 4 8B G W BUAT AR 9O R CA) , CLFE B 1 I8 RT AR IS o AE F e ST R, SO A A
KRS DRIR RS o AR B St ), O AL B DT DiR\DiDAF O YRk AL B azs 41 A
2L ARk (NIRE) o 2GR HE ((HANBR T7) B A& RO Gkt o 78 FE L St 451
RGN T R S R G ((HANFR ) Cy5.5.Cy5MICy7 (GEERJT (GE Healthcare)) ;
AlexaFlour660.AlexaFlour680.AlexaFluor750f1AlexaFluor790 (37 (Invitrogen)) ;
VivoTag680.VivoTag-S680F1VivoTag-S750 (4E#kL 2 (VisEn Medical)) ;Dy677.Dy682.
Dy 752 1Dy 780 (FEFK K 55 (Dyomics)) ;DyLight547.DyLight647 (/K7 (Pierce)) ;
HiLyte Fluor 647.HiLyte Fluor 680f1HiLyte Fluor 750 (FiJ4NF£% (AnaSpec)) ; IRDye
800CW.IRDye 800RSFIIRDye 700DX (i &F (Li-Cor)) ; FHADSTSOWSADS830WSFIADS832WS (35
[ 4wkl K5 (American Dye Source)) flKodak X-SIGHT 650.Kodak X-SIGHT 691 .Kodak
X-SIGHT 751 (#i3][&Jy (Carestream Health)) o

[0113]  FEREEES e b, A FH i S PR R (T Ui db 53 ) o i s B 4 35 (A 1)
SEBELHE DL R 25T b S BALY) IR EE GR2E) IR S BRINE 5 5ok I e JNHS (N- ¥k
BRIAWE V) M (P i U R/ B2 ) Rk Rk R O LS I BRI L AR TR IR
FRHE PR PP AR S SR e R TR L PR I T A T A A R TR TR R R T
J¥2  FR IR fie S0 i (AT D I e A S, g D A1 e ST e A e T ) I S0 e A 2 (BB i) &
FRIE (FUER BE B 7 FUER R I ER e I « 6 R e I A BR %) A2 . P A 2 | ntb g 2
WAL A VTt Pt R i g R STV O il L AR IS R AR URR I L AR
B TR B Bl S TR O L R IR L BRI 0 A L R IR A L I B B o A
P S IRAN/ B 4

[0114]  WIYE YT I IR B HE ) o Ay 20 e < L8 S8 MU0 s 7 5 S0 e« 45 e < i g s
22 i IR AP e S BRI IR L 2 R i B S TR /N B L R R B L Sk
g BE S FOR e R SR R/ Bl e

[0115]  7F FE syt 451 o, Bt 422 21 C i 1 1 1m) KO A4 (8] dna-MSH) ] FAE #2155 551 5 He e
7k — IR T RV

[0116]  FEIELESEHAH , B 4% 5 A ST TR K e BEARER A1, V97 J7 kAT B IR S Pk
T AN RIS I IR AT TR A R T VR GRSV ORIT R G TR AN/ B
FAR.

(01171  fERELLSLyt 5 , e BB AL 567 A, Bl an 254 (Gl anfh 2236 97 25900 F1/ 836
ST I TBUR P R 3R o AR SR F YR 97 7807 2 18 148 S AMART B 167 V8 FHAL /8051 & e
A=A/ B2 B A T AT AT 24555
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[0118] 7t S 49w, JECSR A [ 57 28 A2 m M I/ B (4910 JE sk PET BB - A B 1T 5
Wt Z 455 AR (SPECT) ) F U PEARC » T P S B TOR 8 5] 2 2 8 B A Sk (il 7748 Atk
A (9140, %20 Ac) o 7 558 St 451 e A P DA T Ok R A 2P i — B 2. PP e Tn,
Ccu.Ga " Re P Re PP Sm T LU U T L PP T UM L TBNL 0L PR L P 0Re L PP Re L PP S,
166HO\177LU\ 149Pm\90Y\213Bi \103Pd\109Pd\159Gd\140La\ 198Au\ 199Au\ 169Yb\175Yb\165Dy\166Dy\
0u ' Rh M Ag Bz AR P T

[0119]  FEIELESThf b, ey R0 & — B2 Mgy, 49— 8 2 Mk 2 V6 97 254, 15
mENIE e EZ B 2 P38 MEK162 AKFERE R & e e T & e e & e L 4k v
T4 D8 DLV BT R/ B R

[0120]  FERELCSE b, S BB B & 2555, il n 1, 4,8, 11-PU s 4« =38 [6.6.2] +
NEE-4,11- =3 — 2 (CB-TE2A) ; 28k % (DFO) ; —Z =& . 2.1 (DTPA) 51,4,7,10- P4
FRMADUKE-1,4,7,10-PU 208 (DOTA) 5 £ [P 418 (EDTA) 5 £ ZFEM (2-F I 4.3E) -N, N,
N’ ,N’-V4 28 (EGTA) ;1,4,8,11-WUE A<+ PU%i-1,4,8,11-PY 1 (TETA) ; WL FE XL - (2-
4323 - RS R) (EHPG) ;5-C1-EHPG; 5Br-EHPG ; 5-Me-EHPG ; 5t -Bu-EHPG ; 5- fi-Bu-EHPG ;
KIF L ENRTLLTR GEFE-DTPA) 3 2K FF-DTPA; K3 -DTPA. — K 3 -DTPA; 4 -DTPA; —
FHEEDTPA; X -2 (FR AR IE) - 4 & = 2,18 (HBED) FHATAM) s Ac-DOTA; 2R FF-DOTA ; 2K
H-DOTA;1,4,7- =EIHELHN N’ N”-= 21 (NOTA) ; FH-NOTA; 2EF£-TETA A 3F:-
DOTMA (FLHDOTMAAZ1,4,7,10- DU AR - DU4E-1,4,7,10- DY (F DY 48 ) A I -TETMA
(P TETMASZ1,4,8, 11-DY R 24 FF DU %t-1,4,8,11- (FFEEPY 248 8)) :1,3- A &Y 2.1
(PDTA) TN ;s = Z VU ReoS .88 (TTHA) 51,5,10-N,N” N - = (2,3- “ R HIFEFELIL) - )L
2SS (LICAM) fIAITAEY s A1 ,3,5-N,N" \N”-=(2,3- " R R FH ok ) a0 AP R 2
(MECAM) B4 H &4 SR B & 7

[0121]  FEIELeSjti il , S B BB & — Fh L BB S71).

[0122]  7£ KLt b , U1 ) 57 25 - 2K 7000 2™ 7 - DRO o 78 e St 451 o , ke Sk [
fir 25 - A 7000 T Lu-DOTA o 78 S e St A5 vhr , 5 28 ) 57 25 - 2K 7906 /2% Ac -DOTA.
[0123]  fERESLsyt e, A8 A Y RS ARERTT V% (90, Ji /NHS - i B B/ 5 R B 0 i 2
RALW /e B B R /TCO i 7) 36 77 77 (1, 25970 0/ BS80S 1k [ 62 2%) B 482 1 g oK op
TR B (B 8 B0 B3 o X T8 RSO 1 < a8 A TBO PR FR A, BT i S AU 1 4 R
B A TR 2 2R - B B e A, AR i P 4 RO 1 4 i o B, T AT RO 1 4 i 2
AV AR5 B B BRL T B AR (A R b AT R Al o S e I Ak S s R
T-EER 1 S 3 I R R B A 1 AR 9 v SISO AL

[0124]  7EREECS 5] , K S e AR R Y5 5 8 A AR5 s 5 i B0 O (9 2, S iE) 1A kR
YBT3 I3 B 100 o

[0125]  sEZE& s

[0126]  Cphi- (Cy5) -PEG- By e Mk IV e i 1) % -

[0127] X Hh ORI AINHS i E AL 2R £ % (mal -dPEG ,-NHS) 5282k F e ke (APTES) T
DMSOH B¢ (& /K Hmal-PEG-NHS : APTES :DMSO 1:0.9:60) 44 R MRS WA =IE FAER T
#p B 48/ LU A H I 5 B e fbmal - dPEG (mal-dPEG-APTES) o B 3k Bt IV i B A 4LCy5
(mal-Cy5) Sz - LT MPTMS) F-DMSOH [ B (& /K EE Cy5 :MPTMS : DMOS 1:25:1150) o
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RILE RN E AT 5 B 24/ DL AR F BT B BB AL Cy 5 (Cy5-MPTMS) « 48 5 K TMOS 1
Cy5-MPTMS 7€ £ S A F I (LIpH 8) w1 (BE/KELTMOS : Cy5:NH,:H,0 1:0.001:0.44:
1215) WAL Z IR T AE600rpm | i HE24 /N LU B35 Ji 16 Cy 5 2 41 1 — S AL R oK R
T S8 5 Fmal -dPEG- APTES AV FF Ak ot B Re AL 5K & % (PEG- FERE B , MWZ500, i #)) 7
(Gelest)) MNINZ A RUIA R LA £ ik HAR T B BE AR T (PEG- FH AT : TMOS :mal -
PEG-APTES 1:2.3:0.006) o ¥¥ARAE % iR T E600rpm T #itHE24/ M), SR J5 7E80°C N 7E Al
FEN BB E 2470 VAR AE2000mL 2 B K RIEAT R (10k MWCO) , FH200nmé & it yiE 5
e, Hig G titkaifh (Superdex 200) , 774 firfimal -C i,

[0128]  C i Gy A IRAI ] &

[0129]  BEATHF T LUK B4 B A B (scFv) fBBL 2 C A% O A REG KR T o 75 R I AT
B A S A 4 B AR 12 (MP-12) B scFy o M54 & A COR 3t s MIFLAGHR 25 H T8¢
212 R8Tl 0 G 8 A I o AR AR L o 22 IR BE 1 B 5 — N G R R e AL R R &R (Cys) B RAB A
scFv o 3 o X 578 A 35 R 3 SR Aff A BT 25028 o 33+ e SE AR R4 (SDS) 58 TR i B g gt e
L9k (PAGE) i\ B 4= B scFv A CR Bl Cy s S8R AR 1) R a8 AR S AN 4tiAk, , 3@ ik 76 5 scFv—3)(
5>+ &~ 7% Sk (Coomassie blue) el #iAt . FHHTFLAGHRZEHRPAREL )47 scFv
SDS PAGEXE R H P 75 28 & (western blot) Z3#T. P8 7 58 s BT A eI 26 7 ) JB 1 A
scFv,

[0130]  scFv24 & W Re & AR I B A ve b B 22 Bl scFvAN- 2 5k - 3%
HAWE V% (NHS) Wi - 26 & — % (PEG) - & BB . A B8 52 IR TAE AT B 18, FINHSTE - PEG, -
S BB ET A Y scFv ] PEG, - B AL VB AL A4 N\ 2 1T st 20 R SR b () e s e | o #4.C
KiiscFv CysHHAR 5 BRI Vi - PEG, - 2 EAC AR IE LKA mURE 73 EPEG, - 8 B A4 5
ACysHidt: b o i@ 5 K3k (DBCO) -PEG-Cy 52 YaHREH I B 73 AT s e Fv A SRAA 1 B
AN o 18 T A Er 4 TR I m i A 2 e B A B A0 4 5 DBCO I B LA e S AN B B o o ik
40kDa B 1E K /INHERH BE % 4 B I SNIR G P # Bk R [ B EIDBCO - Cy 5 44kt . id it 3 FH AR ok
(BioRad) Versa-Doc UG AE B AE B FICK i Cys  scFv-PEG-Cy5%% )t Gk i S A4 AT #R 4k ok
BN K B B LR T 5] AscFvif R TH L.

[0131] ARG M8 B B YRR scFy 584 1-3NDBCOMIC S AE He e 1 b N o A [ B 7E 5
TN FREE12h o Ad F 2 AR B BRI scFv-C s alifh R BB scFy , FTid SR 3550, 0004y
T-E A R K b R R 6 22 e 2k 7K R 155 G- 200K /N FIEBEL A €2, 33 Bk /)N HEBEL e % 4 A3
Tok R AR AR 1) 3 R o TR TR AR R /INHEREL € 15 AL, T 2 e T 8 ) B A T v o B R A
scFv AR M /KL~ 58 643 BT « % Jig L ik AN FH [ 5 AL MMP - 12 1) 2 JEEL TSA 7y i & 4l AL 1)
scFv CrifBmd) .

[0132]  xue75yknliE T H e R M Huik A B, Bl isdAb,

[0133] &1 oo & Mk B A B, e o A I T3 FI U AR L BR & P Zr bR
(1C” r U G AR I o 17 S A 2R 4 B R S0k It S i B e AKC p (C' 25 -PEG-Mal, 1)
538 SR A I H IR (GSH) [ B2 RA A J5 8 AE MBI 51N -NH, &[], TEBC £-PEG-GSH (2) <48
J {5 49K i T+ 5 DBCO - PEG4 - NHSTiE FIDFO-NCSAB . , 43 il FE il C’ 4 - PEG-DBCO (3) FIDFO-C’
R-PEG-DBCO (4) o T R AR (i i3k 11 2B AL - A I R A 28 A 0 B e A /N [ A (451
FBET] AR B (scFv- 28 ) (B 25 383k sdAb- B E L) IR BB 4K KT, TR R
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DFO-C’ f-PEG-scFv (5) o i B IR Y Zr b e 4 fUBUR P S i (BB *9Zr-DFO-C -
PEG-scFv,6) « B 1H BT P i 1 B 1) 7R =5 R AN R T seFv BT ELRE A [F S8 B i 1 B, 491
UnsdAb.

[0134]  [E|2AFN2B /R FEAE B AR/ BR R AEAN [R5 S I TE) A (10min  Th BB 1R VEE 3R AIER
67) ¥Zr-DFO-C £ -PEGIIA Y (KI24) 5tk A (B2B) ZfRPETIEL .C £ -PEG-Mal 5GSHZ ]
(K] 2 37 B AR £E 1 2 20 PET S 2 i i {# FHFocus  120MicroPETHHE A 3R EL .

[0135] I3 N7 56 K I 76 18 BER /Nt Zr-DRO-C' 5 - PEG I A 4 45 A Hicdhs « 8L 31 /1
F2% 1D/ gl # (FI5CTT) $HK

[0136]  P4ARNAB G AN & A 70 1P 2T S v A0 S B S 41

[0137]  E4ARRIETSC RIEAREpHE A FC 5 -PEG-Mal (1% Zrdfit P2 2% .

[0138]  [ERI4BELRAHHIC A BE™ Zr bt AR 4 A HIC 5 -PEG-Mal ¥ Zrbrid P2 .
[0139]  [&I5AFN5BIE 7~ 75 M B R /N SR FEAS R VE S R I 18] 25 (10min. 551K (S 3 R AIEE6
F) [P7r]C i -PEGHIR N FEEIRPETE o [*7r]C 5 - PG 38 o4 AN 5 B 2 70 B TR 1
FRICH AR A - PETIES 2 38 1 48 FFocus  120MicroPETH A GREL .

[0140]  EI5AE/RTEA ELEDTA (4 —j&l Z.1%) F3REUIPETEI4 .

[0141]  [&I5BE R F FHEDTAZK X [F PET &l 15

[0142] &6 R e ST RIS AR BEE/INR (n=3) o [PZr]C - PEGHI 4= 90 7 A 30 - 75
TN M EE 2R 10% 1D/ gfH (FoETT) SR (HATAER HEoR) , Shen i AN S8 A7
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