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Lo — PPt / BERTE A-B SRR 7, A T AP IR .
a) WA DA it D T35 b
b) A TR 2 bR id B EREr, Ll Fr e thah & A- B RAEMIRIdIXLE A-B RAE
A
o) RrlbRic iy A-B A, H
BB a) AILESIR b) RS
MRIEBORESR 1 777, HAREAE T, 76008 a) ZATRHH 3R 7 1 [BDE /M s
TR ATABCM Sk 2 — 7732, HARFAEAE T, AT At IR TIAL 3
AR T IR BRI EE SRz — 1 753, FORRAEAE T, A8 B 5
R AT IR BN SR 2 — W 7505, R EAE T, F56 B SOK MR E
AR AT IR BN SR 2 — W 575, JUREAE T, F6 A s R
TRA AR BN Bk 2 — W J7 %, LR EAE T, TR i3k 0 T 5 2B sl i B3 46

A S AN

o

8. MRIEATRARINEL K 2 — (7732, SRR IELE T, Briddli 3K 7y 7 5 e g bl AR i o

9. MR ATRBRNE R 2 — 7715, SRR HELE T, BTk a3k 7y 7 A $0 A- B ik,

10. R ATIAAURN B R 2 — 7515, JORptEAE T, FTdk Pt A- B Pk P 4i & A-B &
AR AT

UL AR ATIAAURN B SR 2 — 75 v, FURPIEAE T, A8 A= B K — e e HEERED

12, FRYEATRBRNEL K 2 — (7715, SRR IEAE T, BT8R A 9t gkl - dric it
Pk,

13, MR ATIAARNEE SR 2 — W 751, FURAAEAE T, A PR s P Al LU AN TR 44T .

L4, AR AT IR EE Sk 2 — I 753, FORREAE T, A IR s P Al LU B B A FAR I
TG RHTRET o

15, MRIEATRBOR R 2 — B J51%, R IETE T, 20— FhERE R k454 A-B JIk
(1) N 5 R AL AP A- B Pk,

16. FRH AT IR B SR 2 — 10 7530, FURPAEAE T 5 A ok 2 [7) 3 Rl AR AT

17 FRYE AR BOREL R 2 — [ 7775, FRp EAE T, A IU0E ok 36 28 AR 5% e AR L % e A
KRG (FCS) HEAT , AT b 55 A8 SCAF S AN R 1 B0 e v SO C F HVE  BOR I #E B3R
(LSM) « Wetfeld R BEA / B TIRF S48, LA AR Y K88 43 3 B STED. STM. STORM,
dSTORM 54 o

18, MRIEACRIEL SR 17 (7732, JORREAE T, AER I A SR AR 2 5000 s A4S e A X 1
SOE SR B — A

19. MRIEBORIEL R 18 {7515, HRA A T, B A i A7 B Rt R 2 1

20. AR ATRBCR B R 2 — 19773, JRFIELE T, BV (CSF, il ) « IR / sl bR
PN & AR

21, AR AT IR AR B SR 2 — 1 7715, JLRRAEAE T, A8 F bR sl o b T ik A- B SR 4R
k.

22. AR BTIRARN B Rz — W 7732, AR EAE T, F T A0 A- B R bR a4
Z K AN SR AW, Horb Bk 22 JUK 5 40l e 200 T 5 6 A R B 23 I 38 5 R R
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JEURAH R B BRC5 8 P IR BAE AR R IR 40 DX 3k b BAT 2220 50 % 1 RJUR M, i ads Y 2 1
JoU 5 | i 1 0 2R S B e A AR T B AR 1 TR R T B, T R AR

23. HTPRIFERTR A E R 2 — it FEE il A- B BEMRPAN G, &H —Mhek 2
(RN HVAS)

- HBUK Y 78 B H5EA

— FRUED)

- 3R T

- TRE

- TR T IEM

— WL N

— SRR

24. — PP IE SO / SO TR T AD IR TT T 7 vk, HAREAE T, St
RPEBCHE SR 1-22 22— 7775, FRHIE DB / BUG 7 JTERIE eI A-B BERTE
FCIIE A B b A, T e 8 HY 5 50 HEAE LE R 0 HE AR A- B SRR IR B I I8 A8 1 4
SRR/ BB TT 7

25. PUBLERIRBTFBGR LS F AR B ah i 7 7%, SLRMIEZE T, B AT / BRERAERRPEAL
FIEESR 1-22 2 — 1) A- B FREMRIW I = H 5 B LU

26. A- B ZREEAK — FE S R BHRET

27. A- B AR — FE PRIk A- B Y — R M EREN I &, TR e It 45 S
TEMA-B REMRSA-B TR
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IEFEEN A-B BREKRB X

[0001]  AJRBH¥S ROk FEME AL A- B BRI ik, BAE A- B H/i 3k 7 [ e fE &M |,
AP ST RE S RN T 2544 B, AN FAS I brc i aREr, B e Rt gh A A- B R A
EFR ALK LR ET , FRRTIN 2R i (R SR B AR

[0002]  A-B ZEAE0RH I T B /K 2% g BRws (AD, Bl B 9% ¥ R IR R R, $7 T 3 = Morbus
Alzheimer) » HALFEIH S AR e 1 W T — Pl B AS RIS AL R i s PR R » L 3L [RIBRUERE
TZ2E (EAHRILEEN) FTES M EEALL B a2 EH A TS 4RI
A= G PESURIRUTR . FHAF RS P8 R R AR X A ko Fh — N R ORI 8, 3 2 (R | T
P2 = TR A, Bk A 2 1 N T 52 IS R DR X A 2 RIS 2R G L ] 8t By 1k 7= 2B 5
[0003] PN o 2 22 SR AR AR, O W S R BT 22, IR TF 2 AR M b o TERT
IR KU BRI R S 00, B AE K B0 B S RERKITAR Y (A- B BRUTERY ) FI{EA 4
ARG UL T, 8 A (Synuclein) JURRM. R0, B SEMFEIRDIRMD (BK - 4742 ) 1Y
SEFR IR G B, LMK B APP (JEMFERTR SR A ) FIBRAE B @M HEIR 2T 4G , 24
JE A TR B WM IR ER VARG URE SR B IEMFE KA LB 4w
AD [ =g B AR AR 2 T A- B KAL) 2 B B M R (R T i LA, 7= A2k H Tau 2
AR LT 200 . A- B BKIBTAR SR 5, APP, SEAT TP e 4l i i rp . Bt & AR
IR ARFN 2 i G, FR = AR AN R RIS B ) A- B B, 49 A- B 1-40.A- B 1-42,
B¢ pGluA-B 3-42. F4K A-B JR AR BN LR IR EA— A A TR A

[0004] %M H 1990 AR TE R FE 8 I BUBE UL, ABE s 31 A- B UTRRA) 2 i AR
(i o SR AE R, ASE R TR B, el 2 /N ) B B B0 A- B SRR TE A-B
o B B KR, JF BT AD [ AT, Rk, A-B IKEREMRS AD &7k
HLEE HHAH K

[0005]  #Rifi H AT, AT 5E 2 WIAE 5 | ST (I ARRE R H 3 LS A J2 1T REIR, 763X P i
s LK 90 %6 ] FEME N Kk i B RTAEER 24— SE 2 Wi 58, BRI B EIET 5
T8 Tk O 5 A [R] 25 R A 2R 2

[0006]  [AlUL, B e M EALfhTh A- B RAEM, JLHIZ/NMY. B BHY BN A-B FRY sk
P & XN R

[0007] 324 A IEAUNHEIR T JLFF R AE R &0 20 23RN A P B0 MR AR S R 7
o

[0008] 5 A-B ZE& IR RBERI-SWH W Chafekar 2% (ChemBioChem 2007, 8,
1857-1864) 3K41. XM m i A-B ik (KLVFF 241 ) a4t H Ty B, WA
FHIX He 5 AT 20 23RN PR R 380 M SR AR TR B SR W R AR AL

[0009]  H AT, & T AD, %A A NFIARAER / S48 5, Frig I E e &8 . 2451 XM A
PRI R SR AL PET U MR BRI T A8 0732, X5 T 8O bR 1L ) R & &
R TR B P 152 - PRI ARSI 2 Ji5 T LA BEBR TR ) & o RVEFAE PET 155 R 2 (7]
AR5 W R, (2 2 AT AN B8 HH S n] SE B2 W7 O T RE, RN VT 2 A 2 AE R I
MNB R SRR o A AR AR b B R AR T S X 2 T v 2 AR, HE
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HASCES A B AR T SRAF 1

[o010]  fENILEHIH & &, B AT IEERFFT B 10 I sCEE (CSF) A 2 R i & A
SITENMERN EMbREDE A, ZEP iz —h A-B k. &4 81k, BEEREHE - ik
A-B EERINE, 7] BeHL 5 Tau W FE B0 AH 25 A AL e n] 5 o SR, WA an itk m A2 4k
DAECAS RERI F X A bs 36 IR EAT P SE e Wi o X0 7725 B e DE69533623 T2
R o RAEHIXLEA R 75, (RIS A R AT A SER bR ST 2 2 AR & AT BRI .
[0011] g WMEEX T A-B RERM ARG A-B AR/ 8iA-8 BEEMH&R, &
A 1 R UM I R v 345 . VE NPT RERIN 2R 48, H AR ELTSAs, Hodh A-B 55
PR PRSI o A B A PR UM AR R e MR 2R A- B SR EAS & A- B
JRAA R ) AR S M e SR ) BAE AR AR & A s, HON PP A AN F 30
[0012] R G R — Fe 7 MEBUA R AT ELTSA SZH¢ % 77 740 41 B W02005/018424 A2
R

[0013] {1 & Hoe AWl 772, S S0 ELISA Wil s e AR I d kT 2 A-B 43 118
A-B - RS PEBUAR . AHFIRBUARRE Gt A . W 7 v, AR AR S, R B
GEAPL S DA T . FrE E S R B SRR SR K B R . AR
VRO XA — B A RERS B AT AE T4 5 ) I SR SRR I S R I AN BE R AE A T 1
TEER, T ] SEHR AT LA B A= B SRERAR, BLISA SZRER 7 VB D Xo] b 75
BUBME . PR ELTSA VLRI A B W02008/070229 A2 3R

[0014] AR EHI) H I E AL —Ph i A PR AR UILR AD [ AEbr &4, Fl—Fh &=k
FIRAE A-B BRI R k. 1Bk RAE AW AR EY), BRI E (R sl 2R iz i
(CLEbREY) ) BIEE VR 8RS, SRR/ B R I R R S R UL 15 B
WIS Wk A AT g

[0015] AR BRI E H R EHRSLE B Ak S UM/ BERE B (1 5 5R AR s 1 350 Tk
FRAEARIG 732, TCH AT RS LI A- B SREEIR. A- B SERWILL AN IEA /M. H
YU A-B BEY.

[oo16] It H B IEFMEEAA / BURAE A- B BRI ok s, 45 R AP -
[0017] &) FERFINFE S eI T 25544 1,

[0018]  b) I AH FALIN bR i e, R Re R 45 A A- B BEMFRILIX L A-B
T, A

[0019] ¢ KLbRICHI RGN, b BB b) AIEDR a) Z ATsLit.

[0020]  A-B ZEEEMELA-B FEMRIEFEE AR STR /B8l s e .

[0021]  ARBHE N ERIRTE A-B BAREIR — Pk 7, HONTEMFERT 7R 8 3 APP [1—30
a5, UL FR A-B B 0. MRIFSRIEMSE CAR/ 83 ) AT, A-B SRR 2 IR
Fe 5 a] AR B R M AR,

[0022] AR EE X LR A-B FRWEERIE A- B BEMAR SR A-8 FERWLL N
I B Y B A-B FEW ARHEX ERERY AT 2.3.4.5.6.7.8.9.10.11,12,13,
14.15,16,17.18.19 8 20 P AR H 2 AT IR G AT RER A2, A-B SR Y
A-B HARLIIRNG AR, (A —E T .

[0023] (At A-B FEME I GRS A- B W XIR/MG. B Y EUG A-B FERY.
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XIS RGN, BIUNHEIA T 41 2210 1 BL, “HI4T4E”. “ADDLs ” Fll p56™. XA & B B (1) 2 -
KT RSE A-B BN AEAE N ATIE R (R SR AR AR SRS Wi A 72 BT [DE 7R AR LATE R
FE =B KRBT L AFAE R R T .

[0024] {1 R ZEMA, R4 AN S B a2k B8 HLAT RV AT REAIR AT ARARF S 0k 11 455 B BIA) 5, ol A
BT A-B TR,

[0025]  FEAN B — AN St 7y b, BB ST

[0026]  FEA4 W] FH SR KM BHR B, SRk M BEMEIE B -D- B2 R V58 & — g (PEG) B4 e b
[

[0027]  FEAR B I — AN St 7 XA, 4 388 36 1 P2 A IR B R A 2 2R A v AL

[0028] 24 Tl IR KGR, S T AP BRI — A2 AP IR -

[0020] 75 75 Ui BRI T vk A T RV BB JE M B B 8 1, VR A AP BRI AR, 7E BM
NaOH HiE T 2270 3 /A,

[0030]  AH/K ¥R G ERS T T8,

[0031]  RWiAEELEIA 3 1 1 B B A S S R LIS A R SR IR A

[0032]  F/K#pEzrh ¥ pH, 28 5 F S s R AU N T,

[0033]  YRISAE 3- T AN — S FRERE (APTES) (1-7% ) 7EJo/K R (1 T ) £ 1
& IS

[0034]  FH AT 25 DMSO A e HEAE RS T Tk

[0035] X T HIA JiE B I6F L iz e PR BE A e Al B (CMD) 9.4, 4 55464 FH CMD (/K% (AE
10mg/ml B 20mg/ml IR ) AL N- L3 -N-(3- ZHREZNE ) T (EDC) ,
(200mM) FH N- FRFLPEIFAWEW Z (NHS) , (50mM) R H , SR )5 VESR o

[0036]  7E—FPARAk A, Ak i T LA BERE I 5 B SR L 45 &, oA M b i 4R
SRR FENAN Ja F I EEEAL o

[0037] B M FEAL, AT LIS, S i e i, DUt B B BRI A i e i bl T
T8 LI HE BRATE FH AL IR A AN W] BE KT, 75 AR R W IR — B siz 1 e adE 3% 8 BL T Janissen
% (Colloids Surf B Biointerfaces,2009,71(2),200-207) {77 v2:HE47 B3R 2 1 54K, o
[0038]  FEANJBH— R AT 0, WA S o+ [ e R 5 B DRI e A- B SREEIE.

[0039] kb A-B PiAHIERIFRD Fo

[0040]  FE— AT ED, ik T EEMEN S

[0041]  FEHBEACT Ed, Ml + 5IR 2 U4 e s Z 35 &5 o

[0042] BT A-B HLAFFRIES & A-B REAK —NFRA. ERKWK—DMENRTE
o, KA B A-B KB 2 I R o 4 I 2SS IR T A1), HL0E B &8 3 X A- B 1-8 (SEQ 1D
NO :2), A-B 1-11(SEQ ID NO:3), A—B 1-16(SEQ ID NO:4), A-B 3-11(SEQ ID NO :5) #l
pyroGluA—B 3-11(SEQ ID NO :6) ,A—B 11-16 (SEQ ID NO :7) F1 pyroGluA—B 11-16 (SEQ 1D
NO :8) , U A N s 7 (1) 28 5.7 41) ( B R 41741 :DAEFRHDSGYE (1-11, SEQ ID NO :3)
[0043]  7E AR B ) — AN S0t 77 b, B i 3k 1 (Puk ) [BE R b, ARk AE
CMD— £, 78 #1357 8% EDC/NHS [IVR-A4) (4351 200 F1 50mM) 35462 ) o

[0044] W] LISl R KA R 35 1 65 G (RR IR i Ak 2R o

[0045] & T 4df CMD [R) R~ b PP IR 682 iR v ik AR » 487 FH A DMSO 0 ) S Wiz o A1 It INASE i

6
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Z I, FEA BT ] PBS k.

[0046] K FpA Il (I AE S E i b il &5 135 EIRE

[0047]  FEA KW — A8 77 b, BRI ORI REEM ) AR S B, 4T
TR I AN B A AT S A SR (2R T L.

[0048]  FEA K BHI— B4k rp, 3@ ik R 90 7 A ) — Bh E Z Bh 5 AT R B TAL
[0049]  — hn#A (g A o vl R T T )

[0050] - —ABEREZNRELGEER,

[0051]  — A /KBRGZ i e

[0052]  — AV, 9 G & (6l A% R g I s P A 2L

[0053] - &,

[0054] - YTiE,

[0055] - SEREFTES, DHFBHAEFIAZAERI DL A- B Hiik,

[0056]  FERE—HIPET, A-B EEKLILFR I T UGt R ERE Frid .

[0057]  FEAREBIE—MAEA b, i A- B HUARHAEREN . 23850 FEREN W] LUH A
[0058]  FEA KRB — AN Ty b, 3850 FAEREF AR o IXAEF WA R FIPT A- B Hitk
A AR R 73 7 EREE o FEA R B B e St 77 Kb, BT BB B kbR ad ELAME IR A
7] R 3 73 AR o AEA & B A AR 77 K, BRI BRI SR HR 1 LA FH AR I AH [R]
(K2 FhEREr . FEARRIILE BT Zh, A 20 2 Fal s 2 AR KR+ / 8EE
B IR A TARIMLA-B Pk BATEHE BA AR GRRIC

[0059] 4R, AR5 7, W WA FE P A- B Uik, Hnl URVER R 7. 12380 7Rl L
S A- B ORI E S LT, 5t A- B 1-40/42, pyroGlu 3-40/42 8% pyroGlu 11-40/42.
[0060]  [FIFE, & AFEIR 7 W AR A- B Pk, nf LHAERREE

[0061] & B Jim 2% [ FA) e s 5 i), 490 2 25 il 3 20 1 B 2 I 38—, AT DUAEFH AR D 4%
BHRIC IR 1o ik, DU A A AP Gkl o 28 bR i 14 1 A6 36 A% Rl ]
RE, LU & 25 R IARHELL o

[0062]  FEAN KB — NSt 7 A, R R S5 S A-B IR N s R A [Pt A- B Uik AE
PREL

[0063] 4 TSI, AT EREF AT AR AT AR EATR S A BRI AR S, 12k B 3O AR
DRI A I S AR

[0064]  7E—AMEAUT E, EF AR bR . ARIETEIGEE KOG L

[0065]  FEA A& B — A st 77 A AR A2 2.3.4.5.6 a2 AN A R Er . BRETT
CIBETE EAR 456 A- B SRR DT 11 AR EATA [ B AR id ) an LAS Ot gkt b id 77 T A
[

[o066]  FRAEF Al LIAH B 414, HdE H T+ PRET ( 92 6 LR BE B 648 ) 1R M.

[0067]  JLAf LAAS [ 2 56 Bk bR ic I AN IR S B9 A 38 i & v 3845 I AH 215 5 R 7
Mo FHAN, A-B PRARK Bt R AR BT RE . 0 RERE R IR 2 AR A, B IR IAL
XHIRAL, W) A- B AR RAS I AT LG Ak 38 o

[0068] A& B — AN St 7 U, A8 FH N 8 1 A- B SR B ARRN SRS S Ptk IR, 1
A-B (x—40,),A- B (x—42) BUERZEIR A-B B—x) ERAMRA-B (11-x) . X4 1 F140 Z[7]
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(R4 R F AR ER 42, JL A ARSURE AR N SURPEABATNS A- B K7 21 DT e K A FH 1))
TR . FEH e AT S, nT LA RO E 1 A- B SRR T AR 7 BOHRED, v ] v
TR PR “A-117 BL“T-11",

[0069] A-B FAMA - Fr R ERIE A-B SR — K ok BERE A B i R R A
KB B 2 IR SRR S R4 AR i 1 A- B SRERIR B A- B HERY, ik ATIR AN,
AR AR A-B RERBA-B TR, v LIIE A-B REMASK A-B Y
[FIRFPER / BRORSE RIS )

[0070] A-B FEMK - FrRMERsk A-B SERY - R M R E R R A R B 9 R
[0071]  FEHBEACT E i, ZOtRRRId i) A- B KW R ERET o

[0072] A5 I AIRE S, 7T DME AR ERZA 2N 78 24 B i — AN Szt 7 2 b, Bk B8
BEVR (CSF) « MLV ML AR o A 5 AT T ASGUTA AN 53 CL AN AS [F] ) 25 20 TR 58 Ik

[0073] AR BHIIL AURTEAR LB FE S L CSF il A-B REEITRRI A RE

[0074] 52 A-B REMRMA R TR/ BUEA R E R R A R B 3. B
R, A i R A R IR

[0075]  Frhm it %) 50 4 R PRk e a1 8 B e 2R R i 3R i Gy AT o RS AR JE i o 3
AT BB AR L (FCS) | JU I 548 XA R0 BLRL 1~ 9 38 35 O F RS
LA/ BEEOCHHE 2HOR (LSM) 254 55

[0076]  TEAS R BHI)— AN T S, A DAL SR AR O R B AT .

[0077]  TEA R BHI—AN S0t 7 2, DAl O ER A8, 9l S T30 oK 8
FCS (%A IOGIE RS ) v, A AH R (1788 7 e st S i 4 STED B SIM. R A I SE T 77
A PPATT A AT LA TIRF SA85E A HAH IV 88 43 #2555, 15 4 STORM B¢ dSTORM 14T
.

[0078]  EILAEAS & B 5 2 10 st 7y =X ANELRE 55 T AR 2% 8] 43 #4551 7325, W1 ELTSA B
Sy ELISA,

[0079]  FERMI A, m S 1A) 73 HE R SR A R o 7R A R B 7 i) — A sty b, s Hep
1R 2 0 s AT 1S RE S AH X TS 5o 05 SR — AN SR A, o il (5 5 90 o P (R — R T g
A ARRE 2 1 5 8RR e R S5 G R Er AR DRy 5, B A ) SR
B EAAAER L R e 2 A4 (B2 ) o Bk 210 40 3, AN B R S0 B — FEF A
AR 5 WA 25 8] 43 #4155 (1) ELTSA VEAH LA AR Ao

[0080]  {E— AT L, LA FERIERE N T A R BB k. 558, F 5, Bl
{EL, A5 38, PRLUA X T8 — > i, R T8 — N AR AR BN T8 — AN I %, (K T 4 E 5
(IR e BRAET 2 B oy B B 0. BRI TR 35 5 R 3 . BRI XS+ Bk
IRy — AN SR AR AR, ] DL i FLZH 1, B SR AR AR e 10, R A-B B3, # 4n A- B (1-40) .
A-B (1-42) ERF W A- B (3-40/42.11-40/42) BN IRNRES WA ..

[0081]  AN[RIFREF 1%L H 7E A B b K A206 B8 FH B 98 6 4R T28 BRI . BRIt mT LAAS
12,34 PP el E 2 A RIEREE - Rl 4.

[0082] 7 [H) 43 HEAw EATAR T b T H IR 16 77 VA VPN 2 B o 3 AT DA QT2 5% 56 [ Re 1k
1/ B o E PP IX G T s P ARSI ) S (O T, AR A BH I v SR SR AR 2 H
FHTEA RS/ BT . A B A m] DL B R A5 06 T 5L R i RF

8
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[R5 . A T Uk A2 15 L BT A FH 18 A% 7 12 1 28 [R) 3 S /N BOK, E— S St 7 rb]
DIASE 5 S e MU IO SRR/ slnT DS P 6 B A

[0083]  fF 5t Bkt m] LUAE A A Gt B2 RN 2 ANy e ke AR 4 B AR, 7 RUE A
GFP ( Zrtazottr A ) AWM / it & Ea HE T .

[0084]  f iz FH N ARTE BRI, A5 45 SR 2 A ] AH B BG4S R A

[0085]  FEAKR B —ANSHE 7 b, 18 FH N ARVE B MRTE AL A- B TREETK.

[0086]  F&TXF 9 GRS 3 A I3 MT (FIDA- 2 Y6 B 3 A 3 M ) » A BRI 590 BT 1)
2 FIDA (Surface—FIDA) »

[0087]  TEILIEFEAT IR FRIEREN 437, W LA 2 L2 B 2 KRS R Y LA E RE (R 1F
il (fF5 ).

[o088]  IhAh, FHA KR BTG /INRI H Y BUR A- B SR AR AR IEAT RS 1 7 B Al /2 W] B
(o T BN RS, SR T BTG BT 173 P, X /NP A- B FER YT 1A
MERL T PR ATk (B R &5 & Ptk E R ) .

[0089] DL A¥ iy 1) R, AN R B I 5 VEAE A- B SR AEAR IS B 1 38 [ Py i 2R 0 HE 2%
P

[0090] Al & B HE 32802 /MK B P EUR A- B SRR AR IR 4 e B B R
TP 2 AD I AE bR B iR . AR IR e R/ SO IR A R R AR R
W FEA 2 AD 17732, HURRAEAE T, L1 BTl R A e BH 7325 23 ok B AR 8 AR YU o, A
i% CSF.

[0091]  FEA R B — 24k b, KA AR ESMR o

[0092] 3K i Ak BL ZR W el B0 1t 28 SR AR IR AR HEA , Hrh SR W sl B0 SRR R R Ak A
JoUER B P BUE A MR B 1 SRS R T B, HRREAE T, AW 2 P AR e,
o 2 K A0k e AT 7 20 7 TRAE AR R (035 43 DX kb 5 py 0 2 3 SR AR R R Bl Y a1
JEAEAH R IR 43 DX s B 2220 50 9 IR [R) 5, HC SR AR 25 1 5 3R B 2 i BV R AR AL M Bl 2
BRI S, Hh R SR

[0093]  FEAS & BH IR SR, VRN AR UEYD, F R I s A RO 52 1 [ 2 i 2 2% &, T
LEAS AN e R AN/ B, R T e YR B B R B0R R RN E . KRR
SR IbRVEY AT TACES T/ B B RV o

[0094]  FEAR IR SCR, RIE “E A R L7, RS TEMm T2 A & A B R T
BRI o ISP 1) SN 5 A R B IR SR L BUR <08 T AD I A- B BRI A Tau 22, 2K
TR AR o — HiZ 8 s T o 780 9] an A e HE [ (CID) « =F9 5 s 2 g 47
fisps (BSB) MM A .

[0095]  “[RIYEJTHN7, fEARR IR T, BWRE 22 IR T4 ik il A R RN
VR BUR BB E BRI EIERR 5 B 20 50.55.60.65.70.71.72.73.74.75.76 .77+
78.79.80.81.82.83.84.85.86.87.88.89.90,91.92.93.94.95.96.97.98.99.100 % [] [7] —
Mo FEARUL I, AR ARTE “IF—PE7, [ 55 2 CHAE AR “ RIYR R 80 RIVEY . P4
R P 5 8 2 K7 20 2 TR 1) A — P8 A5 B T25 T Smith, T.F. Fl Waterman, M. S (Adv.
Appl. Math. 2 :482-489 (1981)) [{IELVE K] BESTFIT 5 M L sk vk 42, 1 B B R 4% T4
SR ZEL 2B 4414 (Gap creation penalty) :8, HUFFEMITI 73 (Gap extension

9
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penalty) :2 ;FI FFXS TR SEL M= A 41 73 <50, FEBRIEM T 43 3. PLikH, B4
IR 74 8 2 IR e 51 2 TR) I [|] — PRI A R e 91/ 2 B A A6 145 B IR PG Rk
e, e @ 5B T35 T Needleman, S.B. Fl Wunsch, C.D. (J. Mol. Biol. 48 :443-453)
[RISE ) GAP FEFAE R AN T2 BRI S H W E F LB AT TR B A 41 43 8 I
BRAEH 5 43 22 SRR HXEFRZ BRI S50 2B A2 51 4 250 RS B4 43 3,

[0096] LR PRANZEEIR T4 HA AR R 2 3 1R 740, WA 7EA R B & X EARTA]
[0097]  ARTE PN IR AR (T “RH Y R0 43 DX 3k B A A S A R K 1) AR B8 A BH ) 52
X, BA AR B AL € 1 7 B FIYR K SR AR IR 7 41) bl A AR A R BH RV

[0098] X TR A% & BH AR HE AR AS IR A, by B ) AN 26 4, A0 100 a4 FH AN SR AR i A
PR A, 3 A2 ERL A P9 B PR A H S )30 23 DR 887 AN B 07 97, B8 | T30 B, X SR AR A
TR,

[0099]  AKRHHE ST IR -

[0100] - J0RE, 2 i 2 MIEAH R 1) AN SR AR B AL 45 6 1 45 1 R oe R R A/ B

[o101] - 2 AREHEIAN HTER .

[0102]  FEA W) —ANSETtE 7 S0, Bk b vy B a2 X2 B 2R 4r, 2o T HH
N ERET H 45 A i L A B (Tadeh sl i & R R IR fe A/ BB REE ) .

[0103] AUk BHE SCRHERE L B AV AL I AL Bifk 4 K$ifk (Nanobody) FHZEFIFT
& (Affibody) o BEAL, TREF 226 T4 Rl 1K) 28 e AR LA 78 70 I 45 6 5 e MR i 23+, 4
gkl (FimEzE T MRS ),

[0104] A7 EL H @ Al H 2 B2 2kN0E , ik 2 750 gt e 40 & 58 sk A 19
PN B BT IR AN 0 2 DX A (], B85 380 2 DX B R A 2820 50 %6 1 RIS IF HLAE X FR
O HA R A G o AEARE A K W AR e AL e rb LU 5 BRI A H i A& 4t
LR 2 IKP AR/ BN AR % BHAH Bz .

[0105]  ARYE A BH bR VEY) A 56640, I bl b T P AR 1) 22 K7 91 L b A7 A 2, A1
O, A5 AL R R

[0106]  FEA KRB 5 — AL 2, b iR i) 2 IKe 0, A st e 47, Fn /st R/
AAH NRAT I A0 2 18 VR R PR BEAH X T3 AR B e R B AR A 2 — B T 5
R/ BAHRT T A S A SR A )0 i AH SR ECE 240 B A

[0107]  FEAR KRB K 5 — AN Sl 77 B, R A2 A-B IR R A7, ik g &5 X
5 A-B 1-8(SEQ ID NO:2).A-B1-11(SEQ ID NO:3).A-B 1-16(SEQ ID NO :4).
A-B 3-11(SEQ ID NO :5) FlpyroGluA-B 3-11(SEQ ID NO :6) \A—B 11-16 (SEQ ID NO :7) Fii
pyroGluA-B 11-16 (SEQ ID NO :8), f5an AN K fr (B A %) FE4 :DAEFRHDSGYE (1-11 ;
FHRF SEQ ID NO :3).

[0108]  PyroGlu /EfERAMRM4ES, Ll DL A-B BKIG 3 fit / 88 11 47 A R R TR
J, 75 N- R RIS R 2 5.

[0100]  HR#EA K HIIFRAEY) 73+ i _Liin o R 2 IR IR ) . ARIHE X T
(KIBLEEW A 2.3.4.5.6.7.8.9.10.11.12.13.14.15.16,17.18.19 B 20 I FAKTE i [ 58
Ay (AR, BEA BRI 2 IF0) , s 2454, Pk 2-16.4-16.8-16, Ff A1k
M8 8 16, S Z Y.

10
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[o110] PRI, HRAE A W bR AEVD O IRYE A A I I SRR M it 2 5

01111 fEARKR IR — A&k 7 S, Bk b2 AKH TR .

[0112]  FEA K W — A48 3 J7 S b, IRYEA A I bt E ) e A R 1 22 R A

[0113]  FEAR I — A8 1E 75 S8, IR A K W OB AE ) AN R 1) 22 ke A A i

[o114]  FEAC BTN — A& 2 5 S AP, XA 1 B i P SCIYD 22 IR A7) DA 2 1 A 7R AH
IR

[0115]  FEACK BT — A2 2677 S, AR b i i 52 SCHA 22 Ik P 90 A AR B SCAR I
(SR ANIES 37/

[0116]  FEAS KB —A> #5677 S, AR b i P 52 SCHA 22 K P 970 A B AR A1) AT R

(RS EENG IS 37/
[0117]  SCALIR BT IR A AR A5 WY 1) S5 280 m] A B T 2 R s B T ol b i i
AP TR ) %

[o118] g1 kil Pr k(1) AR A A< BH I FRvEEYD, RO A< BRI S SR BG4, Bk T LA
R E B AR 2 BT A0, AR MR AT 4, 1 m] LU & 2 25 1R « TR) Fg 11/ 8K
B ReH, Wi, 2674, Pk R4, S HAH B

[o119]  FE—EETTES, HEERZ T, kR A 5 2 D28, o 215 Bh T2 e
RR I R B IE B ( LLBE IR IR T e ) o[BI, 725 — N, FFfR —
J7 [ ARG 5 Z P20 8 o —J7 i 5 - h iR i Bk .

[0120]  fE—&IETT T, R R RARHED 77+, S A- B IR 2 5 A i i 7 (1) 45
DUERH A- B BRI 2 56 A S 50 73 (A5 DUAA e, B ok 2 R o #1840 128 B 1 73 X 4 A- B 1-8 (SEQ
ID NO :2) \A-B 1-11(SEQ ID NO :3) \A-B 1-16 (SEQ ID NO :4) \A- B 3-11(SEQ ID NO :5) Fii
pyroGluA-B 3-11(SEQ ID NO :6) \A- B 11-16 (SEQ ID NO :7) Hl pyroGluA-B 11-16 (SEQ ID
NO :8) , it A N Kim& Az ( B T 4174 :DAEFRHDSGYE (1-11) o

[0121] I8 E BE SR AL S AT LATE B AN 1A e T B G 13T o AR A BH KT b
EDIIREE A, 2 K7 5 3L i 4%

[0122]  RIFARHGFAEH B ZIRTFA P ULS A- B8 KK I R ek E BoR s
A-B KK FEF) 50.55.60.65.70.71.72.73.74.75.76.77.78.79.80.81.82.83.84.85.
86.87.88.89.90.91.92.93.94.95.96.97.98.99.100 % [¥] [R5 1k .

[0123] &b th, toAT FH X AL ) 2 K7 1) LA R e A i B AR 7+, i A-B &K
FR R 23 X 32 AR R sk 3 B 5 A- B KR EE 43 X 3 50.60.65.70.71.72.73.74.
75.76.77.78.79.80.81.82.83.84.85.86.87.88.89.90.91.92.93.94.95.96.97.98.99.
100 % [ [R5

[0124] X TR I A R BT KPS E B R 2, A (BUOURTRE &2 ) MR
PR/ B AE A R ALV TE

[0125]  FEA R B I — A SEHt 77 2, AnvE LM A f& (Dendrimere) #4)7d. FRAE A B
RIS Az A4 DAL T B 4 38 KRR 8 A i B A3 A FH 1) 22 IR P 1)) 3 9 LT DU 2 A S 3R 03
PRIE T2, iR SR A RE B DAY B B 0 AR, Rl s 2 54, Je 2 DU 14
[0126]  7E— AR TE A, B A R B M AR S XA 2 0751, HEA 5 A-B ik
R0 3 DX A2 AH () () B2 7 5 AH R 38 73 DX 2 2D 50 9% 16 RIS K7 471

11
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[0127]  ARAE A B, ARG “ 2220 50 % 1 [R) U 7, 0 3 i oA 5 e 1) [R] s e, L8 B Hl 50
55.60.65.70.71.72.73.74.75.76.77.78.79.80.81.82.83.84.85.86.87.88.89.90.91
92.93.94.95.96.97.98.99.100 % ZH i1 2H

[0128]  FR¥EY), A I HEAE K oh B 5 i IS FE AR R PR R B0 R SR R B R
(7, TR A< i B I St 7 58 P HH X FE IR 2 K7 90T 1, 205 A= B IR N- R [X 72 AH
A i BB 5 3 2 /b 50 % I I [FIE M. ARTE AR B, A-B 2 IR N- R X, BRAF A 20
SR 5 A-B 1-8(SEQ 1D NO:2) . A-B 1-11(SEQ ID NO:3).A-B 1-16(SEQ ID NO :4) .
A-B 3-11(SEQ ID NO :5) FpyroGluA—B 3—-11(SEQ ID NO :6) \A-B 11-16 (SEQ ID NO :7) F
pyroGluA—-B 11-16 (SEQ ID NO :8) .

[0120]  HR#E A BH (K ARHED) 73+ 1T LAAL B F A 227 2.3.4.5.6.7.8.9.10 BLEE 24 AN A
PREFIIRAT

[0130] PRtk m] LUK AF T AN [RIBRET RE A 14 1) R A B ATEAR T8 A % B IR R HEA b, B, A6 A
R Z IKFH), o5 A-B KA FE X 2 AHE R, BUR A 5 H 20 50 % [ [FYE 1%, HBA
AH R R AL R 1 o

[0131]  JUbAE— AL 7 b, XA 2 740, 25 A-B 2K N- R X 2 AH A
(K1 A 220 50 % I RIE T, LUAGXAER 2 0741, Ho 5 A- B 2RI C— R X2 AH [ 1) 5k
BA %/ 50 % [ [R5

[0132]  FEA R BII— AL T7 S, Bridbsiidy) 7 83 Il i el kg .

[0133]  “[R]R& 7, FAF A IXFE ) 73+, Hol i Lo Sk i AARHED) 7 70 IF H B A e
IR/ Bk 2 e o, Gl I AR HEA) 7 - B PR R A . TEAR R AN R B AR HEA) 1 —
S 7 SR A R S K M B K, A I S K PR B o SiEOK PETR) BE 13k B SR & R
B H R L IR EL B - N &RRIE 4 7 4.

[0134]  TEAR B —AN 1L 77 S, IR A R IR B (40K ) B REHL
[0135]  EREH], BN SrUEY) o I BB 0 o fE— DD, ik B REA £
M ERREA . HESHEIVEYRE ARG BT RE. B, A5 A ERE
BIIFRED 77+ T LS S BB i AEM R R AR A 7 A E . 0 AR Ak B (1K) 6%
Dy FREG AR/ BRI &= A 5L A, B4 T] DARE SR I bR AR Bk 51 2
(1), W] REH, ASF IR AEY) 73 1 IEBAE — D3O b

[0136]  FEA KB 75— A& 1L 7 b, brvEY 77 T8 T 40 66 R e R Bk R/ BX
FIRRFERR . 7 IR FEIR M) U 0 2 R T 2R 2R N 2 IR BR A 24 1R, B0k B4l T
AR, AAAFE B BRAED) IR B 1 73 J6O6 FEE I & 1A W g

[0137] A Bl — 22 1 B Fnae 8 2 2 IR IS 4, JLttl e 41 i 5 70 AH R () 358 3 X I3k
b 5 PR R A SR AE R B PR SR BB AE SR8 43 DR AT 2 b 50 9% I R, BT
I YR E B R B 0B B R A

[0138]  HRHE A< W KU A A4 ] LA bvte iy () B4 bt B RO e A s A AR A

AN
/| o

[0130]  FEAKRMINI 5 — & ik s &b, el -
[o140] A& vERE SCECH I T IRET B 3L 25 5 i AR A
[0141]  AE A-B JRAIRAL ALK,

12
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[0142] PR WA AR FIRFAEE T, JLAE K oh BAT LU A N 2 11 0 SR AR 58 IR A (1) P R 1
o0 2 S A S R RS

[0143] B e R R Ak,

[0144] A5 2/ b—ANE B 720 T (I A AR/ B

[0145] A3 F T4 O EEENN e MG RLRL / B T S B R IR A 1

[0146] AR A B, IR W A (LA 5 SR AR

[0147]  ZE—NARALTE A A, A 4SS — AR S AL T I 2R, e S A — S R Sk SE TR

[0148]  FEANK I 55— A4 1877 P, FERRUED), RF 0 A R R, BT il 2 K7 S0 e 1
FAr, AR SR RS, AR B /SO PR EIR (TR, B TR
P2 R I iR ) AH BB BRAEY) B A A s B ) n 2 R (RIS A/ B RE
A/ B A b PRl B4 B AR, R R N i E & o [RIFE, 78 0 — e K
W, Z T4, LR AL, A5 45 A R B T Al ok S R 7 A, AN ol i ek A /
SANIE T 2 DR R AH B M 5 b v 1 At 2 i B 25 0 R R IR L He A (R BE AT/ BRE R
AN/ B b T TR () A R AR R R A A

[0140]  ASBHILWE J FH Tl 46 b i B 6 3R bR e 1) T 15

[0150]  7E— NSt 77 S, WA A R B AR HED) 15 Bh ARG E AN 51 O I IK & R Ex
FEA T EHI%

[0151] AR 5 — B s b B i bR v a5 1 BT 3 08 i B (B T AL E
oAy EE T SR T R AIE 1 Y IR A 1 O SR AR R B S SR

[0152]  FEA KRB — AL 77 Serb, (TR LLEAL A-B Y.

[0153]  HRHE A B, A< B () 5 2R ) 58505 ) P AV A PR 0 B 1 e R 350 PR B AR AR Bl 55
W T3 1 BIARHEA , T PR R 5 TR AE £ 1 SR S B R AL MR Bl R 1 T
HRTT B IR o

[0154] AR B I ARVEM N T 4% R BH ) — A5t 77 =X b B 138000 FIDA J732: Elisa (&
> Blisa) o FACS HFGHE

[0155]  {E 57 —ANSEtE 77 S, AR B9 S A SRR U5 A % B B AR vE D AR R . mT LKA
KBRS/ B AR A2 T, W e B / RS R / B &
b, W DLRE LA B AEAR R PO 2 2 P o BRIz el a6 kb, 7] LUK — AN a2 41 K
B i A2 A, 48 G B AR 0 e R R b i e R L b SRR B T DA A AT —
AN S 7 SN TR S AR B A

[0156]  FEAS KB —AN &3k b, R AR A T2 A0 P 5 88 (A 30 8 SR ol
SREDIFRUED) -

[0157]  FE55— 2, FHEREF bR MR Al slom A 14 50 12 55 Fn HE) B 1 14 255 IR EREE 1)
HH,

[0158]  7E45 — Db, HIERET bric Ve b 8 00 5R AR 0 IRV RR A 140 P IR 2 10 380 2R 4R 1R Bk
W, WE & A 455 230N B ERSERZEY IR E

[01580]  7EZE =2, LUBCR B 1| 5K EHE 2 PHIS B 45 & 2 hraEy) siob S A R ET
[RI%CH S A

[0160]  TEASVUD R, oK B AR I S ZR W 25 B AR /) H A3 205

13
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[o161]  7E AR & W) — A2 A0 8 2, AR 4R A & W I Fr v 4, D 2k b s 1, 9 FH 156
[l ~FIDA= VA AR HE o 7R3 — A 17, Wk E ALK P VR 350 SR AR A4S, 9 n A- B B4, il i 4l
e 001 Bl andm S Buas, B e e R b 75 A- B SREEMRIIIE DL T, AT LAk A% N- 2K g
St piiE. ERDERE, WA RIBRE R RER . 7 A-B RERKEIT,
iR BN A- B Pigk, W I N- R 45 G R AL E & o W RnIERET F AR I M A [ (1) 5 't
PeRric e HIEAITE RTEE T, 1 ot 88 BAREE T2 mT W

[0162]  HR4 A B, HEBR PY YR 2 K 1 S AR I, G0 o 264G I 2R 4 A FH = A A R [ sk =
FOAS R HAR I R, T 5 AR LR BOAH R R AL 25 A o A5 Bl 5y AR, W DLHERR AR 1A
W, oA A SRR E 5 BT 0 AR VP . R BN BRI RER R A EZ A
XTI A BAAS R HAR 0 1 G R RS B 45 B A7 A B ARSI 26 b i 8% 5 A Hha] DLl T
X615 5 [ A8 SRR A HERR

[0163] A</ BHRIARYEA ) T FH ARSI o 1K) AR AR o

[0164] 1A A BH I 32 84 F TR b1 pr ik i 75 v B = AL A- B SR AEIR R F
o WAAR G A RS R4S

[0165]  — BEFAEEME, JLLAGR KM oML A e I L3 2 PR 640 e M PR 7

[o166]  — ARiED ;

[0167] - Higkor ¥ 5

[o168]  — #REl 5

[0169] - & 4f3R > FIZEM .

[0170] AR HIAFI A / B 5 T AAEAE R4, AT IR 5 i 5nIR / B
—i /TR o B BARVT 2 A0 ] BATEAH R A A o BRiX 2 AR B AE A IX (1)
AR, —FhEl 2 B2 53w WOBCPE [ A S Re 1, W AR 3R o8l B8 e b B0 B AR
SERRIAL b AR, RG] A AT — AN St 7 52 AR ) & )4 FH U B o

K0 A B 7w < B = s S ol ) B EVE 7 a1 DA s o w2 4 P 71 = <
BN/ BRI R TR ] e AL A BERE TR A/ sl R4y, X e ]
B R7E 5 o

[0172] AR BAMHE EH AR IERHT AD fIg W FH2 Wi/ s80UsE B8N A
[0173] A B 32 80 AR B 09 75 3 1800 AD B9 ¥A 7 AH T 0T/ sl 50 vE
YV RO A/ BRI N o X R Tl RIS g LU TR I . A it
MR A B 1 7 0 AT R 30 o 45 SR AT LL A

[0174] AR B0 HE = B A K K B br S T o2 EilR R s P — A
TR & . Ik, MR AR BH ) 5 iR S AT IR A IR 2 2 A SR e
[0175] Ak B & 32 B0 R A e B (1) 5 R0 e 3 PR R 8 A/ BRI Vs
PEZ T VEA B AR AT BN &5 A B Le A A b A A6 it F TS M sk s vR T < BT ek 2
S ~ BT T v P B R T 2 J WO AN [RTIN TR) R R R o 28 T4 R 80 14 o
/BT, I X A- B REMRB R R AE . MIEAR K G 4R AL S WY A/ 8k
IT IR R ECHL

K -
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[0176]  T. 7E CSF HillsE A-B HZHY (A-B FHEMK)

(01771 1. M4

[0178] Y4 3¢ 328 v 7088 75 vy s v 16 438 SR A Kok = RFAE AR b g
BIGE SRR FRT 3 L L/V) R S A TR G 20 30 B LLTE AL R 2
SR AREH R K E 2 e K B R pHe 78— RSP IR AE  99% &
BN G B R RSP T BBEEER R BT 1-T% W 3- 22k - W = G T RERE
(APTES) 7ETC/K A IR 1 4 4 /b 5% Y APTES F1 2 /N V. & B [R) 3645 1
UFIEE R o AR a8 A F TR I AT 7K ok R AE B P T

[0179] 5y 7 FAG e Ml I 078 , W B3R 3R 1 2 240 AR i FH U S 25 ATTE AL o B e R 25 e b
fif (CMD) DA 10mg/ml [ BEVS T/KHh IF 5 N- &2 -N-(3- &R AN ) k=W % (EDC)
(200mM) FI N- FRFEBEHABEE i (NHS) (50mM) J& 5. 76 10 A BhU TR & 2 5, Bl T =3
FHRE 2 /D AR S /KB

[o180] 2. ¥ AHIR A T IPUIA I E /e 5 b

[o181]  Jy—KH7HAL A EDC/NHS Hw ¥ (200 B 50mM) AT 5 738 Fhu AR in
ANBNZHHE P IFT ACIRT 2 /D 31 PuAS OD- BEMBEERmEMEE S, REh T
{8 CMD [R] B+ b6 4% 1R 1 R Jh o S5 1 20, FH ML AE DMSO "R I SRENZIRE 15 70 8he A5
WM PBS $EIE =K

[0182] 3. ¥ A-B AWM ELL AT KM F

[0183] A AL A i AEJE A IRE 1 /N, SR 05 FH TBST (0. 1% ) (W/W) 7E TBS Z2mill
PR YR —20 TBS :50nM Tris—HC1.0. 15M nacl, pH7. 4) JEEFIK.

[0184] 4. NS ZOCHRIER T Hprid

[0185] i fINab 228.%i/Mil Alexa 633F16 E10 Alexa 488%i{A.Nab228 HifkFHKIT (%
FEFRICHIKIT Alexa—647,Molecular Probes,Karlsruhe, f2[E) #%# M) ZK Ui B TR IC o
BFRIC I PUATE R T T 4ACAFE S 2nM B E AL PBS 1,

[o186] 5. H#REFFRICE AN

[o187]  FTHPUARK B T M E A FRICFEE . IMABE I T =IRIEF 1/, R )5 A
TBST PEL: TR TBS B PIIR

[0188] 6. ERASARIIRTINFIAFE Sh 1) 56

[0189] LB ARMOLFHE S 4E LSM 710 (Carl Zeiss, Jena, Germany) SEATI&E. i
BB S T HOCES A = AR AP0 . FHEOCH R E TATH - FREIR 0. 25 "© A4k
B J5E 1000x1000 B ZE X B 2GR« 1 TAE AR ERES , AT I 2 67 50 #r o
KT ARERAL, AR B35 T A A i X 3

[0190]1 43 Carl Zeiss, Jena, £ [¥] ZEN2008 #3470 & .

[0191] 7. CSF ¥ K0 #r

[0192]  FHASR BRI 725 26 3ok B AR 3 19 CSF AR BT 0. FER AR B 14 4
AD BB A 12 A0 BB (ANFESER IR T8 B PR SRR Wt BT ) o &5 I8 TP ]
1 Hpo G5 R R0 B AR (25 B2 rT BElK) . £E AD Z07R A- B EERWINSF M B2 Tt
W .

[0193] 8. Y MMSE [KJAH
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[0194] AR B 2B 45 5 5424 (19 MMSE (i) S0 ks e &S IR ) i 45 350 T b
B2 e R IZ 4G 5, MMSE 15056 R VAN FH AR & BH BT BV 2 TRDAH DG PR AR 15T B

[0195]  T1. ZRARAKERUEYIAT I

[0196] 1. FREEMFRUEDI I 2%

[0197]  fE— NS, 78 A- B SEEMIFRUEY), oA X 454 A-B LRI N o B 16
MR (5 A-B - (1-11) AHXRFRAL, 751 :DAEFRHDSGYE)

[0198] B 4G, A E PRI MAP) , HEHPUAS N i A- B RAT A-B 1-11 f . KHiXLE L Hi
JR TR F B ] 3A 5 = FE R s B A% AR TG, L Tk UV/VIS SGil27 34T MAP ¥R B2 RS il
T, TAMANOEIR . AN, AR RS N- K&k, XA T4~ 4-MAP #4753 70 5 1Y
ORIE A, WP B 3 4 B &40 R o 76 A-MAP FIHT A= 85 (V3 B 25 0I5 5 T 16-MAP, 41
B 3 CEB A Fin . I R ST HER Gl 16-MAP 5B S E 50 3.
[0199] T2, ¥ MAP-16 7F PBS &R JEH T s F T DA RN A-B R
[0200] 2. SRCIEAR A%

[0201]  HEBFE A R B ARAE R P v B TS 15 A BhR IS F ISR E v 2 AL FE 10 2Bk, A
T IS BEFE R I, £ FLAE 5M NaOH HE E 2270 3 /i, AR PYEsR B ER A T AT
FHAG ERE BT A8 , 1 B 3R 2 FE A AR 5 FH 2 B2k G AL . A b, W BB AT SN S EERZ A
DMSO HH ¥R PR B I .~ 20, MBI K s e AR R R T B R A e v
P (CMD) LA 20mg/ml (I ¥ T /K IF 5 N- 4% -N-(3- 2 B3 ) ik —WPfiZ (EDC),
(200mM) AT N- FZRFEBEFAEE W iE (NHS) , (50mM) VR A . 7E 10 BT B 2 G, BB T=
MFHRTE 2 /D SRR AR H /K P

[0202] 3. ¥HAEAFIR S+ BIPUAA ] E 7B 1 s L

[0203] Y —¥5 4L A EDC/NHS [ (200 5K 50mM) HEAT 5 4 8h. B HUIARIIE BN E1Z%
WP I T 4CIRE 2/ &3, P 4546 T OD- SRR B REHR TAE
CMID [ R 1~ -8 4% PR P T ks ik (A1 2R, T IMAE DMSO HP ) SR 5 7B e SR 4 38
35 PBS ¥V =K.

[0204] 4. ¥ MAP-16 [ 52 78 PAL BE ot o 333 -

[0205] AT A MAP-16 FIFE S AE B iR T 1 /e, 2R S5 F TBST (0. 1% ) (W/W) .
7F TBS ZE My 7 I IH: 3 —20, TBS :50nM Tris—HC1.0. 15M NaCl, pH7. 4) PR =K.

[0206] 5. FHZIEYRIFRICEE!

[0207]  ff FH 6E10-Alexa-488 HLIAFN 1C-16 Hiik, 1C16 Fuik AT & ( Zeahric i
£ AMlexa—647,Molecular Probes,Karlsruhe, f8E ) # M) Z U TR IC . BEAnic i
PUAE R T A CIAAAE S 20 B ZALBIRT PBS 1

[0208] 6. HIREFFRICEHEE

[0209]  ANAEREF I TZ=EIEE 1 /NI, 285 FH TBST PEi Tk KPR IR o

[0210] 7. EREEARFRAEY) HIAS I

[0211]  FHILE RO S MEE LSM710 (Carl Zeiss, Jena, f5[E ) #HATIE . Sibsw
A GEE THOCR N Aot Es . DUER B (Tile-Scan-Modus) HH47I & , I
O AL R AR R I R TI B B . AR S 3x2 A, A A
HA 213x213 um AHE

16
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[0212]  fENEAX, 76 TIRF 258% (TIRF =2 Py ) @700, Sorb TIRF 25058 {5 &
M DMI6000 . 380% £ 1 Hamamatsu EM—CCD ¢9100 FEAHNUMI . 7E& G R 3x3
M BB PR B RST 109, 9x109. 9 wom,
[0213]  FH#KAT “Image J” AT VAT ((http ://rsbweb. nih. goV/ij/) o ML AT H AR )
PREE, WIS B A2 0 B I, e ARG SR R R PR s U R (o O AN
MAP-16 (BN ) o N —2, AT Z Mg %, LmEm %,
[0214] PS4 BRI EB LR, ERHE H sFIDA(E 5, ML NERmNE, 5
MAP-16 73 IR BEAH K o
[0215]  TIT1.A-B FER A-B FEEYW) 5 A-B BRI LLE
[0216] 1. it sFIDA &
[0217] 9 T BEHERR A-B HR ARt 3% sFIDA K0 2[R 1 A- B F R W HIE 5 4 i m] g8
M, 218 Johannson 28, FEBS J. 2006, 273, % 2618-2630 T /7 &4 A- B BRI EERY
(HA I A-B fE ), FFHRGMIR. 5340, 1 A-B FER WA PBS s skt ek g
AP R Lt % R AT R, Zeiss LSM 710 S50 H THI0 H1d
3 2x25 Eg, b BB RS A 213x213 1 m A1 1024x1024 %5, 45 B0 E 5 Tw.
A-B FEH = LTEMW sFIDA R 5, AR 1M A- B HRA R IXAE . M4 P I 5B W] LA H sFIDA
555 A-B FEEWRKEACHE HAEFIRH A-B FERVIKEXN EIEE 5 2L EK.
[0218] 2. FRET Jll &
[0219] T X T sFIDA (2 BT I BB B I AZ X - MRS RN 1 — 15 5210
] =4, BEAT FRET & . FRETAAKRFOT S te TR e B A% . 78 FRET HUl BRI 56t
POl I RE R N S — PO YR . FRET g FE JCHAHE T 4K (Donor) 524k (Akzeptor)
Z TR IR PR B8 ELAE B iy 10nm (130 Bl Y AT gl A 22 31 o PREAE sFIDA A Adi ] FRET LUKs A- B B4k
5 A-B HERYR 2T REN o K 5 UARGURHMB B EIPT A- B Hufk (441 6E10-Alexa488)
IS T I 5 Be e 2 G RHMB BRI P A- B Pifk (Bl IC-16-Alexab47) 7EA-B FHEY I
M HAEEPAZIR S5 G, FRET 128 [T A P R 6E10-Alexa—488 Fil IC-16-Alexab47
SR ER IE R EE B /N T 10nm AL 2 1 A- B FRAREE S K AE G vl b2 AE AN KT
REMT o AN 5Ly 4 DU SRPT AR a5 R A7 BT R A, MRS ] FRAR 2 %o X THZsEs,
A-B KRN A- B BRI I N ST HERE G gk ) 4% Ak [ 2, xS T sFIDA I &, #4 E _1
R EAT . 7ELL Leica 206 BAR LT BB 5 0=, 2264k EL 488nm 9 K3
FIFFAE 705nm I AT FRET R4 VEAX I, I T 9 0 FF &, o 7E B4 #8  h
POIMA 6k - RIBRIPLE .
[0220]  7EBIE 6 PIRIEAE, S5 R A A-B SR L FRET (5 5, 11 A- B BARBNT
W EEASF =4 FRET 155
[0221]  TIV. {EFAZRICHT BRI/ AL (A RE VR Pl 2 A- B SR AR
[0222]  FEHE—BHIBFST T, WF9E T 275 sFIDA W3E & T 7ER JR 2% 1 BR P /) BRUSE B ()6 156
WP AR A- B ZRAEAR, W ARG S TE, A AR N TR, 2 TSRS, Kok E
APP/Ps1 /N bl IR BE VR FEF4 JE R IR0 FE B A 75 PBS Z2 P LA 1 2 1041 2 50 F L & 250
Pk JF 8L sFIDA iR 56 .
[0223]  SZEGDIRER b A FIAHEL, AN ILAE Leica 24 1) LM _E@EATIN & . RILAER H
17
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LRI R 2 — TR R TE 250 5B R 53 S0 sFIDA {55 db n A I 3, B
K B AR LRI A B P ARl oh o B AL, BN T 25 4> 1024x4024 REF X (B
246 um) , BIFLITAR T 16 %6 o

[0224]  ZERUHE 7 Fion. 45 E I sFIDA AME S 176 A i F49i2 W, i Hid & T
I SE BRI T R .

[0225] PRIV -

[0226] P& 1

[0227]  FEREFE 1) CSF il A-B FER

[0228]  [ffI&] 2

[0229] P 1 1945 R 5 MMSE fRAH G

[0230] [ 3 :

[0231]  A-B FERUINEMNE T, & 16 Ng5ia Numl A-B PriARIRAL, XN T A-B

I — 11 DNEIERR (J751) :DAEFRHDSGYE) o A) A A% 4-MAP, | 4 ™15 = i 2 FR A% (B X1
N iff A= B ZRAT 1-11 Bk, HAHPAH Tl UV/VIS i 2=k e M E AR . B C)
N T AES TG T 14 16-MAP, PUAS 4-MAP S i E s ABE R R VI EAIK (~Teramer) fHEL.
I RS HE s MAP-16 SR B RAMNHL e r 05,

[0232]  B¥I&] 4 :

[0233]  7E&FhUR T 3E4T MAP-16 [ sFIDA Jll &, 7F PBS L2 il ke . A4 MAP-16 [
PBS 22y FHAEBH XTI o A) TESFOCHI B LTI E (Zeiss LSM 710) . B). 7E TIRF
BB (Leica) EHHTINE .

[0234] 45 :

[0235]  A) SFIDA XS A- B HLARANERURS, {H B) A0l A- B SEERVIMC S — fOidh  de vk H 2
H R A-B FRARFIE Y A A- Bl Rk ] HERE (i i % HLAE PBS 2200 4
FEo

[0236]  Pff[& 6 :

[0237]  SFIDA LA FRET {55 4F A- B SR A-B FLEW L& . PBS FIVERH MR . 754
LN I XA S AT ARSI, B A AR R A S UM R R - (R P . SRR TR
5 A-B Pifk 6E10 fHEKIF) Alexad88, HZAGLKI A5 A-B Hifk 1C-16 fRELH Alexa 647,

[0238] Pl 7 :

[0230]  FEEFLFLERI (Tg) FAl/RICHFERNG /IS WABEAY (APP/PS1) (1145 G VBUR! 71 A 4% 55 BRI I 0T
W (K) AT A-B FEERWIK) sFIDA AN o 5 A FPE X I, 48 FH 40 22 v i i

18
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[0001]

[0002]

<110>
<120>
<130>
<160>
<170>
<2105
2L
212>
<2135

<400>

Asp Ala Glu Phe
1
Leu Val Phe Phe

Gly Leu Met Val
35

210>
211>
<212>
<213>

<220>
<2235

<400>

1

<210>
211>
212>
213>

220>
223>

<400>

L

<210>
el
212>
213>

220>
223>

<400>

Asp Ala Glu Phe Arg His Asp Ser Gly
1 5

<210>
<2115
<212>

SEQUENCE LISTING
R T8k ich
TR EA- B REMATTIE
FZJ 1101 PCT
8
PatentIn version 3.5
1
43
PRT
A

1

20

2

8

PRT
A3

EQN
2

Asp Ala Glu Phe Arg His Asp Ser
5

3

11

PRT
ATFF5)

LK
3

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu
5

10

4
16

PRT
ATF3
£

4

10

5
9
PRT

19

Arg His Asp Ser Gly Tyr Glu Val His His

5 10

Ala Glu Asp Val Gly Ser Asn Lys Gly Ala Ile Ile
25 30

Gly Gly Val Val Tle Ala Thr
40

Tyr Glu Val His His Gln Lys
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<213>

220>
223>

<400>

Glu Phe Arg His Asp Ser Gly Tyr Glu
1 5

<210>
<2115
212>
213>

<220>
223>

<220>
221>
Q222>
223>

<400>

Glu Phe Arg His Asp Ser Gly Tyr Glu
1 5

<210>
<2115
212>
<213>

<220>
<223>

<400>

1

<210>
<21
<212>
Q213>

<220>
<223>

<220>
<221>
222>
<223>

<400>

ANTF5Y

£
5

6
9
PRT

ANTF%)

2k

MIS
(1).
ke
6

7
6
PRT

C_FE
1

_F
. (
=

)

R

AT %)

2 ik
7

8
6
PRT

ANTF%

EZIN

MI
(D).
s

8

s
)

_F
.
=

&

ATURE

C_FEATURE
1)

Glu Val His His Gln Lys
5

Glu Val His His Gln Lys

1

5
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600 -

WII L99exaN-910)
pun ggpexely-0lL39

P9 BXely-gL0f

881 EX8jy-0L39

F B A4K20 nM

LPSBXRV-9L D)
pun ggyexay-gL39

Lv9 exay-gLO|

88% Exelv-0139

# 420 nM

Ly9EX9ly-G1 D)
pun ggyexely-0L39

L9 Bx9ly-91{ 0|

88y BX3lv-0139
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|

£ 900 4
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400
100 -

Ho 300

£h-1344-vaids

Kl 6

23



CN 104080807 A W BB B M 4/4 1

3000 4
2500
2000 -
tle
M
v 1500
<
=}
w
® 4000
500 -
0' ﬁ‘.'_fml[—]\r_]l ID|D|D|_|
g% K £ .
W EEFFE T FE T
* s s st st & o sF ffa°+ B ST ¢
S S A RGPt QR L I N

Kl 7

24



patsnap

TREBHR(OF) ERMEEA-PRERNFE
DFH(RE)S CN104080807A NIF(AF) 2014-10-01
HiES CN201280064163.5 BiE B 2012-12-21
FRIRE(ERD)AGR) FRHEHAEHOLERATR
B (TR AGE) FRIBHEFOERLT
LHHRBEZEIDACE) TRHEHRPOLERLE
[#RI &8 A DE/RBRE
SAER
LEE EFER
EbtmE
OIE4h ik
REBEA D-E/RERE
SAER
L-EE-ESES
EttmE
O-BE4h ik
IPCH %5 C07K16/18 GO1N33/68 GO1N33/53
CPCH#5 GO01N2333/4709 GO1N2458/00 GO1N33/6896 GO1N2800/2821 GO1N33/552 GO1N2500/02 CO7K16/18
GO01N33/54393
REAGE) B
5 102011057021 2011-12-23 DE
SNERaE Espacenet  SIPO
HWE(R) A B
REFAFSREFEENVABREGCWF L , SEERA-BAEEEEEM
b BRRENTEY E, MARTRUGGCHRSE  HEISRE 20 {0000
G AA-BREMITITX LR AR NIRICHREE, 15000
[
s 10000 o
o o
& 5000 é
a E 0
% 1000 v , f
0 1) e ye—
FRE 3K AR {fo fo0 fo00
e Myl

02MAp


https://share-analytics.zhihuiya.com/view/20ac8418-d48a-4ca8-aaee-b6d3127ed2ec
https://worldwide.espacenet.com/patent/search/family/047624003/publication/CN104080807A?q=CN104080807A
http://epub.sipo.gov.cn/tdcdesc.action?strWhere=CN104080807A

