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NS S AF P —FhsLhE 5 20, U BERWn t Bl R SLRPS I A EWnt 3a gt 56y f 45 & o 7
Sy — M T S PR BT BRI AT D — B S, PR AR A S —
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00111 £F S — 5, AR T4t A SR LB UARIIRZIR 77 F o AF — P J7 S, —
ik 58 2 MICDR 741 FH 22 2 Fh AZIR 4D o 71 D —MPETit o S, Hoic B 25 FRAZ IR 2 i 1) EE
BEPARIX ZAZRE A 1) g2 IS BEAZIR 415 11) S ansRerh A H i) AL TR
FEAI A 2 /0 50%- 22 /060%- 2= /D 70%- 2 /080%- 2= /090%- %= /D95%. %= /D 98%uk % /1 99% 5 4]
[l —PE A% R 41, LA CORIF A& R LI AR ICDR P A AR  Bkiii) 1) %1~ f
1 41, LA CDR 4 2 ana& LR 4 A O CDR e A B o A 5 — Fh S it J7 2, oo 2 iz
MRy R M AR X 2R . 1) ng2rh M BSR4, 11) S kel i
R EEAZ IR A B 2 /D50% £/060% /D 70% 2 /D80%. 2 /D90%. /D 95%. /D 98%=k &
/D99% 7 A [l — P AR 741, A CDR AL AnsR LR A CDR P A5 Bkii1) 1) (%5
T AL A1, H AR CDR P2 43R 1 1 R CDRFF 41 2.

[0012] 5 —J5 i, AR 102 5 AASCIR BEAZ IR T HR VR 12 1 2k P il 1)
AR o

[0013] {5 5 —Jyif, ASCER L T S AL s 110 B4 iz EARy FaES
AR BERIAZIR PR E R B B 78 6 Fr 1 o AE 3 — PRS0 5 56 rh 1 A2 rh G
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TRy -~ i AR kA 2 4ii , DA AT e b S R AR o A2 — PP Sl 0 6 G 8 —
Tk B8 Z MR e e SR S W) AT T S e A 5.
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SEVIRIE T S — Al 2 IS S WA SR AL 1) — Pk BE 2 Rk o
B AR, AT SRR SYIRIAAAE A —FhSCHE 7 ZE A i i S5 o

6



CN 119798435 A ﬁ'ﬁ HH :I:; 4/50 71

FER— PRy S A M 1 i s AR o 76 53— Fhaishe fr 5, 1205 1k TAS ILRPS
FoIk, H B B B S S N 15k H VA N IIPTRIICDRf 74114 : LRP5 - A7.LRP5 -
A9.LRP5 - C5.LRP5 - C12.LRP5 - D9.LRP5 - E5.LRP5 - G2.LRP5 - G9.LRP5 - G10.
LRP5 - G11.LRP5 - H3.LRP5 - H5.LRP5 - H9.LRP5 - R30 D3.LRP5 - R3 ES8.LRP5 -
R30 G6.

[0019]  fE—J5 1, A SCER AL T H0HIWnt Ak S LRPS 2R 45 B EAWn 5 S48 S 2 310
HIWn 75 S L SRS I A EGEL 2 BTG A BB - B BRI S PR e kB - B
AR R e AN A K0 1k 1200 1 B S SRR LRPS 2 AR 4R S5 A SCR BRI P Ak sk
TP AW o AE X 5 —T5 T, FR i T AR O ik sk Se e A I T H il wn il 4
SLRPOSARES & AWt S48 T2 IR HIWn 65 S0 e R VE VIR RGEL & 2s e 2
B - IR A S S R e kB - TC 2 F AR SRl T 4 A= K A S — T, 3t 1 an
ARSI B TR ER T B 2% AW T IWn t B AR S LRPSSZAREE & I Wn t 5 56 Sk 12
FHRIWn 175 S 10 SIE VE IR ECEL AR TS G E 2B - TR AR S S W PR (IR R B - B
5 A Rl gn e AR K & AR S — 5T SR T AR PR Bk RS S )
72 T RIWn t il K SLRPS SZ AR 45 A Bt 548 s 12 L AW 355 S IO 2 S0
Ve ADHIEGL A S e R 2B - TR A 2 A I PR e kB - s T R R el il 4n i A=
K25 T o A2 — PP aTie 5 S8 vh, Uikl o e 28 5 P BHIBTWn t it 4K S5 LRPS IR Wit 3a4h
G NS G AR T — ity S, TR sk o 2 S M BH M Wn t it 44 S5 LRPS [ JEWn t 3a4h
G NG G AL T — Py 2, HUR s s S S o8 N Tk A DA N T CDR
FE5I4E: LRP5 - A7.LRP5 - A9.LRP5 - C5.LRP5 - C12.LRP5 - D9.LRP5 - E5.LRP5 -
G2.LRP5 - G9.LRP5 - G10.LRP5 - G11.LRP5 - H3.LRP5 - H5.LRP5 - H9.LRP5 - R30
D3.LRP5 - R3 E8.LRP5 - R30 G6.

[0020] 55 —FhifE gy S, ARSCEME T IRTT B ARNLTS B A B e A s 1%
AR R AR e A ORI A5 Z AL S S AR P R el e 5 48
GV AL T — 5T, S TR A AN 35 B 2R E e i v A I 29 A5 12 2%
AW S AR B DU sk R A S — RS 7y &, 2 25 5 T4
I A AN 75 B 2R O O 8 2 29 A5 0 B 5 AnAS TR O o ik sk o e 28 15
W o A5 X 3 — R ST )7 SR, o2 29 A S A T2 TR0 T A AR N T B 52 il e E 1Y)
29 i 2 2 A S S AR B D R B B B S o A — PPt Ty S
KEE 1 245 i Jiles « FUBRS O S0 oy PO IO TR « 5 e JH I B L IR S BT Rk
B AR o A 55— FhShE v e F S MRS I 1 I B 2 e R BT R4 eg s
IDE S RN U o AE 5 — PR S 5 VP 1205 TR B 1) SR it A SCER B 28— oAk
PUARS S RN EE —PriR sk FUR S &4, b 8 —Puik sk iR 28 S P R WrWn t e 44 S LRP5 T
Wnt3aZh G g &, 1 H AR Pk sk HriR g SR E BT Wn t il K S5 LRPS[1IEWn t 3a g &
FNEE S ARG — M TS e, S PR TR SR S R e I SR A 21 B LR CDR T
ANGe AL — P T i, PUiRkel e e 28 5 WA & /D —FhE A ps 45 A LRPS S
D A EIWn t 31 S 05 BAL S AT e L b R e o BE R A e A SRR B R
PR RIE AW AT Ty — PP EE 7 b, uik sk e S W B 2o N T2 B DA R IR ST
CDR/F4I4E:LRP5 - A7.LRP5 - A9.LRP5 - C5.LRP5 - C12.LRP5 - D9.LRP5 - E5.LRP5 -
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G2.LRP5 - G9.LRP5 - G10.LRP5 - G11.LRP5 - H3.LRP5 - H5.LRP5 - H9.LRP5 - R30_
D3.LRP5 - R3_E8.LRP5 - R30_G6.

[0021] ¥ 55— 5T, A SCHEAE T 3958 SLRPSWnt3ah G v M 45 S iWnt il A5 5 1% =
VRS 1, 205 R AR A K LRPS AR S5 FH I t AL VR S LRPSIYI ARt 3a 4l i s 25 15
OB o A — RS T ST 2 R RN T A S — RS T S, 2 B A R
AT

[0022]  FE 55— 5T, ASCHEBE T 358 SLRPSIARWn t a2 & S 45 S I Wn t il (R 5 5 1%
ST, 1205 ol (A LRPS AR S5 BE KT Wn t AL /R S LRPSIIWnt 3a2h 15 i 25
BT o A — RS IT SE TR 2T AR RN T o A5 S — b7 Sy 1207 A
MR T

B ik

[0023]  JF NASCIH HIE AU A A3 43 B E I 1 =Bl 5 75 %€, T H S5 A
Pt —2P TSR BN BRI TR FH X e 5 it 75 28 DA SO ARk
RN GRS A S 75 58 A5 A LA A BE H AR A A B, 7E R b

[0024]  E1AFIEB R H 12N (16) FiPTLRPHUIR . (A) IR ERE (H) At (L) B AMEE X
(CDR) IS 518 7 4 o A2 MR 4055 4 R EL TS AT IO SRR 25 67 234 . (B) £E I/ INELLRPS
/INELLRP6 AT ZELRP6 {1 S R IECD A #1196 F Max i sorp S Rs b 3751 T80 ELTSA B S5 T
RN S Fabak 1eGl— 2 F F , IR S BAR A S Ylls (HRP) 85 1 Piedifk—i I
B PEIRAL8IR, IRF 53,3 ,5,5 - PSR /H,0,10 S5 0¥l (TMB) JIKH)—i&E i 75- 10
mine W ENINL M H,PO, 55 1 SO, HAE i i E AR B 1450 nmdd i RSO CRE o
[0025] P27 H s i SN AN AR TeGl S 4 fu R IAILRPS &5 5 114 BT o MIHALRPS IgG (5 p
g/ml) SNSCLCHEAZHI RH23 192575 o fifi FIAl exad 884 A (1O PTF (ab’ ) , —HUASMIBTLRPS TgG1
EAMNESE R EPILRPS A TR gk e, 7T LA = P it e o S A
[0026]  [&[3A-IEI3D R HHLRPS TgGXd Jia 4n i v 5 s il VE R /R o 41 (A) MDAMB231. (B)
T407D. (C) U20SHN (D) H2340farhfifi JTITOPflash (f k His e 25 LN YE1TTCF/LEFHR 15
PIIIAE o AN EAPE G RE L 1 R 96 FLAR T, I IR R EE R TeGAEE /NI, SR F
SAF IR . F AR B 7R BRI 16- 207N SR AR , 200 3 A0 15 A I ok e &
G AR AT S R Al S i 1 o R S 1A T BT B ik (FMBP) ALFR I ]
ConCMAE A A 2L B (559 TIH—1b » 2B BAR L =0y 5286, b i 4¢
Tt =R EE A

[0027]  [E|4AFNEI4B < HHLRP5 - G2 HILRP5 - G 1OFIF abst S 4R P 4 S5ih PRV o A8 33 4
WP (A) HTLRP 1gGluk (B) HTLRPS FabWUbEERUH2340 i HTOPf lash  (E5 kK HUEOG R
BiESE ) PEATTCF/LEFHR S P e o W 30 R iR oAl SE AR 0 1k o

[0028]  E[5AFNEISB/RHILRPS TgGLXSB-IEaR 5 S5 1% T HU/E ] - H23 40l R TILRPS  1gG
(100 nM) FALFEFFS T RIS TR], SR AR R RIS A () Sk a4 2@k (B)
FEL2R 43 FNHE ST 25 45, FFa 5 SDS/PAGE S B o 1) | PVDF L, FE 3 e (Y LRP6 . LRP5 . LRP6
Axinl.DvI13FNB-Ees H AT SR B o L Bh 1 IV E 2 4 24 i AE X I TfiNa/K
ATPRAIGAPDH Y B FHTEEE 25 53 A BT 28 o (1A T
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[0029] K6/~ HI 2 i s S PEELTSA o Fil i 7 ph 2 A1 2P [l A2 5 DR LRPS LA 1 o
[0030] |7 R H L e s A AN TeG1 5 4 R IAILRPS &5 5 114 47 o MHALRPS TgG (5 p
g/ml) 5 FL IR A0 ZMDAMB23 11 25 45 o i AT exad 882K S PIF (ab’ ) , —HUARIlIHTLRPS
TgGLER IS & BB HTLRPS A s b Sk 8, I AN —hede ta iR o o e 1A
.

[0031] I8 R H L i s AN TeG1 5 4 R IAILRPS &5 5 114 47 o MHALRPS TgG (5 p
g/ml) GFLIHE AN R TATDIEE £ o 1 FHATexad 8828 A HITTF (ab’ ) , " HUkeMIHTLRPS TgG1
HEMNES A PILRPS R o gk, HAN — Jrde el R oo se s €.
[0032] K9 /RHIWNt IS S SRR R EE .

ERTEIR
[0033] 1. EX

ERAES A E X, B MES G AN TN A TR AR RO TE R 24 FAT A& % 1
FORN DL PRI 2 3o EAN  BRAE | N SO 20K, A PR EoRE N AR 2 25, B2
BORVE N EHE 5 A0, AR “4ii” B3R P4 DA R 2T — A ani sk An i ik . — ik
Wi, AR I 25 S AN 20555 01 E W LA SR ML H R ok A% IR 24 A
Ze A T i 4 FR AR AT A L IR (00, B4, GreenflISambrook, 2012) .
[0034] QAL FII , RIE “L I 2 15 BT i o B B R IR/ B A R IR AR 1
FEAR 5y 1o RIE IR SRR 2 IR, 0 KA Z T30 R - Z IR 3 A PR
H gy RIE B A7 R R A T SR/ sk DU gE # (N, o SRR e o &5
Fo RS 2 RN R M Z TR ATE I S5 49) [ 21K 25 1 R AR F AR 45040
(& KA &) B ) g (88 F) iR IL ] (82 1. 25 11 (phosphoprotein) ) &%)
PS5 .
[0035]  GuASCAl I, S BRI “HNZ 7 A R S A FR ALK
[0036] AP ASAE FHI, An SR 28— S 5L e 41 (1) 05 58 5 3R 41, 7F H. (2) BB 28 44
T INKABEIN AL T2 AL T 3N AR, W) SE— S R 741 “ = 2 28—
AR T AN
[0037]  GuASCAE FHIY , @R B8 SRR T A B &5 85— A ARy 41, 28— S R 41 2
SRR T NN B AT RS S, 2 SR R AR T I R B SR R R R T
AIATPALE S S R 7 A1 DAL I 2 3 4 B 6 T 8 9 10 2 TR
FH A —Fh.
[0038] QAL Y, 25 2 B T AN “ThRR S & 5 2 e AR B 51
NSRS AR, AN, — ek D (e few) SURFRITFARN (RS EURIM 771 ORE S R 7
IR T 5 HERINZSE P AN DhEE (B, oz i) « R DA R & AR T 7 8
AR T-Z75 TP A 1 — ek B 2 R, X 2o — ek i RS e R IR
[0039] QAT IR, “PRAF R R IR & — e IR U — N R SRR TR A 40
ANTHIERER TR R PR ) S SRR U o St PR PRSP 2 SRR R AT DA FH B /K AR PR FTIR
B AR S ZERR I LUK A T . & WL, Bl an, Watson®E A, “Molecular Biology of
the Gene,” Z5PURk, 1987, The Benjamin/Cummings Pub. Co., Menlo Park, CA, %8
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224 51 RAF 2 FERR IR LB AT GRS RBIF AR EHER) -

frsF LI

| LRI T | ATEARAY I

S Ala. Pro, Gly. Glu. Asp. GIn. Asn. Ser. Thr
loo40] | A Cys

AR (AR R AE Ala. Val. Ile. Leu. Met. Gly. Pro

| Bk ik)

it Lys. Arg. His

75 Phe. Tyr. Trp

[0041] QA I, RS “FEAAAR]” SR HE 28— S R 7 A1) 5 28 S 351741 Z [l ]
—, B FE R TS A R ek i DECE 191) S5 EEA 88— SR 7 Hh 1 B e R B it
AR, 51 1) BT 28 — 2S8R e 1 R ) 28 SR FR R S I PR U PO S SRR AL, (15 26—
SATEIR 7 A RN 86 — S 3R Fr 1) 2 AT JR IR Ao 5 A 3R/ sl R IR A DD e s e A/ sl ] g o 3
I B, 2545 BAT 220 £990% ., 91% . 92% . 93% 94% 95% 96% 97%  98% i3k 99%[ri] — 1 [1y F: [i]
SER IR A 1 S SR 7 A VR R 7 43 Bk SR AAH R o AEAZH R Iy 21010 B R S0, RGE
“FEAMR A T8 8 — R 7 95 A R s D EE 195 LU 0 28 AR 741
HORZEIRARIFIOAZ H IR , (15 55— H R T I A28 A IR T S 4 R A JL R DhReis vk
21K, Bl gm it S [m] 2548 22 IR 25 A ok 3 (Rl DB 22 TG 14 , sl gt B AR TR S e R PR 22
JIK o

[0042] QAT A, ARGE “BUt”  “Tosse i A “Dridt” 2 4ap bl B, mTu st
IREEE) 15 S 5 2 KT A DR BRI PR TR B AR 23, 9140, 22K
ZRATIR KIS BT A0 B A0 (BN, BEER I 2 IR B AL 2RSS o AK4T
EARN GO, ZARTEIEA TR %0 TR RS O N E e e R B, U R e
A PABE AR o

[0043]  QrASCAE I, ARG “Fofir” 2 FR DT e AR BRI 25 G 1 e v 0 o 2467 AT DA
A5 DA SR B D e S B RR IR0, A, 5/ 64k & 5 A, 494, 20N B B 22454
FIR , sl X B TR IR« AE—LE 5 0L T, R SRS | 41y, a0, ok Ao &9
R EIE T 445 o AE— BB 1500 N, BB = 483050y - AU, i, 24 40245 A, R T A
BRSNS AER , B 2 T A B K L& AN FRR A B2 55 (D, Adsr
[FZA7) o

[0044]  GrASAE I, ARG “Drii” e eI e 45 S — A el 2 bt GE AN
2R IR BOK IS 2 TR IR e L 415 IO G Re BRER 1 o X Fh &t Al id s Bk R
H TR X N R Z D — AP R BN S AE DU E I —AN s 2N A & A P AR X RS
F5 SR RISE R 5 T o ot o QA Sl FFG  ROE “Puii” B35 5e 38 22 oA e 88
HrEEHUAR U B BREERY  (scFv) Z848 iR R e e DU ISP ARE ik A28
Pk TR S B AR e SR A S e BR S 1 AR
HUUER I A WTE Ve U RT DA (1) 25T H B R E E S5 D Je T R S o e Bk vp
[FE—F——a (IGA) & (IgD) e (IgE) .y (IGg) Flp (I6m) =k (ii) HALJs (FIFAY) ()
a1, TgG1.1gG2.1gG31gG4 TgAl FITgA2) A4 F] DL g Ak ST AT DS BRI k2 5 H A4y
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TR AW U YEIRIN 2 AR T SR
[0045]  fF—Fhsicfi /g 2Pk, “SEREPTIART A0 5 Hy ONARIRT (1) 22 sk 41 s iR Y R4, B
H—4 Tk (2925 kDa) Fll—24% “HE5E” (£)50-70 kDa) o EEGEANEREEE o FLAN g AN AN
(I, e Eie, X R A R TR ER R 11 28 ) 2 TR R AN A A — 5
S AL T AR XN RE X o AT AR X i TR A i P i AR X s B A E X (CDR) AIHEZRIX
BN o AEZR DX B AN S P B i, 1 2 D CORFEAL G5 AL S5 o AH E X 5 SR HAth S ge 4n it
AHEATE I ARE XA AZ X 2 [A] (X T1gG IgD TgA, [fidFTgMakIgE) st {7 1P 45 ik~ [l
OHVEBEX, B IX N FE (articulate) Pl g St
[0046] DL & ARIHTAIEAINAET AR, T &R B T Hui g im ik

(1) R MO “Se i) (PSR BE RN A5 Fgk , i, PUZR AR .
[0047]  (2) fpfEEkaEE Q2K (B D .
[0048]  (3) Hufd B, aiFv (el o il X R B, IF H AT DU 8 rTAZ X (i,
V F1/8kV,) JFab (V,.C, V,C,) ~F(ab’) 2.Fv (V,V) .scFv C(RfEFv) (a3 (g, ik
F23R) BEEOV VIO < (seFv) 2.se (Fv) 2, BUREREse (Fv) 2 OBURERE (scFv) 2. 40t
& (minibody, S5CH3ZE ML & sc (FV) 2) , =$Hifk (triabody) 5 =Afysc (Fv) 3uk =45
sc (Fv) 3,
[0049]  (4) ZMiuik (BE GG PMAE A sl F IS & IXPuR, B, “IBIe” Ht
) .
[0050]  (5) FbeEEA, HAuSH55—
BHBT o
[0051] A I, ARG “Drid B SR FE DR BRI BE ) — 28k —f8 0y, RSt
B St bUARS TR DI SRR H R S S huli ek 5 5o Bk Te 4 Benl A
28 N SRk e A PR BUARE A 0 AL PRS- Bt RT LA o 3120 F- Bk AR
Ban, AT s 2 BB PR TACK P A:F (ab”) 257 B ITFRITF (ab”) 25 BERT AR AL
PRI I s N If = £EFab ™ Fr Bz o AR F i 7K 7T LS BFab i BRI IE B - Fab \Fab” FIF
(ab’) 2. scFv.dsFv.ds-scFv. R TR OBk OBURE iR - BORT A Be Ay
AL B SR B AR
[0052] B ARAE SEREPUARIITH AL 15 T E SC T P B (HBOR N SR B, X f
1R B T A st il R FH B2 2 DNA TS T A8 RNk 1 o
[0053]  FREEGTIK (scPv) e r B2 ek (Blan, IEESR) 81V, AV [ 2 K. ScFv s T DA
T IE R R G =41 ScFval BT » Hh s cFv AR TR I 72 A FURFPEAE DL FRiak < 441
a1, Asano®E AJ Biol. Chem. 286:1812 (2011) ;Kenanova®: A (2010) Prot Eng Design
Sel 23:789;Asano®E A\ (2008) Prot Eng Design Sel 21:597.
[0054]  Hifh )y Bk tudfiFd (G0 3 frFab )y Berp W B RERS ) AN SRS iA . R S Ayl
{A (sdAb) sg&aiad H1 40 7 = A i F e ek R ) P AR 25 A
[0055] QAT fili IO HH & “CORJF A1 4™ S FE A ST AR A E B 31 HEHECDRAN/ 1k 34>
T25ECDR . “IRBE” CORFF AN S TR R BECDR T 41 “HrBE” CDR/FHI B2 FEHHECDR 741 “42” CDR
7 AV & FR HLBECDR 7 A AR BECDR 7 A1 P 25 o 45140, 0 T an 1 s R BT LRP5 - AT, 4
CORFF A5 DA P ek LA R 418 : SVSSA (CDR L1) \SASSLYS (CDR L2) JAWGWGLF (CDR

I

RILIR A1 (B Ano O A) A B Bk B0 45

Wy
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1.3) \LYSSSM (CDR H1) .STYPYYGYTY (CDR H2) FIHGAM (CDR H3) o/ MCDRIICDRZHI AT LA,
lan, -5 2R TFRFJCDR = 2 F 2% 1 CDRAL BY 5k FH % 1 I CDRAL B, » 2 T~ IMGT - A1 EE A T
IMCDR

[0056] QAT IV, ROE B e DA S TN Db B IR E R BT S5 SR 1k
MEEF AR e S ek L5 W) CHRya TR G « “D DU & FREH R —$t
A B A ANFI E5 SR e PR A b UART sk L 59 (L ra R HUARAEWT) -
[0057]  GUACSC Al I, ARGE “RS HuAR” 2 H8 B A T B A8 2 M) 2 3518 e 41 1
U A —Fh ST S, FR B AT ER A% P 25 1) T AZ DO R EH — S A i 7L 29 (31
an, /N R S 5 1 A TR AR S S AN I ANRE 7 (capability) TR ATAEIX,
I EE X SR H 55— G 2167 SR E BN, A9 e A RJE AR 5 | &
RPN o

[0058] gAY, AR “ AP HTAR” 245 H rh WA I B2 R e L S A TR
MR A CRBTARIP VHIX FAVLIX AR5 1 COR#E W ke B A HEZR 7 A1) 1 iR S ik o £ —Fhsis
7 2, NI TR IOAE BLE R Epl A8 1 ARG RN A Boik e e e S AN T RRE o AR
1, Bl B3 ZECOR T A AR A STk AR e 41, ATLAFZ RELA N Wi (1) 7 ik 64 T A
i, FEEL R EE5,545,806%5 . 555,569,825 . 555,633,425 5. 555,661 ,016°5 ;Riechmann
N, Nature 332:323-327 (1988) ;Marks%: A, Bio/Technology 10:779-783 (1992) ;
Morrison, Nature 368:812-13 (1994) ;Fishwild%: A\, Nature Biotechnology 14:845-
51 (1996) .

[00591  GUACSCAl I, ARGE “ AZRBUAR” S H8 F AR A= TR sl o AR 2 AT
BORBIE I HA 5 AR AT B S BRI BT

[0060] gAY, RGBT Pbifk (hybrid antibody) ” 2 FEXFEH A, bk BT A
ARG R TE X PRI F ARG B 2 e A E 2 , (0T A DU SR A mT AT RN
AN RN A7 sk BT R U o SR T DS SRR e P 1 (G5 & 2 Mo Rl ik
F7) Bk 2R YER O MR B 3207

[0061] QAL Y, WERGUATI T A U 25 G0 m BB S ARR I R g5 1, Wz iidos
CERERYENT .

[0062] ATl I, WRPUARA % H 5 AF RS sk b 45 S 2 DA A R
PREEGALA, MRZHUAE BRI

[0063]  GuASCAE ), Wk PR B A 2 T — Pt g o m, Wz b o “Z2 0 m
(polyvalent)” o 40, VAT LA DU B ES 567 A5

[0064] 255 1R S ME AT DIAR IR S PR FnER s rh e W Bk — MR JC 00 1 IO M 2 i KA
FePTiR (BB R A 53) WHHE S BT AR AR Fh = e W) Bk — M e oo - IR i SO
IS P KD S 2 S ke (B K S I T L e FIEOR AP, 2
(A K AR e v sy A A LA PR sl B 45 5 K AN A SR T 2K, DUk S RS 5
PESEGIOK FTDAE REE IR L B2 R R A BRI UK i Bl B R I T S5 o &5
TR T LR 2 BE Rk B B B 5 o 55 S R0 ) T DAAEIRUBE R ik B Rl (kD = 10" 2210
) VBEERH N (kD = 10T ME10° M) BRI EEEE (kD = 1010 ME107 M) Bk K
FESRIR IO (kD = 107 MZE107"° M) Y.

12
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(00651 A FIFG , QSR BofA DA/INT- 107 (B, F8BE /R e B T L ) IR A4t S Pl ke 7
A7, WZPTR “4547 5l B 2R s ZR 6 6 T4 28 (BN, 45 Sm A bk , K
T “GE G I AR S A X S A i O AR AR R 2 e i AN, S5 SR E A i 2SN
PURIE 25 Sz s e g zE b2 /3 4i i (B, 67%- 75% 80%+ 85%- 90%- 91%- 92%-
93%-94%-+95%-96%97%- 98%. 9%k 100%)  FE—LEIGF L T, 5 2RSS & ] LAl bbb
5EIZZ NN S SR S AREZZ RIS S k= 257 SKE 5
RN G VRE], B T-00E G5 510 7 10/ s, 2 I — 28 AT AR P o AN HE g 5 A
STV AARPE ARSI LRI 7 15K , 140, NErnst&% ADetermination of Equilibrium
Dissociation Constants, Therapeutic Monoclonal Antibodies (Wiley & Sons ed.
2009) HHPFIR .

[0066] PRSI, ARTE “BH R AR AT @ e i PR SV S5 5 T S REZI a5 &
B (K ) A/ sl A /N BET R A K ) IIPUARSE S AR, O HAE RS 00 M ik
MY H B Z AT BRI SR AN T o [RIRE , RTE “BE /NS AN 7 AEASC R R Hh kX
FEY G S SRR ZR S G am /N Bl B ORI IR B SO TR S SO, T HLAE
DORPIFOL NPT SEY LSRR Z AT AR SR AN T o Dok 5 HAE U 2 IR &5 & 2% AT R]
DLFETONK, S T1/K, EK S5 Tk /k ok ik, AR TR IS T 5 T R R A
L0, i R s 248 Molecular Affinity Screening System,MASS-1)
(Sierra Sensors GmbH, Hamburg, Germany) .70 ak FEWT M Hida 2 AR T AR DL AR FR 4%
{2 SN T 7 < R O et o T B AR AP RS e 5 IS BRI DA =Y 7R Y S D 7 NS
TP AT LR Se g e i A ESE A R AN AT i 1 o S MRS BT A 5 AR - 2 (A B
PE AR A7 fAL 5 RIRBAR k2 AR S5 & 1oL, sl DA S AR ARH L E TE 3 45 S0 7 )
M EE G I - AESE MRS TR AN A T IR - 2 ARAH BRI A7 A 45 & B EAE A
P A IO B B AP0 1 LR RS E 1 BLI AR S
[0067] A, RGE “SE5 71 (avidity) 7 B8P MEn bR > M4 S 2 S
EVARTRENE . B =R RS O U TR G RN (affinity) , Q) HUARIMTY,
A (3) A EAF FHAH 31 LTHES o SRR 12 U R AN 2 TRAR BRI 9, 1SR & 152
2T AT BRI A — Pt 7 50, ARSCATT T E .

[0068] ARSI I, AR EUALALL 45 G 28 —Hult R ISR AN 145 & 55—l , JIAH
T8 ZHUR PR e S E7 P AR S A AT LU A D245 565 . 9% . 10£% . 20
% 30£% . 4065 . 50£% . 100 5005 5 10005 KA A7 Hh FAT— e PRI, B4, 4 R i
DLEE LS54 LRP6 B K[ S R 554 LRPS , TN T-LRP6 , HiiA 2 454 LRP5

[00691  nASCAH IR, AR iR RLT X 107 MuIX 10 T M1 X 10 ° M1 X107 M1x10 "
MAIX 10T ML X107 MR AR R 25 S U U AL R AN 5L, O
BN S8R 3 TE AR N AR (SR 1 2 /D 265 KIS A 1 48 S i sl &
FEHURZH PO RE B D, IR R e 45 &7 FEp s sl Do AH sl BN b sl e T 21
& MR Gl E R RS SRS T DU BRI S8 Shuat, ek ml A
U BRI WA/ sl m] I ERE R SO sl A 76 7 7.

[00701  GASCAE I L Y HTiRk e eIt MR D sl BH 11 Pl AT AR 5 32 AR AR B IR, Do
BHWT” sl “FEHT IR S SRR EE & o AE S0 7 S b, DU 20 A DA T L@ R IR (i,

13
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AACFH) 42 2D 5% 10% 25%50%80% 90%95%. 97 . 5%99% 99 . 5%.99 . 9% [} {F—
T AN, FEHTE HWT W t il i S LRPS 2 AR 25 S I BTk S 4 P b ek /D ok BH 1= Wn t 25 1 S LRPS
SARIIAEEAE ] X S B S Wnt 5 S S NI E S5 SIS sk BT o X fu 4,
Blan, il S A IS, B- B BB 2 SYINTA IR, B- I BRI PR, BT/ 2K TCE/
LEFA S 15 R I BARTE 12 o

[0071]  SXfFHUAME (Bildn, Bt oo At e B 51, KRB “Wisk” il sk g o4k
TR A R 2 EP TR BE (BGEE M 1OEEIREL) o BN, S45 & PRt &5 S i H il 5 5 R
FR /D2 /31T (140, 2 /067% 75%80%. 85%90% 91%92% 93%- 94%. 95% 96% 97%-
98%99%k 100%H AT —Fl) 255 « BOR A DR IATR 2, BT 45 G 10 7 40/ sl B,
2 AR

[0072]  RIB“LREW B8 5505 GE TR bR IO ek A MiE e 4y 8 25 « & 28k
AR T A s i SR D AR B — a0 -, N, ok (CRBEZREW) IAlE , AT
WA T 5 —Fhal B2 s 85 Ui IEAh , Ui Al DUE “B A Puik” 2l B At
A (B, A SETES

[0073] QAT I, RIE “Buik - 25 547 ok (“ADC”) 2 H5 5 2928 S 0BTk .
A inE BN 5 A

[0074]  QuiASCA I, RIE “FrRicif” 43 - (B0, 4408 a5 A sk o) s2 45 5 TR bR
FLpY (e Bk sl ) sl AR Gl 2 -5 Yo et i P s e B S5 1 1
1397 1 BIAEAE P DA i A0 51297 155 G I T AS AR IC I A AT KA o

[0075]  GuASCAE FHI , ROE “RIAS ARG & F8 P 6 e 5 AE e gt
s A BT BAS I LS W) AR T RIS IFRIC I 5261, H AR EA
T Ebmc 2 AR e e D EPRe ) s B IC AU YER R IC - o T AR T
A EM, AR C R AT LUE AR S AT S SRS G R A S I S8 iy (Bl an,
FRICISEANZR) 5 (Blan, A 2R) -

[0076] ST HUARMIARIE S B FEHUAC S AR S R AR BT (940, Bt IR MR I 2R S Tl
EREMNR 5k D — MR EE BRI B, ik AT L2 R AT AE R A 2 (212
) PUAGEG NS PUARE G HUAR T LE s B BT o S R A (B4, TeAskIgM,
BT BT 2 BN PRI E A1) K2 AR ik 2 SRt n] DA o ] 6
Or R R I RN MR BE P B A2 IR (9140, Bk i JNHS TR SE) Kb A7 FH T flibnik
RSB T R S el inAbcamAlINew England Biolab H s M1 %S (fFabcam. comAll
neb.comP] 3R15) AR o FLA & Rl s N FE A I 22 B AL A 0 i W Thermo Fisher
ScientificHANMEE (fEpiercenet . comP] 315 HIFHIAR

[0077]  GuASCRE A, AR “Jo R E” S& 45l i AR B 3 AT e RN 2 A 2 [T
S5ERAM TI T3 T

[0078]  QUIASCAE I, KRB “Feik Mg AR S48 B & R KB N R AL R 7 41
(B, £E BAR B Rk il Fp Al i A 5 2 B 104 AT ERE e ek i p 2 2
AR o WA I, AR “Fak A7 Fi5 00 5 o A AR 2 DAAE 7 = A it b 2 o1 ol di
NE 5 RO AR HI I Z2AZ R » ORI 258 0k BRI S5 o An A Y, ARG
R AN SRR S TR E R B AR IR T A 1 e SR A/ R B AL H IR 7
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Hll o ek P il e H A BB R B B 1 BHAE - CRL S 1 e 271 FIVRZoR AR 25 57 s, GBI
WD .

[0079] QA Sl RIS “Efi” S RRAZIR 7 F- BOATAR Fh AL, AT B AR oy 1
BRI anle 5 | N B Az 4NN/ sk EAZ AN rh A/ sl 38 BIRL R AR, I ELEAE TR IR R
T I PRI AR 0005 253 A8, 1 T 300 A S T AR PR D B AR S A R
T R — R R NS L ST ORGSR, 3 B IR IIDNAREE (A , FLRT DA T3
{ADNAK

[0080] AT FHYY , 24 ek 2 il P AR A b R A IR e 2 B S A FHIS A
PR 5 5 ek s i 2 “PTEEHE RS o X QU FEE G SR A AN S 201 2 I OAR B E R R4
IR A % o

[0081] A FHRY, “fid 40”2 fn 0 A Py AR S 40

[0082] AT I, ARIE “LEWRE A 4R o A g (Ban, s 4n i) skl B 4nie A4
Wiy - HORESD o AE RS FT DA SZ IR (9 an, J80) B G dn, shipisity) sl MBS
gt (B, i R s B TP B AR PR A TP A K DA IR I 4N E) 3R75 2B Wit v]
PAEFEA GUR/ A« & AT LAMATATT A= kIR0 AT, A0 P8 (EANBR - U sy (B,
IR B3 IR I (CSF) IR E AR PR 28 1« LR PRI R S o A= MR AT DA
SETERRES , WA GBS RN, QA RS AR AN RIS AAES T ARTE AR
S A AT DA B A 8 AR ke ] Bl A I AL 2 R AR AT DA E A —ANERA,
BIANPRERI L RSSO RS 25 k2R F IR AP AR AT DR 2R R S 33803 o 2
UL I S S I L SV S B 2 A S URE i o SRS XA I A 1 5 R AR AT L )
(14, E A AHANFR TR I I R e

[0083]  4ACSCAl I, RIE “SWr A Ha 520 B 500 W E AR R o DI, K
PR S HE 320 7T At IR A R 45 SR AR R = o 00, AE AR ST B R Serp Bl
ATPAFE AR e e R RE R RS GRE B G B T ReME , sk s vl R ™
FEREFE (AN, FEAR A FEAE I  IRE PRI R A ) « X RIEIEAS SRR A, AN
PR USRI AT e R LB ER R -

[0084]  GUASCAd FHIG) , AGE “STIE” L TRTT” AT T30 FN B 245 S BUE R ™ B
JE D WG Bl o AR RE RIS DU N, 1877 AT ARG i D e RS e 4nie g H A Kk
FRVHERTEYE D AR AN I A T D ORI At A 2 Tk U T L B
RIETEFY” AT A B L RS I 7 AU AT LAFEATAT AR RER REAR PG
SR AFIE IR S AT I ] A7 15 SR NS o 6T AT P AR SE 41 (RN ) 2 A= 1
YR BB, SEAFAE BB RPN R BRI S A M A e bl A A& B T HH B 3
D IR AT DL S AR SG T AR B MR SR S b TE 3, 5l S Al — FR TR T I
ATy AN RIS RIEA T EE B o A —2E T3 T, S5 B e FH T I AR B AR D 1R T 7 1 FRAS
PRARLL , B ™ FE R B ek D 22 201 0% o A1 — 8 T TH] , s (10 7™ B AR 2D 25 /D 25% . 50%
75%-~80%90% , B AL —LEI5 0L N, i AR 2T SR A ARSI 2

[0085] QA S I, ARGE “AR0a” B R0RE” R TaiT A ReR” e R e LU A
M7 G Qi D sl i R DL AE Bl RE DR Bk P 2538L) 17 G Aok sl e e85 ) 1
FE—SCSBIh , AR IR TT (RETIRS) AT A 25 0L B i — Rk 55 22 RiiE bR A/ el
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LED AN/ S B i R I & BN , TR E S 40, 1697 A 380 o IR T SUR I &
/5% 10%15%- 20% 25%40% 50%- 60%- 75%- 80% 90%k %= /1> 100% - A —Fir 1 ik BAATR
RIS AT DA SR g e AR . . RE BN, iR T A SR AR TN T LR & D
1. 265 1. 5F% 2% 515 E S 2 A5 38U R AT — Tl

[0086]  JASAH IR, RiE “Wnd &7 e FR e 5 e &9 (Bl an, 25%) Fnzs=¢ b ]
e BRI NE R INISEERE /8

[0087]  QuIASCfil IR, R 2527 T2 10 ) 18 5 AWl S ) b sl o A I ELA]
PL2e i) 2 A e R B 2 RTE S A B2y Rl M 28Ry | n sz 17 7] S
i1 1 259 S S e T I & A B ARE AR GUS RN CURIEAS AT N A T A o X
TEEPNZAEA S eI hE BRI 3%, AT LS5 bl M EcR5 .

Remington’ s Pharmaceutical Sciences, £517/lx1985;Brunton®: A, “Goodman and

Gilman’ s The Pharmacological Basis of Therapeutics,” McGraw-Hill, 2005;
University of the Sciences in Philadelphia (4#%), “Remington: The Science
and Practice of Pharmacy,” Lippincott Williams & Wilkins, 2005;#1University
of the Sciences in Philadelphia (44#), “Remington: The Principles of
Pharmacy Practice,” Lippincott Williams & Wilkins, 2008,

[0088] 2y~ |- A HEAZ [N AR — RS ORI, 22 /DT A S L At - AR St T 8722
2R S —BER B et A 2 PR R TR 71, O ELRT DA 8 T sk 1 28
FUFNEAR o« 2577 b A Ee 52 R R 1) S A9 A0 5 AHASBR =252 (0. 9%) £hyK VIR £h 22 b /K
(PBS) I e BV R 87 (HBSS) ANZ B UA I , Wi AP lasmalyte ATM (Baxter) .
[00891 WIS Ry B A RIE AN/ sl AR ST Fir R B R AR PN 2 2 o s tE N
JF HAUHEZE R, 5 iR (phosphate) IR (citrate) FUEAMANING ; HreA L],
PO IR A HR YD R  FR i SRS 5 B 63 771 G an B R FHRE S 2R < TR HH
Py X SR HH g P O FER R R mlon R 32K RGPS R LU LA ) 5 SRR,
QRS IR H 2R 2R R A &R A 2R KRR e R S &R N TR
IR N 2R T SR £ 2R TP U 22 %R T U S LA 5 5 B . iR oK1 &
WY Aoy i (D TL 100 RED) 2 G E D, kel il A8 A 2 S 4, W nEDTA ; b
ST ATRFER TN LB A A0 R S0 - L RO L 2 AR AR
N- FR LRI 1 FLH R AR 2 R 5 M1/ sl AR B - R IR PR, 7 W Tween Pluronics.
Triton-XukZE L (PEG) .

[0090]  RiE “F 5 (dose) ” F11“FIi (dosage) ” A A S Al B i F o 71 5 F8 R it FHI
BT RIS YRR IO &L T A W, 3705 AT AFEHUARSAR 2R 43 IR B, UG 7
B AR IC I & o A RCRARSE VR 22 R AR b, G4 T A A R A 52
PE IR B R S R A AU i T s A A T A AR IC 0 (A RAEAE B E) 1 A5 A
o ARGUHIBRN LR ATR 2, 715 AT RS A _E A R ek 1067 vt R gk T Bk . KB
G SR FE MR E e A0 T Tt o U an, A AT DA S, D, -4
HIER KA -

[0091] QA Y, KRB “S2 il 2 8 MRS A I ARGE “FE 587 2 4akt T
(AR PP PR A 2 A A sl O P B BB ISk S AR FLEb Y A
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HHHAE N R KW, & e, LN B A g R B /B LU 2 3 R A 7L sh )
Yokt 2B W AT PLEAE & 25 B AT U T RIBST I A sl B SO TR Y7 7 5510
A R “SEE SR BT AR B T RE AR e R AT LA iR R 52
TEFT M HRTEAE RGBT IR E LMol F ARG ML B 45 1 HIRTT AN
[0092]  FEiRfT e 5t N, 7 BRI A v DAFE A e fE sl m IR MR 2
2 BRI AT 2 A G 1A R B A e e (1A IEAE SR iE R IR Ty G
U7 R B ST 55 [

[0093]  “Jessfie” | “JHYRE” \ “BRALIN” SR TE GO FE R T AN B AR PR AN L e A An i A s 1 4T
J, I BT LAFE SR ol AR S pAdis (S0, 9140, Edge®F A\ AJCC Cancer Staging Manual
(Z87hx 2009) ;CibasAllDucatman Cytology: Diagnostic principles and clinical
correlates (B3 2009)) oI B4E R VERTRIESSAEY) G 2K . “Boll” 248 H
Kk SR, Bl anZaie g JoPRHESE /L, (immortalization) JEF AL 5 4
AR B AT AR AT 5 2 B D AN/ 0B E YR (3 U, Freshney, Culture of Animal Cells
a Manual of Basic Technique (GE3RR 1994)) o BARFEL AT DL AL IR S RB N
BTIIEE A ZH DNASK S SNIEDNA S [ , (B R A AT DA B A A AR sl A i T B0 a A=
[0094]  RIE “She” T DAFBATATHEA e , EO FEAE NP T I i < PJRE S Bes SR EE JRg L S
Tt PR ES Ao 55 o AN [R] 2 20 fE 1) S A0 A (RSB T il (94, /N i iz B NSCLC)
FU R T A PR < 45 1 B e TR D de < R B e L A ITLRS W (Tiver cancer, B,
hepatocarcinoma) & (B, B 4uliasig) « PRI VIR « 1 50 B S0 S8 0l B
Ji5H (stomach, gastric) 5 B IAKAPEE R G« B2 D  Joe ot BRANeEg AR 2507
[0095] QAL I, uARAC 2SR B W2 K, e APz ils (B, 200 11 == 22
s, M e g “HeAR Falify” X A iE IR A G Bz Rt 2F SR 1 2 1-50% . 25
T-80% 2 T-90% 2 T-95% 22 1-98% 2 T-99% 25 1-99. 5% 2 1-99. 9%k £ T-99 . 99% [ 11,25k
(N

[0096]  FEE “o ISP SEARAE RN S AR AR I E M AR DRI SR IR (B ansh 4
IR AN AR GE = AE DTk B2 Bt gnis S FE R A sk an s i) ) rhECH PR
[0097]  “BLAR Fafify” ok 0 B Bis BV 2O A 3 22 2s (B, AR BE/RBER 1, Lh
HEWHEA e AR I FE) I IR Faifb iy g & H B A 2 i
FEAEINPT A KT 2RINZE /D 2)50%  (FEEE/REM ) TGP — kil , AR Fafid
EWERE H S IR R T W25 2980% 22 90% ik, 5 25 2 Al f b [ S4B P ) 285 o 4 o
HEYEE R — oy TR, T H bR 25k 2l 2 R 13— QL & Ay
AR SR TS A 20 AE S & A2 /NGy - (<BO0IE 7R ) FE
F (B, BSA) Foc 3 B TN R 2.

[0098] LA AE FHIARTE “Fr A1 [A]—VE” 2482 KT S s IR 7 81 2 1] 41 )
— PR AT O T E PIAS S R 7 A1 sl PR 3 A1 I [R] — VR 1 2 Ee W e 04 T 1
DA S i FE e H R (1, T LAAE 58— S BRI IR P A I Fr A S NS A S 55—
IR LR 7 AN AT B AELE D) o SR IR I 1) S B R 7 B A% H TR VL i AL I S SE R 7%
SRR TIL B M 58— A FR A7 5 55 8 A1 HoRE R A i FROAR ] S B A Ak
FZEFTR b AR, W23 ez o B AL B AR 1 « P 81 2 AR TRl — 1 1 40 Be 2 e 91 A 1
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ARIFAZ 2 E RS (B (A —PE%=ARIR B B A7 E 2 H /A7 LS K EI 3R LA 100%) o £F—FhsK
Tt )7 S, A A AR o PR A P 21 2 TRT R T)— 1 15 40 b RO et T LAl PR S 5k
Fe5en e T EEER A A7 Sk UL e O A EFR PR O S B2 LA R ISR : Kar 1in ]
Altschul, 1990, Proc. Natl. Acad. Sci. U.S.A. 87:2264-2268, YiKarlin#ll
Altschul, 1993, Proc. Natl. Acad. Sci. U.S.A. 90:5873-5877HUSAN « XFEMI ST TE
BFEANALtschul®E A, 1990, J. Mol. Biol. 215:4031NBLASTAIXBLASTHE 51 . BLASTA%
HRA 2 AT LFINBLAS TAZ H R A Py Z 8k A T, 91 a5 =100, F-K=12, AARAT S A HI o
(RIR 1R IR A R e 8] BLAS TR FA 4625 1] LA HIXBLASTRE i Z 4 B0 A 7, Bl an b 4=
50, TK=3, AT AR I A o FIIR I = 5 R 7 41 o b Tk T EER =3
SrEEXE, T DLR FanAl tschul 25 A, 1997, Nucleic Acids Res. 25:3389-3402H%5AR11
Gapped BLAST. HJ 26l , PST-BLASTH] DL B4 T4 Il 53— 2 MR 2 0C A kARG 2= (7]
1) o 4 F FHBLAST .Gapped BLASTAHIPSI-BlastfefFit, R LU FHAHRFL 1 BRIAS 5L (B
4N, XBLASTAHINBLASTIERIAZEO (S W, BIAINCBIRIE,) o FTFr A Eb B e v Sk 5 —
LR FI S E My ers AiMi 1 Ler, 1988, CABIOS 4:11- 175 IXFFIST L
FENAENGCC AL A At B3 ALTONRE 7 (2. 0FR) Fh o 24 1 FALTGNAR 77 L R 2 F IR
FEAIIN, ATRAEE FPAMI 204 BE AR FE 5 L 1201 23 (A B 51143 A4 23 67 51193 AN 7 81 2 TR
[ — P4 1 3 b AT AT 2R BT DA SR R IBRE 1) Se vF 25 6 slAS Se V25 B BRI E - 71
THRLA R E o Eo I SO HERAPE R T4
[00991  XFFHufA, BT F FI ik IMGT i AR BB SN, AT LARAE 15 43 bo e 41 Al — 1
HEXT e, AR S TR s (9140, Bk sl A ik 1 38 B AT A2 X)) 5 25 BRI AR AT X Jak
PATERRR , IS G TR DX ISR Z 25 PRk X 3a 2 AT P 4 [ — 1 5 43 bl g Sl TR D 2
L FAR DI R AT ) S B R  Fm 1 67 T B8 B AP AN DX I Lo 7 15 ) L 28, 3 A
100DAFEA B 57 EE
(01001 SAEERR 7 A1 [F) — 1 7 43 bb A T DA T 41 b 4R FPNCBT -BLAST2 - (Altschul 55
A, Nucleic Acids Res. 25:3389-3402 (1997)) JKAffii - NCBI -BLAST2 -1l ELIHE 5 AT LA
MEEEZR BANFTEE (National Institute of Health, Bethesda, Md.) 345 .NCBI-
BLAST2{ 11 LM 2 248, Hh Iir 7 X 284G R S O D BN, (045 , BN, AT ik
(unmask) =3¢, BE=2 00, HUHIEI=10, i/ MVE A B K JE=15/5, Z el (nulti-pass e-
value)=0.01, i A=25, ix & 25 AL EE XS NI (dropof £) =25F10F-53 A4 =BLOSUM62 .
[0101] 75K HINCBI -BLAST23FA T2 KR 7 A1 LR HUTE AL 1, 4 8 S IR 7 S A 55 5liAH]
X TR E SR HIBIU B SR e A1 A — 1% (s AT DU R 25 el e S SR e A1 AR
5 a2 R M IB AT R0 B — 8 MU 2 B RR e A1 [l — %) THEL A I

1003 A5 H0X/Y

FLrRXCE A1 LG A A5 FNCBT - BLAST24E 12 4% 7 0 ARIBA LU Hh o 43 JyAH Rl DT e i
RIRIRIEM L H I HLE Y B S PR B S IR S 20 B P Y 2 B 7 A A K AN
TR BT FIBAC EEIN , AXTBIY S B8 7 A1 [ril— MRS R AN 25T B AR 2 S 7 47 ] — 1% o
WIARSCAE ARG “FEIR Fr A7 A2 H5 F R SRAFAE OBRREE IMIRR ) () (B e 2H i Az ek
AR EAR I T A1, I H A 4% e DNA I ARE A B 4% (0 2 A E R IR B A sl BB 0 8 1
s BRI FF 41 A FRS AR P A1 AT LU I e A AR 41 (DNA) sRAZRAZIR 741 (RNA)
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T H ATAAAE RIRA A HORRE , CORE RIS | EL I | Jamaen | IR s e A PRIGEIE o 41t W]
VLS B RS o« XRE RS A A RRLEE 1 S0 B4 U AN SeUBRIGERS L IR | Ja e g
JURREIE M PRIGEIE 5 DA M e PR T IE o N R , (0 AN P 3 SR A TR IR ) 2 A% H TR
A TWEBI AN A2 M E H AR SR AZIR T LU A ol BB 1, HLARER TE Sk s Sk« B AN,
ARG T R4 BAMEIR 7 41 DL RS- sl m) SO a0 - S5 w4 o

[0102] RSl FHRUARTE “53 BERUAZIR A5 21 1 7 2H DNABOR ™ A= I BE AR 1A At
WIS TR BRI , sl 7 6 N JER E A S a R s e e M AL TR « 43
ESRIR B F A EAZIRTIR H BRI T AR AL 3 41) (RIS AR5 v A3
U7 A) o

[0103]  “F /DS i )2 A8 S5 EMCE e BRI I IR P P P B AME TR 97 - 2 [R] e B¢
VRIS o 248 T AR A2 TAZIR 7 4 - I A S sl — 807 o A8 i o0 K i i &2
DIBAS (140, 2011 257> 1301 401 BE501) AZHTR o« ARAUEHEARN FURHAR B, A0k
PR Bl 2R A R RRE MR H TR E , A8 BN 2 RO, T SN 25 3R B AT BE A PR A (T =
81.5C- 16.6 (LoglO[Na+t]) + 0.41 (%(G+C) - 600/1) ,mZRUTTHE) « R, Peigss - h
RIEFANRRE NN SEOE N E IR AR B 1508 5 O R AU E AR Y
o3, TR 1) B B T B TmfEARZ) 1°C, B, 4R -4 H A > 95%IH] — PR AR 77 -, i
SHEHRIL R /D £95°C T ORI A A BB 4 M ST 2 e 2
P AT ST )T ZE TP e BT A I 232 S5« LA T =X, RTLCR FHEL T S5k SR
JEREIRAE T UL R, AE5 X SN/ AR B (SSC) /5 X Denhardt’ s¥sfi/1.0% SDS T
Tm - 5°C458, SRJG7E60°C 0.2X SSC/0.1% SDSPiAs . a5 ™ AR 42 as S udtifE42°CLL3
X SSCIPe A B SR, P, AT LA PR AR 2 i« SRR S ST 488 [T A F A e
FTeT e st H A s S e DLAELL P4k %] . Current Protocols in Molecular
Biology, John Wiley & Sons, N.Y., 2002, FlSambrook®: A\, Molecular Cloning: A
Laboratory Manual, Cold Spring Harbor Laboratory Press, 2001,

[0104]  QuASCfil ] H ARSI ARLE “URTT (treating) ” ok “YR7y (treatment) ” FH5 ]
T el TR EE R (BRI IREE S0 1071k A a sl BB I PR &5 R AT LA EA R
TR EOSGE —Phal 2 BER SR DL B DR IR EE 0P IR E (B (T
BFr o 1 78 I 2% IR R 0 JR S G M RS IR D &2k A S 2 il O s
AT AT |, Jei s A I A A A B « “I6TT (treating) " FI“IAYT (treatment)”
W AR S AURA G TT PR IR AH PO AE R R A7 - QA TR VAT (treating) ” Al
“UaIT (treatment) ” WAAEFFLHEIGTT 9140, A IRIE I 5210 AT USSR B4
TR AR SR AT -

[0105] AR Al PR, AR “Titn 1™ SR A 80 G g PN sl ik PR it R 120 1Rl 52
A TR EES T A S AT R DU H 5

[0106] PRSI, AR “MiRE )" S 45 2577 b T2 (R , AN A FH R
EY) BTk ek BB gE 51 1 ARG ME sk R, I BRI , I B AN MR P e
RGP A TE VAR AR AR AT AT AT YA 43 O 5T« B0 3R T T MR 711
EIPEER S 1IN Va) R kYA B I st N w17 N 271 3 | N VY iy o S @ = B2 e i (1 PN
AR R A R E A (G, 941, Remington’ s Pharmaceutical Science, £518fix.
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Mack Printing Company, 1990, £51289-1329701, it 5| HIFARS) A H 24K
AR STEVE R AR, 75 W PO AE 29 A S b B ]
[0107]  “E &7 5 “BHE” — A 2 BRI S Wek 5 ik vl LA G R B RS 46
MEAMBEZL BN, “B 7 5k “BIE PRI AL G T LA S A st boikek S s 41
EREATZN
[0108]  FEHEAR AT N A RTEFIN, @A FARE “H . . 4" MEATAEIE R E
S HRIARE , HA8 € FrBRb RAE VB 2 VA0 A RN P BRI A, I LA HERR
M ARBRIR AORFAE B2 Ay A RO S BT AE -
(01091 A e b A5 iR B B VB Bl A 48 VA NAZ B N R A 20 A 5 (ol an, 15
5EHE1.1.5.2.2.75.3.3.90.4H15) it N ERf# , BT 207 M I B wie A e g AR
OB - LLAN , N BRI 1 ) BB R (@) 7 “— (an) " F1“1% (the) " BFE R B~
Wi, BRAE N SCO A BHBAELE o 310, ARGE “PuiR” ol “ & D — P T LS 2 T — Rt
I, B RE TR S
[0110]  FR¥HE R0, RIE Y24k (Frizzled)” F1“FZD” 26 Hh 2 (R 5 R 11T ] L K]
Bl EE 1A 1 o B A2 T 2 S I BUA IR FP EGEL 8 1 T L - B 2 R FRE il A2 k- 1 5
24 -2 B 2 - 3 B 2R -4 B Hh 2R -5 B 2R -6 I 2R - T G 2 Ak -8 4
HH 2 AR - ORI Hh 2 A4 - LOFR AT — T
[0111]  “IREAXAMHCE R N RS A2 AAHICE E” (HONC) ok “Ti ik R &
HZ M E A" (UniProt) , 4575 N “LRP” , )2 —H BN A& A . &4 11u4% : LRP1.LRP1B.
LRP2 (Fi7E [ (megalin)) -LRP3.LRP4.LRP5.LRP6.LRP8 (#/j58 He 2 A&) -LRP10.LRP11H/]
LRP12.LRP5HILRP6IE 5 5 B Wn t 15 2 [ILRP5 /LRP6 / 5 [ 52 A4 H 52 A4 40 (130545 « LRPS H
“JJLRP5.BMND1.EVR1.EVR4 HBM.LR3.LRP-5.LRP7.0PPG.0PS.OPTA1 . VBCH2FIILDL 7 {A M55
15 . LRPS IR L ATENTREZSE A 1D : 4041, 7 HiZ & [ HUANCBIZ S J 741 :NP_002326 . LRP6 4L
A FLAENTREZEL A 1D : 4040, H HaAz & 1 FLANCBIZ 5 741 :NP_002327 . LRP6 PR Ny
ADCAD2.STHAG7 .
[0112]  IT. SLRP{E SALSIUIAHIIZAL

Wnt 5 LRP5EELRP6[1 45 A (1 5 2B - AR BRI B - ISR L &5 A S LA
S5O AN B - B E /S IG I PRl AR B T FH M Wnt SSLRPS 2R 1 (8 WHLRPS X
LRP6) 5510 )5 1k
[0113]  “LRPAHICZAL” (40 “LRPoAHICZEAEL” ok “LRPOAHIC KAL) 2 15 5 Frde M M FF e
LRPSZAAR [ IS AR DTS o RS FR 5200 1E 5 B - R A SRS 5%
Tk X Se RS AT HAL AN 5 S A8 SR i AR E G . R, lan,
LRPAHSCIIE S5 5 (a0, il HURWnt 5 545 % (Wnt3/Wnt3A) ) 8905 Lt imsirAH
A R = R IIARSS , 1 57 I LRPAESC IS S 1% R S B 8 B AR
[0114]  BHMTWnt S LRPS K LRP6 25 S TR ] F 7897 e el L, FH T Wnt S LRPS 25 &
(5 AT 96T s FUBES S5 1 - S NI s B s  JHH0es s - 0 e L B
I B e = AU
[0115]  TII. $HLRPSHIA

A. Puik
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LRPSAILRP6 £ H AT Mt 25 547 i B- MR 5 58 SR 2 B t i (k4
A4EWNnt 1.2.2b.6.8a.9a.9b.10b%, SLRPSHMILRP6[1IBHEIERS (B propeller) 1FN2[X 34
B AL EAE A SR “AEWnt3agh &7 k57 - L AIWnt 25 [ Wnt 3AWn t 3a 5 LRPS FILRP6 1)
BHEUE AR I3 4 FARR T 3540 o 12N S AEA SR A “Wnt3agh v s  SETWnt i
K SR S5 S I S S I PT R S LRPS sk LRP6 [ 45 45 , A 55 45 20 3% Ao A i Wn t B AARAT 56
5 5% FIEBARITE M A2 G OU T, XA BEITIE Mt AT DARG S 5 45 & HAth 25 507 0
IWnt BCARAHSC IS S A8 SR MG PE L, 49040, BHTWnt Bt R S5 Wnt 3aZh &0 45 511
PUAINHIWNt 3l 548 PRI, - LT DA EWn t 3a (5 S5 S R TG 1 25D,
FHWTWnt il 5 EWnt 3a s & 7 S &5 A BT HEWn t 3a (5 S48 S 2 103G M, I BT DA
W Wnt3afs 54 FIBRMIEE.
[0116] AR TSN LRPSSZ AR PTIR o« X EEFTfAR Fp 1 SR e F R BH T Wi t it 4 S5 LRP5 T
Wnt3agh G S & o X Ee TR HH AT ABH B Wnt AL R S Wt 3agh G i 4 & o 1X
SRR T AW t 55 5 R T Wn t 5 S48 SR IIE I « X Ee Pt HA ST /E ], %)
JETT R A PP LRPAZ AR ) b R AR ITIE 1
01171 [t , AN T NI — 5 T FE R R MR 45 S LRPS 2 AR 7 B ik . ik U &%
BT A% AT AR X, gk AT AR XA 75 B AN E X CDR-H1 L CDR-H2AMICDR -H3, #245 A AF[X.
U5 B AMNRE X CDR- L1 CDR-L2FMCDR - L3, - ELAT A CORI 2 5L R 41 10 21 H e 1k k2
NSNS 1N o N R = g B A e N R AN S S T e s B = S e e de s S 21K
SRAEE I
[0118]  FEsjis 5 S, BB 5k FI R LHPHCDRFFHII5E (B, 7al%LRPS - AT.LRP5 - A9,
LRP5 - C5.LRP5 - CI12.LRP5 - D9.LRP5 - E5.LRP5 - G2.LRP5 - G9.LRP5 - G10.LRP5
- G11.LRP5 - H3.LRP5 - H5.LRP5 - H9.LRP5 - R30 D3.LRP5 - R3 ES8.LRP5 - R30 G6)
[ICDR/F 41 5.
[0119]  ASCIAHTIA | EGEFNFREE AT AR X SR 2fe it 7ok 9 7eFELRPS - AT.LRP5 - A9,
LRP5 - C5.LRP5 - CI12.LRP5 - D9.LRP5 - E5.LRP5 - G2.LRP5 - G9.LRP5 - G10.LRP5
- G11.LRP5 - H3.LRP5 - H5.LRP5 - H9.LRP5 - R30 D3.LRP5 - R3 E8.LRP5 - R30 G6
[Fab EE 4% AR B R BIME AT AR 25 A3 P 21 o i AR T R S 3k 2 i i 27 el 5 H AR
FEAIHTAA , FLCDRE 26 1 rh S SE FRICDRFF A1 65 o £E A —Fh ity 58 b, Bk (05 iR pE i AR
X, ZEREF XU 1) ke SR 11) Sanskerh gl H ) EREE
SR R A LA 2 /D50% . /D0 60% 22 /D 70% 227080%. £ /190% . £ /095%. 22 /198%uk 42 /1>99%
J7 A — VR R 7 41, HCFR CDRJF A1 ange L i AR I CDRF T A4S skiii) 1) PRSI
RIVEIERR T4, FhCDRFHI & qn LHh A1 A ICDR 41 4
[0120] 53Ry v, Pk S s r X 2R B X A1) nskerhi
PR 7y, 11) SagkerhH R s 3R 7 2 WA 2 /050%. E/D60%. £ /D
70% % /D80%. 2 /090% % /195% F /D 98%k /> 99% A [F] — 1 2 LR 741, Hrh CDRFF
AR IR ATHCDRF A, skiii) 1) PIPRSFEVRINZ IR 741, L CDRIF A1 2 a3kl
HRA I CDR T A1) 2 .
[0121]  fEFR1, DA MHUAARIE 45 SR o0 BL B e 4 o A A L PO BT 5 Wn t i
KSRt 3ALE A i G A TTE VE SR T, EAT AWt SARC AT 1 o 7 4 2 ) oAty
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[0122]  JXEEHTIRIFICDRIZAIEIR 4R LR it
[0123] 1. HILRPSHLIRIICDRIF 4]
L CDR-L1  CDR-L2 CDR-L3 CDR-H1 CDR-H2 CDR-H3 o
Ip 4
LRPS -
g SVSSA  SASSLYS  AWGWGLF  LSYSSM  SIYPYYGYTY HGAM 1
A
LRP5 -
SVSSA  SASSLYS VHYSPYSLI  TISSYSI SSSYYGYTY  TVRGSKKPYFSGWAM ND
A9
LRPS5 -
SVSSA  SASSLYS  YOYSGLI  FSSSSI  SISSSYGYTY  SSYYSSVSSSVYAL 1
cs
LRP5 -
SVSSA  SASSLYS FSHVSLI  FSSSSI  SIYSSYGSTS  TVRGSKKPYFSGWAM 2
c12
LRP5 -
GVSSA  SASSLYS ASYSPI ISYSYT  SIYSSYGYTY HYSYFFYAM 1
Do
IRP5 -
SVSSA  SASSLYS YHYYYLF  IYSYSI  SIYPYSSYTS YAVYFPGYYWGM 4
ES
LRP5 -
SVSSA  SASSLYS ASYAPT LSYYYM  SIYSSYGYTY WSHVSGHYSGM 1
G2
[0124] LRE5 -
SVSSA  SASSLYS $8SSPT ISYSYI  SIYSSYGYTY WGAYHSSGYGM 1
G9
LRE5 - GGSGVSHYGSVYYSH
GVSSA  SASSLYS SSYSLI FSSSST  SISSSYGYTY 2
G10 WAL
LRP5 -
SVSSA  SASSLYS GVSLI ISYSYI  SIYPSYGYTY  AAPYYGYYYSYAM 1
G11
LRP5 -
5 SVSSA  SASSLYS YHFLI LYYYYT  SISPYYGYTS SCYGWYAM 3
H
LRP5 -
SVSSA  SASSLYS PVGHYGYPI LSYSSI  SISSSYGSTS GYWAI 2
H5
LRP5 -
SVSSA  SASSLYS SSYSPI IYSYYT  SIYSYYGYTY SYPAM 1
H9
IRP5 -
SVSSA  SASSLYS  YWAYYSPI  FSSSSI  SISSSYGYTY SWAM ND
R30_D3
LRP5 -
SVSSA  SASSLYS  VSYYPLT  LYYSSM  SISSYYGYTS YWAL ND
R3 E8
LRB5 -
SVSSA  SASSLYS S8YSLI ISSYSM  YISPYYGYTS  GWGSPASAGYYGL ND
R30 G6
AR Ak 4t V ARTAEE o E v = A 2 A H
[0125]  WJAR EE kL5 A Ia AN ] AR Rk S5 A ) SR e M AAZ TR e A E e 2 rp

%92 - LRP5 - A7.LRP5 - A9.LRP5 - C5.LRP5 - C12.LRP5 - D9.LRP5 - E5.
LRP5 - G2.LRP5 - G9.LRP5 - G10.LRP5 - G11.LRP5 - H3.LRP5 - H5.LRP5 - H9.LRP5
- R30 D3.LRP5 - R3 E8.LRP5 - R30 GO/ TEEAIERHEDNAIE Y M S 3L R F 41
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LRPS-A7
VH-DNA

GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCAC
TCCGTTTGTCCTGTGCAGCTTCTGGCTTCAACCTCTCTTATTCTTCTATGCACT
GGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGCATCTATTTATCE
TTATTATGGCTATACTTATTATGCCGATAGCGTCAAGGGCCGTTTCACTATAA
GCGCAGACACATCCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAG
CTGAGGACACTGCCGTCTATTATTGTGCTCGCCATGGTGCTATGGACTACTGG
GGTCAAGGAACCCTGGTCACCGTCTCCTCG

VH-AA

EVQLVESGGGLVQPGGSLRLSCAASGFNLSYSSMHWVRQAPGKGLEWV ASIYP
YYGYTYYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARHGAMDYW
[0126]  GQGTLVTVSS

VL-DNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATA
GGGTCACCATCACCTGCCGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTG
GTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTACTCGGCATCC
AGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGA
TTTCACTCTGACCATCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACT
GTCAGCAAGCTTGGGGTTGGGGTCTGTTCACGTTCGGACAGGGTACCAAGGT
GGAGATCAAACGT

VL-AA

DIQMT QSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLY
SGVPSRFSGSRSGTDFTLTISSLQPEDFATYYCQQAWGWGLFTF GQGTKVEIKR
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[0127]

LRPS-D9
VH-DNA

GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCAC
TCCGTTTGTCCTGTGCAGCTTCTGGCTTCAACATCTCTTATTCTTATATCCACT

GGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGCATCTATTTATTCT
TCTTATGGCTATACTTATTATGCCGATAGCGTCAAGGGCCGTTTCACTATAAG

CGCAGACACATCCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAGCT
GAGGACACTGCCGTCTATTATTGTGCTCGCCATTACTCTTACTTCTTCTACGCT
ATGGACTACTGGGGTCAAGGAACCCTGGTCACCGTCTCCTCG

VH-AA

EVQLVESGGGLVQPGGSLRLSCAASGFNISYSYIHWVRQAPGKGLEWVASIYSSY
GYTYYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARHYSYFFYAMD
YWGQGTLVTVSS

VL-DNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATA
GGGTCACCATCACCTGCCGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTG
GTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTACTCGGCATCC
AGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGA
TTTCACTCTGACCATCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACT
GTCAGCAAGCTTCTTACTCTCCGATCACGTTCGGACAGGGTACCAAGGTGGA
GATCAAACGT

VL-AA

DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLY
SGVPSRFSGSRSGTDFTLTISSLQPEDFATYYCQQASYSPITFGQGTKVEIKR
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[0128]

LRPS-E5
VH-DNA

GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCAC
TCCGTTTGTCCTGTGCAGCTTCTGGCTTCAACATCTATTCTTATTCTATCCACT
GGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGCATCTATTTATCC
TTATTCTAGCTATACTTCTTATGCCGATAGCGTCAAGGGCCGTTTCACTATAA
GCGCAGACACATCCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAG
CTGAGGACACTGCCGTCTATTATTGTGCTCGCTACGCTGTTTACTTCCCGGGT
TACTACTGGGGTATGGACTACTGGGGTCAAGGAACCCTGGTCACCGTCTCCTC
G

VH-AA

EVQLVESGGGLVQPGGSLRLSCAASGFNIYSYSIHWVRQAPGKGLEWVASIYPYS
SYTSYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARYAVYFPGYYW
GMDYWGQGTLVTVSS

VL-DNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATA
GGGTCACCATCACCTGCCGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTG
GTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTACTCGGCATCC
AGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGA
TTTCACTCTGACCATCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACT
GTCAGCAATACCATTACTACTACCTGTTCACGTTCGGACAGGGTACCAAGGT
GGAGATCAAACGT

VL-AA

DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLY
SGVPSRFSGSRSGTDFTLTISSLQPEDFATYYCQQYHYYYLFTFGQGTKVEIKR
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LRP5-G2
VH-DNA

GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCAC
TCCGTTTGTCCTGTGCAGCTTCTGGCTTCAACCTCTCTTATTATTATATGCACT
GGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGCATCTATTTATTCT
TCTTATGGCTATACTTATTATGCCGATAGCGTCAAGGGCCGTTTCACTATAAG
CGCAGACACATCCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAGCT
GAGGACACTGCCGTCTATTATTGTGCTCGCTGGTCTCATGTTTCTGGTCATTA
CTCTGGTATGGACTACTGGGGTCAAGGAACCCTGGTCACCGTCTCCTCG

VH-AA

EVQLVESGGGLVQPGGSLRLSCAASGFNLSYYYMHWVRQAPGKGLEWVASIYS
1291  SYGYTYYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARWSHVSGHY
[0 SGMDYWGQGTLVTVSS

VL-DMNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATA
GGGTCACCATCACCTGCCGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTG
GTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTACTCGGCATCC
AGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGA
TTTCACTCTGACCATCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACT
GTCAGCAAGCTTCTTACGCTCCGATCACGTTCGGACAGGGTACCAAGGTGGA
GATCAAACGT

VL-AA

DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLY
SGVPSRFSGSRSGTDFTLTISSLQPEDFATY YCQQASYAPITFGOGTKVEIKR
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[0130]

LRP5-G9
VH-DNA

GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCAC
TCCGTTTGTCCTGTGCAGCTTCTGGCTTCAACATCTCTTATTCTTATATCCACT
GGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGCATCTATTITATTCT
TCTTATGGCTATACTTATTATGCCGATAGCGTCAAGGGCCGTTTCACTATAAG
CGCAGACACATCCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAGCT
GAGGACACTGCCGTCTATTATTGTGCTCGCTGGGGTGCTTACCATTCTTCTGG
TTACGGTATGGACTACTGGGGTCAAGGAACCCTGGTCACCGTCTCCTCG
VH-AA

EVQLVESGGGLVQPGGSLRLSCAASGFNISYSYIHWVRQAPGKGLEWVASIYSSY
GYTYYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARWGAYHSSGY
GMDYWGQGTLVTVSS

VL-DNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATA
GGGTCACCATCACCTGCCGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTG
GTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTACTCGGCATCC
AGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGA
TTTCACTCTGACCATCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACT
GTCAGCAATCTTCTTCTTCTCCGATCACGTTCGGACAGGGTACCAAGGTGGAG
ATCAAACGT

VL-AA

DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQOKPGKAPKLLIYSASSLY
SGVPSRFSGSRSGTDFTLTISSLQPEDFATY YCQQSSSSPITFGQGTKVEIKR
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GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCAC
TCCGTTTGTCCTGTGCAGCTTCTGGCTTCAACTTTTCTTCTTCTTCTATACACT
GGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTIGCATCTATTTCTTCT
TCTTATGGCTATACTTATTATGCCGATAGCGTCAAGGGCCGTTTCACTATAAG
CGCAGACACATCCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAGCT
GAGGACACTGCCGTCTATTATTGTGCTCGCGGTGGTTCTGGTGTTTCTCATTA
CGGTTCTGTTTACTACTCTTGGTGGGCTTTGGACTACTGGGGTCAAGGAACCE
TGGTCACCGTCTCCTCG

VH-AA

EVQLVESGGGLVQPGGSLRLSCAASGFNFSSSSIHWVRQAPGKGLEWVASISSSY
[0131] GYTYYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARGGSGVSHYGS
VYYSWWALDYWGQGTLVTVSS

VL-DNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATA
GGGTCACCATCACCTGCCGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTG
GTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTACTCGGCATCC
AGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGA
TTTCACTCTGACCATCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACT
GTCAGCAATCTTCTTATTCTCTGATCACGTTCGGACAGGGTACCAAGGTGGAG
ATCAAACGT

VL-AA

DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLY
SGVPSRFSGSRSGTDFTLTISSLQPEDFATYYCQQSSYSLITFGQGTKVEIKR
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LRP5-G11
VH-DNA

GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCAC
TCCGTTTGTCCTGTGCAGCTTCTGGCTTCAACATCTCTTATTCTTATATCCACT
GGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGCATCTATTTATCC
TTCTTATGGCTATACTTATTATGCCGATAGCGTCAAGGGCCGTTTCACTATAA
GCGCAGACACATCCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAG
CTGAGGACACTGCCGTCTATTATTGTGCTCGCGCTGCTCCGTACTACGGTTAC

TACTACTCTTACGCTATGGACTACTGGGGTCAAGGAACCCTGGTCACCGTCTC
CTCG

VH-AA

EVQLVESGGGLVQPGGSLRLSCAASGFNISYSYIHWVRQAPGKGLEWVASIYPSY
[0132] GYTYYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARAAPYYGYYYS
YAMDYWGQGTLVTVSS

VL-DNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATA
GGGTCACCATCACCTGCCGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTG
GTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTACTCGGCATCC
AGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGA
TTTCACTCTGACCATCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACT
GTCAGCAAGGTGTTTCTCTGATCACGTTCGGACAGGGTACCAAGGTGGAGAT
CAAACGT

VL-AA

DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLY
SGVPSRFSGSRSGTDFTLTISSLQPEDFATY YCQQGVSLITFGQGTKVEIKR
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LRPS-H3
VH-DNA

GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCAC
TCCGTTTGTCCTGTGCAGCTTICTGGCTTCAACCTCTATTATTATTATATCCACT

GGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGCATCTATTTCTCCT
TATTATGGCTATACTTCTTATGCCGATAGCGTCAAGGGCCGTTTCACTATAAG

CGCAGACACATCCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAGCT
GAGGACACTGCCGTCTATTATTGTGCTCGCTCTGGTTACGGTTGGTACGCTAT

GGACTACTGGGGTCAAGGAACCCTGGTCACCGTCTCCTCG

VH-AA

EVQLVESGGGLVQPGGSLRLSCAASGFNLYYYYIHWVRQAPGKGLEWVASISPY
1337  YGYTSYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARSGYGWYAM
[0 DYWGQGTLVTVSS

VL-DNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATA
GGGTCACCATCACCTGCCGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTG
GTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTACTCGGCATCC
AGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGA
TTTCACTCTGACCATCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACT
GTCAGCAATACTGGTTCCTGATCACGTTCGGACAGGGTACCAAGGTGGAGAT
CAAACGT

VL-AA

DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLY
SGVPSRFSGSRSGTDFTLTISSLQPEDFATYYCQQYWFLITFGQGTKVEIKR
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[0134]

LRP5-HS
VH-DNA

GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCAC
TCCGTTTGTCCTGTGCAGCTTCTGGCTTCAACCTCTCTTATTCTTCTATCCACT
GGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGCATCTATTTCTTCT
TCTTATGGCTCTACTTCTTATGCCGATAGCGTCAAGGGCCGTTTCACTATAAG
CGCAGACACATCCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAGCT
GAGGACACTGCCGTCTATTATTGTGCTCGCGGTTACTGGGCTATTGACTACTG
GGGTCAAGGAACCCTGGTCACCGTCTCCTCG

VH-AA

EVQLVESGGGLVQPGGSLRLSCAASGFNLSYSSIHWVRQAPGKGLEWVASISSSY
GSTSYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARGYWAIDYWGQ
GTLVTVSS

VL-DNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATA
GGGTCACCATCACCTGCCGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTG
GTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTACTCGGCATCC
AGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGA
TTTCACTCTGACCATCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACT
GTCAGCAACCGGTTGGTCATTACGGTTACCCGATCACGTTCGGACAGGGTAC
CAAGGTGGAGATCAAACGT

VL-AA

DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLY
SGVPSRFSGSRSGTDFTLTISSLQPEDFATY YCQQPVGHYGYPITFGQGTKVEIKR
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[0135]

LRP5-H9
VH-DNA

GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCAC
TCCGTTTGTCCTGTGCAGCTTCTGGCTTCAACATCTATTCTTATTATATCCACT

GGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGCATCTATTTATTCT
TATTATGGCTATACTTATTATGCCGATAGCGTCAAGGGCCGTTTCACTATAAG

CGCAGACACATCCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAGCT
GAGGACACTGCCGTCTATTATTGTGCTCGCTCTTACCCGGCTATGGACTACTG

GGGTCAAGGAACCCTGGTCACCGTCTCCTCG

VH-AA

EVQLVESGGGLVQPGGSLRLSCAASGFNIYSYYIHWVRQAPGKGLEWVASIYSY
YGYTYYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARSYPAMDYW
GQGTLVTVSS

VL-DNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATA
GGGTCACCATCACCTGCCGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTG
GTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTACTCGGCATCC
AGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGA
TITCACTCTGACCATCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACT
GTCAGCAATCTTCTTACTCTCCGATCACGTTCGGACAGGGTACCAAGGTGGA
GATCAAACGT

VL-AA

DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLY
SGVPSRFSGSRSGTDFTLTISSLQPEDFATYYCQQSSYSPITFGQGTKVEIKR
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LRP5-R30 D3
VH-DNA

GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCAC
TCCGTTTGTCCTGTGCAGCTTCTGGCTTCAACTTTTCTTCTTCTTCTATACACT
GGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGCATCTATTTCTTCT
TCTTATGGCTATACTTATTATGCCGATAGCGTCAAGGGCCGTTTCACTATAAG
CGCAGACACATCCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAGCT
GAGGACACTGCCGTCTATTATTGTGCTCGCTCTTGGGCTATGGACTACTGGGG
TCAAGGAACCCTGGTCACCGTCTCCTCG

VH-AA

EVQLVESGGGLVQPGGSLRLSC&ASGFNFSS SSIHWVROAPGKGLEWVASISSSY
GYTYYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARSWAMDYWGQ
[0136]  GTLVTVSS

VL-DNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATA
GGGTCACCATCACCTGCCGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTG
GTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTACTCGGCATCC
AGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGA
TTTCACTCTGACCATCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACT
GTCAGCAATACTGGGCTTACTACTCTCCGATCACGTTCGGACAGGGTACCAA
GGTGGAGATCAAACGT

VL-AA

DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLY
SGVPSRFSGSRSGTDFTLTISSLQPEDFATYYCQQYWAYYSPITFGQGTKVEIKR
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[0137]

LRP5-R3 E8
VH-DNA

GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCAC
TCCGTTTGTCCTGTGCAGCTTCTGGCTTCAACCTCTATTATTCTTCTATGCACT

GGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGCATCTATTTCTTCT
TATTATGGCTATACTTCTTATGCCGATAGCGTCAAGGGCCGTTTCACTATAAG

CGCAGACACATCCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAGCT
GAGGACACTGCCGTCTATTATTGTGCTCGCTACTGGGCTTTGGACTACTGGGG
TCAAGGAACCCTGGTCACCGTCTCCTCG

VH-AA

EVQLVESGGGLVQPGGSLRLSCAASGFNLY YSSMHWVRQAPGKGLEWVASISS
YYGYTSYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARYWALDYW
GQGTLVTVSS

VL-DNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATA
GGGTCACCATCACCTGCCGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTG
GTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTACTCGGCATCC
AGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGA
TTTCACTCTGACCATCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACT
GTCAGCAAGTTTCTTACTACCCGCTGATCACGTTCGGACAGGGTACCAAGGT
GGAGATCAAACGT

VL-AA

DIOMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLY
SGVPSRFSGSRSGTDFTLTISSLQPEDFATY YCQQVSYYPLITFGQGTKVEIKR
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VH-DNA

GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCAC
TCCGTTTGTCCTGTGCAGCTTCTGGCTTCAACATCTCTTCTTATTCTATGCACT
GGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGCATATATTTCTCC
TTATTATGGCTATACTTCTTATGCCGATAGCGTCAAGGGCCGTTTCACTATAA
GCGCAGACACATCCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAG
CTGAGGACACTGCCGTCTATTATTGTGCTCGCGGTTGGGGTTCTCCGGCTTCT
g.l;.lTGGTTACTACGGTTTGGACTACTGGGGT CAAGGAACCCTGGTCACCGTCTC
CG

VH-AA

EVQLVESGGGLVQPGGSLRLSCAASGFNISSYSMHWVRQAPGKGLEWVAYISPY
[0138] YGYTSYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARGWGSPASAG
YYGLDYWGQGTLVTVSS

VL-DNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATA
GGGTCACCATCACCTGCCGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTG
GTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTACTCGGCATCC
AGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGA
TTTCACTCTGACCATCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACT
GTCAGCAATCTTCTTATTCTCTGATCACGTTCGGACAGGGTACCAAGGTGGAG
ATCAAACGT

VL-AA

DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLY
SGVPSRFSGSRSGTDFTLTISSLQPEDFATYYCQQSSYSLITFGQGTKVEIKR
[0139]  LRP5-A9
VH-DNA
GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCACTCCGTTTGTCCTGTGCA
GCTTCTGGCTTCAACATCTCTTCTTATTCTATCCACTGGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGC
ATCTTCTTCTTATTATGGCTATACTTATTATGCCGATAGCGTCAAGGGCCGTTTCACTATAAGCGCAGACACATCCA
AAAACACAGCCTACCTACAAATGAACAGCTTAAGAGCTGAGGACACTGCCGTCTATTATTGTGCTCGCACTGTTCGT
GGATCCAAAAAACCGTACTTCTCTGGTTGGGCTATGGACTACTGGGGTCAAGGAACCCTGGTCACCGTCTCCTCG
VH-AA
EVQLVESGGGLVQPGGSLRLSCAASGFNISSYSITHWVRQAPGKGLEWVASSSYYGYTYYADSVKGRET I
SADTSKNTAYLQMNSLRAEDTAVYYCARTVRGSKKPYFSGWAMDYWGQGTLVTVSS
VL-DNA
GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATAGGGTCACCATCACCTG
CCGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTGGTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATT
TACTCGGCATCCAGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGATTTCACTCTGA
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CCATCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACTGTCAGCAAGTGCACTACAGCCCCTACAGCCTGATC
ACGTTCGGACAGGGTACCAAGGTGGAGATCAAACGA

VL-AA

DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLL TYSASSLYSGVPSRFSGSRSG
TDFTLTISSLQPEDFATYYCQQ VHYSPYSLITFGQGTKVEIKR

LRP5-Cb

VH-DNA

GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCACTCCGTTTGTCCTGTGCA
GCTTCTGGCTTCAACTTTTCTTCTTCTTCTATACACTGGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGC
ATCTATTTCTTCTTCTTATGGCTATACTTATTATGCCGATAGCGTCAAGGGCCGTTTCACTATAAGCGCAGACACAT
CCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAGCTGAGGACACTGCCGTCTATTATTGTGCTCGCTCTTCT
TACTACTCTTCTGTTTCTTCTTCTGTTTACGCTTTGGACTACTGGGGTCAAGGAACCCTGGTCACCGTCTCCTCG

VH-AA

EVQLVESGGGLVQPGGSLRLSCAASGFNFSSSSTHWVRQAPGKGLEWVASTISSSYGYTYYADSVKGRET
ISADTSKNTAYLQMNSLRAEDTAVYYCARSSYYSSVSSSVYALDYWGQGTLVTVSS

VL-DNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATAGGGTCACCATCACCTGC
CGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTGGTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTA
CTCGGCATCCAGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGATTTCACTCTGACCA
TCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACTGTCAGCAATACCAGTACTCTGGTCTGATCACGTTCGGA
CAGGGTACCAAGGTGGAGATCAAACGA

VL-AA

DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLTYSASSLYSGVPSRFSGSRSG
TDFTLTISSLQPEDFATYYCQQ YQYSGLITFGQGTKVEIKR

LRP5-C12

VH-DNA

GAGGTTCAGCTGGTGGAGTCTGGCGGTGGCCTGGTGCAGCCAGGGGGCTCACTCCGTTTGTCCTGTGCA
GCTTCTGGCTTCAACTTTTCTTCTTCTTCTATACACTGGGTGCGTCAGGCCCCGGGTAAGGGCCTGGAATGGGTTGC
ATCTATTTATTCTTCTTATGGCTCTACTTCTTATGCCGATAGCGTCAAGGGCCGTTTCACTATAAGCGCAGACACAT
CCAAAAACACAGCCTACCTACAAATGAACAGCTTAAGAGCTGAGGACACTGCCGTCTATTATTGTGCTCGCACTGTT
CGTGGATCCAAAAAACCGTACTTCTCTGGTTGGGCTATGGACTACTGGGGTCAAGGAACCCTGGTCACCGTCTCCTC
G

VH-AA

EVQLVESGGGLVQPGGSLRLSCAASGFNFSSSSTHWVRQAPGKGLEWVASTYSSYGSTSYADSVKGRET
ISADTSKNTAYLQMNSLRAEDTAVYYCARTVRGSKKPYFSGWAMDYWGQGTLVTVSS

VL-DNA

GATATCCAGATGACCCAGTCCCCGAGCTCCCTGTCCGCCTCTGTGGGCGATAGGGTCACCATCACCTGC
CGTGCCAGTCAGTCCGTGTCCAGCGCTGTAGCCTGGTATCAACAGAAACCAGGAAAAGCTCCGAAGCTTCTGATTTA
CTCGGCATCCAGCCTCTACTCTGGAGTCCCTTCTCGCTTCTCTGGTAGCCGTTCCGGGACGGATTTCACTCTGACCA
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TCAGCAGTCTGCAGCCGGAAGACTTCGCAACTTATTACTGTCAGCAATTCAGCCACGTGAGCCTGATCACGTTCGGA
CAGGGTACCAAGGTGGAGATCAAACGA

VL-AA

DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLYSGVPSRFSGSRSG
TDFTLTISSLQPEDFATYYCQQ FSHVSLITFGQGTKVEIKR

FE—EE 5 7y 2, AT AR 25 A3 e A1 AECDRIX 2 A8 25 /D95% 96% 97%- 98% 1k 99%AT
oL, H HCDRF AL SR L P B 24 55 FR Fr 5111 0 0%AH (] o
[0140] 75— Rt 5 iR e Bt T 5 S AR I CORF AR I HU A Fr s S5
SR B, A — PP T R, SE AU B 2 BT IR COR T I AR [ 1A S5 LRPS [V 45 5
DE/D50%. E/D60% £/D70% £ /D80%. £ /D90%. £ /D95% . £ /D 98%uk &= /199%.
[0141] QAR R, ASCREAR O HUAKTLRPS FAT o A1 o BN, 76— el s S,
PR R A B RS T ARME 29T aMAIZ50 nM2 [RII 45 555: M T
[0142]  Huikm] DB AASC AR AR BTk sk ik S Piia
[0143]  FE—SE575E 5 S, iR SRR TR, PITal BB HopAc nT LA arad ol 4 FE B A e
s R A — R 3RS
[0144]  fE—Ues5jE fy s vh, ridoe st F L OBuikss &5 Fr B : Fab Fab’ \F (ab’ ) 2.scFv.
dsFv.ds-scFv, H BRI PR STk M 2 B
[0145]  Yp—SEILMh STfE /5 S, URUR 45 6 Fr BtFab 6 T — 25056 75 56, 455 A BO2 I
EIR), B, AEARSME
[0146]  FEHAthSThE T 2, AT LM S AN DUk el B 5 Te i o Bk
[0147] Gl i i1, Fab B B A DL Tg i W gGAL & o A S5 /5 26, TgG 2 161
1gG2.1gG3uk1gG4.
[0148]  B. WIRIIHbERICHIPA

AR RRIC ) AT LA R 781 G Aimy e bR JHA-BRES V5 - BRESENE - BRas) 22
iR B CE 1 (BINZR (a5 G B O C R |, e TR DA IR 25 |\ BIASCRAR 1Y
Prikrh, H H B AT TRE WS B # uk [R1 r= A FTAS I A5 5 o U a0, FRic P ml LU S AN B I
(radio-opaque) A& B IEFE IO EAZ R (140, FHIFPETAS) | sl MU ERI 2,
HUONGHCBRVPP VS P T T P B (R b R CR ) R A, i i
TR R P IO 2R 5 e, 8 AR BRI « B - - FUWH sl AR 1 S A e s i
Al sk B mE T
[0149]  C. PUR-ZMsEH

5 T HE 0 S A S R O BT AR AT AS A b1 o sl 4 i w514 A P S e 5
Y.
[0150]  fb2iRdy (B P DO BRI e AR K T P an e &2 i) BBk e 1
RN DRSS D IRE LR S S AT 771 o A 96T 700 R b o R A i = 711 41 i
SPEA AR T B VB2 KA A EOA SR T 555 AL 229R0 7 I
ZE AR EABR T BT BT Y (a0, 2 ) R A= (B an , A8 A1t
IR oA T WIEIAZE (N, 252t B DA KN R TR SN &R 25W , i Qi IR - DA
LA RN R YD ) E5] s 2 TR oA ER — S B L 240 7 1 o X BB 259 S5 DNASS 57
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TG B LRI BRI EAZ TR T — R8T 7 X S Sl o T4
[ Fy AN £ A T D P TR A 4m i 2024, IF A FH LB PR 43 24 R A AR o
it AT W B RR T i AR T A B AR RCE 2 1 A R R AT, v an s
R mertansine MM I 7T o« (L0 7 AL G AEDNARG A, & W R 71 & &
(calicheamicin) o
(01511 fbyad7 7 Al DLRRE S8 25 A Wil IR EG 7T - 20 vlfthyT  tubulysin. R
PSR 0528 (PBD) 2R (M5 DR K 05 2R IR A o - RETT AR trichothene,
SN-38. {555 22 \CC1065 R AT 2 A i E 25 VB2 be 2R BT 4B RIR S E
T AR cazanof i de L AR Rk fiT A=W«
[0152]  1IV. 1%

FAth 5 1 L R WA SR AZIR 53 1 ER AL IR R AAZIR 57 1 ik Al @AM
LN
[0153] A, 1

P —J7 TR AR AN 2Hp A1 H AZTER 73 - DA S ABI AT oA R 28238 454 T S TR e 41l
2 — AN ZAZ TR - CORMI AT AR S5 A AL - 41 ] 151 anil 25 2 A 14k
[0154]  B. FRIAAHEPRAIZL A

Wil 5y 1 AT DAL E I T3 s N PR £ 1 3R 118 Y I 3 A A T Ak ok 7k 20k
o R AT DA & ksl e 2, Blan e sl 1, RS S gmb A N S PR A
TR T AN ZAZH TR P E RO o W] RE I Pk B B AR T 25K Bokr sk B 1 1995
(B an , & ik B 2 0 B 550 25 DR B AN RAE DR 25) o BN 24 55 BT I 1 1 == 41 i A
B o PR R T T AT AN, XA KB B S AT o N A SR ) e v 1k
PUATIKIAZIR 71
[0155] (RS /5 ZErh , iy T B PR 7 Rk O A B e ok o A0 S0 TE 5 56 R, AR
B IRESTH: Fe v Fadk Fpk m] AR XM E i T AR X o XA IR 28 A ] T AE RN BB PR
[0156] AR 41 AT DAJS F 28 Ak I, S 30 4 e 2 P L B R S IR s 25 2 A i FL B
Pk R ek AL A .
[0157]  SXAERYVS Fr A S « 7% S 21 AN BERE - sk RNASR S S5 & 7 41, AR
S5, RIS IGTE S - AN AR B AT s B0 1 A AR T 2k Ak, Hoftb 41
G QA2 TS R D NI DNARRL APV o s B - A T 55 SR 32 AT N ek 2l
(UNZE
[0158] 15t )y S, i 7 IS ok G I 22 4 00/ sk A Fh ek
[0159] AR AT DBATRAT R, BAE i A A AR P AR T Bk
[0160] 7155 )7 SEH , BT B 3 R
[0161] 2k Akt il DA A An S e IR ARG W 3 R B 11 B¢ T A S 1)
PUARB A IR AL Al G 15 =4
[0162]  FEEZ kAL F] DL A it &3 (B G & 07) ik &, HAR E 41k
(P38 DRI Rk sl fsE M s SRR MG I e i 5 o F Hal e A S a8 il (B3
AR AR AR ICHD) K BHE B AR 2lifl b AN, R LUK /K AR SRS s
PR EHE N, AR Ai b S S B e B R E A SSRGS R R & Rk 5
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RAUFEPGEX (Amrad Corp., Melbourne, Australia) .pMAL (New England Biolabs,
Beverly, MA) FfllpRIT5 (Pharmacia, Piscataway, NJ),EA 155 BIBABEH IS - #5528
(GST) \Z A WHESS A eE A ak R I ARE A R 20 8 T .
[0163] I FEARINIAR PN AL L N1 3R e (s 3L T s A, S (B A R 1 Bl
i 5 IR 5 JIRAHOCIR 55 (AAV) AT S0 75 G AR 12 55 o LR BBk 11 AT B 11 7 T4 B4
i PR ISORIDNALL K JIB 5144 - DNAKE 5770 «
[0164]  FF—J5 1M, AT N A A8 Tl 88 A AR PR 5 7 & et & ke
ARSI BT AHEZLFICDR A EE AR 75
[0165] V. HF£H4Hf

Sy 7 & A SR T ) EE 20 4 - 4.
[0166] QAR DT AT LAd a4 o7 S AZRR 1) B4 ek K il 65
[0167] QA AT DA AT DLl I 154 T AL ARk gn i o BR i 2 KA IR A
fE NSRRI HIE
(01681 H 2H 1 1 4t it AT LAGE IS T 2R 2 K (94, 18 1 7= AR fu A AT 4 it = Az o 43
w1, o0 TRAZRR (BN, AR SIGE e, A T DA A A kRS, BT iR T 2
(NS
[01691 51 ¥ = 40 I €O 15 &5 Fh 25 A IR URZ AN E0AZE 1 A o B2, A SR ) 28 T
DAL AR A GE AR LE. coli) B Mg (fF FHAH IR 5) BBk sk FL sh
b k.
[0170]  £F 5 )7 S8, AUt I e RE E Y I L B L 2R L 10 28 e T B W AR L 3
Yo FAZ A .
[0171] 55— S Ty 2, Wi AL 2h P 40 it 2 CHO AN « H B TR AN it R 4 i ol 2 22 JRg 4T
Mo
[0172] i TR PupR e BN A 1 E A B AP T AR R B): (S, cerivisiae) .
SRS I B (Schizosaccharomyces pombe) e RIEREE (Pichia) Bk e @ 4Efr bl R
(Kluyveromyces) DA M i 75 /& (Aspergi1lus) &P T (B REARF B Bk rh 22 1k o 2k
il i fEpYepSecl .pMFa.pJRYS8F1pYES2 (Invitrogen Corporation, San Diego,
CA) o FH T LA B BERN IR (197 S AR UE S I E RN FIAHITY -
[0173]  FIEE A M FL s 4n i g, JUHE : COS - (41, ATCC No. CRL 16505k1651)
BHK (f3i41,ATCC No. CRL 6281) .CHO (ATCC No. CCL 61) \HeLa (f3il%1,ATCC No. CCL
2) <293 (ATCC No. 1573) FINS- 14 I TEMH FLEhH A 45 SRk i A il Ak B
— AR Bl (BN, IR R s AR, W 2R R A 5.2 « B AN s AR 55:40)
VAR HC A 2 S RTBI s 1) P 1) o T L Sl 3k 2 A 1 5481 £ 45 pCDMS HpMT2PC
[0174]1  VI. 259414540

ST A G, RS AR PUAR BB G IRy 1 A E A
I, AR AT S i AR, 491 an 2527 1 AT Hs2 i 2edAk
[0175]  (HEWym] DABIAN G & — Ml 5 2 M iR ek o se 8510 o
[0176]  FT 2K (BAR BTN/ B di)i) 11 il AR A ah H AR T £ /K9  pHEE 1
VAT H I o sl T8 R 22 ORI/ et i R A YA R
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[0177] T AR SIS MRS AR H AR 17K B K A g
[0178]  £F 50 5 b S W A &1, B S AU AT PR AZIR s A b 1T
— B, I AT 7 252 1 AT O ) , i AR R el A
[0179] AR A ST LA A B 2RI 7 72k 28, 1205 il es nT DA 2
SR NS b TS A G W), A R TS T i 5 295 AT B2 I AR &
YiirE A & .
[0180] 25l AW B3R IHAER T Tk AR KM s A B/ KM JC B P SV el B i,
RIDLA S Prea A7) b3 30 e S B 215 5 PO 52 5 I A 4l i iR e A EAEA
I Lo AT DAL T XA AL S R B 40 B R K SR TS 7 G Wi Tween) B2 20T
B H I ATAE e o BN S VA RORT B TR T LA G R A UK Ay 7l e 4 VA R ol s 7
T eSS AT LA, A EAS DARR I 75 2, DAV A ARSI, A 1 FR 2 e 2 i TG
PR 7K B ER /K E A
(01811  ZGWpdl G DLEL & 2527 T2 IR AR B N 257 b T e B R e R A
A EYE BRI A EY, AT A S W A0S T i A 380 « S i IR 25 3
PRI SAF A FEAE AR 7K R KA HHIA TR S WN- (12, 3- i 52E) D NN N-=
FHAEL G (DOTMA) e et g ibe 3 CE % (DOPE) AR BT « XA A SN & IRTT
AR A YIPA S SR E R A, PUESE A T B R = B e
[0182] AR LLEAZ - Al e I, AEE AR TP S s sd AL AP
B AREEEE QAT A F SRR IRIR LR HUR I AR S e £ I Sl e R B L P
R HREEE: | anfiT A= 3 AU A AL AUE AT AU R R RS AR R A =D
Jf\2- CHECRERRI LR
[0183]  7F 5 )7 S H S S W B S ASCRIAR PR - AE I — Fh e )y b, A S &R
SCHIAR PR R o £ S5 7 S, H M o A 590
[0184]  Lj—JJ A PUAR &1, RS ASCHAR N SLRPE A (FIILRPSEKLRP6) 25 7
TR B SR DA iR b sl S S AR 22 AR A A S
[0185]  iAFEM: 1 -l & A A SRR (1A 5 7
[0186]1  VII. 1A%

W7 e A Sk e, A A B E I EMHUA BB S5 Ry 1
NN B R e OP VS SR e i NN e B )N AL e BN = o NN EE R ) [P VA SR
A&/ G A Je /ML T 440 Fh e Al T R “BA T S fR s i
i I B & o G AT DALt e 15 225 75000 / sl A FH A S o R Sl nT DA RS
T AN A WA AT A SN A GEUV N FEkaSas .
[0187]  VIII. fifi BRI 5 iE

AR AT T 2 AR INFAR N T3 7
[0188]  A. AMLRPSZFZIAMI T 1k

AR, Pk Al TR MILRPS 3R 1K o
[0189]  AHNME, ANTTFNAAE— T AT T ASIILRPS K5 1, 2 5 T B FEAE o vr e
B LRPEE S WA T A2 — A a3 2 A ga i O S AR 1) — Pk B 2
PR T B S M fik, A AT U S SR 03, PO e S —3
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43, RS S S PR AR I BRI PR o
[0190] AL AT DAG & AAE 4 sk A2 U « oA : LRPS & 54 ml A e s I e Al
WA IR AR 85 ELaZE JELTSASPRALSEIUIE , SR 5 1 TSDS - PAGE Gz 41
Mot o AE— B0 506 7 26, Al @ 1l S e 't o AE— 2 S 5 S r A 2 i 1 e A
AR
[0191] QAR R, — S0 % e BT e IR BILRPS o PRIt , £ HRiZ 5 T T4 IILRPS
FERMW T S DR R R S B OO B T HLRPS - A7T.LRP5 - A9.LRP5 - (5.
LRP5 - C12.LRP5 - D9.LRP5 - E5.LRP5 - G2.LRP5 - G9.LRP5 - G10.LRP5 - G11.LRP5
- H3.LRP5 - H5.LRP5 - H9.LRP5 - R30 D3.LRP5 - R3 E8.LRP5 - R30 G6[WHT{AIICDR
FrolgE.
[0192]  B. JHIWNT SLRPSEE G101k

ASCATH ST HIWn t SHLRPER 5 A2 S LRPS I &5 & o Ay B A2 FILE PR Al , )
Wnt S LRPSZE & IR s M FR AR E Wn t U AR 25 5 U5 IS 5 5 5 I, Hiik S LRPS 32 4k
(455 ANHILRPS X B - IR I R AL A DL o IR A IR AL OB - AR e 4l rh bR DAEA T
BN, BT DAAEREER 1 IE 20 2 . B - ICEE H AR 22 5 e R A
[0193]  WJDAMH B2 5 LRPS el /D sl U W t BO A5 5% 5 o AL, 55— T THT 2 FU 1) W t B
SLRPS S5 G EWnt 15 S RIE VI 5 1k 1205 TR A An il 3ok — Fhiok 55 22 FPLRPS 2 JIK 11—
vk B 20 Mt 5 A SR AR I TR ek o e 48 A i o
[0194] 15006 )7 & H , DRk e 28 A 8 50 B T AR IR BT CDR 7411 56 (4
IR VRRBES D) o NASORIRIY, — e S P U S R DILRPS o (R, AR A 5 R T4
DILRPS Ak 1) 56 J7 S H, POk sk e 6 5 B 200 B T2k DA R IR I CDR 7 411 £k
LRP5 - A7.LRP5 - A9.LRP5 - C5.LRP5 - C12.LRP5 - D9.LRP5 - E5.LRP5 - G2.LRP5 -
G9.LRP5 - G10.LRP5 - G11.LRP5 - H3.LRP5 - H5.LRP5 - H9.LRP5 - R30 D3.LRP5 -
R3 E8.LRP5 - R30 G6.
(01951 3 fik nT LS draid 17 521035 e FH PR ol e e 28 A DA R P S8 B o X RE T 3Tl 1] i
SERTERY RS MWntf5 SR UGN, s A
[0196]  C. MGumWNTIE 5L BRIy ik

JERERH WrWn t Bt /K S LRPS L LRP6 Wn t 3a £t 5/ )i 45 S P iAcdiss 5 dEWnt 3agh &5
DA AWt BLARI S 5% SIE IR U, FELERHIWn t it & S5 LRPS ok LRP6[1EWnt 3a 4
G A G PRI SWnt 3aZh S0 A5 A Tt AU S 5% s I FHWr s P T A2
S PRSI TER o IR, AR T 1 1 (HLRPS Bk LRP6 5 FH KW t it /4 S5 LRP5 5K LRP6 1)
AEWnt3agh G a8 G I P UARE ik 08 S LRPS SR LRP6 [ Wnt 3a4h v s 45 S I Wn t it (A1)
{5 S IEVEIN T 1k o A SGASR B T 11 fFLRPS sk LRP6 55 FH W Wi t it 44 S5 LRP5 Bk LRP6 1)
Wnt3agh G g G P TARE ik 0% S LRPS EELRP6 1 EWn t 3a 2l SV i &5 A I Wn t Bl AR 1)
{5 S AL FIE VR 7 14 « B ] AAE RSN AR N 24T o AR PN B i T DA G4 1 52 102 e 0 Y
PTLRPS B TLRPO T o
[01971 it E5 2k B A 4 LI HTARIICDR P AR BT BE sE Wn t it (A& S5 EWnt 3AZ5 &0
AT
[0198]  D. HTIAITIEAENT A &
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TR IT EERE N 5 R AR N A AN T 1 A2 S i T sl A AT NS B S S
LRPSES S HTIAR I 25 A & - Frh 10 3216038 AT DU i e e sl A e e U G dieaie 2
R s lan, N
[0199] sl Jy S Fh , SaasiE 1k F S PEREE E 0 07 A1 B e T B An e 135 e e
[0200] k5 — RSty &b e an it F o s FUBRRE S5 e B N R B R B
N AR I N RN S N Y S S AR
[0201]  AAT B2 PHGERR , iX A R7R Ty AT A JI i SR Wn t i 12 T R AHEAE T, 41
a0, A EIWn t SLRPS I ES &, I HR W t 175 S i S e, il ok 3RS L 2 s 4,
T DB - B A A A A R e 2k B - e R R
[0202]  Hy T AESREiEFRLRPS M/ BELRP6 2 H i, A S N A A B — T T E H E
Ty T 1k 1207 T AR A A AR N e ) 52 il i T A 3= TR s s S 5, 4t
TR Bl T e B W 22 /D — Rl i s S e 45 A LRPSERLRP6 , FE4F 22 /D — Rl & v 401 1)
Wnt3as FHIGE 55T ANTTF N R A SR PR s R B S Y TG Y7 e sl A
Hles T IaIT e 29 i T R ek e e B S WA /D — Pl E e e M2 &
LRP5EKLRP6 , FHE 2 /D —Fiia s e e i fiiWn t 3a i S 1015 S 15 S AN H N AR
TR T e i T 3R TR B S 1 SR e e 2B S Ay 5 /b —Fif
ME HRs P45 S LRPSEKLRPG , A1 2 /D —Fhill e Fh A Wnt 3a i SR 515 5.

[0203] {15 ) SH , DR R A, Blanbiik - A& &, B o e 29 Sk .
[0204] 7y 5077 S, v F i LB 5 e 1 B R B AR S B R T
e O B0 B Jdes B e RN S h U o A S T S H, DupR sk S Re 8 S B0 S0 BT A S
TR IPTAIICOR AL o —BL X e [ BT e IR BILRPS o [RIHE , £ FoHr 75 7 T4 ILRPS
FLRM T R, PURE R B R A AL S N Tk H DA R I UARIYCDR 7 4114 : LRPS -
A7.-LRP5 - A9.LRP5 - C5.LRP5 - C12.LRP5 - D9.LRP5 - E5.LRP5 - G2.LRP5 - G9.
LRP5 - G10-LRP5 - G11.LRP5 - H3.LRP5 - H5.LRP5 - H9.LRP5 - R30 D3.LRP5 - R3
E8.LRP5 - R30 G6.

[0205] AT R, BriAR L AR e A b5 - ERLLL , iS4 A 7 30 as 4 e 5
T 1, % O FE (— Fiak B 22 Fh 35K LRP S[R3 41 5 5 280 TR oA ko 5 48 4 s
fil, PR B R SR A WA /D — i E R MR £ A LRPS I A & /D — Bl e v A
Wnt3afs FHIES1E T

[0206] ity 2, IS IR RE I 0 T B AE A A AR N T 2 szl A T ik sl e 2
PURI e85, Horp 85— BT ARBHIB Wn t B S LRPS ERLRP6 [IWnt a4k A s 145 &, 2
T HURFH K Wnt LR S LRPS EELRPE[AEWn t Sadh & 7S4S & o AN TN AR 4L T HITAE
WETT S TP TR B & PUR I o e85 W, Horh 28 — B RRH Wrwn t Bd Ak S5 LRP5 K,
LRP6Wnt3aZh &0 S &, 28 HUARBHB Wnt it & S5 LRPS uk LRP6 1) JEWn t 3a 4 53 i 1Y
GEET AN LT T iR O S PRI B 85 W I T I6 T e i s, Horp 35—
PUARFAMWn t i R S5 LRPSEKLRP6[1Wnt 3aZh & A )i 45 &, 88— HriRBHMTWnt fid i S5 LRP5 Bk,
LRP6[IEWnt3ags 0 SN S5 o AN TT N AL TR T PUARS S PR N B8 S A
& TR RER 2ot g & , Horp 85— PR BH I Wn t AL S5 LRPS B LRP6[ 1 Wn t a2t 547

42



CN 119798435 A ﬁ'ﬁ HH :F; 40/50 T

RINESE 2B BT BWn t iR S LRPS LRP6[YFWnt 3a g S0 s 45 5
[0207] 556 )7 S, DU E B B S M A S AR B TR sk e 28 5, 9140, B 80k
N2 FUA N ROBTRRICDR A B (4355 ek ok F ) O HuiR ek e R 85 WLRPS - AT,
LRP5 - A9.LRP5 - C5.LRP5 - C12.LRP5 - D9.LRP5 - E5.LRP5 - G2.LRP5 - G9.LRP5 -
G10.LRP5 - G11.LRP5 - H3.LRP5 - H5.LRP5 - H9.LRP5 - R30 D3.LRP5 - R3 E8.LRP5
- R30_G6,
[0208]  IX. JiwhlJs7k

AR BT HTLRP IR ] DA 38O VT A S W RN 138125 2 22 Wn t 5 S48 S 4
o AE—BE ST Ty ZE R, VRTT T T AR A A T A SR TR T PR BILRPER 54 , AN ff 422
TIEIT FIMIBTLRPHUA o AF—2E 50 5 S, MR SN [ « AF— 28505 )7 %,
MEEAE R 8 O A F R IETRTT  BIN TR BUET ih sk 7 7 A — 25 50 /7 56 v
MMAC AW EIRE IE AT 227 -
[0209]  7F—2E500 )7 S, PILRPE S W AR IR Pk o A5 — 2850067 b 20 s s
A AR e i o A1 — 28507 ZE PR, R OB TILRPER S B B T MR 76 T
ERESRAIE , 140, AR AR 7 A R, J) Tt FH B 79 e A 2 1R T 7
[0210]  £F—2E50 75 S, A R B AT LB HuiRk sk r i fE m) 20 S An A= 88 1 (B, 25
1) FTHESE I BAA AR “BAT SR R RS W 27 T A AR sl - i 1 T 1
YT 2B BREIR T 4HE PR JB 1 (cohesive quality) [l G IEIY) 5. A FE | A]
FE B TT LRI, Ban A= BRER 7K (TR £R 2% i A= PREE k7K (135-150 mM NaCl)
IKVER KL 0. 4% 587K 0. 3% H 2R Bt A E ME B B (D, A8V JlReE 1 BR
A ST T AR AT RS AR o M e TR e dH S VA ST e iz &
IR E T IR DCE AR A A B I 25 4 S0 2 Fh 2 A G R il ) (00, il an,
Remington’ s Pharmaceutical Sciences, =517/, 1989) .
(02111 AL WM H S AT A 5 R BRI K R BOR K B, sk F DAFE TG R 254 1
FEAE KPR IROAT A BB P aloAE T 45 1 b B8 T, T 550 e FH i 55 JE R /K
IR o A W IR T 2 257 L T2 I Rl B Jot DA AR PR 25 AT, 1 AnpH Ty
FURNEE R 5K YR80 R S, N, SRR LI S AN B S s B A
PR I /K L U R AN = R R B Wit T AR (i AE N T AE A &5, i s Tk
HEWIIFSE o
(02121 FRIZU AT AR il o T im i R (904, S B B S Ik L) B A
i T (BN, Bz 1 ik N DL PN sl shIbk PN G, AT sl « 1 IR skads B Jite FH o 7712 g 55
PR EAPR T+ 43 Bl AR 5 O 71 e BT (cataplasm, poul tice) VIFI K2R IO
FUET EFT 57 (plaster) VARG S5 (B2, S S 70 sl N7 S B 5 a1 1) KR
(1 sl Tt P PR A 77U 28, E0 VR 91 (0, 7 sl AR/ R PR i A TR 771 7K G Jeh L7
AL ZRIRAARZLFN) TRt 771 5 18 1) S35 B A e T IRAARI 28L 5 FC Ty [ 44 (B , 25
i CETERMA) |, BT AR A DA T ) R 55 1 Nt R i A 7 2
[02131 RIS (IanE ik ) 2159 AT LA & B A AT R i ik G oKk 84 h
A PUAAR ST RE ) 2H 5 W0 B IR P LU FH &3 AopOPE 8 A b AT — B, 91 200K L 22 0K
0. 4%Fh7K 0. 9%52 Eh/K 0. 3% H %R 5% 47 e Wi , I HL o] DLE 2 P T s ASE PR p
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FL A S A IR BRE A 5 i R T A FREE 2Rk (135-150 mM NaCl) 459
R PAE A 2o b AT B ST LA BT AR B A, Ao 1y AN 74 5K 35 7] i)
WA, BN TR EN  FLIR AN SN ST SAS B AR IR B « — SRR
BT o AF—EE I ) S, HUACHE ) 41 51 mT ARSI Tt R aatm o

[0214] & Tz H AN G an, B o S P (TR ) ik N LA A S SR A B2
N JIRBR PN AN R T 18:42) Il A FEK PERNF KM S Es JoE E S HA R, T S B e sl
SR P AT RN 1751 5 U2 35 B MR 2 I 5T, LA SRR B/ T R BT
LRI E B B A1) A 70 B0 S A AR J 711 o T S VA T IR AT DA TC R R
TURL I 790 5k ) 25 o A A & W S Bk b, 415 W RT LA B a0 i L & bk PN v L SR
(topically) JIEIEPN 0% IDE PN Sl PN it P < 11 15 A/t AT bk PN e A I B e 1 75 15 o
A 20 S A AT DA AT B 7 Rl 20 57 R ) S B A i G ANZefurT VD e

[0215] e r) 256 15 1 5 W B A b ke 5 HCAD 5235 20 5 21 5 i R T DA sl 8 F RN Tt T
GRG0 oSG R AT DATBCE T D0 I AT 3652 BOMBE A A HR o 40— Sl 0
FRE N BE AR

[02161 2l T LALL B A7 750 2 0 e kil 5 o AR XA TE AR, iR 400 O & 18 Y
TG PR 2H o B B 9 QAR SR TE T A ) R TR AR B B A AT DU B RE
7, 0 e B B R I R AL, W ZH S Wik AT LA A HAAR A 767 71

[0217]  Fofak ERpTASE I 5H) v DAm s AT S (i@ (CRREANR Tk N BB
FILPAI P sl BRI PR g 440 8t 7 S ey i ) » 25 2 & Wt FH O S 91 A R Ak A 10 mg/
m17E TS B JC RS2 K R SRS IR P i A7 T4 °C L, T A ) R AR AR 100
m15k200 m1f¥J0. %A LU TS R LLO0. 2 mg/kgMI10 mg/kg 2 [ 7t il 1
ik A 1IN PR e A P o £ At S 5 S8, Bk s ik e AR 153 PN 2/ N 2
[RIFROINH TRLEE AT o £E 5 EA R St 7 58 b, T P e 2 B2 N BT

[0218]  yEEEHTARI i LA B F TR Umiad T, T Hb TR/ D 10,1 mg/kg
PRE A 2)25 mg/kgRE VU, slA RN EEL ng-2 gfJEEN A —20fF 0 1, 5
fF1-100 mg/kguk#)50 mg-8000 mg/ L MIEEIN ARIEHUANI 5K BN 12 (Bildn, Tuise
TEIAR - D) FNZG38 M R (1A, AR T ORI ZEI THD) |, RTDADAE 2 A d g
A, 2R A DA R H — R =R = H— RV N o A — 28505677 58 RN - 1A
A)TRMZ)25K 2 18], I BBk Z5/e 5 i — kg ="~ H— R 2 A

[02191  Jyte FH AT LA B IR ARSI T A2 , 751 T AR 1R V3R VB R TR V10K 14
K21 R Bl 28K al B AN R — 2 (i, &2 <34 4 64> H—20) T FH o AfE— 2815 00 1,
Jote P SE AR, g H 283 R« AR STUSBR A GORATAZIRY , AT USRS F AT A
R R Sk M I RE 2 LA it (R 7 A3

[0220]  [Alt, 728505 7 S, 3N it BT R ok Fee , A9/ it FH - T ) 30l A
o, A S — Uik —Fe e s, rT DA U R R e e et 22 I8 & (B, 7E =R
JE BTG O ) BB A DIER , T AR 59 PO

[02211  £F IR e a7 & B 40 5 (B, G isIas7 7R/ 52 W)
ATPALAREH £90.001 mg/kg 2 £J1000 mg/kgMIAI%A A5t jE T, BNy (Rl 4 o T DA A4
0.01 mg/kgZE%J500 mg/kg-1k2J0.1 mg/kgZE 27200 mg/kg5kZ)1 mg/kgZE 27100 mg/kgik,
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2310 mg/kgZE£J50 mg/kgl) H I EIEFE  F AR B 105 Z L FriG T R OU ™ S A
FIT R AR A A S P AR 6 5140, 7 AT LA e A e e R v W R i 1 2R 2R B
FRIE LIS « (LA BHIING LN, 1) S5 T R 70 v S GE DA RIS [RJHERS SCE AR5 1 A 4
TETT WA o AAERER ML R AR 21, A 1 MR R e B PR R E e 20 5
T AT AT AN R B E A A R BRI FE I

[0222] DL EATFNE SR ERIR TARNITANE il S DL MEE S ] LARTS 358
ZIRPRAEE XL STHE B T A B R TR , I A B HA FRs yE . 4 4]
AP RE PR T R R A T IR AR (e A S R ) B e o B ARAE AR E 2R TR
TEARIE AH S XA AE B E SRR PSS A TR E .

[0223] RIS TS 2

1. —Fhu, Frk o B 45 5 LRPS, Alr R P fu & ik v AR X N/ ml B ]
AFIX, FT iR Bl v AR X A0 25 H %N E X CDR-H1  CDR - H2FICDR - H3 , i i i ] A8 [X 025 4
PR2E X CDR-L1CDR-L2FICDR-L3 , H: A R CDR[¥) S R - 41 492 16 E DL R IICDR e 4 ik by
% FIPL N BUCDRFAIAL K : BTLRPSHUALRPS - A7.LRP5 - A9.LRP5 - C5.LRP5 - C12.LRP5
- D9.LRP5 - E5.LRP5 - G2.LRP5 - G9.LRP5 - G10.LRP5 - GI11.LRP5 - H3.LRP5 - H5.
LRP5 - H9.LRP5 - R30 D3.LRP5 - R3 E8.LRP5 - R30 G6[XCDRIF I,

[0224] 2. ARPEINE ST 1 PTRR A, P BTk CORI ZUIETR 7 41 A0 201 H anbA A1
HI 2 P ek e F anbl S AT A0 A 41

CDR-H1%% F DA N2 A4 : LSYYYM. ISYSYT LSYSSM. ISSYST.ISYSYI.IVSYSI.
LSYYYM.FSSSST.LYYYYI.LSYSSI.IYSYYI.LLYYSSMHIFSSSST;

CDR-H2%%E 4 DL N4 AR 4 . STYPYYGYTY . SSSYYGYTY . SISSSYGYTY . STYSSYGSTS.
STYSSYGYTY.SIYPYSSYTS.SIYSSYGYTY.SIYPSYGYTY.SISPYYGYTS.SISSSYGSTS STYSYYGYTY
SISSSYGYTY.SISSSYGYTY SISSYYGYTSHIYISPYYGYTS;

CDR-H3%%& [ iDL N2H B[40 : HGAM. TVRGSKKPYFSGWAM.SSYYSSVSSSVYAL .
TVRGSKKPYFSGWAM.HYSYFFYAM.YAVYFPGYYWGM.WSHVSGHYSGM . WGAYHSSGYGM.
GGSGVSHYGSVYYSWWAL  AAPYYGYYYSYAM.SGYGWYAM.GYWAT .SYPAM.SWAM.YWAL .
GWGSPASAGYYGLSSYYSSVSSSVYAL . TVRGSKKPYFSGWAMAITVRGSKKPYFSGWAM ;

CDR-L1/Z:SVSSA;

CDR-L2/2-SASSLYS ; 11

CDR-L3% [ VA N 4L 1941 : AWGWGLF . VHYSPYSLI . YQYSGLIFSHVSLI.ASYSPI .
YHYYYLF.ASYAPT.SSSSPT.SSYSLIGVSLI.YWFLI.PVGHYGYPT.SSYSPT.YWAYYSPT.VSYYPLI.
SSYSLIAIVHYSPYSLI.

[0225] 3. ARJEIIE T 2R PR, b il ho it & Bk v 42 X, frik §igl n] 47 [X
G

1) dngkerhd i E R R R A 5

1) SR A H I g 2 B R A1 AT 27D 60%. 2= /D60%- 2 /D 70% . £/ 80%.
2/D90%. /0 95%. £ /D 98%xk 2 /D99 A [ —VE N 2 EEER Fr 4], o AT R CDR 7 A1) J& ik 1
&I CDR A8 , ik

ii1) 1) ERSF IR LR 7 41), Hoh BT R CDRF7 1 dnak L A1) I CDR 7 41
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%,
[0226] 4. FRIEIETT Z2E 33— R PUR, P A oty S gk nf 42 X, prad
AR X Ay

i) WA R IR T4,

i1) HnFRerh AR AR 2 BAT 5D 50%. 2520 60%. /D 70%. 5 /D 80%.
% /090%. 2 /095%. 2=/ 98% 1k & /D 99%) 7 Al [A] —VE 25 FR i 41, HF AT iR CDR P41 dnsk
HRAI L ICDR A 8,

ii1) 1) ERSF IR LR 7 41), Hoh BT R CDR 7 1 dnak L A1 I CDR 7 41
%,
[0227] 5. RIFIIETT 1R AT —TFTIR PR, LR AR CORFF A1 ik H R 1 % 0E
HIPTAI 4-CORFF-H1IE .
[0228] 6. RPN Z 1R E—TIFTR TR, FHpFTiA ST S LRP6 58 X MY 6
[0229] 7. AR SINE T S LFTR BT, FLFR BT CDR 710 51k F e 1 Fh e e IR Bk 12
BECDRI T/ Sk B BECDR T A1 £
[0230] 8. HRPEINETT 12 THE TR TR, Frp TR H AR 545 5 LRPS
[0231] 9. ARIELTiE T S8R T, H A BTk CORFF A1l s H HURLRPS - A7.LRP5 -
A9.LRP5 - C5.LRP5 - CI2.LRP5 - D9.LRP5 - E5.LRP5 - G2.LRP5 - G9.LRP5 - G10.
LRP5 - G11.LRP5 - H3.LRP5 - H5.LRP5 - H9.LRP5 - R30 D3.LRP5 - R3 E8.LRP5 -
R30_GOIIFTIARIFICDRF 415 -
[0232]  10. RIS 1 EIFTIR DU, ATk HRBHBWn t il S LRP5[YWnt 3aZh &0/
HINEE S
[0233]  11. RPN S 1 EIFTIR DU, ATk HTARBHBWnt il & S LRPS[Y)IEWnt 3ash &
PLERIEE -
[0234] 12, AR¥EIE T F1E LT — TR TR, Hrp FriRhifo B e DTk
[0235]  13. ARSI T K1 E 12— TR TR, b Fridfifoe AR ek,
[0236]  14. RIS K1 E 13— IR HTIA, Frb B diidoe Bk ik,
[0237]  15. ARIEINE ST 1 2 14AHE—T TR i PuiR , H Frd boisog e 3 DL Fduik
255 Fr B :Fab.Fab’ \F (ab’ ) 2.scFv.dsFv.ds-scFv, H 2K KB 0RO FuR ik
NEZ LN
[0238]  16. ARSI 12 14T —TIHTIR T, L FR AT e Ao B S Rk
[0239]  17. RPN 51 % 4T —BIFrR PR, b Frdduiioe it SFZDA R Es &
(BURS SEPEpTAR
[0240]  18. ARSI ST 1 E L THE— TR DA, Fridfuic B 2 4 R AR R
[0241]  19. ARIEIE ST K1 B 1THE—TRTR PR , Brad S 40 5 - D s B U B s
i, B e E X AR ZRIX
[0242]  20. —FhRREZ8 G, Tk e S8 S 5 50 )7 S 1 1 THAE— Ik [ ik
IRy A IRE 7im Al ok d il B
[0243]  21. RIEINETT Z20T IR B, BTk R B A &k FL A T O 4nfig &
PEF . S8 R A Wb PRER A TT  ZhalfthyT s tubulysin Bk & VG IR - AlH28
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(PBD) 2R (5[ HOK — U528 — K ca- R ¥  trichothene .SN- 38 5 A 22
CC1065 K77 R 25 M —MepiAE 2 VB S 2L B AT RN e A I A S AL A
azanofideHLZFHER AT AW
[0244] 22, —FZIGS 1, TR oy 14t Sht 5 261 2 1 T AE— TP i
[0245]  23. HRIEIIETT S 22FTIR AL 43 -, HH TR CDR 741 HA ) — il BE 22 il 5.2
HRRAZIR A -
[0246]  24. FRPRIHETT Z22FTR LR 1, b iR U8 5 I AZ R Zm Aty 1) S m] AR
X, iz e 2

i) dngeerh HIHH I ARG A 5

i) S A I E AL T ) AT 2 050%. 20 60%. /D T70%. 5 /D 80%. %
190%- 5 /D95% 2/ 98%5k 5 /D 99% 3 A [F]—PE A% H R - A1), H P Birds COR 7 A& A 1
HIHCDRIF A 4L , 5k

iii) 1) BT RIHAZIR T 21, AR AR COR P A1 a7 1 Fh A1 HE I CDR P 411 5
[0247]  25. FRPRIHETT Z22FTR LR 71, P FriR U8 5 I AZ IR gm it 11 e e v A
X, iz e 2

i) g FIHH R ARG A1,

i) SR AT IR SRy 7 B 2 /D 50%. 2 /0 60%- 2 /D 70%. 520 80% 5k
2 /090%. 2 /095%. 2=/ 98% sk & /D 99% 7 AN [F]—VEFIAZIR Fr A1), H P BT COR 7 A& Ui 1
HIHICDRFFAIEE , 5k

iii) 1) BT RBIHAZIR 721, AR AT COR P A1 a7 1 Fh A1 HE I CDR P 411 5
[0248]  26. —FhEA, BTk ikt 5 9006 1y 522 2 25 T — T Tk AR ] Bt
FeRIA s HI A1 .
[0249]  27. —FifE 40, Ak s R4S EARR S 1 T EAER S a5
S 5 5622 - 26 R — T AT ik ARG A E I B ) 2k 45l 7 41 o
[0250]  28. ARHESIE /T ZE2THTIR I AE =4, Firdk A F=gnfto e b 6 BRI SR (CHO) 4«
[0251]  29. —Fhfg F=40HE, BTt fE =40 (2 St 5 226 R A4 .
[0252]  30. — il HILRPSHUARINI T 15, ik 5 ik A RE RS = 500t /7 2627 2 29 i A-— Tl iy
ATE AN
[0253]  31. —FPeEW, Bk &8 50 )7 1 2 1 THAE— T sk BE 2 I FT R Bk
ST 2620 - 21 R I S0 BEER 51« S T3 5622 - 25 R ARG 23 1« S /5 5 26 TR 1%,
PRER S 5 222911018 £ 40, DL AT S b S id AR
[0254]  32. FRPEIHETT Z31FTR AL S, b TR S 5 —Fhul BE 2 Rl o
BEB AW AT TR A5 W e A S
[0255]  33. — il , Frdk il S 5 e 7 S 1 2 1 THIAE— Tk BE 2 U FT R i
ST 2620 - 21 IR I S0 BEER 51« S T3 5622 - 25 IR ARG 23 1, St )5 2 26 TR 1%,
KBRS T 2629 - 29 TR 119 4 = A o
[0256]  34. —FRpRMILRPSFKI /T 1k, ik 75 I B4 AL e VP e b - 4ifie & S &
TN S — A 2RO S — Rk BE 2 APl s 1 2 21— TR 14t
TR S BB e, FEAS AT TR S S WA AE o
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[0257]  35. ARSI TS S 34RTIR M7 7 , FLFh prd A I il e e 't o

[0258]  36. ARSI T S 34HTIRIN 574, FErp B AS IE i a ie Am iR

[0259]  37. ARSIy 5634 2 36 HAT— T pTak (15 1k, Forh Rk 75 vk T A ILRP4 %
ik, I HArd PR e e R85 S S0 B 128 3 DA N P TARIICDRIF A1 4 : LRPS - A7.LRP5
- A9.LRP5 - C5.LRP5 - C12.LRP5 - D9.LRP5 - E5.LRP5 - G2.LRP5 - G9.LRP5 - G10.
LRP5 - G11.LRP5 - H3.LRP5 - H5.LRP5 - H9.LRP5 - R30 D3.LRP5 - R3 E8.LRP5 -
R30 G6.

[0260]  38. —FiipilWnt LR SLRPESZARE, & VNt (5 548 T2 R Wnt 75 S0 s
A VE AP EGEL A S L 2R - IR AR FV A R S I PR ARE I B - TR AR R kAT il 4
M AR5 i Bk g i A iE A R LRPS A2 AR 41 i 5 50t 7 56 1 % 2 LHE— TR 1t
IRE e B Sk fid o

[0261]  39. ARG 38R 1957k, Horh Frak Bk ol o e 4% S 0 BH W Wt fid pk 5
LRP5HIWnt3agh 50 S &5 o

[0262]  40. ARG 38R 1T 7k, Horh Frak Bk ol Jo B 4 S 0 RH Wt fid pk 5
LRP5[AEWnt 3ags &0 J 145 & o

[0263]  41. FRIEIIETT SE38FTIRIN 51k, H A TR Uik sk o s S S B 2o B 28 H
DL B A BT CDRF 415 . LRPS - A7.LRP5 - A9.LRP5 - C5.LRP5 - CI2.LRP5 -
D9.LRP5 - E5.LRP5 - G2.LRP5 - G9.LRP5 - G10.LRP5 - G11.LRP5 - H3.LRP5 - H5.
LRP5 - H9.LRP5 - R30 D3.LRP5 - R3 E8.LRP5 - R30 G6.

[0264] 42, —FEIT AN T RS E HIEIE R 5 1, Bird 5 1 B 46 n) pirad 32 10 e
AR 2 S W), Fir ik 29 40 & W B0 5 5006 )7 56 1 &2 21 T — T pirak R o ok e s
HE5W.

[0265]  43. ARSIy SE42R TR 177 7k, Hh Fril s hie 1k B 45k il LR P 3
St NS PR B s JHEIs B B R e AT s 1 4 Mg e

[0266]  44. FRPEIIETT SE42HTIR T 1%, HA R esieds B 2 ERETE B I095 « 5T A0 R -
JR BBl IeE s e A ey s -

[0267]  45. ARSIt G425 7%, BTk 5 I i im) il &2 i i Sty 561 &
21— T TR I 2B — PR s DU AR SN 28 PRk 59, i Bk 58— fkk
PUARZE AP WTWnt Bd R S5 LRPS[Wnt 3a g S50 S N &5 &, T HLFTR 28 —Hrik sk Huik s 54
FEWrWn tAC AR S LRPSIAEWNnt 3a b 507 S &5 o

[0268]  46. FRIEIIETT SEABHTIRIN T 1%, HA ATl 28 —uikak o Re S8 S a0 5 1k FL s
H 2 HUARTICDR T A1 4

[0269]  47. RPN SEA2HTIR T 1%, HA iR Hoik sl o s 88 S e 22 /b — Al e
B S ZE S LRPS , FEAE 2 /D — Rl vh 4 HIWnt 3a b S 10ME 515 S, ALt H b B iR Pk
TIEEE T e )7 561 20 T — T IR Bk sk e 28 510 -

[0270]  48. HRIEIIETT S42HTIR N5k, H A TR Uk sk o s S S B B B 28 H
DL 20 sk [ AR BT AP CDRIT 41 82 . LRP5 - A7.LRP5 - A9.LRP5 - C5.LRP5 - C12.LRP5 -
D9.LRP5 - E5.LRP5 - G2.LRP5 - G9.LRP5 - G10.LRP5 - G11.LRP5 - H3.LRP5 - H5.
LRP5 - H9.LRP5 - R30 D3.LRP5 - R3 E8.LRP5 - R30 G6.
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[0271]  49. —FhBgss SHLRPS[Wnt3aZh & i &5 A Wt LRSS s PR 7%, Bir
W5 A FE (B LRPS 411 S BHI Wt Bid f S LRPS[M AWt 3aZh S i &5 G I ik fih o
[0272]  50. —FPHE5E SLRPSIYEWnt 3adh &0 S 45 S IWn t AR 15 S 15 SE VRN 71k,
FITAR 75 25 2 05 A 25 R LRPS [ 41 5 B Wn L (A S LRPS [Wnt 3a gk & v s 5 A hi A
fith o
[0273]  51. RIWSHE T ZA9EB0FAFE—T TR 75 1k, Ik T3 HEAE RN T 6
[0274]  52. FRIESHE ST ZA9EB0FAFE—T TR 75 1k, Ik T3 HEAE RN E T
[0275]  =JjtEfd]

DA FEBR M SRR AN AR -

SEIL

I A SR s LA e

I B R B s A SO T P LA T ME B RIS R EOR T 1% 10" Rty Bk
Fr B B A2 2SO AN A R 40 R s AE W B AR SBORT L, AT 0 18 DA 43 B R 1k
SURIPUR DR AN C AT T A Az, P gs & 07 s 5e 4 i TR L
Fr a3 A HoAR e O A IHEZR  FEDRIRE Y PRI AL 1R T AU e R B P e Al o 5 1k
Pk R, H H eI N EHER AN U 45 5 7 5 AT LA AP 5 A0 R e A
AP
[0276]  HILRPSPUARIIFRAEFILIL

S tEfh2

HETEILRPS AT A TR, 1 5286 2 HiAl 21 s FE AP Fab - 0 b AR SR 111
W AR E MV ETAILRPS ECD_ |- P Re e Bk AR s S R HILRPS P14 o i i ELTSAT 196K H 5753
AN B AR HIFab - I BA AR O RO 25 6, HLBEPE 25 S 0 CDRIV A SR P HIAE B LAV S B
TGy A AR X (FEHE A EEE) 1 5E B2 I DNARN Z LR A1 40 DA Ui B A5 v 2230 o 1 5 e 1
ELISAZHA TR A EIE R Pt i S LRPSAUECD |- A PU AR R 7 454
[0277]  Zlify T &K 1gGL AP TiAF B (Fab) , -4 T 5 S ELTSADARA T BRI 4 714« 4l
1BHURH Y, T B LRPSPUAHS 5 B 41 /N LRPS - Hi s fIR 5 AR 45 15 o SR I A2, LRP5 - H5FI
LRP5-R30D3H T st 5 FE 41/ N LRP6 - Hi s R A PRI 53 45 75 - LRP5 -R30D 3P MAA (it /s HH
H A N ZELRP6 -Fe iR SR I3 47 45 - LR -R30D 3t MAid i HH S HE 41 A 2BLRP6 -Fefik &
PRIERS 454 , FRIWAZHTA 1T DL S LRPS FILRP6 B #5532 XS « 25 5 35 4 PEELTSA T T E DT
5 B PR AR S5 A0 7« TC5018 i AR LRI R A i, T RS AE 3« S 2811 77 &
Wi 7 pHH 2T E 2 [T I AR I 6 R 2 B
[0278]  Fe34etly 1 s Fo 4 PEELTSAHfE LRPSHTIAIY IC50 . 5120 A JSLRP6 - Fefik A 1AM«
JEEFRIRIEC Bpln) AR T- B4R 0DA50 1245 (v 112 » TC501M 1 LR I3 AT i
[0279] 253

TgGlPufAk IC, (nM)
LRP5-A7 4.68
LRP5-D9 25.11
LRP5-G2 24.21
LRP5-G9 26.44

49



CN 119798435 A ﬁ'ﬁ HH :F; 47/50 T

LRP5-G10 3.02
LRP5-G11 25.11
LRP5-H5 4.44
LRP5-H9 37.46
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