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[0001]  AHRHIEMIAS X 51 H
[0002]  ZAHIEE R 20104 3 H 3 HIRATHISE E G I LR g 28 61/310, 167 5 FILLAL,
HHFARFE G| INAATL

% RR S

[0003] AR K AB FEERAKT I R RAL AR K DU S AE 7.

[0004]  KEHF =

[0005]  FAl/RPGHFER G (AD) & WLIRHoR (ZRELHIICIZHNGD ) Mg i, 5 2
HIAB (1-40) \AB (1-42) RTAB (1-43) Ik (HAATEMFEEE B SCAB) RN/ LR
MR ARG, AB (1-40) « AB (1-42) F1AB (1-43) K AIEMFER ARTAE A (APP) ¥
WAKMBY . s, FE RS HHERILK tau A (METCHMIEMIRER ) Alms
JR A YR ZEAEWIFEAR L TT P 4 RN AR R o AB (1-42) J2 AD S BITEM T S BB p L3
T,

[0006]  ZXJTE K] AD W] LA HH APP ZE PRl sl ¥ HLo8 A 1 82 ZER P RS 1, HLE e 1
B2 B A5 APP I TR AB K. BURE I B SRA7 720 552 ) iU 1 AN 5T 2
AD B RIRFARE o S, P IR TP IR ZR AL A B IR 58 43 F R0 2R 3 AD FHAZH 00 1) /)N
R AT UL B (K P 22 R ME ) B 4H 5> (Walsh et al. 2002) . AB BRI AT L@ #h
LIS E 2RI BE R % (Zhao et al. 2008) , UL Al it 0 1E & S Th g, 45 HIl S 70
b B S E R SR S AT S (De Felice et al. 2007:Nimmrich et al. 2008) 3k &
TNe CRIE A B FERAAS i B8 [ PrPC [ 1E 5 40 i [F] Rl B 2 [R] IRy 40 R ZR i N 45 6 AH B
YEH (Lauren et al. 2009) ., i H., PrPC 5HFEB AL 2K I (Khosravani et al. 2008)
NS FEMNE 514 5181% (Solforosi et al. 2004:Lefebvre—Roque et al.2007) 2
[ AH EAE T LS 3 A B R 4 — MLl o

[0007]  VEREINHBIAB Sz R DL EUERIE N SRAL TR i 8 A A 2 1 ) % 2 R
/N BRI B A RAT U o AR T, L “HEEFEME VA B e P iaia s NRA A ek . 4,
H 5 G e i 98 R AEAE 2 10% RS2 B S AR B R ME A B Az I i Bnl 7R 9 i B0 2 e 1) R
Z b (Gelinas et al.2004;Robinson et al.2004;Broytman and Malter 2004;Mathews
and Nixon2003) . EARITECH I 28 A] B8 & F T A B 40 e S e o 3 50, (B iE
TIE S5 5 0 0 H 95 5 i B PRI B NS A B R s BEHTLAR (mAb) SR A7 ¢ (Goni and
Sigurdsson 2005). F AB FAEUEHEME G 1) I — KUK e 5 8k 70 1 ol 22 T MIAE 31 55 4% 40 i
R IEAE A APP [0 R%] (Jung et al. 1996; Jung et al.1990). XHFEMILH K
[543~ BN AT LA | R 243 BT APP & () B A1 45 M s Zhig , 1X ] LR 72 v 1
(Morimoto et al. 1998:;Mileusnic et al.2005;Mileusnic et al. 2000) .

[0008] A B FKA “HEREFME” YU S — R, AB IRIUZFIEAB 73 FAEAB 55
PRI RTER. PRIESE AB HEARRILE TR M R 4 6 (Lambert et al. 2007;Lacor
et al.2007;Ronicke et al.2008), 3f H.7E V) F 55 F2 iS4 A BT FR 4 K B 72 18 5
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(LTP) MR CAZ I o= iyE M Balducei et al. 2010:Shankar et al. 2008:Selkoe
2008:Klyubin et al.2005;Walsh et al.2002;Wang et al.2002), O %EHFIEAR B
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DURRIELE & AB AR EIB L RIS R 454 AB ISR
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BARN R AT 1M1 2 W

R ] 152 BA

[0039]  PRAEASIE ik S8 11 77 2 525 B IR A 28 I (1) St 77 5%

[oo40] & 1 i it IR Ul BH B AL IS A, B RERAK AB (MBS RE

[o041] & 2 i EIR UL CHUN A R, B /R T AB B RE

[o042] || 3 il i BRI ACHUR NE R, BT AB MshaxRet

[0043] P& 4 A5 SNK RAT 1 BRAL AL BRI = HEBi A

[0044] || 5 3 ok [ 26 i A 7 e 45 2 T4 2 SNK R4 % IR T SNK 8 5 B TR AR & ME 43
7 B Biacore T™M 4558,

[0045] 6 1t R Ui Biacore™ F I B B ¥y 25 5, HL 7R BSA 484 AL SNK AT
(IR PEBRERIR K 5 46 (3F5, 3G2) JHROR (BE3, 5D8) Fllrft [ /A%E St (4D11, 4D12) B v i
IR 2 G, DL ROX SR 55 r) A B 1-42 FEERARI R N 5

[0046] 7 B E R UL Biacore™ £ B & i) 45 B, H R BSA 485 1145 SNK A7
2 MEBOARRIK S 21 (3F5, 3G2) (IR (BE3, 5D8) FiHh (A A4k = (4D11, 4D12) g i
KIS, LXK HTIAR S A Rl A B 1-42 SRR RN

[0047] [ 8 ik IR U Biacore™ 7 T L, e B7R G i A B 1-42 LR AA S5 AR
FE IR B e B B A BE3 S & 5

[0048] ]9 A4 AR RER (flow cytometry trace) , H @ RFARIc K] 6E10 HLikHI[]
XI5 A 247 T 40 R 1) APP R 40 B rd b4

[0049] &1 10 A4l e R7s g, SL R bric (1) 5E3 HUARI A X HR &5 & AL T4l sk
[ %) APP (140 [ LA

[0050] & 11 i@ ¥R Ut B it A AT I 45 3, e BoRTE A R B2 1) 5E3 BRI A7 7E
FAAEAE T SR TR T I B AR RS 5 A B 140 MR A I 40 B i 4 Mo A7 3m FE

[0051] P& 12 g BH Sz B 25 3, B B7RAE TBS 5198 (A Tris—Tricine B 73 20+
H.H pan—A B 6E10 HifA Gz ENERIIRNALZR

[0052]  &] 13 Ui BH Sz B 45 3, B BORAE TBS 5398 (A Tris—Tricine B 73 40t
HH 5E3 Huik Sz Ep I im0 21

[0053] 14 7R HAEDLAR BE3 IAFAE ( “BE3”) BRANMELE ( “C”) Tl AR HERHE
FEHUR SR 25 L DL

[0054] 15 YLEABLAR SE3 [ S REFARBE FIAZ T IR 771 B 57 AT 37 B2,

[0085] R HIFFEIA

[0056]  —RER UL, AN FFIRAE T HSRIET A B L WA IR AL LR A S HUIR &9,
MASCHFR g “FRAL” B “HHIGRNL” . RENS 45 & TR BT A4 G RAL I BUARLE R 2R Ik i 2R
o IR YT TR RS IWRIARTA T 7. BT B kIR T A B L0 R I ISR A v] 95 1 LA T
Bii AD FIAH TR »  BENE 45 & FTIR BT A G R AL (TR IR W] 01 R 2R BR98 AH DB R (112
W G R R o
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[0057]  FEASCH R B @ AT ATE B 24 BEAR O B 5 A BH BT & Asons e AT i 2
fif A O T A

[0058]  UNASC T FH, ARGE “ 43 B B 1A S FH R Fi REf8 45 6 P B i G R4 1) Bt
e, HEAR B AR, I BA & A48 B A AN AP0 R 1 i A B AR Fe o i B i o1k 48
Wap e BRI, R 5 5 A PTd B A G 3R (1) 23 B B o mT LU RA S At Js i 22 S e b
Moo HIARN RN Z B AR, XTAEAT 25 5 B TT B0 D0 AL S50 2% 1 DL s R AL RS S 1 &
Ho RNBEPURE SR B Tk v B 5 Ak BB SR A0 e e 1tk | o ] LA A
WIB A PUAR A B, 3 B CAan b S AR R 7 20003 v BER D A o 49, mT Dlod ik A
B B AL BE B A B T DO AR ) B — D A B DLIE SR

[0059]  4nASC AT, ARTE “AMK” Fash), Wan SEm I . BARS A HE KRN
BB B BRI AMRIERT DO N, B FRA 3 AMARIERT LI AR 2 R 34«
ANRKETT LA A G U5 B 4 /s FREROK BR o

[0060]  4nASCHT AT, ARTE“RAL” a5+ P B X S8, HEmT DAgiRe e Bk iU, B ik 5
Ry S DU T Ao

[0061]  UNASCHT A, RIE TG IRAL” FaH P 2 B IR 74 A R e i = 4e 25 R IR AT .
k2 A R SRR S MR AT BT U PR A SR S MR A s SR IR 1) 2 [ HE 51 o

[0062]  WIASCHTAL, ARIE“AB ” W] LAR] MR A “YEMFE SR B (amyloid beta) "\ “YE¥p
FEEE B (amyloid B)” B “AB”. VEMFEERA B & 39-43 NEIEMR MK, BRI A FT/R
R BRI TR I P I E AR R VBRI A o AR FR LAt TR, SR IESE A B
T IR P R PR g B R AR R B PR ) DS BREE 4 o

[0063] 1A SC T AT, ARTE“FRBISERU EAR SO bR 4 & IR, Hoh 5455 8065 Z
FHEE, Buik X B sk &5 G884 Y JFHAA B/ AR 5 45, IF BLZERX Al BRSO, ifk X 48
FRY LEX) 2 B RIS [FIFE, ARGE “B/NPISER ) ZEAR P Fa bk g & TR,
Horp 55 A 8ER 7 AL, DUk X a9 b g S0 FR Y IF A BRI fR 25 50 3 AR IR B R
SCH, PR X RRERR Y EEXE 7 B S ANISER ) .

[0064]  UIASCHT AT, RTE“AB BAR” FEARSC e B AR AB (X-Y) Jik, PLik 2
K EAZSERAL AL IKEFEMAAHIAERAK AB X-Y) Mg,

[0065]  UIASCHT AT, RTECAB FRAEARICTHE AB K/ B, Hhaiik AB Bk
FE/D T2 50 AN HFARIIA P = 4EN A HE AN R AR

[0066]  UNASSCHT A, RTE“AB JRETYE"EAR S 4R 1451, HA S A+ 25 T 8x
LU SR ARIE RN A A B (X-Y) JTRAZERE . iR 4T Yk g5 el i 0 “ A8 B 7 4544
Z BRI/ NEA W ERR, I B AT 4] DAL &40 T4 Sk

[0067]  WIASCHT A, RIE“HUR” FEAR PR — D E DKM+, HlnE a2k
sl B, BTl A7 2 e 0 0 R G AR/ B4l PR RN . AR
5 ARE“ P 5 AT A AT o 8 Wt R R BT R B AR Bl B DA R AT AR Bl bt
JE P A T B KA RO SR At 0 W A ST F B s i o SCF o AHARLHEL, 461 4 E DNA Ho 3
F AR AE AR Y RIS BT 8P R v e R 0 A% 1 IR B 2 A A IR AR B AE A SO BT IR 1) 58 X
[0068] ke 3k A BH I () i 4 3840 55 BN, SErh SRR AR AN R IR R R M 204,
MR AN 10 AR AR B I () BAR St 77 0 7210, BARK A
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SR, BRAE 5 Uk BH , S i AR v 2 A 2 B A6 2R 3 pH (N AR R

[0069]  FEfGIAH, A T AR H 1, 2~ tHIF 2 41717 DR L0 7 R AT EME . 2R0M0, A
TR N 52N Y F g, X BRI AR L T

[0070]  FH T A2 R NMR ZE 3 8RN ] 2530 =0 iR PR JR 7K1 A B SRR S5 i
RAEJE T KR & ve. T2 AW P22 NG i AL 2 B0 BoR JR 6T 4 / 3 R AR
A, A AR FERANEIEAETEEN B KT B REL Y (Luhrs et al. 2005; Sawaya et
al.2007;Rauk 2009) . RIRAFIEMIERAL A B JATERER A G AL, BLFEST S FIE K
JeSTARPIAE I AB SIS R, AB (1-42) BHB KM B - B BEMMI. HEEAB K
R 2552 R AN s8R, O 73730 1 2800 R+ 0 s F B e A8 el & (1 A 5
RIET AB HRAEMEH . ORI BRI HT T AB (1-42) FIAB (1-40) FEERMAMIZEH
AR FEEARN T O AB FERAN B BER) 7 ), BLHEVR AL D23 Fl K28 2 [A] {1 53 ¥ [A] Ehifr o
TEIX PR R, K28 R FEFEAS bl ) Py 3 LU Bl D23 K28 22 W) () iX Bl Eh M H A e kR
ffi (Lurs et al.2005)and Rauk 2008) .

[0071] AT AR U0 BT A B S SRR 45 A RS I, DL 2 5 H 5 25 TT LU e k4
XTHFATCLIF R A B SN SRR I, A B BSR4 I 22 B 3 AN X I B A w]
T84 08T TR R DUA S BT 5L (A B KK mAb 6E10 TR A B FERK
Nty (F%2E 4-9) (%524 SEQID NO:2 [¥] FRHDSG) smAb 4GS SRAI AB FERIAMKI N v 5
=R REAS B K SR (%52 SEQ 1D NO. 3 ) LVFFAEDV) ( #&5E 17-24) ;LA K bk
J& 2529 (GSNKG) ARy AB T FRARIR I AR 5 ff 45 138, A SNK B2 26-28 AR
()25 £ S5 R IR AT I R IR RAN R AN, H HASAEAE TLME AB B APP L. FUEN XX
PR S LRI RN PR G S ME AB ok APP, I HA /2 A B F R IR Pk,

[0072]  IHAT THERALER AL EERIE 25-29 (CGSNKGC) [ IR 73 T30 ) S i i B 5
KA S IMAAE R AR T i s . X PR B R R, B R 28 M BE il 4 Prosi )
AN, 52 30HK Lurs et al. (2005) FH Rauk (2008) =TT ity & 1] Py 340 185 20 R 28 I BEAH
o FRER 28 FRELM A1 ] 3 A IX — A N R IS A & 7k R 25-29 (CGSNKGC) I A Eg
JOR ) 57 B 32 S — B R — 2 2 R TR ORI 3 s E- &R Wi fr . 7E R 3
[y sl BB AL B2 SNK BRI SRR AL PR b F A B R AR EEE,
Z DN 11, FEIR 28 IR AM 8 X — A AR R IE S JIER A B FR AL
CABTAA 57 B 1 J7 2 T H A AL PR it 2 PR I e 1] T 9 51— 3500 A T A B S SR AR I 2 1) [X
()22 R 26 KA Thi 27 FIRR R 28 5% I SNK 2 24 5 i 4af Y sk 2 147, 5 HL Eb /N i AR
MR EA SRR Sz otk A7 T A B SEREARIHL vl DX P IR SNK B JE (R R A4 G T B
(MR R RAT, IR G R AL B 8: TV TH THURE G, T SCRSEGIESE T AB &
RIS LA SNK R4 1 T 25 B T PR IX — R A B SR ZE PR [ (I il I 2544
LYRRAL IR A R DU S5 & A FIRE I o

[0073] PR FT IS Rl n] LA FES T SNK K ALFFT—u R AR B & . TRt g
FAT I AT CALE T A7 7 510 (1) P g A 6 RAR H R ik 2k . 76— J7 T, Tl RAR H &Rk
Xof T B A G SR A 1) 92 S P LA AT PR P DR B DU RR AR T, TR 2 R R R ] DA
R A Y — 2o 5K ) o AESEEIR 250 b, R E — AT DLl — - REEl =
PR A FROR, IR — R ek = Ry 0 N T2 ISR IA 4, UL TR 1.
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[0074] R 1 RARAFAEMIBE A WL 20 FRifE L- R4 48 E .
[0075]
TR AR AR =S —F RS
NEAMR Ala A
FIER Cys C
REAMR Asp D
REM Glu E
ENAMR Phe F
HER Gly G
HAR His H
AR Ile I
AR Lys K
SRR Leu L
AR 2R Met M
KA Asp N
TR R Pro P
LRI Gln Q
R Arg R
Y HIR Ser S
AR Thr T
B IR Val v
MR Trp W
AR Tyr T
[0076] IR AL HHAE A B TEERARR I ) 2 TR0 T 45 ) LA R sl 1t/ F R far ke ik

Mo PR RALAEIRA A AR AL iy 22 /DI 26-28 BRI SNK 2. £ 53— J7 I, FTid &
PEAEHARL) SR BAE B e R L 25-28 BT GSNK 2 e 15 55— J7 1T, T IR A AE AR L SR AT 44
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b R gk 26-29 Bl SNKG Alilce 75 55— 7 1, iR RALAEIOIRE A 144 B AR 25-29
R GSNKG (SEQ ID NO:1) ZH ).

[0077] 777 [H], T IR B Al G e e R SR AR ) 485 R A0t T 255 TR e 255 PO AR T DI 2k 1 22 1)
Fl)e

[0078] 5 %52 4 SEQ ID NO:2 F1SEQ ID NO:3 [ CVAIZEATAHLL , BTid CL AR AT 7 il 45 &
CLANPLIA 6E10 F14G8, 7E A B SR AR 2 H: TV IR I UL S R R AR S 1 APP RIK (K]
MH (PP TTMERAZ AN ) R IR K, BA LR HRA B B i G R AL ALFAE T APP
(1) 5y ¥ 200 b, PRI PR I APP 1 B B S5 50l o A7 T 28 0 FH 5 4% 41 R 1) 40 B 3% 181 1) APP
[¥) GSNKG 2% )7 1= B AR ARG A I W B ST vh BT 7, 456 B 2R FR A4 2 (1) B i)
BRI G s e PEDUAAAA PR MR A BRAS RN 40 f 3R 110 APP_E AR 25 R 4L 1) GSNKG 27
PN PR B A SR AL I HUARIR DA S BAR AB [N o 55— 5 [, H TR A7 28 [R5+
i/ BCHARAR) 7, R TR A SRR AL PUAIR D ERA S JRET4E AB V.

[0079]  FEAA I T — 7 AL T Irid B AR AL PLA . 73 i SR &5 & HA 4R R
A BRSBTS R AT BT, O A B SRR 2R 25-29 X I rp I’ M2k 2 [ (1) 4E 46 1t
RATEH o PTRBUART BTl B 8 G A (s S AT AR IR BT AR REE e e RSB 1] A B IR SE 5
T, AT 3E G BB ) 00 S A 22 T R S B D REIR B4 A B I APP, JF HE ik B4 i T
AT, RO AR AR DU KT 3HH AB WA EATAE.

[0080]  HEME &5 & il B A4 G 3 A0 BT AR AE ] R % R 106 97 ] PR 2 W3Rl v 9T
), I HA K B 55— 7 4 it 7 H T 95 AD BB o

[o081]  RESFPHELE S A& WA SCHTERKIE T AB FIF S KA IR BR8N B S
P BT M S 3R A 1) A R IR e B A

[0082] A T HTEIRITH, Frm HE &S &k T A B IR AR BT AR T] LAA bRy 58 5 15T
PR 7k i 2%, Horb BT R BRI 7 B 222 SNK [ Z LR T 41 A B3R A7, XTI T 55
FAB MM X W7 A G R S GokIE T AB IR BRI & 25 2 W B2 1
Pess), orp BTk BRIk & B 222 SNK (R R 7 /) IR AL, SN T HER AB X . m]
DLFE XL BRI VE T )40 7 75 B2 16 T BT Bl 7R 2 g B I R o A — 7 1, X R a7 5]
DA SE 5% B0] 1% PR BRI 1R A

[0083]  FKIA “ZyiEn] 2 Kon Al B H T2 2 S B A, B AN W] B 52 1) =
Bl H Al 7 AN Ao 2 5 AT RS2 IR R ) SEAT) A R 5 T KR 24 4 — iR A FH IR A4 5],
o an s B 1) R 7155 . 51T 5 — AT LA 2% “Remington’ s:The Science and
Practice of Pharmacy (F50H :25kFF52E )7, 21st Ed., Lippincott Williams &
Wilkins, 2005 £ 55 E B T Pl 4090 (1) P 25 255 5K 7EAC R B I — S g %,
BC 1 BT iR Ak A ) T o v B E sk B2 T LA PN B K R Y B R A 2, IR BT iR AL A
YR AETC R NS S URE K, I HAT R e rp el Al 5555 . AL, Fridd b &9 m] LAAE
RN, BCE B, 7E ER 7K (B ER 92 P k7K BY 5% A v v 25 2 . A A AT 24
ik R BB R SR BT IR 2a 25 A5 P A 550 HE 0, 491 4n FLBE ) 250 00 R e B 50
K3 B ROKVE R T S 2 Ve M 4T 43 S AT AN, G R PR Y =00 LBE 4T Y
FEIRETAE 2R sKPIRVO BB 22 48 s R 518 A IR IR R 8% iR e sAY), 19 andk
A2 YRR 2 BRI AR TR RO 5 22 O, 0 A0 P L H S (L ARLRE R L B R AR

11
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O BR SUTERIR /K 558 B KRR IR Ah 28 PP T 3 M AAF ARV ) e SRl -+ —
ot T BB Ae e R R A AR AT B ) R DL A7) nT DAR) S 4 ) 56 5
W H H = FE ST 4 FLAN) PRI RCE S T R o IX S FLIN) SR ERCE i ] DL
BRI e n] DL SRS I ] a0 T Sk, I A A TE P ST .
A ERELS 2, I8 0] OB SR R NN BT 204040, 9, o] LK B E sl in N BTk 404
WAL LE K A7 B B b E AR K BT LA W AR S UG 4 0F T A2 TE
[RIFIARE 1

[0084] AT FHAESZ B, L% b 2RI AT BT R IRE & 25 2 T 4552 e TR A 25 25 I
PR AR M R A B BIPUIE, TR R AT B 2/ SNK S BRI A, M TR AB [
X o IXEEHT AR 4 A B 20 SNK (IS IRF I N T 55 AB IR I X 1R
B o SRS HUR KRG 2525 W2 AR, Ik eI 5 i % BRI R AL, Pk R AT
HAZ /D SNK [RFERITA), AN T 5 AR FEk X, FridE @t hAER AB Sk
b P K A ) R R F HLU AR 1k AD RJEIIAER . 455 A B HEBHMTI, S AIRAH K
PEBEBEWT . 1% S EEPERT DAL FE ) 4 S A Th e BEAS AL 2 oc A MUSET . E— L 4T b
SCHTIR R B AR PR RE SR S 58 A B HIAERE, XA TR A LE L Sk A B SR AN E
FRMKAR B S — W, 4T LSO IR R = AR U PEIT 55 A B AL, 1X
FEFTIADUIARBHIT ik A B RENFHERIAAB EX.

[0085] 24 m] He Az (KA I S v LA FE AU SR AR BB, Alhydrogel™( =JK&45 ) 5k
HoA AL S R B R R ERR L CpG P IAZ IR M & 4%« i MF59. QS21 . &Pl B | i 25
FERURL | SLBEIEIE BT A/ U EERE dicorynomycolate. toll FESZAAFLEN IR Z A 4
AL Ky

[0086] W] LUK Tk 42z 1 25 T R Rl JR g BT U () S8 A 4, 9 Gn B, 2 N ) AD
TRIESEAZ 1) “A PSS AR CUANBEA, 2AFBEA

[0087]  {E—siji s Gy, A T RIS 16T, S R TIUE TF Rl e A4, B T oI T LA &F
R—IRBN B — IR — IR FE— IR HE— R UG T R0, RIGAE
6 IR S VR T R R )G 1.2 F 12 4> H e S A k. 8L, iR
AR 2RI A R G B B RVE R U . A T 08, PLE SR T DL UARRRIATT 4
0. 0001 3¢ —10 5829 0. 01 058 — 29 1 5629 13w — 240 Img LUK Z 100-250 F5i ve I 75
Y. (E—SEHET &, 4 T IRTT N TRERE N E UL T —FhE Z FP) .0 M H 2 MH 64
O AR/ 812 A He 83097 7 &8, Ml S A 25 e /55— K% )G 2.6.9 F 12 P H
I AE5 09T T =0, MBS R — Ik fa 2 M4 JL AR a A H o fE—RlIkiasT
T3 G, s T T AR AR BR8N SE BT N Bk . 45 2 IRTRAT:
LA FEAEAS R T WL P R R VRS o 7E— S50 T7 Serh, W DR BT il 4 S S N =441
WLo

[o088] 4 T FHYELWIBIATT NI AR, I 70 3 A3 1AL FE S s 48 BT i A
SRS RIET AB MR KIPUAEE & R IUR / Piik R SR 4 1F T Befil—
BEE ], AP BT iR B IR & B 22 /0 SNK 2B RRT A MR AL SN TR AB R IX
I HAS TR E AW AFAE. SRR E AW, GEE T AD ZW iR HTFEA
T BT PR3 2R AR o R 2 28 4 A A i A, A0 450 40 B (CSF) ALV

12
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[0089]  FEAT I, 254 Tk Hid SR A FIPTARTE AD i B IR KRS W (e . R 1 5l %
5E 5 A B (DA B V4G VR T IR B B (R A 1, A R B L8 I A A1 B4 Y 2 I
JT R INRAT o

[0090] A TAZINATATLS AL S TP R AB BIAFAE, AR ISR T — Pkl 77 v, Hok
BEIE T AB A FE R 45 & T R R AL I DU BEE & v BUAGREE, ik B 3R
P25 28 AB AHXT TR A B AT APP My R ERK ; IF HASI 2B iR - kB &4, H
TE R PR R AB iR, PUR : PR E SV F/EdE— 2R W EE T AD 112
[0091]  A{RANR T I, BT IR RSN 77 200 20043 Mok B AN A ) A4 v B A 2R 2% B v 1 2B 4
FE i, T 2 SECUEA AD M 1T DS A 2838 B AR 03RS B WA [ AR 4 4 5y
B IR f T A S B LA A 77 AT S AR TE 2o AR i 82 A i i) AR AT T 3
HITINER B AN, ARG LR 12 W B PR BE A R AD BIORH SO R 2 A1, 75 FH TR 97 BRGE
TR Y550 B RE (FPREAR IRVE T 7 S TR), AEAMIE T2 G (ol B ERTBUPRBE 1 Js R i ) o B
5 Y HH A I S 2H R LA e S I, AR T DL AL AR R i R B 21 6
Y 1 2R B A o

[0092]  WIRFTIRTUATE Bl K FIPTER - BUiR RS, I LUESEAE S T AEE SRR AR o iX
FEWTR AW BT BT DA B 25 Fh 5 200052, A0 46 ELTSAL RTA 40 MR B EPIE . H g%
HEMNAETE . AT BoRE AV RIS =5 b BTk B R R AL AL, B 485 BRI
2] DL BICIE o A3 1 B RS I A, B BRSO FRId BTk . PR B EkbR i
REfE BBl (R A TR 15 5 o 904, Bk b id mT RS AN 5 4 1) SO0 P R A 2%
41 . sup. 3H. . sup. 14C. . sup. 32P. . sup. 35S.. sup. 1231.. sup. 1251.. sup. 1311 ;%) (%%
R gidk e xot CRER) LAY, s iR 7%O6ER O EEDLE 1, iR
B B — LR R BB e s BA500) s BE BB B . BOE, TR BT R R A AT L
P 456 PR RAL BRI AR 1IC 158 50k B, 6] a0 254 ik R AL BU R AR i Pk,
CATR) 3 /s TR SR AL A AT o DUAE - BURE S WAFEAE ] LU I A 77 E2X W M) B (e v
IR B T VAR . a0, R AR G A, Bk 250 n] TRl i, e s & BT
SERCA LR E R G 5 2T e R 0 ERRAE SR - PURE AV . BN
Y fFE ] DU SR T AR R B2 bR - SR E Y, ik i aFEzE T K/ i
fap P 2255 12t VI 77325, S0 A Aok S JE AT a5

[0093]  {EAHIRSLE T &7, AR bridhi ks 456 F B psic B 28] BLAR Py A8 A A
SEITRPALE G FER AB AP, N TIXANHE, AR PFEUE T A2 n H 4N 5
B s T X PR B B, BT ) oo an 45 5L S 1 R 25

[0094]  {E 55— J7 i, 44t T —Fhifild CHEFRAD B AR ), A S e B a &
Yo PR -G T 25 25 T2 IV FRIRE T A R R R MR 45 5K YR T A B R JIR A4
GRS, A BT M AL & B 270 SNK IR LR P H) IR AL, XN T BB A B 1% )
%o A DR il et B CLE R ik -G Wm] L Ta 7 B R U B o e R mT L2 —
FH AR AL L2 250 (AT AT G0 R A Bk, A0 HE 491 G 33 L SR L S AR .

[0095]  7E 55—y IHl, 3R T —Fhifil &, A S B A G, WA ST R ALY,
PR 405 ) 5 IRIK & 25 25 mT 3 32 A, BTl IR B i % R R AL, Bk R AL HA

13
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2 /b SNK IR ZERRITH), M N T 55 AB WX . Frdkdl &9 nT LA 6 A B 22 sl 22 ]
B2 MRS, IF AT IR 2R T DAL RE B8 Irk 4l S s T > (B pTid ik ) 1
Fride Prdbric it n] LAELRE Bk 21590 (0 WU 34, 40 an e R ¥R 97 SR B Bl 3, 8538 0 T 7
AT AB R R R PUIE SR I B R A AW LIE S AME T I S N, DUE S
ARSI 7 R — A A

[0096]  7E 553Kty &b, 42t T —Fhisf &, KA S daY, rid A6 as ma s
BERIIE, R AL A DAL G 7 AR B T2 e 5 AB A G AU 7R 1 i B
Fo JrRRFGE R LA T =B/ B8 558 AB R R M PUAB@dLmnIE, 3+ Bk i o 4
AT DLUELRE 50 S BE SR AT B DR 25 24 U7 s O 3 2 1k s ) O VA%

[0097]  7E 55— S0 77 Z&rh, 44t 7 — A H Tl 257 A &, it il e 469
T [F A U B A, PTR 2 A A B WA SO TSR SR ) — R ROk BTk vl B RT DAy
Tl 25 BTk 2570 — R VDB, Pk 25500 0] Fl T7E25 7% 255 AR 155 1697 Tt B
S5 P S e N o PR R R0 T A B 7R VR 97 P AT iR 25 550¥R 97 L TR Beies AD BSUAH %
R R P — B2 P IR I 10 B D 5 FF EL R REAT) Qs ik B2 R R B AR R 25 24 7 V5
[0098]  7F 5 —SEili sy A, $2 4t T — R H T2 W AD s SR AT & TR IR &R
B U ARSC T IR B —Fh 8 2 B S U R 1 P PR By , 3& R A el 5. firids
BRI AT DB IEE A AR o AS ISR 1 SE A 68 =5, B b BPTIR i bk, X
BBl LS BEHEEC MR S GOSN R, Ik B P 5 w9 L G sl 25 R e ROV o B
RARF B mT LA FH TR AT ARSI s R A 00, B R I £ R K 3 PR G R S R 2R i
T BB PR R R R T S

[0099]  7E 55— Sl 7 &, 424t T — A PRI AR H E R AR BIAFAE R &
PR AF A SR S G R AR B Fh B B G BUR PR BRI I , 1% R HAE
YLEHAS o BT iAid T DI A AT o RIS i S0 B0 68 Bt B and D BRPT iR Bt
PR . XBE P LS EREEC A 18 R, B IR B L m R I i bl Bk 2
KA o P & ] DAL FH T AT 0 B S )R » 0 B G 8 1 I K P22
T SIS P R R W TR L

[0100] 5L 7 v ] LA R il £ A8 S U AP A, A6 2 e B LG s e E difk. I T
PR s REBUR, BT LU L (B B R ) FHERILa B 51 R BTN E
WG R Gz T g% o 490 4, W] DA I A R N i A C g 1) 242 IOk 2202 2 TR ) —
DL BN A 5 B R R A 1 IR R UMM IR A R AE IR S o P — B A e 2 () 34
AR T LA B AR I 5 | N FLBI) o

[0101] W37 JoK e 8 D Pk Pl A ARSI A 19, JF HLALFG  n & 2R 8tk BTl ik mT LA
PEVEFNBIAFAE T 25 2 o G b 2 mT LIRS ASH I it 28 sl afi 375w (e A4 45 P82 R I o B ELTSA
BICHAh S 2 I 3 Ty v mT IS e RV E A PR DAPEI LR /KF . ez i, nl LURTS P
T, IF L R, IS 7 B £ v diik.

[0102] & T 7= A B 5 [ B, A G 8 19 3 M SR BT AR AR oAl i (B K B 4 R ) 5 IF
L0 Tk R v A A B i T v A I R AN M S DL R AR T 2R AT T A . X R
i AR ARSI A F iy, (B, W) B Kohler T Milstein FF & ) 4% A2 B £ R (Nature
256, 495497 (1975) ) LA Jx HoAh 5 AR 40 A B 4l g 74 28 8 £ R (Kozbor et al., Immunol.
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Today 4, 72(1983)) . EBV— Z2AZ 81 5 A PLr= 4 N B35 [ HT/A (Cole et al.,Monoclonal
Antibodies in Cancer Therapy (1985)Allen R.Bliss, Inc., pages 77-96) . VLK TiikeH &
Btk (Huse et al., Science 246, 1275 (1989)) o F] LAXT 24 AS I3 £ M G 3% Ak 27 i ik 7 A=
5 i (T M R 3R AL e 1t N A, FF BT DLy B B e B A

[0103]  MLAUFHLAAR 4 e kiR A (Tg) “HEFE"MIMS Tg “RBt "4k, F+ Bl LUA K
R i Y TER R o AEAE I LA AS R 2R AL (R B, HERR e Bk i S8 BRI AP 2 . A 5 Rk
T L e ERE A ERE v o L a . u Al e, IF HIXEE/3 5] R 2 e 2R 1R 51 -
IgG. IgD. IgA\ TgM Al IgE. {EMFFLENTA 2 P2 HHE « x (kappa) BEF1 A (lambda)
B,

[0104] B 45 BEBEH A A DL H 8 X, X T AH R 2800 Jr 50 2 B3R 8 B 22 AH R 1
HERERMNZHZEAFRR (E8 v, o Mo HAEHE 3B REERE A 4K
(CHL, CH2, CH3) e HIfEE X, HAE I A BRE X AR IR s B v Al e HAH 4414
P A e e E X ) s BA AT AR X (VH) , ZEAN[R] B 40 2 18] 2 AN [RT ) (EA2 6 T FHAHTE] B 48
LB B 40 Jf v I 7 A B BT AT S R BR AR R AR R o AT ] S 110 0] 78 25 A 5l A S R R AR
A . IR B K2 110 NI

[0105]  FF45 425t 2 AN B BRI S e BR a1 S5 M A < 1 AMEE (CL) S5 a3l s LA T
EABE TR | DA AR (VL) .

[o106]  PUARM)—LLE oy HA M ZhEE. B, “Y” FEa & g4 2 Mo (—k
FHED) AL A BUHGR AR e ARk o BUARIIX AN IR A “Fab” (B BUREE & ) X
HH 2k B PUARIRE 2 ERE R R RE R — MEE G5 A BO — AN AR S R A .« BAM T8
iR B E R RE I W] AR 5 ) ST AR B AR I 2 K v o AR G R B AR R BV X, I
HXTT 5PRE G 5 a2 mEEN X, BRAAmME, B-#EMn R, Ba (VL) MER
(VH) B 3 MRS 5HRE G EIRFR A B AME s X3 ( “CDR”) .,

[0107]  HAMAEHGERX IR (“CDR”) 2Pifk i I, Hrix te i 1 S HUR TR B oAb
I, CDR #ROE £ e e MEB LR () 21 R0 7 FRs 5« CDR 2 73+ e T AR i 40, FF A B T
XL T2 FENE, R HUA T K EDUR .

[0108]  FEDLIRSZ AR W] AL G5 A6 S5 (1) 2 SR e 91) TP A ANESEHESIY 3 1~ CDR (CDR1.CDR2 HI
CDR3) o BRI A HUIR 52 (A 5 FH PR W] AR Z5 i (AR ISR AN R 2 IRRE EEREAURBE ) Ak, &
MR A 6 4~ COR, ‘BAITH LI R SR B, APk 7+ HAMWAPUR 2%, Bt
HALE 12 4> CDR.

[0109]  HUAR— I “Y 7T BISEAR AR T S e 40 v M P VR o XA DRBRRA Fe (B
AlEE IR ) X, IF HoE P 4 SR AL R, BT SR ik 2 Nk 3 AME e g, XL TR
11285« Fe DX ik 45 44 2 28 1 Fe 52 AR A 9095 20 7~ WA MA SR B, B AR BN Pk ™42
TE 25 8 PR B S N o TR, FoA AN [F] AR BN , A48 TR U BEAIUR | SR
Y1 B B3 FE K 40 B 8 i T o 0 Y g T e s 400 G P i e

[0110]  HHZ T ERATERTF)FH CDR. “Kabat & T 4485, 3 H 2 &
Hi . “Chothia” 8 X IE T MR X BIALE . “ADM”5E X JE Oxford Molecular’ s AbM PiiAk
R ET P R 2 [ 9T, “contact” 58 XFET 0] I E &Y SRS /I M7 o
[o111] A AT AN B MR 2 EER 7575, BOR N 51 AT DL By s 4 e A0 2 CDR AT 45 78

15



ON 102858796 A WO P 13/24 T

FEA I CDRe 7E 55— J5 T AN 5 O 0 B A B LA 7 v T LA F CDR %88 7EA
S A B B R A DA e LA A A ) CDR 1A J1 T S, B DL R s (http://www.
bioinf. org. uk/abs/) Fi~HIte S,

[0112] ¥ BE3 LA EREFI BRI 7. ERETHFEE TP N T K 15 P E 75,
FEARN TN g ] DI 2 TR 25 v e i _LIR e A3 7 #6828 5 — DU AARHE SR, 451 4n LA
PR AT B NI Bk

[0113] AR ANRPIULAEZ ML B 16 syl I 5° A1 3™ a1 sz LA A 38/ 7 41 (A
i, A8 AT A AR 2E 4 B GOG BR Sequencher) , 31 HL T DU 7% 75 B2 8 vk 22 53 (1) 5 51) R 328
(sequence trace) . TArT ¥ 4% 1 22 7 w] DA ik S5 800 P sk filt v o AR AN 03 3 S 22
g (Bl TR/ P R R 2R 2 ) SR B Z T IRR L . ARSI ES I 7
AIETRAAZ AT BRI, B0 7 T3 IR R R — A B AR, W PP A R B PR ] L R, 3
HAMEFRID 2. T2 FAED AR XSS, T 5256 %11 DNA I 7 7 VAN A2 58 226G
B X TAENLA P B /R R FRAE AT AR AN e 41 3 i 5 S 3 52 8 3 2% L
XTI, X SRR AT 2

[0114]  “PRA"HUA S EAEA R B TE I N o B EPUR] DL &2k B DA RIBUR K 7
H) o BATTRT LA R B A AN R R BRI P51 o %G PUR 20+ ] LA FE] ke 5 /B
K B EIAR R DU R PR S A S80S e e AKX o R 7 720 DL SR il 28 A 2 1R
A TR B AL ) e e BR A R X S PiAR (2 WAFI i, Morrisonet al., Proc.
Natl Acad. Sci.U.S.A. 81, 6851(1985) ;Takedaet al.,Nature 314, 452(1985),Cabilly %
A, EEEHE 4,816,567 5 ;Boss 2= N, EE L HIZE 4, 816, 397 5 ;Tanaguchi 2& A, KX
LRI AFF EPLT1496 ;KM & F) A FF 0173494, B2 EH] GB 2177096B) .

[o115]  “ NIEALPLiR” 8k HHE AR PR 2), XL E BRI DgE e il s AR
SR L U AR AR AR AME o FERE GO0 T, IX PN AT LLUCA 2 B A PUR R 2 14 . 28T,
CNVEAL” TR RE AR N T AR R RS A T B A, N T LSS ARG P
Brepr R - NiE Ak (i, v LA /L Fab B33 N Fe) o 0S5, W] DU I e 41
U2 7311 Fab #7390 (R 28 FE 1R e 91 K4 ik Bk & A it — 20 N4k . 20 PRl o “ e
PEIR), DMELR B S W) R BT AR R e o 440, B T CDR B, mI DAIE ik A8 4 >4 iy oA
RAFEIR KA 5 N ASIFI) Fab 741373 5875 o IX R FEARLE DNA K F-58 . T fe 26 A J5
BT A= iR A AR . “ BB A2 NI BT A nT Ld sk #0811 CDR 4wfd v Be (47
TR ZE AR ) A NPURC S K58 . W B3SO IHe I, 1X 1@ ik 20 DNA J574H)
FHIE A B AR FIENR LB 40 Mo ARk R G RIAE/N B (0t ) mh R 30 H B B
(RIS, P LK G A% BT R 1) DNA 73 B9 s B N R IR o AR5 W] LAB 2 0 Y. Tz ik
CDR ] DNA J¥°41) o — HL VRN EE CDR HPRE 741, A] DAVTE X 287 413 4 gl AL & At
PRAZA DNA IR R PR IR SR o 1SRG IE T] LICR A T CDR JP A1 IR ) B2 (1 4 14 DNA Jv U
o W] CAR A G B 2R I AL TR 5 10 AR 2 A SO o T LUOR) A C 0 1 77 vk
— 3D e BT S I ve A DL e AL R SR P AR s

[o116]  FE—48sjfi 7y Ze b, ] DAIE ik ™= A8 NP 8 DXk A PRI 5 Wi AR SO IR 55 4 BH 1 3
P G AT R S N ) B e B B A B AR E — 20 NUE AL, FErh ] AR X R 43 R PR
GEE SR IR IR SPRE SR D 2 A CRUE ), HALRZ X 2R NSRRI . X Rk a5 1]
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DU A AT L 40 0 R K i) 4% (flf, Teng et al, Proc. Natl. Acad. Sci. U. S. A. ., 80,7
308-7312(1983) :Kozbor et al., Immunology Today, 4, 7279 (1983) ;Olsson et al.,Meth.
Enzymol., 92, 3-16 (1982)), LA PCT /AT W092/06193 B¢ EP 0239400) . A JEALHT AL AT
LT ]2 (Scotgen Limited, 2Holly Road, Twickenham, Middlesex, Great. Britain) .
[0117]  fE—J5 I, f& it — ik & ST, Frid ik 5E3 M 8EMN / B8y
A, B Aoy R AT o Pkl v LR PR 8 & ek . E—48SLliTy h, stk
A LAALE BE3 ) CDR P4l X KP4 5E3 AHAMIERAN . EA1ET LLEE 4 5 5E3 454
IR AL 2 DAy B R AL

[o118] {485yl 77 =, Frid ik & sR AR HT R R] DAL 2 5 BE3 () CDR P45 A EAH
[FIf¥) CDR J741). 5850t 7y %, 5 5E3 R AIAH L, Brid Bk ] LLRAG IR 1 FF 51324k .
[o119]  {EH W I, “PrF 2 BB i BN &4 N A2 R 1R 2 TR) Bk 25461
Y - (1) HER AR 2R R AR R Em IR, (2) RN R =5, (3)
AR NEATR, (4) RAZHBRANBEE, 6) BABIMR LB, L& (6) Bz k2
PR 2R -

[0120] AU/ RN BLOSUM62 & AU T8 1751 v BRI 2 2, 000 A Jri il 22 B U X 11
RIERIUHERE , ik 8 17 51 i B AR ik 500 ZHAH DG 8 A 1) S FE AR 57 X (Henikoff and
Henikoff,Proc. Nat’ 1Acad. Sci. USA89:10915(1992)) ., [KliH:, BLOSUM62 B A= n] DA H 5k
PR AT LS NS K Y R 2 BRI 7 A1) () DR ST 2 SRR AR o ERAR AT e AR T A 1t e vt 2 ik
BRI Con BT ) ) AR TE F “IRST = R R Ui KT -1 K BLOSUM62 {8 it
FRFRIEUAR . 5, fn EEAC AR AEAE T 04 1.2 B 3 (1) BLOSUMB2 18, S 4 28 JE R A C 2 {7
SFHY . ARPEIZA FR G, 0k i P ST = B U B AR A5 T BLOSUM6E2 {5 &2 /b0 1 (40, 1.2
A1 3) 5 M SEARIE () PR 51 28 SE R B AR KR AR AE T BLOSUM62 {5 22 /b A 2 (54, 2 B8 3) o

[0121]  {E— 2852 J7 S, Pk HuiAm] LA & 5 BE3 [ CDR 751 22 /b 70%. 271> 75%. % /b
80% %2 /b 85% H 42 /b 90% AH[F ) CDR J3»41. “EAITIE W] LA BE3 [ CDR J3»41) 22 /b 91%. %2 7b>
92%. 4271 93%. A2 71> 94%. A2/ 95%. A2/ 96%. A2 97%. 4271 98%. 4271 99% 5l K T 99% AH[A] .
[0122]  H T+l £ B A4 i b 4 BE 4 DNA 53 F 90 [ R 2 A Q5T 2 i), OF HL S A T b
iR T Sambrook, J. , Fritsch, E. F. and Maniatis, T.,Molecular Cloning:A Laboratory
Manual ( 73 750l 5282 T ) :Cold Spring Harbor Laboratory Press:Cold Spring
Harbor, 1989 ( ' C#K & “Sambrook”) .

[0123]  R¥E “HZH " $a 6 anid Ak 2 & il 25 4% TR BORERAE L IR 1Y 703 Bok
NTHEWA R BERF5) B

[0124] AR W) — L85t U7 22 A S P sid S i ) & mT AR 25 2384 (VIR ik
WRNEE ) BAR 2 T TR A & st S B O F20RE5E ) ARk 1 8 3 =4 77
RAEARGUE AR N SIRE I Z W

[0125]  “Z = n 2 (AR A G AL B AR RATAT MU A 3R 2 B ot A Bl
TG TE ) S8 AR IR TS o 242 ] e 52 I AR S0 AL 45K | #hoK iR 22 e
AR RE I CEEE PR M M, SE e S . ETZENT, Sk
G EFEEBH, B Wb, 2 ook 0 SRR AL, BE SR . T B AR ]
DA, B 2D S B A B 400 it 3 50 sl LA 00 B3 B 79 s 0 b ), FC 8 e A sl A4 23 1) B
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AR s A

[0126] AR ZYA GV AR “ARE” Y87 A& 8 TR & 4 &%
RIPTARBRHTIAA 4 o “IRIT7 A R TR AR TR R0 75 I IR [R]85 S I 28 A T 45 R =
TBIT A A E R BUR BT 73 T DL ARSI AR N S E , FF HOrT ORI X AL (K R 2= A2
A, BRI R S AE RS PR R 5, DA R BUIR BB 2> FE A b 5|k HEEE Y R
LIRE T o 10T H AR 2 BT A s8R I K T Hi R s b i o WA S el &
ORI B “TBTARGE” TRAE ) S AL 75 BN TR A R SE IR R 45 R . 185,
oA TR 300 B A 9 2 A B I L B A, BT LB A i o b TiRT A A
AR E T IR / i dint BobE (FlinddoesizZ s / T ME) , B v DIE & / 1
FRELA B (AR R, e sz v / 2= ) o R iE / AR A, AP R B g & ]
LIAZ10. 10 g / ml- 2 20mg/ml, B FL R AT &, 4140 0. 1,0. 5.1.2.5,10.15.20.25,
30.35.40.50.60.70.80.90.100.,120.140.160.180.200.250.500.,750,1000. 15002000,
5000, 10000,20000 b g / ml, 8% H ) ET & ;8 &4 Llug / ml-%2000u g / ml, B
& TR BT &, B 1,042, 0.5.0.10. 0415 0.20. 0.25. 0,30. 0.35. 0.40. 0.50. 0.60. 0.
70. 0.80. 0.90. 0.100.120.,140.160.180.200.250.500,750,1000,1500,2000 1 g / ml B}
[T & B E 2 10 g / ml-25 1000w g / ml BIL AT =, 4140 10. 0.15. 0520. 0,
25.0.30. 0.35. 0.40. 0.50. 0.60. 0.70. 0.80. 0,90. 0, 100,120,140, 160.180.200.250.500.
750,1000 1 g / ml, B AP R ;5kE L 300 g / ml- £ 1000 u g/ml S8 R4 TAn]
&=, ) 4 30.0.35.0.40. 0.50. 0.60. 0.70. 0.80. 0.90. 0,100,120.140.,160.180.200.250.
500.750.1000 1 g / ml.

[0127] &M/ sk B n] AR T / e b al b8 (Flantioe sz / T oa MA) , 8k
E R LR R / RIS A E o (IR AL, e sz v / =) AT LR / R A, A7
ERHABIE BT LI 0. L g / ml- %y 20mg/ml, BY 3% L A (K454 &, 454 0. 1.0. 5.1
2.5.10.15.20.25.30.35.40.50.60.70.80.90.100.120.140.160.180.200.250.500.750.
1000+ 1500.2000.5000.10000.20000 & g / ml, B H A KFME ;B E L lug / nl-4
20000 g / ml, B0 A AATEAT &, #4011, 0.2. 0.5. 0.10. 0.15. 0.20. 0.25. 0.30. 0.35. 0.
40. 0.50. 0.60. 0.70. 0.80. 0,90. 0,100,120, 140.160.180.200.,250.500.,750,1000. 1500
2000 1 g/ml B AR EfTE ;B2 100 g / ml-29 1000 1 g / ml BB RAEA &, 451 40
10. 0.15. 0.20. 0.25. 0.30. 0.35. 0.40. 0.50. 0.60. 0.70. 0.80. 0,90. 0,100, 120,140, 160
180.200.250.500.750,1000 1 g / ml, B¢ H I8 (T4 & 84 30 1 g/m1-1000 1w g / ml
gy 8] 54T FT &, 9 40 30. 0.35. 0.40. 0.50. 0.60. 0,70. 0.80. 0.90. 0.100,120,140.160.
180.200.250.500.750.1000 1 g / mls

[0128] W] LKA KR BH I PLARIB NG G 0000 B S s 5 AL &4 o Diikth , K ik
U8 B S R BT I ] 3 S W IR T S S AT DL R A BB € /N
2B TS AR T 28 P VR B T R A . (AT Al I 2R P T LU Tl 46 ik 25
MAEY o XGPS A FEAEA R T B BB A7 A5 B B B PR A B PR . X TR
T2 0] CLALFEA VR AR AP AR 7] Ao nT DL TR R T8 .

[0129] AR BHI & PP T A AW, BRITHEW, 7T UAEA B EH R E NPk
SRR R 2. TR FIET A EZ0. 1ug / kg~ 2120mg / kg (FETMERFRE) , B
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1 0.1.0.5.1.2.5.10.15.20.25.30.35.40.50.60.70.80.90. 100,120,140, 160,180,200
250,500,750, 10001500, 2000.5000. 1000020000 b g / kg, B H Al R & ;8iE 4 1
ng / kg=#52000u g / kg B A]F4FAT &, 40 1. 0.2. 0.5. 0.10. 0,15. 0,20. 0.25. 0,
30. 0.35. 0,40. 0.50. 0.60. 0.70. 0.80. 0,90. 0.100,120.140.,160.180.200.250.500.,750.
1000.1500.2000 1 g / kg, B AN T & ;BEZ 100 g / kg-£71000 1 g / kg BH:[H]
(IR B, 4604 10. 04 15. 0.20. 0.25. 0.30. 0.35. 0.40. 0.50. 0.60. 0.70. 0.80. 0.90. 0,100
120.140.160.,180.200.250,500.750.1000 1 g / kg, B H A AT & ;8 FH 4 30n g /
kg—#71000 1 g / kg B IA] HIATAT £, 1401 30. 0.35. 0.40. 0.50. 0.60. 0.70. 0.80. 0.90. 0.
100.120.140.160.180.200.250.500.750.1000 1 g / kg.

[0130]  WAERS, RN R E AW EY (A s E ) FIRE . 8 259
HEY (RAASBIHAE ) FIAETR, ARGUREARN 73 e 25 5 MUk 547 B # o 18 &
it T

[0131] AR B2 AL G ] LA 5 P 2o 3K 040 435 4] dn g A4k = [ A4 3] 445 28, 2
ARV (0, R SR RT S (R ) 2 ORI BRRE TN A3l R B (powder) (i
AT o MBI B T P 25 258 SRR ST N o LRSI B 40540 A T v 5 B
AT A R ORI = B an 5 T AR BT AE B) e N RARA G IRikes 25802
Wl AR, FEAK N B2 VIERE R LA ) o 75— ARIE S 7 S, Bk A ad it i ik
P BEST 4R 2. A8 D — DL Sl Ty S b, Ik Bk E UL A Y BB RS 4R 24 .
[0132] A% B QBT AR mT DUE i A AU L 40 i 35 Fh VR 5 2, BOARXT T 2 R0 N, 45
ittt / B B TS ER K N S B . WEIAR N RS BRAR I, 25 25 /
BB SRR IR &5 AR ik . AEFELE S 7 b, WAL ST LS B S Irid b &4
Go PR TR T 2 AR 2%, 9 R R, BLEERE N OB W FI R SR R G, n DA
A ] AR AE AR RV G, W0 O L8 L IR TE R BT 3R SRR IR AL 3R R IR I
MEFLR . Tl & X A 7T 2 07152 TR BRI AR N 2 2 Jniy . 2 WAg
Sustained and Controlled Release Drug Delivery Systems ( ZZRFIIEREZY)iHI% &
%4t ),J. R Robinson, ed. , Marcel Dekker, Inc., New York, 1978,

[0133]  7EFELLSIIl Ty ZE i, A% B IR TT LA 1 Reh 25, 461 -5 1 e 4 2R ) sl nT R4 1)
THEE . ERT LB S (RS, A A s 7y ) BRI IR #Eh, 4i A A
FEE BRS AN R X T DIRIGTT 4524, 7] LUH AL &9 SOER)E I, 3F H EAAT v
AR TR V5 S 24 B ) Tt ) VR T B ) R K AR T (wafer) S5 (1% A A
o 4 T BRI E S 25 LLAMW 7 g T A K WAL 549, 7] Re2 75 AR5 BT id 4k
GEFE SMRHLE T TR AP LT R .

[0134] & LU 7835 YEAL BB NITR A G Wb . AERELL S Ty S, AR R W
[RIPLARS AT T6T7 AD B CHRIR [ —Fh B 2 A& s i va T 7 LB A / Bdbgs 2. 11
un, T LG AR B Pk — BRI HUAR 4y 5 45 A HARSE AR Y —Fh e 2 sk bt iR SL Rl
HiIF / BIL 5 2.

[0135]  FEFELLSE 77 S, W LUK AR R B I BT A B B 3 22 AR s L 0 () JE G 3
BB . RBEN D EFEEAIRT Fe g5 8 4 1 (PEG) AR . XREENY
FAR T 40 56 B FE R 415 09/428, 082 FA (1) PCT HiE 25 W099/25044 5, T AEA H
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PR E AR S DINAASL

[0136]  (EA M —SCili /7 S, 4R 46 T — P Uik, o & HAT 2R K MR L 3%
7, Frid RALAL T 2/ SNK IR B IR 721, i R AR T2 A B 1 Ee T A Btk 2
BRI X

[0137]  (EAZ IR o — ity S, SR 06 T — FhfulsUik, FoAR & HAT 20 ad i M RAA 2 1
RAL, Pk AL LATX N T SEQ 1D NO: L SR Y41, IR R ALXT Y T 558 A B 1B T
WRIRIPUR S B I 1A X

[0138]  {EAZ WM o — Sty S b, R0 T BEMB 45 ORI T A B HISRIREIBLIA, Prid2p
IRELE R G FRAL, PR 3R A BA 2220 SNK 2RI P41, JF BXT Y T3 JE A B 1B T
WHIRIPUAR S B R 17 X

[0130]  FEAZ I o5 — Sl Jr S b, R 06 T BEMS 45 ORI T A B HISRIREI LA, Prid2p
FRAL S B R, TR S BT HAT X R T SEQ 1D NO: 1 [ S /R4, JF BLXF R T 5 2R
AB B EE UGN DTIA S B A [ X,

[0140]  FERCAESLRE Ty S b, XRPUAT LA G & AB WAFE R LA REIEM N 45
AB ISR

[o141]  fE 5y — Sl 7 2 7p, St T — Firi s (A sl5E 8L AR A Bn] 7K ok g 8RS 1) S8 1) 7
12, BT 75 A ) BTk AR 25 T I A R I DU, BT PUiRRE 45 6 RIE T A B 3R
JIK, e rb BT I A IR S R R AR AL, TR K B R AL BAT 22 /0 SNK (R R IR 7 41, X T 55 2R
AB [ Ee TU ISR S B I X o ARSI G870, Pridpi A n] LIRSS & A B 11
I AT RIRA G5 AB MFEREA.

[o142]  {E 59y S, 4R 6 T — FIRE AR b AD (V05 FE B e K T i, ik T3 i
5 T R4 T I ARG LR, BT TR RENs 25 G Rr A MR 2 GoRIE T A B IR
JK, e rb BT 3R IR 5 A AR AL, BT F 5 AT BAT 22 /0 SNK [ R 2R IR /7 41, X I T 55 2R
AB I E TUTIINDTAR S B L R DX o AR ST S0, Prid pi A LIRSS 5 A B 11
R RIRA G 6 AB MFEREA.

[0143] 25 R P ORIAS K B L St Ty SR IR , AR B R A T > A As 2. A
AU EARN G2 PR BIA S B (1 HAR S 5 55 T BE RN, I Hon] IAEVF 2 5 TG AR A W
I, 1y 4 AN TS A A ARG o TRLIE, DA DA B PR s B 3 R 5t 91 ) 418 B s 9 1
AFEBRFITE R o

L f51

[0144]  SZHEM) 1 :A B ZEALFIERAE DL R S BB AR KA

[0145]  #eik KX FI4itl

[0146] K KHHTEE (E. coli) BL21 (DE3) pLysS 41 ML A1 A 4T 56 DHS « 4 FH4RA% A B 1-40
AR . ¥k B LU B3R KA WA f B T 25ml RESM I (50mM TrisHCL
pHS. 0+1mM & — %P4 £ 1% (EDTA)) VIZRIGIY BEF (A A SR A BEPNIHIF]) o I %
2 40mL E0E (JA-20) , JCEAEVK B IFLLBRE 6 (RI/NE AR I 5 K B ) T 50HZ [/
O S AL 3min (438 ) WIINTR], Bl S 7E 18000g F14° € FHEAT 10min MELLP . XA
A BE I PR 3 IR BRI TS 43 RIS IR I8 i SDS-PAGE 431 (7EIX MG L T TCA It
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TEANRWBER) « BT, HUEERT 12, 5mL A5 SMJR 2 . 10mM TrisHC1 pHS. 0. 1mM EDTA
(RIS SR JE — AN B4 M G ER 5 Ak FEE RS OB 3R (18000rpm £5745 10min FIN A ) o B
Ja s FHX A 10mM Tris pHS. 0+1mM EDTA Ak 4 /% (JA 37.5mL) « RS XA EA
WS B dn T AL IR SEBR 2Py (25mM Tris pHS. O+1mM EDTA) V- [ DEAE- £F 4 5% (5K
[ Whatman [£] D52 4 H 128 H 0. 5N NaOH H2E 15min (RN [A], 4R )5 K BEI& 1 0. BMHCT, 4R Ji5
JLIR KPRV, B S IRAR I 22 s (50mM Tris pHS. 0+1mMEDTA)) —2iRH o iR
AT RVEIRGE & T REEM AR CHD N3 B BRI falcon B HY, JUCE EREYER AR L) , ¢
&2 20min (RS 7€ 1200rpm N L Imin IR TR DATIEER 2 )5, TEIE FIRER 254 1 i
Ho BXHERHBHEBE T,

[0147] AT JLIRPESS, B BAT dSmin & B RAEE 028 (76 1200rpm K 1min) LA
FBE 4 (fraction) AFH 2 M B 0.50.75.100. 125,150,200, 250,300.500mM NaCl [f]
256mM TrisHC1 pH8. 0+1mM EDTA. Kt iIZK 73 R R K b DAYE SR IR IR S AARES o

[o148]  FHIXFH 7V, TCA YUTE Ja s 250ul AR I 4 43 1 i SDS-PAGE 7341 o % T+ TCA YLIE,
BFEAE 200 =5 &R (TCA) W UK B E 27D 30min, 85 7E 14, 000rpm T E§.L> 15min,
Fr2 BIE IR UTIE A T50ul UKVA R TR BESS , SRJE 7E 14, 000rpm KBS 5min IN[A]. K FRA
Wi FEAT R R A& A o A UTHE AR B EAE SRR B #3 JF 7 SDS-PAGE 434 8-10uL.
[o140] AR RETEAL MFEEMN

[0150] 4 TSEHRAB MR, et AB H miliQ AGEN AT . T2 )5, ¥ AB
16 TCA B2 — Ik, RSG5 R UAE IS LR 2. Bk AB BHET pH
M#y 6.8 ¥ PBS (GmM) HLALRHF AB HIHAARTE A

[0151] 9 TSEIRAB WIS, ¥ Bk AB R FURIF L 200 w M T8 75 AL BT 78
33° C FRAE 12 /MRTHETH . ENEFEFE AL FERAMARE AB JREF YL .

[0152]  FEEAKIRAE

[0153] SR ARI R /NG b m DL A SHeiff s 48 v 0K 1R K /N 0 A 1 1) 28 Zn T B R R 3
BOGHUN (DLS) SRRAE. w0 AR RO, F HL2 S G R T 1, T %2 21U 50 A 1
N [R) PR B Bl o 3 8 B 2 W VR ) /N 3 - REAT A BRAE 50 I HLPRE A 9 b 85U 1 2 TR
() EE 5 Bl I TR) AN BT AR A I 55 SR . ol i AN RIORE IS, O m) BT 7 IR U PR A S R B
(Rayleigh scattering). #AJ5 XU 4l i B R R0k AH A T B0 T P8 AR IX P
FEWAN N, A2 5% T BN AR K132 3 IR s 1R) ROBE 15 JR o DLS FHRIFE WS A B FE SR IRTR /)
O3, 3 H R RAESE AB 4 ARSI R AR TE X

[0154] 1 Ut BRI DLS A A B AR SBAR AB o AT RIAI AB (1-40) (50 1 M) 7E
10° C FF 5mM PBS R H o THE/NT Inm (PR G F1E. IXLELE R S HHAK AR AB 1 Rh
/NTZ) Inm — 30 R ARRE AN 2 A, X TR AR 2K,

[0155] 2 YLEHFI A DLS 73 #r i AB AR R AB o KRR A B (1-40) (80 u M) £E
10° CF T 150mM PBS iR H o 45 R W iR B, THE 200nm (/K542 (Rh) o 45
RETHIMZER AB 1929 100nm - 200nm [¥) Rh — 2, X A2 AV E AN 53 LA, X+ 558
AB RIAYE,

[o156] &I 3 Ui BHAIAH DLS 3R A B ARSI AB o AT I AB (1-40) (50 u M) 7
10° CF T 150mM PBS F1iRE . 45 R W iR B, THE 190nm (/K542 (Rh) 45
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REFFAB A Rh —FL

[0157]  SEjfdl] 2 - il &80 5 M S AR R AL I

[0158] AL TPRIRI N S FH C s R 2 Ik 2 BR W 25 1) 1 — ot SEAA R 2 AR K PR A 2 )
PO R R o $ A FETRIR D2 B N 22 GSNKG J741), —ANAE C ¥, 11— AN 7E N i o
X P2 Db 2 B AR AR 25 F T 484k LA Rl — B 8o

[0159] A PTIREN AR IR Z5 40 LA AL 5 B A R R A 1K A B S BR AR ) “ B ) 7 ) R 1 3
] DX PR 1) o

[o160] &l 4 UiBHAE SIS SNK ALK B4 AL IR i) = i Ad

[0161]  AHIIHE A N G B B, T2 B2 IR R A 19 LAt 7 22 AR Ak L an 1. 9
1, W DUIE T AE K R PR AN B ik 2 TR) T R, A At ) B R R SR AL IR B IR AT BLAE IR A
homodetic (M fir 7 B34 My IR ) 8K heterodetic (P 7R3 Ik YA IR B AT LA S Y 11
Bt 90 L P B TR B TR I B B R ) o ] DR A AR B AR T VAR IR AL . 36 [ B A
A FF 2009/0215172 F3AR T LA TR 90 (9 77 A4 A0 kT o B fl B Sk R I A B
o JT RV R DR BBl AR R JER P ) R0 7 4 e 2 BRAE . Bourne 58 A (Methods in Molecular
Biology, 2005298:151-166) ik T 18 il A 22 4 B0 42 Sk R0 73 22 i 7 ol % B 3 e 471) 1)
ATk, FEE LR AT 2004/0014100 23 FF T & N #)24 FR K J7 vk, 32 & R A FF
2010/0240865. 3 [H L& F| 2 FF 2010/0137559 FzE [HEH] 7, 569, 541 #iR T FALIKFI & Fh 7
2, 0, wT DLE I IR N Bk C o B P8 IR A 1 37 2 Bt I () 2 2 ) AR AL SR IR AL
e IR IR RARAE O RN TR O RN =] 7O M) T S SR i 51 Ay
SRR TR IE N IR fE— s 7 S, 58— AR A B SR R IR R - ]
DK IR N T AL 5 SRR AR L S AL DU Bl i i i 12 1) — R R IR R =R o &5 Fh
FALIRFRI AT DU R 58 BUOX AL SR — Zmidei b, i, 7 (2FA0) R AR
BEH A ERFAL B . =3 S REE (111) 3k3, WA E AN 52 o] BE &N 18 (A1 F - an A4,
FeAR N 51 O X 2R 12 K A A R o X 207 V1K) SE 5 38 T PCT 23 I W001/92466
F1 Andreu et al., 1994. Methods in Molecular Biology 35:91-169.

[o162]  SZjfffl 3 ATARIGHLE A B R MY M B UK

[0163]  f b il £ AT s 9] 2 B ads R FH DR IR N s A0 C 3 1) - e 22 22 TR) ) — i B 20 3R
TERI G I RAL PR A B TR AN R MR R K AL (SEQ ID NO:1) [ sefEdi
& (mAb) o

[0164] ¥4 BALB/C /N i H 7E AR 4 GSNKG-CLE [T N2 IR IRZR AL (CLE) #fiz, TR 4y
WIIHR R AL E# 2 CH T PrP F1 SODL #5 iR 3T B e e R AL M Z PR IK (MAP) B0k fL I
WA (KLH) (Paramithiotis et al. 2003;Rakhit et al.2007) . ¥/ EMIEEER:E
MmiEE&E A BSA) 1) GSNKG-CLE L ik, 7+ H X B A5 5 GSNKG-CLE (¥4 55 R AH B
MASAEL A I PTE T A B AH EAE R (0L /N R AT I il A R AT R i e o X PH MR IR
(1) TG 43¥h v BEREAT K HAEE I 2% , Bt J5 F PR A2 M GSNKG-BSAL & ki) A B SRR AL K H
RUFE T AD FR i) A B FEERAK, 1l i Sz 2 TR AT .

[0165] = AHLERAR GSNKG IR e BEPLAR (mAb) , F HIEE K ELISA Wik &5 4 o 7 A4E 1)
BT GSNKG R K1 —LeHTARPL 28 TR A IRIE L — S 2R IR DL S — e BRI ZR PR IR . PUARTH 2
PEFUER IR BT BE T AT LA Wiyl Je 7 A4 28 a2 D 2 B M 10 5t 20350 40 B 58 4 R AL I BRI

22



ON 102858796 A WO P 20/24 T

()G PR o 7 A2 IR TR) A4 —GSNKG JIR BT AR AR UM BRI P IR 44 o FE T ELTSA &5
S RPN e MUK (D8, BE3) (I AP & e e 1t (3F5, 3G2) LA S Wy [B) 4 —
Sk (4D11, 4D12) [ 1gG il , F T3E—0 115 #7. Biacore™ P& & H RN % & 1Lk
(2 IR G S W I 2B 4 53 F-AR EAE A TFE AR I AR, AT — 2 1.
[o166] P 5 /R L RHIPE Biacore™ &5 4. I LMY [ 2 4F CM5 A& ks 5 1 L i%bi i
Fe RS e (RAMFCe) Piik M7 BiGHsk mEdi i AR5l 7E 310 mAb Eyisix
SE I FTSRAS I BSA 2341 GSNKG Ik (ZRPERIBRIR ) FSEE AB (1-42) 855 . S5 RN
S5 T8 2 ) RAME e (BN SR 0 mAb IS0 40 iY, 3 HUAH B8 7 Img/m1 322 AR 264 R b
[*) Hepes Z& b7k (HBS) 4R IAE A Rt — 20 2 Ak BLAb, Ho W% 31 1) S R 6 4 3k
() mAb JH—4b LA SR VFAE AN ] mAb 2 [A]HERf b EL

[0167] &l 6 FHIE 7 /- tH T3 Biacore™ fR KK, I H 7R ELTSA SEFEIIIR S8 MR 1 e e
(3F5, 3G2) AN&i4 Biacore {57 E L M BLIIR KT BSA BB IIA sELTSA KB v ) 44 v [
(4D11, 4D12) 454 Biacore .0 _ERIFRR AL PERK ;1M ELISA BE B PRI 50 % (5D8, 5E3) =
kA Biacore B LIFRAEEC) BSA. PR e BE 5E3 Fll 5D8 {IESE S A B (1-42) FH A
FERAR IR 456 fe v, (RN IESE 5 (A4 ve BEAH B, IR /D R AN G5 G Se k. i Ui B 5E3 Hit
IESE 5 A B (1-42) FEERARMIS: 4 f i, B8R 5E3 1 5D8 45 A Epfik . I b4l LB, 764
PS5 2 OB IRTR G = A P v, B R e DU B 827 A A B E R MR AL Pk
AR

[o168] & 8 Wy mAb 5E3, HUEMRILSE I sl , LR BEAK I 77 N & AB (1-42) HER
o XD MEEL AT ER A B FERA T HEIE MR FARRA, X5 HIER Ay
PR - PUAAH EAEH —3. [Flk Biacore 43 #TUESE, HR GSNKG IRFI K AB (1-42)
FHILF R TRE, B S B LR RAL, XA G UK mAb 5E3 R 5 R ]

[0169] A TiRY7 HEY,AB (1-42) FEERAMNRr 2tk mAb W] LATE AD ()40 B Rt i v idf—
IR, FF HLINAAE A B B2 R0 35 1 5 i Ty R P b 28 A2 L 2 0 s g rh R

[0170]  SEjtifsl] 4 JA 40 AR Hr

[0171] AT MA S HT, CLE B Bk g & 4 Mu SR T 7) APP 1IFE/E .

[0172] 4 Ad BEf 4T Black/6 /N BRAE AR & P 22 SR A0 H o 7 BIVERC HE 9 v 72 1
Re gz rh b /K (PBS) A7, SR S5 R BEAE PBS+1% I 4 ILiE (FBS) Ao ik FH i 351 BY U Ji I 38
ik 100 1w m AT 70 wom i SR AR AL SR MO B TR AN HUAE =R T T PBSHL%FBS Hif
B 30min VENE AL, SR 40M0AE 100w 1 PBS+I%FBS 23 5 b0 10w g/mL 8¢ 1 v g/mL
[¥) 6E10 A1 5E3 IR E (HARTE ). IR th(/pE) J5, B APk (400xg FF
4 5min) , Jf H BB T PBS+I%FBS LA K 1:1000 F6BE (4% 4 &2 5 0 55 1 (APC) BR996 &
(FITC) MBI BTAET o B T ARG B, F— Lo i g 55 ot —Hi— iR & DA hlHE
WS A EAE R . B P EAERAE SR IR E 30min, 2 5 Al Bk, JF HoALED 4y
g 4° CFT 4% 2R PP EE . HBD LSRIT 40 i b SE50d , I H
FlowJo 73 Hr &k »

[0173] & 9 FIIE 10 7= ARG A HT I 25 3o 1 9 St AR B AR 7R B, L B brd
[¥) 6E10pan—A B PUAAF —HiBH XS B 45 & 2407 T 41 R R T APP (4 ey tbi. Kl 10 7R
HOKEPRIC R SE3 BRI —Hi B XS B 45 & 247 T 40 3R 1H 1 APP FI4I Y L% . B 9 ol
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[*) 6E10 Hi A4 1t BH 52 &5 EL 9] (K 48 Bt FITC AR iy 6E10 455 2467 T 40 MUk [ 1¥) APP. AHLL
Z T, B 10 iR i) 5E3 Bk B 5 0 HBAHEL, FITC FRICHT 5E3 SaMug: GaE% b, ixubgs
FUER MU 5 FITC ARiC K 6E10 AHEL, FITC ARiC ) bES S 535 /b Hh 25 4 40 M 22 17 1)
APP, IX B 5T [ 45 SR 3% BH 4514 b 2 T ) S B AR R e 1 AT R B SR AL AN AE T & T ) 4
MR THT, 3X 5 K AR APP 1 GSNKG 57 IR PR 25 M40 PR o — 3 R4 MR T AP AE S50 14
WIH SR AL, F V0 T7 BT R K g BRI IR BT AT BRR AT 1) G028 BV 2 AN 1] R AR APP.
IR Hegh RYEST, 5 AN 6E10 PrOAAHEL, KR 45 655 AB 3R GSNKG RAL Ptk A
AL 2 A,

[0174]  SEJEMG] 5 AR TT o BT

[0175]  IEAT PR T ER I 20 M LAR e 7EAS RV FE 1) BE3 LRI AFFEFIAAFAE N 5B (2
Ml FREL ) WHRCAIE (ZRPE) FIELEE AB 1-40 — Ry & M40 ML 40 A7 Vs FR R . M ps
PIXT R IE 7R3 (Tehifk ) b

[0176]  ff£5 55 10, 000 A~ K BURACHEZRTT / FLIK 96 FLIESRE L- #i2d % (ScienCel1#0403 ;2
5 /em2, 1hr, 37 $ G, B PBS Pk 3X) ALFEAT 96— FLARAIFL A, B FLEA 0. 2ml i
LU IR AL (ScienCell#1521) o R HITRIREL, Fp8E 7 Ko W[ HERIZEE AB (1-40)
TE e 8 B T 2 S AEM A e IR P EAS RV B 1 5E3 HUR AN AE BUAFE TG DL T
(K 11) BT 4 /. BBREFREEE 0. 2ml XFIRESWIMAMZ T, 24hrs [
Jii » FIH Roche 41 f AR5 &5 11 (#11465015001) FR P Hilid 75 1) 77 2200 &= 40 A7«
PRI 58 6%

[0177] B 11 YiBHAREuEEME IS R AB LIERTE A B R RIRISEEE A B MB35t
PETCH T PESEE XSG EARI A B RALFIPUIA BE3 £ X A B HI SR 2RI 1
[ K E/RPUAK SES XHERTE AB R, IXEegh BESHiik 5E3 45 & M S0 5.

[0178]  SEJitifhl] 6 - %035 EVE5 T

[0179]  HEAT G ENE 2 T AR 2 6E10 PLAAFN SE3 Ptk 5 APPLFBAR AB RIS AB AHXT
e A

“H H o

[0180] AJ%

[o181] 4 Jioi ZH 234 PR 2, B J5 ¥R B AE — o AR AR R B8 (R UKV ¥ TBS (b 78 T bmM & —
BV £ (EGTA) \5bmM EDTA Fl i I EEFNHIFNREY) ) s AT ZH 2R 289K 22 20%, )
FANIA S K284 A ZATE X PO i b A1 R T AV AR A 51 K4 3 IR, B[R 30sec (7
(RN TR), SR 2 TRIAE VK b 30sec B TR] . SRS AT TBS ) HR AL i B I &0 (70, 000xg FF4L
90min) . A LG FFfEAFLE -80° Co

[o182]  FJH] BCA &5 I E #i € TBS SN E AWRE . fERLEN R, 7E Tris-Tricine ¥
B (Invitrogen) G HIH Tris—Tricine 4-20% ¥t iH 1t SDS-PAGE #4245 &5 1
L IR 0. 20 m B LM (PVDF) i, #8225, FEREAE PBS HHIF 2 Ik,
Y% 3min [ TE), DB A Bk & . B 6810 5k 5 RN M I B4k BE3 5 o — e sk
AT EEN . WL Lug / ml KB

[0183] & 12 Ui BH A Be EN IR 25 3, L B R7E TBS WA 2K 7E Tris—Tricine &R 43 40 IF
HH pan-A B 6E10 FiiA G ENAE M. 5 APP A5 AB A A 31 2 0 2 1 B 1
DLKS AB SRRSO RIS N
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[0184] & 13 Ui BABLIR BE3 [ Sz BN R 45 S Buik SE3 R 57 MU 29 45-55kDa [ 3 58 14
Bk, SLRARIE SDS RSB (1), RIFERMAM A AR RN SR A BEAEH . KW
5AB BRI, BARAEIXA e N E—2eF BRI 5 APP 1 s R M2 B 5 1, #E
IIX 5 EE R b AR PE DL 4y RARFNAE RIR AR Ko pan—A B PifA 6E10 Wonf fRH1IA
BN B AR RIS . SR 3 T eI Biacore™ $idl (FE T 450/ Biacore™ R LA K
fEeis 5E3 F ABA2 Z [B)IAL 7 iH B b oA 1) 5 S ENE— 30, JF HARWI 455 BE3 I A B (1-42)
AN EAL T SRR =R ] s 5 BRI B 554K 4. 0-4. 3kDa 73 F &, Biacore i iU
M2y 50kDa [KIEEAFIE, X 5 SE3mAb A4 I 1) = B 445 (14> F & — 3K

[0185]  SEJtifhl] 7 - 43 M A B ST LA

[o186]  HEAT A B FWHIKI T, LLAE BE3 FUiAAE S AR HBIABELEIRNAE

[0187]  FHASOGHUS (SLS) &I & HUr s & LIRS i R S e A — FE R K7 T 1°F
B0y i (Mw) B2 R . DL A BN U 3 B AV v I AR 12, AR B 4%
eqt (Re) o A I AT S R0 B2 1RV 22 U 2 SN B BT, W DATE B8 4k LR E A2, X T
AOGCHUR S5, 7548 B R o5 W B A S e FE B 01, 38 A ot — AN B 21K
BHRAEL B (M) =g 2 M AE (0) JEEURE .

[0188] & T MU 9 B H B v 813 40 1 0 AR, 0 75 A O A ARSI 2% 1
B R UL SR W 1 A B AR AR AR ST AR A BRI R AN T AT IR, BT R A A 34 )
5% 147 2 SR RS A PR SR AR V5 R A R P 4 %60 e ST S 2 ) P 28 15 LA JEC At i 591 1) 3 )
tt o

[0189]  [&] 14 Ui B SE3 HIALEIR Ak AR REN AR ERIK AL HAMBE). 7E 5E3
ATELE (B 14 hf“C”) 8L 5E3 7248 (B 14 FPI“5E3”) TSI FINR A B B K.
BRIRIE A B (1-40) (23w M) 7E39° C FF 150 v L [ e S ARFIH 5H14K 5E3 (2. OmeM)
—EHET . §RIT AR SLS 5 AR ARG Y T SE3 B BN SR DTk B 14 LS
Piik 5E3 — IR E S AB BRI BE TR,

[0190] I Ffstf ZE-4 M8 R S Bk BESAH e N IRAL R A B Va7 1/, LA KL
B G RAL A G RGBSR, B NAE i A A

[o191]  SZjEfl] 8 A AEMAES P AB Rk

[0192]  BEABAEALIK SE3 HUARTT LA AN AR S TR I A B S5, B ok B/ i 11
LA o PRSI AT AR A SR U7 & 54T, (346 Biacore™ P fr, I AT LLHA
WAl / B IE A

[0193]  SZjfifs] 9 :JH 5E3 LLEAHSCHUARFIZE 1A TT

[0194] I 5E3 HUiRiAs7 vl LAF KRB S f / SRR MEEBRE 80 AR R, JEH LA
HTEI7 N/ 85 A B 5 5 RT3 M AH S IR 08 B R PR g B I R VB BUR J& o X
SE3 AH R IR A I N B VEAL B, W] H T3R5 1/ s B R Ik g B o A2 53— 5T, 5
SE3 T IR A7 B B (R AL nT FH TR T7 A/ sl TR ] 2R % e BR s

[0195]  AHABLHE, ASCATIR BT S RALE R T oI R M AB TR Ry S5 7 0 9 N
5 X A] FH AT SO 9 i 2R 2% B

[0196]  FuR S 77 A0 S o ARG AR N 53 AT DU BAR S 75 G387 2028 8 e
Ak T AN TS AN T BRI S SR s S T
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SEQ ID NO: 4
H-lgH1st3prime 489 48 426 0.05

NNNNNNNNNTNNNNNNNNNNNANNNNNNNNANNATAGCCCTTGNNNNGCATCCCAGGGTCACCAT
GGAGTTAGTTTGGGCAGCAGATCCAGGGGCCAGTGGATAGACAGATGGGGGTGTCGTTTTGGCTGAGGA
GACTGTGAGAGTGGTGCCTTGGCCCCAGTAGTGAGCCTCGTAATCCATCCTTGCACAGAAATAGACCGCA
GAGTCCTCAGAGGTCAATCTGCTGAGCTGCATGTAGGCTGTGCTGGAGGATTTGTCTGCAGTCAGTGTGG
CCTTGCCCTTGAACTTCTCATTGTACTTAGTATTAACATTTCCAGGATAAATCCATCCAATCCACTCAAGTCC
CTGTCCAGGCCTGTGTATCACCCACTGTATATAGTAGCTTGTGAATATGTAGCCAGAAGCCTTGCAGGATA
TCCTCACTGAAGCCCCAGGCTTCACCAGCTCAGGTCCAGACTCCTGCAGCTGCACCTCNNAATTNNNNNN
N

SEQ ID NO: 5
H-lgH1st5prime 486 16 450 0.05

NNNNNNNNTGGNGANCCTGGGGCTTCNGTGAGGANATCCTGCAAGGCTTCTGGCTACATATTCACAAGL
TACTATATACAGTGGGTGATACACAGGCCTGGACAGGGACTTGAGTGGATTGGATGGATTTATCCTGGAA
ATGTTAATACTAAGTACAATGAGAAGTTCAAGGGCAAGGCCACACTGACTGCAGACAAATCCTCCAGCAC

AGCCTACATGCAGCTCAGCAGATTGACCTCTGAGGACTCTGCGGTCTATTTCTGTGCAAGGATGGATTACG
AGGCTCACTACTGGGGCCAAGGCACCACTCTCACAGTCTCCTCAGCCAAAACGACACCCCCATCTGTCTAT

CCACTGGCCCCTGGATCTGCTGCCCAAACTAACTCCATGGTGACCCTGGGATGCCTGGTCAAGGGCTATTT
CCCTGAGCCAGTGACAGTGACCTGGAACTCTGGATCCCTGTCCAGCGGTGTNNNNAACCTTNNN

SEQ D NO: 6
3prime K

NNNNNNNNNNNGTTTNATTNNNGCTTGGTGCCTCCTCCGAACGTCCGAGGATAATTATGATATTGTAGA
CAGTTGTTGTCTGCACAATCTTCTCACTCAAGGGTGCTGATGGGGAGAGAATAATCTG ACACCCACCTACT
GCCACTGAGCCTTTTTGGGACACCTCAATCTTGAGTGGATGCGGCGTAAATCANGCGTTTAATAGTTCCGT
CTGGTTTCTGCTGAAGCCAGGTTAAGTAACCACTAATTTCCTGACTTGCCCGACGAGTGAGACTGACTCTTT
CTCCCTCAGAGGCAGATAANGAGGATGGANACTGGGTCATCTGGATGTCACATCTGGTACCTGGNAACC
NGANNCNCAAAAAANCAGCAA

SEQ ID NO: 7
Sprime K

NNNNNNNNNNNNNNNNNNCNNGTCNNNTCCTCCTTATCTGCCTCTCTGGGAGAAAAAGTCCGTCTCAC
TTGTCGGGCAAGTCNAGAAATTAGTGCTTACTTAACCTGGCTTCAGCAGAGACCCCATGGAACTATTAGAC
GCCCGATCTAACCCCCATCCTCTTTAGATTCTGGTGTCCCAAAAAGGGTCCCTGCCAGGATGTCTGGGTCA

GATTATTCTATCAACATCACCATCCTTGAGTCTGAAGATTATGAAGACGATGCCTGTCTACAATATGGTAAT
TATCCTCGGAAGTTCAGTGGAGGCAACGAGCTAGAAATCTAACAGGCTGATGCTGCAACAACTGTATCCA

TCTTCCCACCATCACACCATCA

Kl 15
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