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W EF XA ) BB T, SHFERBREMIFICH G T FE N

o

¥ .

16



200780027791. 5 WO P FE6/430

[0021] “LEAFE” R “FE” Z—MMLFiHg, LoFRLE
BRI FSTEMG—ANREANRMEEF:HRA FERT” )T
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Comput. Sci. 1997, 37, 171-192). A& a T Tl B LT R (F5 A
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253 B, XRBASMIE “WHALSW”, LEHZARKA
M SE AU AE: RIS, BRE W E SARSE ST L AR
AE (#4K). LB F T RIN—RG K% B RAGINRE. “RH
et BT &I ARESY, TRZAETEMNFEFTIHR S
&, BB KA (GRFE) R E BB,

[0028] “&Birittiibdh” (LA “REMERBITEBRNR.
R bR - BAESY. R HEEMITEGREN” )ZEF A
FARL, OB EV ARKASMEMERTELBERTORESME
BRIARR,, XA BIFCHREMH TS, ARRT, &M, EH.
i, K& IR RERY, ABRRBRRERLRY.

[0029] “& B oiE” Hieb b BRE BRI E A
ot Eag M., ©iE I LARRAR A Bk,

18



200780027791. 5 o P FE8/431

[0030] “BIHGEE)AR” R “HEW” HATHHINRE
HFRELSY . TR L, RO TIBBREEIRLE &) F R4
(B %e 3 Fabk i X F)) 6g - F 3R 5~

[0031]:8 % 4£ 8 69 8 B : NAS 3 N-& M Bt 835 34 BL T fe
(acryloxysuccinimide); NMAS 4 N-%¥ 2k & M Bt 23534 Bt I ik ; DMA
A NN-ZF A MWHBLEE; t-BDB 2 7T 18 o i, b7 R 45 4475 (RAFT 4%
HAAF, RTAZARKANTEE (3£); AMBN % 228 =(2-F
A TH); DMSO #» —%¥EL#; DOTA # 1,4,7,10-9 R LR+ k%
-1,4,7,10-9 TE; PMAA AR(FAAKER);, DTPA AR T A=
B A LER ( =T e £ R ); PDMAEMA 4 R (F AR ER —
¥R T ES); Fmoc AR FTER 0-H AT B, DTT A 88,
TMS A = TR Freir ik, TCEP A =Z(2-R TA)M.

[0032] A& Mn. Mw #= PDI(% 4~ 45£8)5 5] % : Mw/Mn J
FHAETHEREYH>TE, MEZHoRIBUMLESTETH.

[0033] “H&A7 AHBeih. HoIiHH . AL H KA KA L4
OFARE T, HREREISY. HboMmbyF ik, HEEMHE LR
HKdew H,O X NH; AR, ZH5ESFNE5LEBETHARS T4E.

[0034] “iLBAE” RIGEA AT /RT 44 21-30. 39-48. 57-80
F189-92 X —thE, LBEAFTOEKRLEE. MAALETFRTESE.

[0035] “4R A TE” AHEA 57-71 4R TFHH#TELEE, &
# La. Ce. Pr. Nd. Pm. Sm. Eu. Gd. Tb. Dy. Ho. Er. Tm.
Yb. Lu.

[0036] “& B~ RIBEAULTFRTHFHZZ—ATE: 3. 4. 11-
13. 19-33. 37-52. 55-84. 87-102.
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EEANZ-

[0037] #£ALA F ELIEUL AR F)ICP-MS FL | 6970 F o 69 —
RAFRBZ B EA L. LFAAVR B AT TE2FRE B egegirsidt
AT F AR Y, KRR AERERRZANRAR P IRk, SH4F
A TFAESH. AT ERRASGLEIFT, FETFRITEL
B ARE . B AL F B TIRA S5V (ACP-MS) LA X T ik4F M
B8, HTAAHREANAEAFEMNELES., REZARNEAXA
Fx. KEEL BTN R E AT T VAR BT AN 69 45 4543
2, B, TUFLFZ BT 50 N AEIRE; RIFNIrE
FUE R E VRS AT IREGI1E 5. R, ICP-MS ¢ F &
RBE (FARRMEE T EE T/ ) RR (P43t T R 54740
XF 10%), AR TRMAELRTHSCE gk, HF=/X
AEME R MS 3FF R A EHA-mI 4 /R 100 A~4-F KA
AR T AR AT, RRARE LS T % EAR, xFH AT
% St tm T S GG SRR Bt . G, ICP-MS AE A4 mAIRABE T 1R
KAZE L35 F o ArdoFH XA AT exr 2 &, 5 THT
FE oAk sk KM T 5 A YA F EESFARAHER., X
2, KAV T AEARSGHARIT, EEERARTRIZNE E
&8 A Ao A My i) 6 R .

[0038] A E AL H EANET AR ®HICP-MS L
FeA B A B EO T H M A (BF AN H LT RZE. e,
bR RO —B, REVD WA FLFLEAET LR YK, Hi
TS A B AT FE A XA &, SFEEN RS, T ATRERALLA
B R GG e, FARAEST ARIE K I A4 A 69474 ICP-MS 75 it
Aoty —ikik, REMNEFEMAFREIRSZ 5, LT
FEHAFFITH GG M PR L A I LM FAD Y, mIeE Y F KT
PABFE AL & @ R it e) & & 5B £ .
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[0039] FR-&-4h I U FE AFE 69 #7 £ 7 1E T H) 8 1 & 7L X @ el
ICP-MS HEALZE 6957, FHIREZ L 50 E S AF T 4895 B ol
(KB % FIE)F Z A WATTW G L IEF oM T R A IRE 47
&, RABEAE T LESN T IRALEH A 50 P 69 B R I3RS AR 69
oAt m i) 64 BLBL IR B Ao 2T,

[0040] ZR-&-4h U EATFE GG HT £ A& F F A MR F) 69 RAFIT-
AARR) Aol A L) R AT R EARLE, AR, AT
WA T RALLALR A FOF L @EE A (RARMIAEE), REF
Ao F R s L mieegir £ t, Bk, FAARAEAHA LT
5= M) T 649 5% - FLEUBR BE (isothiocyonate) (FITC)FA=4k & & An vl #73T
°, R, LAAFAATITA AR R IEIRA C BB ILS Fab A &
AN A BATH &, TSI 09 R IE LS A NE—AFITE F e O,
/\ijjtﬁ" o, T AL, ME L T ANMKIE. KA e 4R- U E A 4K
GFERAEO RAEIRE ST HEME T F — A K I A A BT
o PE- % K IR 48 B 45 # (Time Resolved Fluorescence Resonance
Energy Transfer) (TR-FRET)'"' A % # B B .

[0041] W+ A #) 3K F 6. 36 AR T 49 F Fo b 3K H) A dE 18 id
ICP-MS A X @ IAIE RAAE o0 F H A e o) Ta K VAR MG 6970
oM. A M B R e R E bR e &) A AR IR 69 4K
g ir., R, AFEHFEGE TR EAXEL, BT RAIFIT
%m%ﬁAA T T A8 ) 84 3 Febk 3K, 7 () do AR ) FF F) A A F
Fapk X R, AB AL EHRAIMEFZE *7‘&/&.5‘] 4 2 I 4 AL 4 A
(BE . #z\ érﬂ}]@bﬁ: i RE), Hk, @it ICP-MS ZE44
FRXANHE, HEXRSZHARLT ﬁkﬁ%i%%ﬁm

[0042] AKBAG—AF @B T —FF LIEREW L EATRE,
HPRBRAEYOIEE S — AN L2 BHME, ZMACIEE ) A&
B FREB LS E Y —ANEBET. LEAFET UG —F LIEA
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HROMW A TiEEY. Madh. XEMSTFI—OERE. LE
FRETT VA A RN, CETT ARG R BTG, B ELSE ) —A 4
BB 0o B MA AL ET LAY 1 3] 1000 28], FHIza
Wty 10 3] 250 2@, 2V —NERBRTFITALEESTEESEFZNGM
HEWEr—A., BOWTUEEL 1 5 1000 X\ eGFAE, &Kt
A3, 10 3) 250 18] 69 KA JE

[0043] R TvAik B HERMREGY. ERM. LAKEY.
B AR, BERSY. EHREGY. 5 AR WA R L.
Bodpey FRTOR ABRRAR AHBrE. R ARHERE. R
VA A B, JFETTVAAH AMBLE. FTARHEUE. RWERES.
W R EAEE . RMRER SR T AR M BR 49 34 SR A 2K R M 6 IRARAT A&
.

[0044] %544 /& 64 2 T VA8 i3 B B i BUAE I B T REW.
EHLE T A A ABE R AR . £ B AT A LR AT RELF L
%, AHEMEALERMEAETHNREE., LEFRETURE—PH 05
WETFRAOMOGERBGEEY, LPEBMEBENHETEY
o F. LEAFETAGLE—H b%Wﬁ%ﬁ&%%mM% H Az
M EB W E T A MoHF. BTl h R _EEPEG)E @, 4
BTl LIEEe S 2w B o Loy A g R M E e B KA R
wAOFRAOMGERRA. mE, RN TIACIFRBGKEENES
F18) a4 69 B fE

[0045] ERAFARE, TUAEMME T LSS T. £MaFT
VA Ry Fa iR ], B e b a0 BT A A AR

[0046] AKBA &) H —F @PBAE T —FF L FAF TG F A HIKA
b Fapk XA R LR A EARAARE, AL F M P g E S —A
HARBRBELES —NEBRT.
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[0047] AR AW A —F @B T —F 4 & LA L EARE
%, 3% ORBELSW,;, LAGKCEE Y —NEBRTRA
B EV—ANERBRTOEY —ANEEE2BAMELNMET
FREBY. BRSO THRTACERS MO KR, EFEmik
b T e BT (4454 ) RERAFT). RTHBABARS
(ATRP)F#= 1A & T B AL R4, RRARR S e 5 R vL ELIEIIL A
B A TR AL T 494 KA N-IR AR R BLIE . N)N-
SR AR . N-FRA AR, N AT A AHBLE. NN-
SR AT A AEBLE. N-FAFTARHBUE. FARERE. Atk
BRES R L HEAEEEMY. B LESES—ANEBRTHESEEN
AT VA 6,36 = LA = e . LERES (DTPA)Ee AR 2K 1,4,7,10-79 F( 4%
R+ —42-1,4,7,10-m9 B (DOTA) Betk. Bk 7 kv vA it —F @45
TRALFT A RS, AP EREARBENES LT, ATES
ETT A — S OFEH RN E T RO ERE, LT 28mE
ek ok T, TR F RS —F aEREM s T EMEEST
HHEY, RE, TRFETARGR—FEHERE) —NEBRTHES
FE YV —AGH2 R0 M,

[0048] AKX BAMY B —FH @R T —F 41 & LR L FAFE6F
%, B3 ORBOEEZSAREY, LeEE)—A2BRT
REBELE Y —NERBRTHESLBOMA, FaIEAFZR
Ay e A iR MG TR E; (D) EBYHE THIEAREMAGE
H, EPizigahiedesotha T, (K EHs THENES
FRrikiEdEdy;, AR(GVHFES N2 BRTHETEYS —NEE
A BHME, BEV—ANEBRTHASTEV —ALEEEEGME
BRI ALTRGHZTEAT. KEV - NERBERTEETEYS —
AL B MR e S RST A A S RGDHZIT#AT. HFES—A2
BB T tE AT B — A A B M6 BRT R FIR()Z B
AT, B F ik TAdt—F G R et & TiEEMe B IR,

23



200780027791. 5 o P E13/43m

W T IE IA) a4 T BTk R A Ao A My 4T 9], Fa/SGK 18] g 4 M A
TR R oMmed-FIR, ATk fais T AT R MAprid ik it
Y2 18], FTiE A Fady =T AL B IRGD) AT e, Frid i gy T A AR T
—B2(PEG)A a4y, PrA A [adh T v QLI5S 2 d R4 Leha s
MR E A A fa A TIREMG TR, RRHTAEE
el Fadh 4o TR e B R E . P A7 k7T VL 3R aiEE 5
Iy sk B I A A AR B ROAL 64 45 3R

[0049] A& A B —FH @A T —Hrilid X H 4 & a9 T

[0050] AZEAH FH —FH @R —F R T oW THed ik, &
FO) W LB AT AR F M RXF) 5 oMK (incubating ), H
W E F R ] S oML (D) B RG-S AFIL FE IR T 5 %
At FEFMERF; U AGID)BETEITRIATESTHE T M
4y 4 S A IR F) B9 TLE

[0051] AL BAE) B —FH E@BAET —FA TFTAANAREAN5TD
G % EoMeaF ik, @ O LEAARSZANENAEAFIRLF
FalkiX 7] 5 BANRE AW RFL, FF iR F R iR A ST
b, FAERAREANEZFAFCH SN, ()5 B REEGF L
KA 5 LAt F MR F, ARGABEAESM RS ELSTH
AR B A AW 6 £ AT

B -

[0052] AU 49 5 — o7 @ 4-A% T —F0 T AT 6 AT 49 57
%, ¥ (W LBRAERSFESSNHRAE, PMEATELTRES
HHTH A (i)H B RS AERE L B4 AFATE; AR
BILAE DI R E R AT ITE.
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[0053] ik 5 sk AEAT —AF F &4 5 Fo b X 50 7T A R 3 ARIR
—FAFIL. ST LT @it R mfe (HlheEmegmie, AR
FHoreghfmmie) b, AT S RT A GIEL SN, EFRTH
PRAEFE 5 ) AR L AT R 3, /R — A T OG5 47, PridssT
T VA A tmhe.

[0054] _Eif 5 ik T A8 i3 45 8) ICP-MS ¢ L AT KB K F
AR AL S AT

[0055] AL BAH) H —F @PRAET —FF A T LR AEARE 4]
HHRAE, QIETEFHNES —I ReW, QEES —NE6
ERHME (LOEES - ANEBRTREBESES —NeBR
F) FH—F CEAFREYWHE TiEEY. Aiad. REHHT
Z—WERE; 2Bk, ATHEEdY. MeavEdhsTHE
FRAMeG XA, A THRETREAWE TiEED R R eXA; A
FHA B AT RAMGIRA, QIFFREG FAME XA, LA,
B F & EREQBA B, A TRHAEIREMAE T FhMXA 6
BB, UBRA FRERBWA T LFALEGILAB.

[0056] AKX B H —F @A T —F A TARE LA F ke a
Mo eqiER &, CHETRFHE T/ Réed, aEx ) —
MNEAERBHME (HOEES - NEEBRTREBLELEE ) —A
4B RTF) AR —F OBAFRESN A TEEY. NBY. RE
Muo-FZ—ERA,;, 2R, B THEEd. REHREDS
T & FRAW e RA,; A TR E LB WA T4 19 Fa 4y 63X
#; ATFHREBEWE TREMGAA, QIFFRGFFMRA,; &
FF); A FHEAETHREGHA R, ATRAEAERE TFAR
KA ABLEA B, AT EHWE T UEAREGVA B, ABRZA L
FAFKB LT E M A T AT 69 5 AT 69 35A .
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[0057] LK iX A & e91EAFT—AF 69 R AT vhik & b R Bt
Fe. WARMBLE. RWBEREE. FARWRKRAES. AR, FFEAA
WBR 693 B R E R AR GLE., FTR XA TUAEIEA T I E D
—A~: TCEP (Z(2-% T E)BE). BAR-Fb-M-& - ladh 4564 .
g heg . TBS (ris (22T EARAFTiv) L3 /K). EDTA
(L ZRewd LR . LEARZE TR . ik, £BEER. MALELR
k. FRBFLE ) (REsEL 4 H], blocker buffer ). 7 #4E ¥ #) .
FBS (Jé4 %), DMEM (i& R85 B BAF A R3E 53 (Dulbecco's
Modified Eagle's Medium ) ). BSA (FFfiFé&4). —mAH4EEE.
A BB vAK DMF (= F 5 T BLAR). AT RA4)T AW 4 T
A R EC T A E TR .

(0058] A4 35 41 5 L o S A2 A2 A S T
W B 9

[0059] A& BA M B W ¢ B = o A1 500, X LM B2 R
g do dEMRBl A eY, JF LA P ARR] 69 5 5 R T 348 ) S48 AL 69
I (3ME),

[0060] B 1: A-TFHMAEMSTFHAEIFENY TER, LRE
AELAEABRA LM BBEARGMERESY: R=FAILH,
L=4 B Buik. E4&M “a” F, REMONENET I ELTEA RN
Ln3+, VA(L)&RT. E&HMH b” +, XbEF B Te3n0 LA RE
AEAAHAAR R, 25 C)RERESHEGALL. NAS 4 N-A
WBLE A IR IABL LA T B . NMAS # N-F A AHBL AR IR
BLI e~ & A .

[0061] B 2: T A FTHTE/ER L WEHETRESHOIHE
M BAR GG SR 0 EB e T EH,
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[0062] B 3: ¥ BHeik (M) W& -F RAFT BAW(AMR 3) 4=
ATRP &% (BA#E 40+ &EH.

[0063] B 4: B AR(MI)M A TR B FRESEMH 5) 4
PDMAEMA (B 6)* £ 4R oty +~&H.

[0064] B 5: 4BIEE A GEEEMME T RAFT RaMm(B#%
7a). ATRP 44 (A& 7b). Fei il B T REFANREY (B
R T T ER.

[0065] B 6: ARIEAKEAMIBIELICTE (R ) 49 5T 24 £ 469
TER. EBME 8 F, KiF “wik” A THRMEBEAR,

[0066] B 7: $iReGEMey T~ EH.

[0067] B 8: *+F —lEkt 4 DMA #= NAS 69 LML RS A
80 °C ¢4 L ae S Ao T E43E.

[0068] B 9: BAR-BREOMES MO+ &G TER,
[0069] B 10: DOTA Afeik-R&MEoMmey# & +~EH.
[0070] B 11: AEAFRZENERNATER.,

[0071] B 12: F4 BA A -FWAE DTPA Beihey B AMAK R
STk e R AR TR FH R G E A FixTER.

[0072] B 13 A 8 6 494 R EH A . £ Ky K562 @ie(AEa
A 09) A 35 A KL B MEAR B L E N BLIR-TRE M S B 11 P AT
bR AFITH B R €0 HU-CD38 A EHAK A La 471T;
-CD110 /A Eu #7i%; #%-CD61 /A Dy ##i%; 4a-CD45 A Ho #7iT;
3-CD54 /A Nd #732; CD49d /A Pr #7it. @@t Giric ek, £k
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W5 BAFAR, RE B IFAR(DIR; 6-A)DR ., EFEHERIEN
X8 A A% fn tm O ARiSA CD45 (Ho)-F 34 4 4m fe ks Bt 4R ie40 (CD54,
Cd38, CD49d)#g 10 4%, # EAZ4mfe (megakaryocyte ) 5L ARit4h
CD61 #= CD110(2aftLiZ A # ik 518 & E4% tm Iei& 12 4-18) 69 100 4&.

[0073] B 14a H=ZEEHE, =i T FHA AKX @A A
CD33-FITC &R A7i%49 CD33-FITC-Pr % &89 e - fF 69 R A6 H
IR, b AZHLHE, FH T FIA ICP-MS A A CD33-Pr &K 3R
#1269 CD33-FITC-Pr ¥ &, 64 a0 3RAF 69 A7 AL B2 208 B 43 phdk.

[0074] B 15 A RAFT K& dA269 A2 H 1.
[0075] B 16 4 H4A&4-DTPA-i£EM N A L 269 A2 H 11,
FAR KT K

[0076] *FF L& Arsey B 2Rkt F R AL P 6§ PRI,
B A A& e F R F L BEATSTAGOERNZEREELY, PTE
AR K OIET B, FEAKERELE AT ELEME
JBF. FrERAFAE T QE—ANTLENREE, RgBE—ANAE K
FlAs E 69200, CETAQIER L F R RBEAY. A,
BT IZAFEARETALIE AN EFE —2 B REZF 6 ML
B LIER — BT E M., FAGIRRE LB T AT
BILHERE oI, LR TFTHHSHPEIRMERSHT RHK
. B— ki H R g E (leaching) #9dukt, XPFALKNAEH
DELFIA =4 X A\ JF . #4648 & 694 3) & DELFIA 4 (DELFIA®
Assays and Reagents, PerkinElmer, USA) ¥ £ 5 & 49, AR4/RF T vA
A R R AARE BT R TFHAETRMLEGEMERT, @
#Ek BRI EAFRSANL G HEAFE R T, BE, FERTHA
2R, LARTEEE, RARGAHMETE.
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[0077] JA FARH5AT 694725 BA B 1 6938 F 44 1.

[0078] ZRA&-#+T VA A RATIBRIELAN R bt IEFT R A4 . Kb
Mty EBIAER 13 4 Fal, sk, BAOWFTETLRHBAHE
A BRAE . KT A RMGERES. RRTFAREBLE, LI, KoMy
FRTA ARG AMELE . T AHBLEE. & EEs. PSP
BREE . MR FAAMBR YRR ERWGITEYN. REWHT
AB L RAFIRBEARAAR SontqiF S 7 ik k. Blam, & T AR E)
A A4 N-k2 2 7 Bk iz W N N-—b 2 & W Bh e . N-25 28 R W Be e
N-2 2 A Ak B . NN-Z R TR B . N-ZFA T A A%
Bri. WA A BLES . R BLES AL T R F M TR

[0079] A i Be Ak 2R AR K ST VA b AATIRIEL AR AR & Fm 69 42T BT
K. BRARGGERE 28] 4 PR,

[0080] H4EM T VA A AAURILARKA R Cso byt TiEIEY . £
ey EBIER 5 A6 P, EEMATHG.

[0081] I8 F&dh -2 7Tk ey . 18] @469 5245 .45 PEG #ELIA] 847,
VA B RATIRAA AR AR Cudn bl HAb 18] g4 .

[0082] A& BA £ -ZA0 R 2 Hef3w i B A T 7 @ :

[0083] (i) RAMEBATEBINEG R, Hhit L, &BIFITHRSE
WA BF M EA TR, LOIELESNEEBEFTIRND I F
FAE TN A oM Z ) 09 2 B AR F

[0084] (ii) & Ro-4hb BATE R G690 & (EHEY) A E
B P RAR;
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[0085] (iii) #TiT.89 F A XA 69, L LEIEHREY
B RATEBARGE AW EHCEEW AR . AT 4rie e Fh XA =T
VA g FFie 64 TR S A AT 69 F Aol X5, AR

[0086] (iv) R A EFMXFMEAH S T LA FH %,

[0087] & —fk#, AKAP B FACA WA IS F(LIEE
Febk 13X 7 do AR 69 A4 B AR A 69 A A A B L 4 R TR 4
M, XAEMAFEBF A (1) KEkey; (i) EFHM; (i) Bda
fut EAT. B, LR, REMEDH T HAFCHM RS FH, b,
VAR = ReaA-ER 5 WE A BGEEY). 7T e6q 8 14 (F) de,
PEG 1 [a4n). BAWELE (BHR). UBHFERT (ATHZ G
Fl4 B3 Rz E t9, B RF4EF/S AL eFERT). T X
B 69 LFE AT, TLEAFE GG AEST LATT 2A R EAUAY .

[0088] & PR AL B4 2567 XA AT A A AR AE A F A
), e ITVARRMR, T AR A4 FE A XA, FEEARK AT

=

[0089] MBI KAL) —NEZF BAREHOE K,
ETHAEREHHFRERT. BFRFRERTASBRT. REWHT A
A KB, FERDIZACESFIRS., R, eRAAEFRELA
AT BIG) R A (Blde, KE. ARERTHEE. THILHHT L
Sy AR S, M EAT 4. BB R TR, TEM. k&
Mg EK, Bk, @BidSRARFEFZ EREALHTRKE), L
ETUR T2 R EEMHE RS EH T ED ST (B 4w 35 Fo kX5
4 — 3% 09 B A B 69 3 e K IR A RS A 64 %) S e RAE A AL
oy —3R 5,

30



200780027791. 5 o 2E20/43m

[0090] & FAEW 5474 a7 L B 1 o938 F 4. 240
W1z 5 A REMIIES, L OIS L LML EB 4,
7 LEQLnET)NY 13 1000 MEEEZMNRT. RS —3%
6 Z kL A/ 18] TG4 T VA LIEEREE RN M E AL ) 4o B R BRI i, 18
1% 2R A T VA E AR B A T AF RS AT Y 69 5 Ao K (B Re A
R, B FH XN OLIEW FH T E Mo T 1R RAARBFEARAAN SHa by
HAWWE F k. A T2 E L H 656 E 4T AKX T PEG
{44k ( PEGylated antibody ) #) X #k 3£ 1F, &L & Chapman®® 42i£ .
VE G2 BBRFIHRENBIARGREMER S PEG REW( L ER LR
SO FE R E LT W& T &SRR ) £ ENFRET. #lde,
PEG2000 (2 KDa)ELA %} 5L F 140 ANF RR T 64 45 69-F ¥ REE,
PEG5000 B4 340 NEFRETF. A THXEAFEEARE, IgG i
YK\ Fe 3% %) Fab 3% 85-F34 XA 4 11 nm'. R R eg = 4%
X125 HRTE D, ARFEALTAELY 20M 2 11nM 19,

[0091] f2—A~FE4F X P, AL B QIEVEH M A AR
& Ln3+R T BASMABRECNNER. £B 1 69%H “a” +, K
Sty EEA-E B R UEAA ey Ln3+, AQL)IET. HNMERA
LYK T R R eE, £B 1 69LM b+, TLETH—
S EAAMAER R, AR, EF5EREREMIARLEN.
ZETEGEE: DREASWTUANKERS, BAHKBIEZ M, AT
VAT vAE B N-J 2 A Bl . N-tm A W A A Bt . AR T IR A
BRES R AL F 4. 2)eL3E4y 1 3] 1000(1 3| 2000 FRETIHRE
JE(DP)idh 2 K % SRS IRAY . BA AR Hh e e KR &
A AL A KRR 430 B A FF ELRATURIK R AP B AR R T fehg . B RAE
A2 15 10 3] 250 2 18) . 3) A vT vhil i S AR R F 69 % ot
IR A PR, AW T VAR LR T 445 A & AR A (ATRP) R 7T 4 m
R-BT L (RAFT) B A kA, H A H-FE Mw/Mn 69484 1.1 3] 1.2
BN, TERGRRT RS TRSES, P THRFEAL 1.02
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3] 1.05 # Mw/Mn #3484, BiT R FAISEF RA&EH], AR F &
RAFTEEE R, XAFORTANEEBEWGELSY. 4)TARXA
H&FE R AT LIFED MR RS e Rk, Hb Bl e) LR
% B L(F)4e Ln 2 A)TAM A FAAEEL P, AN FKEH XE
HEAHE., CEBLT THRIE A JATCIERARGERRESGE R
. Ik, ERGMBFRCIZTUE T RS H(E R AZ2E)
A Ln BREeMFR. AR, FTARSHTUEA LR -FHEK
Fatd KA. S)ER @ RREMT AN T R wire) RECLHMR
A R FME, AT R AL 08 69 & BT HEF , 27 F(Ln3+)
W FeBeAR i B A S ERAE A1 9 aT, FTFERE b Mk
Hd, REKFOARHF R, BRE-ANFZHRLA T, LPAKT
THP REG NS> x EAERFTORSY. KB, BILELA K
B R M A B 6 i R R E B T IRE W S F R #gety. K
SMET A AR B, F3k b, ATEHETA 12 1000, £
LA W 10 B) 250, 4564/ 09 M AT AR I RATUIR I AR A B E4n
W kWA T RAY, Blhe, AR FT vAB i3 B5 R GB 1T BRI A .

[0092] /A FH#H(L)M & T Ib-4 69 2 68 Br Ak 496 m K B B
2 b (BAF 1 Ao 2). X3k AR )M 6 o SR T IR A AR I 49

O

[0093] #AMAFERTFILEBERER: MALRZNEAEXE
TATHE S, A, S TFARRGTETAEREMEG LR, R5]4H
Z U ENRE)AEF XM B s, ITHM A LEAR A T+3 2k
A, k52 A (hard oxygen)BeiREe L. 4M A L EEA LI HTR
FTAL AT M A B X A7) LR o E 7 3] 10 =28 4. B
B, AR A ATAEARSW TR FHA G Ln 28, XAHTFAE
2FRE P FHANEIERRMAELEOREL . FA TR EE
69 R 265 X T A F R 5 B A1 0940 3 MR A8 £ 69 R BRAT .
B F LT AVERSEYFRBEH G XE Ln 244 '°. (22K
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ARIRERIMEWEH T REMTRAMALGEERT. TARATX
sk 7 F 6 AW IR FARER A A ) 1 F R Ln B 6,
Xt F R BMALELERAN SRR T2, FAZERINA
AR B TLEALSY, EARGEM LML, MFREaRAERXE
AT EIE.

[0094] #EH Z#), #ETHEAHAREFT R EENEENGES YN
el E B R ANBARIER . 3 FIXIA 8675 NG FIRELFE D
St A i G RAE EALVAMR AT 2B B TR B ) FARE
M. R TFRHREAS N E T RAMGGEMNE fH . A T EL e &S
Mpbh-1 %05, — A=A CERES(DTPA) ( LIRAES ) =T A
REHWITAENED T RAFRABM 1L, B 2). BIREFRy e —_Kh
Bk kT 3K4F 69 DTPA BF, MEBARYY, BT FRIKF|REMF
MBS 4 AR FEAR . P ik A — 8 SRR LE, LB A-1.
AT 05 By B RARAFE AR A A T RAMACE A W B KL 6
BB R RG] egAeAs B

[0095] DTPA feik bb A FEHRMHAER (cyclen framework ) 9 K2R
Feik ARG 3 /1 EAAAE ., MR BARGRINE R ELT 25
sofn ., FHRERGMDFAHHFAEEN, LR RSP E
PR SR M RAE R V. Bk BT 3RAF A AR T R T AR IR (K 3B
#& ( Macrocylics ) )5 & B 3k AF 60 S L ABATE MG R ALIRAET EEX
1537 69 DOTA 4#74£ (B 2, B 2)'". Fmoc #Ry* AT AR EIR A
B AT TR FTIBRROMWE R, A—2HILT, /£ DOTA 4
AdpFe B At Z 18] KB A I v 4 R 50 F 0. B AP F R 49
R K BRI Ak T RAF T AR 5 AR BR AR BLAR 37 VAT
Rk, XA EASMOMABALELSMTA-1 69505, KT
AebE, X sk LA RO M -NH, 25 H 49 Ln &S5 AR % (L)-NH,.
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[0096] RV R EH: TLF, BREMELERESD
oM RS YW E T REMBER. URCIELENREY
49 FAE, z\ﬂb}ﬂ FHA|, FFRRPIARF|ZRKOGTTE . 7T 2LF) R4
BRIEAAR Cudm by H Ak 24,

[0097] A& E(DMA-E-NAS): —& KL e9IRE P44k
T N-ANBLE LB B(NAS) S NN-— ¥ 3L & M Bk (DMA)
09 75/25 E R A ERY (3, B 3) iid RAFT 894 &%, £A &
HAE, £ 5000 F) 130000 LB A ek BE R TS, HHE
Mw/Mn= 1.1, EEXANEHS X(BH 3, B 3T, B3 GEM3
EME NHS G55 BH RS MAAGRAAMATEORE, FAEH 3
HERM4, B 15 ATET RAFT RE&FPH ARG TG AIZA,

[0098] ZE(NMAS): 5% —F k02w Moller® Ri&, A F¥HH
Wi & T RAWF R, EXMFHEF, Miller iiif ATRP &
4 NMAS(BE ## 4, B 3), Wé’céﬂ%\%ﬁﬁﬁi@ﬁ 12 %) 40 Kda #%
FHERFEE, MwMn A% 1.1, frAle Fiy, FR4lEeLAg
8] 1% My a4t B by SFF A R B - R 5B 3 4B M 5 49 NHS B5
R B F, MEKRMLEE1EE Me,NH K. EA1657] L5 AR
FTEME TR, B, PR RS EAVEA %R a9 1a8s,
X2, B 368EM S5 9HEREEFO)-NH, A, 3 KT AR
£ FRAMWALAREKE.

[0099] FE(MAA): ¥iFAMFF60 5 —7% @ F AR BEA I FTIHRE
WERF ENSHOREMAFENF L MEARE., RFERAWMER
(PMAA) T A8 it L TR Z F AT AR A(TMS)BE 49 T 8 TR
w4, wRiIZREABKBINARETKSLEAE 4), RARKSES
¥ BLA -CH,CH,-OH 45 4 oh bk sd 2. (L)W A& T RS e —FF
BREPBRBAW T A48 5(L)-NH, 92K TBREAITA Y
B (B % 5, B 4).
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[00100] ZX(DMAEMA): #&if, R(FAAHK —F RK TE)
(PDMAEMA)# 4 5 2 i@ it ATRP #14-. X & —F 3 dm 64 F 12 Ho )
Beh T ody, B 2 %) 35 Kda 58 B 49-F 39 Mn {4, Mw/Mn 4 £ 1.2.
IR T AR EFRE R DSFHREFREGR P, &
AT T vA 5 (L)-NH2 692 R UBUEITAMR L. X542 T Ak
BFTESWS(BMEG6 B 4), LEAGENKEM., RERE TR
A CEAER AT M pH FHFE T, xRk 09 E &,

[00101] &) [&4: EA &R 6 REWATE fo FF Fa b X F) F X
B &) F R B ERBRAZLAME T FREXAN T RKERSHOEE
Bin, 1A I@4, #Fl4e, PEG 8@y, Tz FiEEYfaRREe X 1h)
REAWFeiE B2 8], K T He8) B4 6 7 ik B RARIRIELARA R
T4t

[00102] 18] P& 47 4L 3T vA 4 Te o~ B 2R 640 4B AR BT 4 VA 35 B i 21X
AP R RS T, SRFI S ILE R 4-6,8 3 A= 4)7T 1A
L B VAT B PEG #2 B3 e . i s B 2 TR 4 69 PEG ¥4 Al ¥ PEG
) F&dh, FF ELiZ A A R ST VAo e vh) B T A B 45 63 F R R
JE 9 AR 64 A S s P E B0 s PEG 8 Fadh KA, . a4
T A H KA BB ARA R Csn b BT R B4, Blde, T AHEME 12
Tk 84 5 8] Fadg e ot 12, XA IR AN A F A, B
A BRAVEA A B F A F

[00103] 3% X3z 4| A=1BFKALF . #RAE Chapman x] PEG L3tk
Bagezik, 295 MEABRN A B RAREE PEG W& 65 ik 2R
0, 2% 34349 PEG /AR I B BRI R &3 F. T Er
IR o &b BB A B A 3 R 64 LM R BUE T I S04 A
# PEG W% . st-F &+ PEG 4845 7 M3 & T FC R B (Fdid4x
BT MR ERIIARR) T 6 —F BB L, RIFERM
B9 R, X EZHMR T ARG FC R RA N ZHAENTR, MERSE
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YN A T R-SH ARG —ARFAA. Bb, TAERESY
Ay — A RS AR R BLBF R LK

[00104] RAFT &% RAFT BA&M ey K FERES () 3%
AR E A K%-SH AR . IAMLFER AR S HEM Ta P+
d, ATHE 3RS 4. 3T TFARABBEARAANL, AT RXIRMEE A
%A ik R Cdetly, EALFF-F-SH #3548 © —B85(PEG-SH)” #i&
R EL, FAFRAWZ dIRAN AR W A T IR R Al F o
MR 6 B B-SH(RTH “&EE-SH” ). TTHHEH, RILKBLIT Ik
PTA MR Ak BT RAF 6, S ERASM A X XA AL, B
i@ it GPC(# A 5i& &%, Gel Permeation Chromatography)#iitFfe 5
FAR R A FE X F) 6 A BARBER L, RAET HF B 6o >,

[00105] ATRP %44):  Moller BIFA 25 5iE 491 3 b 44y 5
R oM EA RK#%-CH2CH2-OH A B, AXZ8AT ATFRE B
¢ RE 5] & F . 2,6-T M (napthalene ) #TAE 2 5 HKF0, FF
RARE SRR, EBARY G, kb WE L NHS-5 sk BLIE B (AL
BE-ee S BAFN GG BUEL, FF3RAER FTIARE G 69 R n . X
M AFNERBETRATRENEZENFEACH. XLAER S5 A
fE 7o 7T

[00106] B FHEABMS, B 4): MBFREGEFTAEL
5 oh gt 5 b XA BN meal, AT R A4 Ak 20, HBEied
A EHAREFET LR, FIAERREFRRTHEOR
HO2ERPRK EAN 2. ATHEREER(FARKBEBRRT B84
W BEA 38 00 = A KRR Bt e R A X R, RRTEAAK
BR 25 7K B8 7T WA KGR T AE LiCl A4 FT3ATA & T R4, 4217
T3P BT FAZ A, 122 TE T A R BRI T 85 49 W 8514 52
Y ARG BRE TARFRERET IR, KA Y S & RALM TR
AT B KR TAEE 894842 (3R IE R, orthogonal) B e H. &
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Cu(D) 2 442 F A 4L 22 & ALY & /5 R = A = o 21, i@ id H) A X
ANBEER L, ABER M DLk BELIP IEE fed) A el Kg., XA
BHS5SeRMETcPTH.

[00107] MECEEMEAR: MALRARETAMAN (F4.
IR FAFER) o T e F A R 5 AEAFEZN eGR4, #lde,
AT AR G R BRI e A A H 2 B ABE S ; ; dad N-R3%
RABMEMEE (R EEL . AHERE. LAB)(ALEAM 8c, B 6), FIA
p-(RFAR)ERTH (A LA 8c, B 6)if il C- K ik KB MM (R %
BB . SRR, REHIFARR AL F Fo XA L a9 AE 30540 Bk
2w AR E BB, AT AR R B L IR FC 1 BT 69 #4249
TSR A RRBE AL R, X ANEA AR AT - A AR -TE
ARE” AOAA X B R RIGE,

[00108] 1BERALF e a4 HFAEWANBF A THREMS
(40 PEG) W& F& G ) A hABe) T 2B F . RELELKRE
T Xk B 69K EAedk & 2, — Ak R B S BB Ta F 6 AR
e K., EAFARE ILE L B -SH Aoz, B L kB Ik fe X TH
FEARA BONFE T Bl B eat ey (B 3 8a-c, B 6). A TEBL KT
04518 KR (Gt T B R B I e st LB R ) 2 A 6Y9), H PR
BE R X7 FEATIE 5 o MR T AT e AR B (L) 89 R4 09 R 3% 89
Wk ST e 6. X ANF kA B i W Sharpless® FF& 69 “% & (4
H, click)” F (B 8b, B 6), FTEE R 1,3-=Imm3| T
¥, Sharpless A EEL LB FFH TEAEZEZRFORE., AT AL
BLA A% -NH, A B 69 RAH 6 K38 I N TR, €5 4-RIRER
W EMESITAEMBR A, RERGMIKENTEH X-R-N3 HXe9474
Wt B, H R AN Fad, X AREAEE R .

[00109] KA 1BILE| FuAR R H A F AKX F] . AE A EH4), R
AR SR, F At 3 Ao b iR 69 A4 6938 B 5T VA ) R ik B 2R Y
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IWAEHE X B (Pierce)#y B £ Zdt 2 TCEP(ZE[2-AR A VB R 3h)
#47., @40 TCEP # 5% pH 5T B _Lit ik —mitbdp ed A 2L B A, H
B RF B F AL 64 BB R do B K BRI e R BEA] . A BRAE
S8 It ANGEE RO IR ) 69 18 S B S VA R G ARER 6 4 B T B KL
JB g FUAR 3 Sl S e X

[00110] FKAa-1545 a3k eg st F 1gG a4k a9 K R (150
KDa), —#F it 452 | F 8RR & 38 A TR 9 B i F 2 B ey 47iT
BAH(20-40 KDa)., THHM, FEH AfEda G OEA FLikin
1K

[00111] %m ARATIBRIELARAR Csety, L ERELBEET TALEFF
JEEY M oTF A B G R B BB AR KA. AAGE, Ei
PR Al T Fo i iRXF) G BUAR-RA ML B MANATE (AR (2RE).
EAE R B % AR E . DIAR-BUAR-TE oW 45 S W 554 A Fuik-2
JB- TR bk At T T VAR A MM AT AR AT, i) EARR 9T,
X F F Aot 5T 7T VA A AR Bl 69 BeAk-R AWM SR A 2B
(R E) 6B T UL S EREFMHRAANELAH AEALT, £
ER G EBREM; DANFCM R AOBURIRAF A 5 T2 60tk
P, HFARR &G FART AR KRR 69E B AFIT; iv) A AT ek
BRZBRE, FHAUESAALGG AR R BT LUR iz ).

[00112]°T AR # 2 KX eg Al T o mATieeg Lo T e ;R
GIRF., FERBET ZAEH, 22 8 S8, Hie T TRFE
AT ARY:

A B C

R BRI BRI
bR TFRAY EBWELSTREY HEYVHEESTREY
HEYETREYM BR/ESTREY E Y AT K
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E W E AT IR H R AT AR ekt TR

[00113] sb4), EFEWTALEBEYWE T REHZIATHE T
AT, BERLM, &BEAFITH FAMRXIEES T oA
TR BV . TTAER F A XA EH T o EmAngs G, 12
REZMYPRZRGY, BAHAFZ o4, LEAZ@ie, KFERFHH
a2 /. B, BRTRAEFFWRXNEEST oV HE ST it
17

[00114] stsl, RAMAEZFETANE T RE T F Aok iX A
AT, Blde, REMAEIFETULIENA THHY, e
fa RFRTF A KB F. @il -FRAKE T, A FARRAR-ZIRANEL
VRS HF. HAl, BAREMWAFIFEN EGFGREALKE
FYT A RAAERAT, ABFR Atk & 49 EGFR(E A KE T ZAR)
EE . TR RAF R EAL, XA T EHLEFIFAKTHTELEA.
BAR % N LT AT S FR P 547,

[00115] #iF A3 F 64 % Ao mARPE T & 49 Fepl it — 32
R, HORBLVAEAT I K AFAE A IR AL AT A

5z 2e 4

FH) 1: NN-—F 2 &b Bl Ae N- 58 b B IE 36 B2 ik 69
B F i@ it RAFT BA4-496 K.

[00116] N,N-— % X A MHBLE (DMA)Fe N-R % BLEAIR A B
I (NAS)® it o7 3% o ok, - 7 L 4% 4545 (RAFT) KA FH AR SAT H R,
VAGKAZ B 2 R M NAS 2Tt stk a9 A ey LA LR Y
R . DMA #= NAS #9 LA R4 . R(DMA-3-NAS)H|F =4k
AR F B T BS (t-BDB)AE 4 45 4545 7 (CTA) R #tATH & (BB 9,
A 7).
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[00117] —#ARK F B4 T B5(t-BDB) #9411 & >4, 25 &4 midit
P2 449 500 mL BEBEA T, 4% 150 mL 49 s-(FAKK T BL)FIL Bk
(0.27 g, 2.4 mmol)#) = TLEIE & AN Z] 100 mL 49 2-F &K -2-58 A AL
BZ4A(0.510g, 2.9 mmol)#4 A /K& (NaOH, 1 mol L) ¥, X A% 48
BAMETRTRANGHS et 5, FHREERA, /A 500 ml
AP 7K 5% (NaOH, 1 mol LYy #6®A, A 500 ml 49 10% NaCI 7K
Wk EPK, ERKABRAE LTIR., B3R E#4%L,
(Kiesegel-60), L ) F G ilk/ LB TES(99/1, vIvV)YEA BRBLAL,
FE A AR IR Gk 64 AR R T BRAR T B85 (t-BDB) (90% 7~ %), 1H
NMR (CDCL3) d (ppm): 1.69 (S, 9H, 3 x CH3), 7.36 (m, 2H, i]-ArH),
7.50 (m, 1 H, *7- ArH) #= 7.88 (m, 2H, 4R-ArH).

[00118] N-A W BLE L IRIABLIE R (NAS)H 4] & . PN-Z K373
BEIL f52(10 g, 0.086 mol)F» = TAE(13.2 g, 0.129 mol) /£ 0 CEM £ R
#1130 mL)¥F . & 2 s BFHA1E] A 4 A M BLEUS.6 g, 0.094 mol)ik i 4w
ANB I R RS, BB 269BM 1 L. £ OCHIHH
s 30 4P S, R 60 mL #946F0 NaCl AIERIFHRBAR, 1£
MgS04 E-FJE, it R vAKAF 30 mL 6958 ARHRAR, AN TR
LB/ RIE A (14 ml, 1:3 viv), SRR E 43 & 0C, A5 NAS
¢ iR (70% % %), 1H NMR (CDCI3) d (ppm): 2.95(S, 4H,
CH2CH?2), 6.20 (m, 1 H, CH=CH2), 6.4 (m, 1H, CH=CH2)#= 6.75 (m,
1H, CH=CH2).

[00119] DMA #= NAS 9 i3k Rap o)l & —R K FH: 12
A DMA 2R E T R, ¥4 (+-BDB). 5147 2,218 —(2-
F T ) (AMBN)A= ] — W8 3| A4 At 44 8 49 schlenk &
b RAAIE I Z A RE- AR IREATILA, MBERTA
80 °C 1&iB b s b Mn#, B b= R E B /M BT,
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[00120] i@ iL 5 FA-1& 6 & iAo 77 kA AL R ey a4,
BIRHE EE(GPOR THA L ERM T ERgTESH. 1£H
# &4 Viscotek VE3210 UV/vis #2252 VE3580 KAt A0 25 vA
%&_ Viscotek GMHHR-M Viscogel™ GPC 449 Viscotek #&AK &, 34X,
#) /A Viscotek VE1121 GPC ¥ A4+ £ 0.5 mL/min. 1-F &-2-
e R A BLA . ST EEARRIH LR, B 15 #
RAFT R4 idA269 742 .

[00121] &35 13 mol% NAS 5T 64 2k R 4% 69 %] &-. # NAS (0.81
g, 4.82 mmol). DMA (3.2 ml, 31 mmol). AMBN (70 mg, 0.36 mmol)
F= t-BDB (116 mg, 0.521 mmol) A=A 33 ml#4 1,4- =KET ¥ . Schlenk
% v 4 R LA FF AR 80°C Am ik 18 /NBY . LG ik A7 42 300 mL
ZLEF IR . KRG BREEEE 1,4- 28 P SR LBk
b FIREORAWH TR T5%. T ERSSHEER 8 T+
R

[00122] .35 47 mol% NAS 37044 3t Rk 69 #)&. FF NAS (2.33
g, 13.9 mmol). DMA (N,N-=% L A MBtl 1.6 mL, 15.5 mmol).
AMBN (70 mg, 0.36 mmol)#= t-BDB (116 mg, 0.521 mmol)#=X 30
mL 1,4- =Mz @  Schlenk & ¥ #92& BLAI /£ 80 °C Aaii 18 /NAT.
FE o WLER B — e IR, MG BRAR A 205 300 mL = T8k T
. OMEEKRFIEMBA DMF PR A - CTERY. THRENEK
St TR A 80%. HTEZH#HEAER 8 T 7.

[00123] &.3% 60 mol% NAS ¥ L) £ Ripey4l &, vilid s b
(47 mol%#h NAS £ 70) it #2 K A4 L A2 4] & An N £ % 69 NAS #
R, A 1,4-=Ek A DMF B, TRE VRS T H A 80%.
5F8 Mn Fo% 5804 Mw/Mn 28 8 7 8.

LAl 2. BARTR A sk A4 89 B &

41



200780027791. 5 o ZE31/43m

[00124] T @& &) RS M BARLE S M eH| & T HREEHE 10 Fo
B #E 11,8 9 89 B fetb ol Be k48 A .

[00125] ) (N,N-— ¥ 2 & Bt (DMA)A= N-o9 M Btk 24 5L I
JE2(NAS)) £ 49 (6135 47 mol% 49 NAS % T(35 mg, 3.5461 mmol)
A2 £ DMF/H20 (60:40, 1 mL)¥ 49 NN-—F & T A& (300ul))494i%
F6G B P A AR R AW F M S B4R 9 (B 9 (78 mg)) 49
ik 2ml), RERSMERATAERTHRFAIR, AATTH
REF, BEAREMBE HO F. i id /A Amicon & S iLJEHL(SK MW
CONF A X & FRGxAmMDE L A mibATinik., GAEALIEEEFTH
R RGE AR R . AR TR — LR T BRI m it —
Ak, FIFH EH R (48 mg).

[00126]44% BeAk-TR A 45641 (5.5 me)EfE £ 1 ml 49 50 mM 5%
BR £k 42 7% #) & (pH 8.5. 2 ml, 20 mM DTT), FH ¥R R4S E 50 °C
SRR 1 NEE. REE, B LERAEIRA Y A A BRI (pH 4), /£ Amicon
% .3 it ALK MW CO.) ¥ A 47K TEA(5SmM, 5x 4 ml)*F %k, G AL
eI B P eI MG A 5] .35 2 ml 49 100 mM AR 3 4% o 7 ( pH
8.5) &4 s BRLIRHRF . 454 DMF F 89 1,4- (B RBLRIE)T I (50
%3 32 mg) WAPTERBEAL, KL RASWAE 50 °C PHTK. KA
RANIFR| B Y, BHIAMRAE H,O0 F, #)H Amicon B L JEHL(SK
MW CO.), #)AE&-FK Sxsm)FAFRFR., LFERATMIK
1F3RE 6 45664 (4 mg).

L) 3 BAR-REMES W H L ARIEE 10 9B 12 89
DOTA 4464,

[00127]%) 42 DMF (3 m)#= = Z/E(1 mL)¥ A 60 mol% NAS
¥ 75(100 mg) 4% DMA-NAS R4y IPIER T e A& DMF (2
mL) F B Ea 4K 10 (363mg, 0.590 mmol Y495k . B AL b £ A
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TAFRBFEITIR, EATTEREN, ZAeW 11 BELEMLZ R
ZB (3 mL)¥ frﬁf_m PRI, R R, RAM AR T IE,
5 Amicon & it EA (SK MW C. O.)F i@ it A & B T 7K(6x5 ml)
T FRBATEMN ., REWAELIERE Fe9ER(KEY 0.8 mL)UEAT
R bs kAT 3% & B4R 12 (179 mg).

[00128]F & M-Beik & &40 12 934 in B /£ L3 20 mM
DL- L7 #EEF 65 50 mM ARER 3 4% ¢ 71| (pH 8.5, 2 mL) ¥ , R AL b
WA 50°C HEH 1 DEF. 25, A LBRFREHWERILE pH4, FHA

A-K B (5 mM, 5x5 mL)#& Amicon B iS5 KMW C. O.)¥F ¥
P, BASEEEFAHERER (0.8 mL) AR QI8 % &
#1(100 mM, pH 8.5, 5 mL)#9 /> R B+ . ¥4 DMF (2 mL)¥ 49
2,2-(E L8 R)—(TALRBLEE) (191 mg, 0.619 mmol)#9 &Rk
A NB) PR T, REBRSMAETRER TR 1. K Gmhis
NPT, BRiBitidjELmR. F1A Amicon & ST JEH(S KMW
C. O)A £ & FK(XS ml)F R A AT RAFe Fk, LFRET AR
HPLC % %ty Sephadex G-50 #& ( F)F KAEA 2B ) etb, Ik
Wan-Jt kT, mRFRE NSS4 13 (165.0 mg).

L5 4 BAR-BAOMESWEGEI S RIEB 9. 11 B 16
49 DTPA (446,

[00129]%) £ DMF(30 ml)#== ZA(4.3 m)F #9EA 60 mol%
NAS #£50(2.0 g) 4 DMA-NAS 3t R 4 &4 3 75 # F He N JE DMF (10
ml)F 4 2-F 4L TR F BT B 14 (2.5 g, 15.6 mmol Y495 %& ., £
RATETRIEIHE L RESY. MERSWAE 500 ml —TEFIT
. IKEWER 15 (400 mg) BEALZ AT GmL)PHAEEER
TR, AATTEREN, KAeW 11 BRELZ TR (3
mL) P AETE THFIEIR. RELER, ERKTKRERAY, £
Amicon s itEH GKMW C.O)Fi@id A 4B FK(6x5 m)E A
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FmiEAT, REERG ELIEEE F YRR (KY 0.8 mL)MmRFR
& El 4K 16 (210 mg).

[0013014R 3B FF 49 i 424 & DTPA 3EzaBLEAEES °. 4% 16 g
DTPA (40.64 mmol)i&#F £ 320 ml ZAF (A2 N 23 g, 230 mmol = L&)
. fE 50 °C #t B VAESE DTPA. £ ER TR BTN 3.36 g =
KO EHE - EEDCC, 163 mmol)F= 1.9 g & N-FZIIFKEBLIL iR
(NHS, 16.3 mmol), R E#ATIER, MRE| G ErLE B iR
A ERA).

[00131]# 210 mg B4k 16 (K29 0.8 mmol &I H)iEfE £ 80
mL R P FETRTIAERA)F. o5 mL =0k, £%F
B TR RI A R, MEREL BN (Z T, TIF), #aA 100 mL 7K.
RS AR(NK 5B EIE), MEREKER, ImNTE. R0
Bl 69 IR B R BT BIL = R, KRG IER MFF B4R 17 (190 mg).

[00132]3% B4R 17 (110 me)Aff £ 2.3 ml BER 35 4% i+ /& (pH 7.2)
F . MEAT R TH Q-4 THA)B(TCEP,0.18 ml 0.5 M &R )mA
B\ RE T EERH 2 DG, B AETET AR A 2.3 ml
DMF ¢4 2,2'-(I& Z =8 38)-— (T4 B &k BLIE M) (0.36 mmol, 106
mg)¥ . 2 BB A 100 ml EABK, BikiBid Sk Ak (cut-off) iR
FUH 5% DMSO/K(2 R)L e, BB A EABKITIEGB K). KEES
kT, FIFRENELSREY 18 (90 mg).

F A S BAR-BAOMESMme S BMAA)RIE(AA).

[00133] AKX AW —ANF@mFABERIEFRENWERRESH
IR MATE S T I e E . BT ERAHBRIEMAA)RK A
W BR [T (AA)TT AR aE v T 2 = F A 2 (TMS) B5 69 [A & F 3%
5% YT, R ABKBZN(ERLTL), REART AT ik
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A 3-A A AR SR Y, N RSB A ARY 69-SH K34 B it
A. €15 2- R CERE T BT B8 R M7 R E A SR 69 RIE
LR REAY, LMENKFEARSY 19(E 12, BE 13). £RE&W
1969348 Eeh B RAERARMBET A THELSHI He94L 5. A TH
EH A 0 I Z 5 B AR DTPA 3536 BT Fi s 69 Z AT 42(E 11).

[00134]Z2(NMAS). % —7 ik L2 & Moller ® 3RE T T2
Wi oW & T REWF R, EXANFE+T, NMAS i ATRP R
&, RIFEAM 12 3] 40 Kda 69-F ¥ FERLZE, Mw/Mn 429 1.1.
AR E ZA AR RFTRGZCLE, Bib, A RSMEEHE
KA A p A egia8E, KB, AT 20 4937 5] L F T A4ch &(B
12, B#% 14). G & NMAS # ATRP F14& 5 € Rk LA sk
A 21(A 12, BAF 14). Re# 21 TeA5HE 12 ¢9BMF 13 F
B 64 2- 8, AR B BRAR T B8 RUAL o - A B ) T DTPA BeAk My
EHMERL GRS, BiTH A = (- TH)BE(TCEP), —HAER
B, FFE A RRERE LR T EEMM A TIRARE 12, B#FE 15).

TP 6 G fsEmite) % FAFiT.

[00135] K562 émft, (—HFr ALK FHM A hRmeEA mic R )
FEANEA 10% FBS (B64F fuiF). 2mM L-2 R BRI A4 K 6
DMEM (X RA8 % & BAFA R3EFHF D) T AARALLRIE R FAH T
AFdE ., i@ aARAR B U (500 x gk A Kmpe, RARRR G F K
(PBS) 7+ sb—K , JA W& T4 /- oMt 640 64 BIARAR T T H A
#4554 Ho. Dy. Nd. Eu. Pr. X La)%/&AFiT, 2B 10
FE MR 11 (B 9)F ATk, MiRBAFTX N @ILREHFFNZ
4#&: CD38. CD110. CD61. CD45. CD54. CD49d. faje e =A%
W 84 5 53X AF(0.3x106) 5 5 ) A AR R £ — A R R (&
A ) A BT AR ATAR S, M TR, 5 IgGI
B AR R %, 9% 3B & W & T 3% 4 5 47 4R 44848 ) 49 7L % - Ho. Dy Nd.

45



200780027791. 5 OB B ZE35/43m

Eu. Pr. X La®)&E-BoMsEstt. AR ERE 30 504tE, A
PBS @it Bzt 3 K., R/E 6 @I IEMBERYGE
HCI(35%)F, 544 AA=HEFF49 1 ppb IyHCI imikRs, HitAT
ARASH ICP-MS. 4R AR 13 F74.

[00136]4R3E T @ 49 5 KA XH, ¥R &5 T2 B-REoMms
H(ARIER 9 ¢ A 10 FE R 11 5 5%)

[00137]iX7]: & 100 pul PBS/EDTA (~1 mg/ml)¥ ¢ £ V" 100-150
ng (-1 nmol)#ik. FHRA BD Biosciences, San Jose, CA)H) 7.

[00138]5k & Pierce #77712 #) TCEP —AiAb 4L REEIL (4% K
BEGG IR G BR); VE A S0%MAF (slurry)BEEL . vA 1:1 50%#A5) 1 AR viv
1R .

[00139] Be.fh - 3 A4y 4 My 15 i A S R K (AdHL0) F (B L B #if
11, B 9). 43 MW 11,000,

[00140] R-Z 4 71 A 0.1 M B8 44 pH 7.2, 2.5mM EDTA
[00141] C-2& # 7 4 TBS, 1 mM EDTA
[00142] L-2% # #| 4 20mM Z# A& pH 6.0

[00143] IgG — A 693 & #4200p] R-28 7 7 F= 50pg IR
P NELP Y

[00144] 10,000 g & 10 547, & F A E# (flow-through ).
83—k,

[00145] ¥ 100uL R-%%7F | F= 0.8uL 0.5M TCEP & & AN E| %
JENR F8 Ao iRA-(4mM TCEP). I AR A A (vortex).
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[00146] & 37°C B_EL 30 44F

[00147] A=A 200pl C-£ 47 . 10,000 g & 10 H54F. FFHAK
.

[00148] & /& 44 1gG #94738: F5 200pL C-Z5 4 7| he N B BE.

[00149] /& C-E 4 A FHI&REH 1 mM &L EARE(E 50ul
C-4£4 7 65 1.1 mg TEAFL).

[00150)5F 10l )& 44 5T & 425 A A B 6L.35 200ul iE R 1gG IE&
6 E P I e Rb . R ARIBIA.

[00151] AFRAELAE 37°C #ATE Y 1 D ut,

[00152] ¥ 200ul L-2& A4 Fl A A 2. 10,000 g & 10 4-4F.
EFHAEY. TEAAK.

[00153] ¥ 100ul L-4& 7 #) An A2 AR vA B B F AR 69 3K,

[00154]4F 5u] 0.1M 48 & L E iRk (EARLKT 44, LEARM
BIBAAR C4ot) honB|EREMWITELESNIUIR, LG5RE.
AT AR R

[00155] 4 37°C B_EL 30-60 £-4t.

[00156] #=A 300uL TBS. 10,000 g & 10 45-%F. 2 F B4,
FH =R,

[00157] A=A 50ul TBS. & FoiB ik JUR VA B LE S T 44 45

)| eppendorf (& B AMERMGF] ) &
p
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[00158] & AREXA ST AL A ICP-MS, (22 TVAEME, HAb
% R AESATET AR SO EFFAKFOTEEA,

[00159] sboh, R ARG skl tE Ao ded, 1285 VAR
R, AEAT 4l IR RAL T T A A EALGG F KA AT .

FE A T BRAFILE TR AT - K AT e L EARE

[00160] FEXAE4]F, ARTa)IRA F-Fi@ 1L ICP-MS
AR A RAAE T R IR iR e) TR R Fe S 9 L E AT .

[00161] A—F LT, #4778 LRX @ IBUFACS)F A AR
TLHAR(CD33-FITC-Pr) ¢ & 49 ta it 6 ICP-MS L 4& 69 338 — B 49

B

[00162] 4t3F 4 4T AL 5UBR 3 & (FITC) ¢ tm It & & 3L /7
CD33(CD33-FITC; GenTex Inc.)#) % & & 74K ) R E4-4-DOTA-Pr 44
AARARIL., EABAF LA —F A CD33-FITC-Pr. /™A
FAE ALK G foJE m it % (KGla, THP-1, Kasumi-3; ATCC Inc)fE 2
ok &R P12 8 . A& FACScaliburTM i X 48 24X 28 (BD
Biosciences Inc.) L #47 FACS 4-#7, %]/ ELAN DRCPlus (Perkin
Elmer SCIEX)# 1% ICP-MS #4435 . @ idfkik & S F seE @mieit 5 A
F 378 £ A 3T B 44 CD33-FITC-Pr 3% CD33-FITC 3, CD33-Pr #EAT A
JL. s8R 1gG-FITC. IgG-Pr X A7ie 49 IgG-FITC-Pr Y& ) 3E 4% 5%
M EERFOES., EB 14a P ZIL6GEIE KA, MA AR
CD33-FITC-Pr % &, ¢ 40 B3R AT 64 58 K R AT /2 X 69 PR A 4m e 2
E &) CD33-FITC. %3] KGla #m}i8 % I~k ik CD33.

[00163] B £, % F| A /L& 4718 4K CD33-Pr H= R 4F 3T
CD33-FITC-Pr (B 14b)4%m] CD33 & A By, AR EFKM,
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F 4] 8: AR R AR @S T AU E oA,

[00164] 4 /& -T2 64 4t& M ATFEALIT LB AT — m et X
¥+ 044 2 F HH R R B B AL (ot iR) P TR A (B4 B 5R ) e . 18
it R R A TR HIFAAR R GAET O hmmie ko mick &
JB. ) 694 B -Te AT, TR kTR FEEEH gt oy
& M J% tm e, B4, FIF 4T CD33. CD34. CD38. CD13. CDI15.
CD36 (B 14b)#4 (A R & BArie), x5 ittt F o —
wimfa AT S T E, AR BAKX@IE T EATHHT, HR
B B 2 E 2T AR S M ARt I 8 fn R (AML-MS). vAEALE) 7 X,
TASF HT AR T 5 fe 2 Humie kT,

LA 9. RXF &

[00165] AL ik E A T H&GAEIFESN T RERLNNGT
EEIRA &, TR EAET A LA TRE 76920 —~

Bod, ROEE VAL EAMNE (QEES 125
JBF BB LS E Y —AEBRT) Hit—F CEAFREYME
FikdEdy. Madh. REWH>TFTZ—EE; &ks%k;, ATH
B4, AR REWSTHE TR AN, AT ERANET
A A fad 69X F); AT RBW A TREMERF; SIFEIIAR
Wy EFM XA 2R A TFRELEARSGHAR;, ATALERF
AW E T EFMXAN AR, AFE&EMWETAEIREN LA
F: AR FRIEAE I EATAFER T 578 69 51 69 LA
B, Gldo, BOMHITAAHREBLE. FEARAMBE. AWEKRE. T
£ RGELES. AWM. T ARKRG KRB IR . PR
ik ) FTE &g 2V —FF: TCEP (ZQ-F TE)H). BiR-KeW
E R - TR ek At . BRBR 34 P ). TBS (tris-42 7+ $7K). EDTA
(L=JvI L), TERAERG A H . k. &R/EIER. MATLT R
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. HAREA A A REAFA . FBS (B4 4iF). DMEM (&
18 %, R BAFH# RIEFHRA). BSA(FFa&g) —FAFEEE. NG
KB, VAKR DMF (= 2 T BLAR). AW T AW & T4 R
WA T LW AN B e AR A,

[00166] FTA 7| i 9 Bz L akvA 71 A 5 X FF .

[00167] B2 R&E S S AP FEHhH XML T #IHFANKT, 2K
Tk B PIHEANHFRTFIAANERS X, AR, FIgANKTIH
2o KA AR AR BB S HHET RN R, FFRFX.
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