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Lo — P NIEAPUIR, ERr RS G AB AL E 13-28 S ERAL,

2. — R NJSALDUA, RS M TS GIEHELA B SR A B IR, JF H.olc3z v

HHAB FEP M RGN P S B

3. BURIE SR 18 2 N IEALEUIA, IR Bu iRy w25 5 hik 266 Frm g 51 AB R
B o

4. BURER 182 M ANIRAPTIAR S B iR bk sl S A B & AR AR RE R AR
A RE, Horh iR RS = Ak A /D R s E DL 266 M RREE BN OEIX (CDR) LK —
AR BN R ERE AR B R RE AR X AL PR AL = AR B/ R s DL
266 [¥) FBE CDR Fl—N ok A A S0 e 3R B 1 BB 1) o ] A0 X R 48 7 47 5 e b BTk % CDR
BAWTNRAERTY -

$2%E CDRI -

1 5 10 i5
Arg Sey Ser Gln Ser Leun Ile Tyr Ser Asp Gly hsn Ala Tyr Leu His
{EEQ ID HO:1)

B CDR2
1 5
Lys Val Ser Asn Brg Phe Ser {(BED 1D HO:2)
#2% CDR3
1 5
fer Glo Ser Thr Hia Val Pro Txp Thr (SEQ ID BO:3);

Frid ERE CDR HA W N AT -

HHE CDRI -

1 8

2rg Tyr Ser Met Ser (SEQ ID NO:4)
E%wm

5 10 is
Gln Ile depn Ser Val Oly Asn Ser Thy vy Tyr Pro-Rsp Thy Val lys Gly (8RO
ID WO:5)
HHE CDR3 :
i

Gly Asp Tyr {(SEQ ID NHO:6) °
5. BURIER 181 2 I NIRAHUIARBEL B B Prid b ie s i BeA & A JsAL BT 22 X
DL A B BB ] AR X, Ho P e v] 22 R AL & an R 740

1 5 10 is
Asp Xaa Val Met Thr 8ln Xaa Pro Leu Ber Leu Pro VYal Xaa Xaa



CN 104341500 A wm # E Kk B

2/4 1

20 25 30
Gly Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Xaa
a5 40 45
Tyr Ser Asp Gly Asn Ala Tyr Leu His Trp Phe Leu Gln Lys Pro
50 | 55 60
Gly Gln Ser Pro Xaa Leu Leu Ile Tyr Lys Val Ser Asn Axg FPhe
&5 70 75
Zer Gly Val Pro Asp Arg Fhe Ser Gly Ser Gly Ser Gly Thr Asp
a0 85 80
Phe Thr Leu Lys Ile Ser Arg Val Glu Bla Glu Asp Xaa Gly Val
85 100 105
Tyr Tyr Cys Ser Gln Ser Thr His Val Pro Trp Thr Phe Gly Xaa
1310
Gly Thr Xaa Xaa Glu Ile Lys Arg {SEQ ID HO:7)

Hrp s

78 2 i) Xaa /& Val 8¢ Tle;
78 7 K] Xaa & Ser ¢ Thr ;
78 14 1Y Xaa &2 Thr 8§ Ser ;
'8 15 B Xaa 42 Leu 8% Pro ;
I E 30 1Y) Xaa +& [le B( Val ;
7 E 50 i) Xaa +& Arg. Gln 8% Lys ;
7B 88 [t Xaa +& Val 8K Leu ;
P& 105 1) Xaa f& Gln 8K Gly ;
7B 108 ] Xaa #& Lys 8% Arg ;
A7 E 109 [ Xaa & Val 8% Leu ;
PR ERE AR X AL E W R A

1 5 10 15
¥aa Val G@ln Leu Val Glu ¥aa Gly Gly Gly Leu ¥Val Gln Pro Gly

20 25 30
Gly Ser Leuw Arg Leu Ser Cye Ala Ala Ber 8ly Phe Thr Phe Ser

35 44 45
Arg Tyr Ber Het Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu

50 55 &0
¥aa Leu Val Ala Glo Ile Rsn Sef Val Gly Asn 8er Thr Tyr Tyr

65 T 75
Pro Asp Xaa Val Lys Gly 2rg Phe Thr Ile Ser Arg Asp Asn Xaa

BO BS 20
Xaa Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Xas Asp
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25 100 108
Thy Als Val Tyr Tyr Cye Ala Ser Gly hep Tyr Trp Gly Glp Gly

110
Thr Xaa Val Thr Val Ser Ser {880 ID NO:8)

Hrp

AL 1 1) Xaa & Glu B Gln ;

f7'E 7 i) Xaa & Ser 5% Leu ;

f7'E 46 1Y Xaa 42 Glu. Val. Asp 8% Ser ;

f7E 63 ) Xaa #& Thr 5% Ser ;

LB 75 [ Xaa #& Ala. Ser. Val 8Y Thr ;

fi7 8 76 [1] Xaa 52 Lys 8 Arg ;

78 89 W] Xaa 42 Glu 8K Asp ;

f7E 107 [¥] Xaa #& Leu 5% Thr.

6. BUFIELSK 5 N IEATUAREIL F B ik bt s Be B SEQ 1D NO:9 25 H 747
(KR BE AT AR X DL K SEQ ID NO: 10 25 H (KR A5 X

7. AUME K 6 I NIEALTUARBEL i B, Brid HiiAa sl v Be A SEQ 1D NO: 11 45 741
(IR 85 DL & SEQ 1D NO: 12 #5 H FEa i Bk

8. —FZIR, T L IR A B G AR L 3K 1-7 A E— TR N URAL DA B i B R
BUERE T4 o

9. —Phak Z FZIR, 1 FT IR AZ IR AE A 38 18 40 RIS, P2 BRI B R 1-7 AT —
BYNEE7IRE

10. BUFE SR 8 LR, FTiR LR AL & 4wt SEQ 1D NO:7 8k SEQ 1D NO:9 fréh st n]
RN )1

11, AR 8 (%R, TR B IR A0 & 4 b5 SEQ 1D NO:8 B SEQ ID NO: 10 JiT4s Hi dkk
A[AR X A o

12. BRIEK 8 BIRZIR, iR IR B & 4 SEQ 1D NO: 11 irgs BB RF41 .

13. BURJE K 8 BIHZIR, Tk 2R AL 7 b SEQ 1D NO: 12 P tH B #E 741

14, —FpH TRIEBORE K 1-7 PAE— I BRSO B R R 80, & a8 gnbd T ik
PrRel B R 740 .

15, —Fl FIBCRIE SR 14 R Bk E Je i 4n ig.

16, —Ff PRI AURIZESK 14 1R BB JL 40 M, 2L rp o —Mradc i B0, 35 b AR E 1
MATRRIT A, 38— Fh A6 & gl ERE AL T IR T4

17, — A4 H, Pl A A f ™ AEBOR B R 1-7 A E— I A SRR s B

18, AUMELSRK 15-17 A AF— T (K48 e, o B ik 0 JHa 3ot 1 o e 40 i o 6 B B SR 40
L < R Gt BT SR 4 B RN VR 4

19. —FZiHAEW, Frik 2§ HAGY A5 BN E R 1-7 AR — I AR DA B A
BURI 225 BTS2 IR o

20. 2 FABUMESR 1-7 AR — I NI Bk s i BOFH T A2 259 B N 8 H
BFEE A TR LA BTUA A BB A F AR ANARH AN [ 3RIE, LLG ST I PR sl PR iR B

4
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PUFER FCHA  Down FGE5A 1 « B A I R i A 4036 18597

21, FIEBCREESR 1-7 A — I NPT B8O BOAL T A= 25 W R 5 A A
FESEA P HUA ST vk B AL I NAR L ZNN I 3R0E, LLVRT T FITS BC0 4 e PR s
I PR 7 B0 B 2% 1 BR 5 « Down FQZ5-A 1iE 30w PR S A Wi K A% L0990 PR 60 B o

22. BUFIEER 1-T AL I AJEAL BT BOR BOH T 25796 77 BT B R G 1) 2540)
IR o
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EQEMEER B BRBINRLIUE

[0001]  AXHIIE 473 S HIE , B FROE B IR 508 200810214672, 7, H13E H 24 2001 4F 2 H 26
H, KA R “BEIEMFEERA B IR AR,

[0002]  AHZeHUEMAT N S

[0003]  ASHRIEZERXT 2000 4 2 A 24 H HiE R SE E I I B 60/184, 601.2000 4 12 H 8
H FE Y 60/254, 465 F1 2000 4F 12 H 8 H HE K 60/254, 498 FIALLHL, AT iR B2 I Il B H
RN AEE S I HE G RIA .

AR

[0004]  AK B &G AB IREFLIR 13 ) 28 Z W] IR AL NIRAL TR, LSS K i
MG H B VSRR E AT SCIIIE » ] 4] BE i BR ECH < Down FQERG LA S B3 1M 2
o AR, A W19 B A AT NI B 5 0 PR 5 I I AV B VR RS o
B (AB) K, LATEE A B IRAE AN M - (R R % A B RAE MR I Hh TR,
HT b A

EERA

[0005] £ Ffr T B A G0k FAL RO iR I R — A PR RS #R 3 99 (general mental
debilitation) WPAERELF SN ETEMESEE B K (AB) [RIAPETERI ML 5 5%
PEIZX SEJE T, A 1w R BT A PRBA] B2 BRI « Down [R5 E ik LA A I R BT A0l PR i e
FEIMAE G (CAA) o JEMFEER I B IKTE I IR VEM FEBE o 3 8 JIR7E (M 3 R0 i 15 88 (CSF)
RIS, BE N SREAEAER. EHRER AR INEE 39-43 MR (K25 40
B 42 N2 FERR ) , B SL R AT AR S B R E A, Bl L E AR a A R VE R R AT A R
H, HE A4 A APP. WEAAYE AB HISELIE AR G 5k, v R voe A8 MR / B0A
M R E MY (McLean, C. A. %%, Ann. Neurol. (1999) 46 :860-866 ;Lambert, M. P. &,
(1998) 95 :6448-6453 ;Naslund, J. , J. Am. Med. Assoc. (2000) 283 :1571) .

[ooo6]  iE ¥ & 7~ :AB BE B 7E fix A M ¥ 2 7] >k [F] &% 15 (Ghersi—Egea, J-F. %,
J.Neurochem. (1996)67 :880-883 ;Zlokovic, B. V. %&, Biochem. Biophys. Res. Comm.
(1993) 67 :1034-1040 ;Shibata M 2%, J.Clin. Invest. (2000) 106 :1489-1499) , It 4,
BE AR 5 i A0 My e s R AB JE BT 7 (Kawarabayashi T %%, J. Neurosci.
(2001) 372-381) .

[0007] 41 PCT HHif US00/35681 A& H F5 09/153, 130 Fik, CSF 1 AB Ik S IEER K
SR TE A AT ) T 52 30 R) Bk e B DX > A tR AR, 3 P oy SCRR S I 5 | FH &5 5 21
AL o BRI, A1 B P B B PO AR, 22 A B, AP B (Nitsch, RM. 5%,
Ann. Neurol. (1995) 37 :512-518) » EENAB , b AB ,, 5 B 4E, 2 KL B AER, bl 5 5t H
PAH) R, B AB FEVE R FEBE TP UTAR A B % A0 IR P Vs A 28  poh 2 40 B 437 407 FHAT A By
R (Golde, T. E. 2%, Biochem. Biophys. Acta. (2000) 1502 :172-187) .

[0008] 7 1999 4F 6 H 10 H 2 JFH] PCT A JF5 W099/27944 1, ik T 1553 He 2 N 25 LAk

6
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DUERFEE BRI T U B e K EE AB Kl iea A H k. 47543
FPUPNR TeG B A AB A B (&I 13-28) IEAS B e Fe s A 8 kA1,
I BAERESZ A B 13-28  BRREES W S HIsh Wy XA 2 —8ox AB o TERH Ik
B IR AT DAE R e 4h G A B TRIBUIARLE IR TT o ARTHT, IX A R A2 HE )
PR, BRI Ry SRR S s AT R A By, BB i A AR SIS I i K, I
TE G I PTIARTE FE R A B IR A RTARBRI AT o Z AR B BTN A SR ] B9k g BR
FOER, D2 /> A B BT, FF Hos Zhimi/b A B B 75 2240 - S e

[0000] 1999 4F 11 H 25 HATFHIW099/60024 i A HHIEMFEE A JiikLBRiekm it E
H 7. SRR BRI, ZHLHIR BT A B BUik4: & MU s AT R CRIERMFEEE )
[R5 7, T B J5 R/ 2 e T At BB B Rl B . A AR AR N UE AL 12 Rk
— DR BN HLAB BE, Bt AB FUAR L 77 B I8 S5 I 2 I g 5 e

[0010] £ 2000 4F 12 7 HATF T JUA I s il v i e B i PCT H1if . W000/72880
FIR AT R B0 BRI (R R SR R RS A , S FH A BRI N A v B UL & &5 & e TPk
AT VRTINS 78 K2 FURIE 5 Y IR GE R AR B 0t 2 02, T SR A a4 i TeG 1 AB 13-28 Jy
BT T B BUTIA 13-28 A BRI HTRRIBLAR 266 BEAT IR I7 IS, WIRE EF G L. A
AW 5 P il N R v 12 1] B TE AR S 70 2 ac i i B o, 35 S XD A B P A M A FH
[0011]  WO00/72876 /4 FF N A F5E |5 W000,/72880 AH [A], i J v ¥ i 22 1 R T 4 il 7
ARG AT P

[0012]  WO00/77178 #fiik il H T4k B — JER#F 2R A K MR I B Ak, AL HEEH A AT 2 R
statine # ¥l 54 Cys—A B o5« statine Phe,;—Phey, Fll Cys—A B ,,sstatine Phe,,—Al,,,
IR AP, LLEEEXTAE Phe,g FH Phey, 2 1R HATIE PR BR BT A B 1005 7 AEHIHT
o LSO BIZE S A B, (HIX R AE I, A & B 45 X PR B A S o 4k, &S0
PR PIESRE B 25 THUAR RECA B AP R G T HRBETE 18 9 2D Ve ¥ FE B 47
faf AEFTRPUAR ARSI A B ZRE R &) B

[0013] & &~ AB R — 4 & 22 M ONS % 2 B Il K (Zlokovic, B. V. %%,
Proc. Natl. Acad. Sci (USA) (1996) 93 :4229-4234 ;Ghersi-Egea, J-F. %%, J.Neurochem.
(1996) 67 :880-883) . Jh4h, T2 Won M A I AB RE% 27 ik (M i BF s JF 0k A g
(Zlokovic, B. V. 2%, Biochem. Biophys. Res. Comm. (1993)67 :1034-1040) » C.& 7~ 7EF
B ER G 1K) APPY 2L FL IR /N RAR AR A, 25 Rl 2 o [ R R v [ A B HLIRBRR T R A
BN AB YR (Bard, F. %, Nature Med. (2000)6 : 916-919) ;4R M, #& i iX /&y T 4Lt
PrAB Prik g i i B R, JE0 R T4 A e B AR B . AE Bard (RIS, XKk HAA
(RIITT A BINE B AT A B B 5NN B4 i — 35 4 A B AR, §
FHRZAB PR

[0014] A FH fm VEAR I 3R A] DA 2 5 MG I CSE ORI LV P S R A B, FIT A B, 7K T,
BT A AEAL I A AT FEF X A B BE B3R AL PiAR. BB ansE B £ 4] 5, 766, 846 3 [H & F
5,837,672 L H EH| 5,593,846 T LA TEAMIRIE T Irif g . XL RFIA ™ A £ Xt
A B RS BB S B BT, PR AROE IR SE DAL B 16 F 17 JE [ EEALE 16 A 1T |
HARNL . IERIR T EFXS N- Rim X HiiE. JA LA eEdik s AB IRIIAE 13-28
KA RN s EAIAGEGRRAE 17-28 BIK, IR BT | &R, Xk B FE 47 &

7
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16-17 (a — ZpUABEAL 50 ) TEN BNZ X XS hi R, fECgia AB IR 13 2 28 [
LR AFE /N P4 266.4G8 FT 1C2.

[0015] AT HATESML RN XF 24 F#g& THEBVNR APPTT) 457 266 LikEH
PRI I L2 Ak S04 ( HRICIZ (object memory)) o 4R, FRFiiA I A BA A
ST WA BORTT T FVBRFAE TR BT 5 B RE M < B HE 2K Mg B IGO0 « Down [RZRE1E
MW & AB JREIWIE. SEABAAT 2, AT RIS G AB (78 13 2 28 Z A
ik (266 F14G8) REMEL A MR H 25 A B E A B IR IR A B, 3 HAMNEZ THi
A 266 FEAHYKER AB JRA ONS PR H B K . X FEEAENE AB PG BRI N, B
1EBEVE R FE I A B D AR R BGE AN, BB A — @ K A B S8R FEBT F7 47« 2 o 100 i 5 it
T BT 25 R RRFE BB S 40 LA B LSRR ) SRR AB 456 .

[o016] A BHII S TT

[0017] AR BRI NIEAL DA BRI v By, Prid PR sli i )y BeRR AR waid J A B 13K
T FH I AE T RN SR BT 3R 92 AR hE a1 R B s DR T R R 2 B EGi « Down [R£5 Gk BL AL
e PR B3 PR T S R A LB 00 o BT IR DA BEL iy B AN 0 28 I 10 i 5 e AB W e R A B 30T
A H s B BRCEE 22 AN Db FRACUE R AR BE A A o — T 1, AN R BH R AR A A\ YAk B ik S 7 B
TR PRSI A BB G M S G IR AB KPR AR K, B3I AB RIS E
AR FEP R RAM MK P TG RR . X — 71, AR R N IR BT R J B, Hop
T NIEAC PR eSS G A B SRR 13 3] 28 Z [MIIERAT . T — J71Hl, A B4 A A IR
iR 7 By, Hodr CDR ¥ /) R se BB AR 266, 3 H A Brad S /R KSR B ik /s i
PO S5 G, A 5 PR/ RPUEE e AR A MR R (741 SEQ ID NO -
1 2 SEQ ID NO :6) o 35— 77 [, A< BHHEHE N4 Pk e e v B, o ek w2z X 2 A 4,
FEUUT BP0 ok B /NPT 266 1) COR AR S M9 88741 (/741 SEQ ID NO :7-SEQ 1D
NO :10) , H o ik B KSR B AT b /s PTR R &5 G e e, B 5 P/ Wik 266 7620
R LSRRI RSN RIAR P REME . 5 — 7 1T, AR BRI N YR Bk o 3L B, L 425 /2 SEQ
ID NO:11, B4+ SEQ ID NO :12.

[0018] AU BHI) 7 —&B o 2 g bSO A N IRA AR BRI v B I 2 IR 7 41 A
B b Bk NYRAL DU BO 2 0% B 7 A 230 FH I 2804 2 AL 1 1 3= 40 i 55035
ANRIE PR NIEA BT ) B 2 A% P R I 1 3240 i A ST o I NV B4 S Ly
B 25 F I3 CA R il A FH B3R 4 S 77 v

[0019] BTk ANVEAL LA L BOnT T8 G NRWIR A B s FH TR T MBI e A A5 T i
WA AB BEEL AB 3 155 P IE , 491 40 A ZSBT H 2 g R LG « Down [ &5 & i R VE A7
FEME W s T2 W AR X 285555 5 DA THA AR S A AR AT A B I ALK
PURIIIRIT A RV

[0020]  fAWNZE TA1E M AR LB SR 2 AR PRI R A B IR AT T 95
T7 IR T IR RN e A& A B IFREUEE (diffuse plaque) A28 BEFM i ML &7
PERPRAE. Pk AR pitE (BREEAERNERE) RBMNKRS FESY T MR AB
RS B Ko G AR IE S 4G DL 8 AR IBE B (RAL s 8Tk A B KA F 1R 147
RN FTR AB K. A, TR P4 S BB & g A B IREKE & & — 1“8
2 (sink) 7, A MK X S EE AB K, IFES AB WA R (CNS) [HI4%

8
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PrEEANIMK . W ZES MBI AB , MG AR Rt e, B (b i A B DTRRAEANES 1
PEN, FEBT IR A B AR N T B TR TR SR AP . Ak, BRI B AVETE A B S E
YEAB BB, B iy S RN, AT AR BR S BE N AN I A B o HITIR D42
A AB R IG TR AR R PTIR A B I, SMEIVERETE A B 7RI A IEE MR RON, T AN T
AB RIEFFIE—IDR BB NBENTEMFEER A . T AR PR IEA K& 27 1 il i 5 f
(< 0. 1% MK ) o Besh, Mo E 2T H T A% BN IRA BRI, ik H kA b 75 25
A AB JIRJEECE HAGERITERR N 51 A 4l Mo 50 N2 DURFE AR tfEH . b, 4ok A
5T I, TR DU A AT 25 5 I Y SR AR A B KDL ¥ e AT HE alE o

[0021] PRtk — 5 1, AR P S B T RIS e EAE TAE AR B Lt & B — JE Mt
A B RIIE, & T ARG T (RIFRINASG T ) FFE TG M AIG T A R E B
AR E AR SO DR B S N B, T IR PR RE Rt S5 G A B IR o X
N7 AR 7 B0 B FI N AR PN SE R A BT SRR o A N e R A BRE 1) 325 Bk T 15
FLAG 25 T W5 B P IR HE H  EA R R B, Brid P Az & H g g 3 e
KPAB BT AR RV, FFOCR M E I AR kR, f— i, AR &
Pk NIEAPiE (BRS04 ) LA & AN T2

[0022] A B I A4 K2 i A i R B0 R BT B 2 B [0 \ Down. [G&5-5 ik B3I PR BX
150 PAS I P 5 L 79 1) B 3 T A A0 T P8 TS0 3B DN YR AT B TR A0 T BRI
T35, BTk 7 i A4E 45 7 i AR 250 A ik I AR B4

[0023] AU BH IS5 A A% & B I N IRAL B AR A2 7= 254, B 46 e K prik B A sl ff i B
R PP NR AN I3 1K, LLYGR YT IR sl 4 ] B i BR G W Down [RER-GTEBCK
I LA S R AR AR 1 5 AV T TS Bl 26 1 DA s DA iy BT ¢ i 8K E 9« Down [ Z5 51k
B R BRI PR HIT R 0L S Ry FERE A PR RN T B s SO Al e K A B8 1100 02 Il B ol 2 PR
it AB AE AR NI RN o

[0024] AR EHI JIE NI SR 45 R AE4 T A K BTG I TR Py, AH S K= AB M
XA R B . PR, AR B ARG PEOY 57, VR NEANMAXT T 4G AB 8.
R BIBURIR T RN, 7 A EE sa) 45 7 T MAIT R SR s B s8R )5 b) =
AB 7E . Pl AN A R FE

[0025] AR FEHZ G AB B v B PLRIG T NI 732, %7 A a)
BTN E IR ER TR PUABH B B sb) 45 T3 —IRFIE G 3 /B2 2 FIP, = AB
TR AR N IR EE s0) IR TFE, R D I b) 8 Rt JEhiRelidl v B ki &,
HAPHE R ESFH —IRPEAFRSAFR G ) 475 ZIRFIER AUk s L A B .
[0026] AR EEBFEEN T, VAT E AR TP Hi iR G & A B By B LI il s 1B
AB JEMFEBETE kD> A B JERAERE  BRARER VAR I A B MMEAHEIGIT 5 AB BEA K
TE B IR A RE , 1% 7 A a) SREUITIR A MR 8 CSF 128 — Al sb) &5 —
BFERL T AB IREIRIT o) 45 TR MAEITIAPUAS I B D) 45 TR PR s i B
Ja 3 /iR 2 JA, SREIT IR AR IR B CSF 128 A AE L 5285 o) WESE M iE s AB
IR Hor, 2Bt 5 MR h 45 & Irid By AB (K& LU CSF i AB B EEA Ko

[0027] [ Elfijik

[0028] & 1 Wonilid Mab266 HIiZ # R MR B BE VR AW A BRIV H 73 28 5 & A a1

9
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oy TR R
[0029] &) 2 S RAEVEST 200 g B 600 1 g Mab266 Ji APP'™™ #£5L A /)N i I 3¢ A 47 45 1)
ABTotal iﬁ}g‘%ﬁrﬂﬂ@@iﬁo

[0030] [ 3A SE/nAEH Eh/K /N TG B Mab266 577 1) APP'™ ™ BEFLER /N U RN A B ik
DU . [ 3B BRIk 2o I 5 S AR IR AR G 1
[0031] K4 B/~ T TR pVk-Hu266 K15 A4k 266 548 1) 2 %5 1R 741 UL K fr R 1A
IR 266 BN SR ZE IR Y (IR F SEQ 1D NO:11) o
[0032] ¥ 5 W/~ T MBURL pVgl-Hu266 ik N4k 266 BHEI 2 % H IR 741 Fl i 3k
PIAYEAL 266 BHE R SR ISR (IR T SEQ 1D NO :12) o
[0033] ] 6 J& pVk—Hu266 [0k &,
[0034] & 7 & pVgl-Hu266 [0k &,
[0035] % BH Sz 77 X
[0036]  7E AR FRAANIEIN A B IRACR GO E 21 g I AT AR 2 B KR I AR Im X .
YR PR APSE 1) 45 B, LB A B R BRI N B IR FE AR /DN, B E A& — BUR KR
SEIR , 1B FE R M) I G B (T A e 380 40 e T T P g DX B P — 3843 o LI, AN AT IR
AR AR BKIEE 5H A4 G, Bt B A X S 80U LRI AV # A PR AB K.
[0037] bR T A M (£ E L AH 5, 766, 846 3 [H LA 5, 837, 672 F1 3 [H & A
5,593, 846) HEIAPUIAREN A, QI S v EDUA, T IR RS X w266, RIE H a2 4
Tl 266, O BNz hiAR g A0 AB IRERER 13-28 k. AR HIEA LS
RSG5 KPR S 46 AB 2 W74 e AL s PRI, BEfE AR A 20t
KA FEEWHEGHEMYEAB TR ZBEGRSEILAB R ONS K, 232 HAE ONS
R A BB B BRAREL T Bt (9 5 R, A2 e PE TR SR AL T PR V67
FETT IR IT 5TE R B — VER RS VB S R AE AL 25, FeAofe il SR 4 o NIRAE
TE A LA E TR B SR M o b SCHE R iy 5 3 9 i A 435 i R i A A AT B 2% o 28R PG
Down [GEZ5EAE LA S PR HT R I PR B 3 A A 1172995 o
[0038]  ASCHTHBIARTE “I697 7 QR MEIA YT ( CANELE R B8 97 IWE ) S Tps (|
Bi7 1k ) BRESCGE AR AT B8 R A IR IE -
[0039]  “Z5E AB R X IR s B IR G G 2 LR T4 e FEPifE (Mab 5 Mabs) ,
IR ZEIR T HREK AB 1 E 13 3 28 Z A S R . A B HA X . HEFIR
PURGE G X WD —ANERAL (fan, JCH 2 AFE o 4 ubBEAr 5 16-17 sihiik 266 454
(I R ) BTl AR minT LA S T AR R T7
[0040]  “HUAR"A T 45 5 e BEPUAA B IL e O B WIS F o Fly BRF o 0 B 1E
ARSI —BeHh 77, W R B B AR, B AN TE AN 1R 15 R Fe o A B, AR B
AFEXFER A B UL R B K. R AR It 55 & H B e Re ), (R4 & 5
e AB RS H B rEARED, AR “PiiE” KTEEN . &P e,
B, B, B R R R PUA R R 2 2 X — R N 2o By X . AR T
I IFARAS— 8 fe AL ™ A, BN 77 B4 AE B 6 18 e e PR I PUAR, Bk b — s o~
/N RPUABI B AE A B, B e 1A NIRATE R FUARm] L2 B AL K B Bl 2
AT, TCIEBE IS DT . AT R0, BRI ok —hat B 24 <8 K
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[0041]  CUANFEAPUAARGE ) BAT LS VUSRI B> DU 2R 4 i 9 0P AH (] 1¢) 22 IRRE 20 e, B X6k
FEAL B — 4“7 HE (4 25kDa) FI—4% “E7HE (24) 50-T0kDa) o 4% HE I 2 JE A v 0 43
AFE—2) 100 2 110 N2 ISR ECEA W] AR X, &R X AT P H . BEARRERIR I
At 43 8 X —ME 2 X, Z X R A TSN T IR

[0042] AREESFA Y w.a FIN . EHEEAN Yu a6 B e, AP BUR RN AL E X
H TgGIgM TgA IgD Ml TgE. FERRHEMEREPN, v AL X AME E Xl i — 4 12 A2 LR EL
BRI “J” R, BRI AR 10 Z2ANEERKT “D” X,

[0043]  BEANHREE / EBEAT AR X B LA L G AL . B, R PLE R A E S
BRI 5o I BEHS S IR RIRE ()8 2540, Horh = AN a8 DO AE R R SE R BRI (FR) , BT ik id
F S R R BN g (X B CDRo FITIR Re 4L IX Aok H B — 0PI 4 BE 1 CDR ~FAT HEZ), AT 4L
RERS 25 SR e MER AL . AN K um Bl C R, FBE L BEH L 5 4544 10 FR1.CDR1.FR2.CDR2,
FR3. CDR3 1 FR4 o 2 M A i & S (550l 73 AN I S 5 1R [Kabat “ B % e B
574 ” National Institutes of Health, Bethesda, Md. , 1987 F1 1991 ;Chothia %%,
J.Mol.Biol. , 196 :901-917 (1987) ;Chothia %%, Nature342 :878-883(1989) ] .

[0044] A AU A A P ) i, S0 I s v 12 AR AT DA B b AR R 5 T R S R ) ER e B BT
ML), TR FLBN BT A s A Y 2 AT 98, B e 7 VR AT B 4 e
JCPRIETA AL, SR 5 15 57 BT Ik e A8 988 BV PRI AE AL 40, PR EA T Gk ek o 7EAR R B
TEOLT, FTRAAn R P A iR foak ), FARER — AR A IR A e A f s K B/ B, i
RAEFEAB IR 13-28 R a HATE X o W™ A T R DA 1) 2422 P88 sl 3L 4l e B i i ik
BERRFY), 315 H T EARERNME . REHREZEZ TR, UANELE A2 E
file

[0045]  “ NJsALHUA” FaXAEIIPUIA ld oio R HE AR B AMRE X (CDR) IHTIR )7
A, AT PR PUAAES 73 B R B ADUATD 2R 0 2 R B e A 2 . A ] 58 1 BT i D AR A 4%
S ABUAR R E E R E AN X, PR N/ AN G, B A R BT 25 AT
FERZ W R AR R S SR 1 o SR, it A B AT ARSI N A% I T N R AR N URAL PR B fk
[P RT AR X L2 CDRo FHAT IV A ZE X A TR m] 2% X R B DX, PR T IR 4l A2 CDR ZE AR
SEEE, SR Ak B AN SRIE R AL P VBT IR CDR. fEIR A s /N SRR Y 7= A2 58 2 A BT
s, Horb UL PTIA /N U S5 RGATHXT Y T N R0 W ESCprie I, A H BT ik
PRI Sz e e M B SR AGER S BT X v BOR AN T A B 7 V2

[0046]1  AUSALPUAIETRIZAERI DA  Frid TR & AR ARIX 20—k BIEA DL
A ) CDR, He b A7 7R AR AT e 2 X 5 N e e 3k e e e X IR ACHH [A], B 22 202 85-90 % AH
7], PLik 22 /b 95 % AH Rl o PRk, NIRALHUARIR A&7, 7T REER CDR &b, #85 —FPel 2 FioR R
NG PERRER P H (R B 73 FE A R 9, A4k S e 3Rk e B — M AN EL R ik & 2L /) B
AR/ NPEE X Bifk.

[0047]  HH T AKBIT I, NEADUA S JEANRRIR G PUAAR EL 2 D = fE
.

[0048] 1) PRICARLNER AR BN, BRIt e a] LA S NSRSz 2R G i 3L 80 73 58 A o AH B A
A Chmid AR R MA R 4l B g3 (CDC) BRI DA I 48 a2k (ADCC) B 2 Al R B 41
)

11
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[0049]  2) ANEHfE RANK TR NIEADTAR QLR 8L C AR A SN R 7, PR
XTI IR 5 BRI BT AR B 2 VA B &R 58 4 SR I 3R N ST AR BG40 AU IR Bk & DL AR 1)
PURNE T /N

[0050]  3) CLERIETESS AR ASKHUAAE NARIRES B 10225 A LL ADUIA I RS 2 o 7
S NIEAHU AR B 5 RIRAFAE I NPT TEAAH [R) (1924 73 0, 445 0T LAASE A 5 /b BG4
I

[0051]  AIRAGI Rk AdsAb e Bk de . U EERE T T i 25, Ak B 42 4% CDR 11
NSk E T (ke a ) ARSI TR EAF A e skEml (%2
TREERE N ) PR EER

[0052]  (a) PFridk#Es2 & e ik O AR LXK N I S ZE R IRz A B0 T N e sk s 2 A
i DL T T BT IR A A G B BRER P N N 2 SRR AR A A BT T N A R R 2 LI
[0053]  (b) ATl MR B B H A —A> CDR ;8%

[0054]  (c) 7E =4 e Bk LAY, f) RS 26 1R T (R AR AT O B B &5 CDR 2 26 R AT —
JRTHIPE A 5-6 2N (O FB|H0) [Queen 25, [A]HT, Al Co 2%, Proc. Natl. Acad. Sci.
USA88, 2869 (1991) 1. A fTid$e 2 # e BRE 9 AR ZEIX N B — A2l SR LA K ik At 44
o B TR 1 N R0 N 28 SRR AR AL BN T N S 3R 2 AN WK, A 50 FH AR BT
T NAFEBRER H 2 IR 2 R BT IR 2 S5 1

[0055]  ARIER AJEALPTIAR AR /D R BiAA 266 M AJRATE . AL 266 1K) CDR B W
FERITY -

[0056]  #%%% CDRI :

[0057]
1 5 10 . 15
Arg Sex Ser Gln Ser Leu Ile Tyr Ser m aly Aen Ala ’J:yr Leu His
{SEQ ID NO:1)

[0058]  #%%% CDR2
[0059]

1 5
Lys Val Ser Asn Arg Phe Ber (SEQ ID WO:2)

[0060]  %%%% CDRS :
[0061]
1 5 : .
Ser Gln Ser Thr His Val Pro Txp Thr (8EQ ID NO:3)
[0062] E4#% CDRI :
[0063]

b X 5
Arg Tyr Ber Met Ber (BEQ ID HO:4)

[0064]  FE’%% CDR2
[0065]
12
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1 5 10 15
Gln Ile Asn Sexr Val Gly Asn Ser Thr Tyr Tyr Pro Asp Thr Val Lys Gly . (SEQ
ID NO:8)

[0066] Al E%E CDR3 :
[0067]

1
Gly Asp Tyr (SEQ ID NO:6)

[oo68] A M NIEALTUAR I PRLE R B nl A2 X AT 0 PR AR 741, Hoh Brid i 4ok AN
itz Vi X Bt DPK18 A J X B Jk1, IF HAER]— AV A 3EA 2 R &k AR LA & FE R AR
LA /DI AE I e e S P

[0069]
1 5 10 15
Agp Xaa Val Met Thy Gln Xas Pro Leu Ser Leu Pré val Xaa Xaa
20 25 36
@ly Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Xaa
35 40 ' 45
Tyr Ser Asp Gly Asp Ala Tyr Leu His Trp Phe Leu Gln Lys Pro
50 55 80
Gly Gln Ser Pro Xsa Leu Leu XIle Tyr Lys Val Ser Asn Arg Phe
_ 65 70 ‘ 75
Ber Gly Vval Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp
B8O 85 920
Phe Thr Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Xaa Gly val
95 100 V 105
Tyr Tyr Cys Ser Gln Ser Thyr Hig Val Pro Trp Thy Phe Gly Xaa
110 . :
Gly Thr Xaa Xaa Glu Ile Lys Arg {8EQ ID NO:7)

[0070] b .

[0071]  FEAI'E 2 11 Xaa /& Val ¢ Tle ;
[0072] ZE{L'E 7 [¥) Xaa #& Ser 8K Thr ;
[0073] 7E{7E 14 ff] Xaa 4& Thr 5k Ser ;
[0074] 7E{IE 15 ff] Xaa 42 Leu 8K Pro ;
[0075]  {EA7'E 30 [ Xaa j& Tle ¥ Val ;
[0076] 7E{7E 50 [ Xaa 42 Arg. Gln 5K Lys ;
[0077] 7E{7E S8 [f] Xaa 42 Val 8k Leu ;
[0078] B 'E 105 [¥] Xaa & Gln 8% Gly ;
[0079]  7E{7E 108 [{] Xaa +& Lys % Arg ; Al

13



CN 104341500 A OB P 9/27 Fi

[0080]  {Ef7'E 109 [f) Xaa & Val BX Leu,
[0081] A NYRALHUARIIPLLE B ] AR X BA N2 &R 74, Hop frid i 48k 5 A
PP VH X B DP53 1 J X B JH4, 3 HAFE R — A H A 30A R FEMR R A LR FE R B LA

DR AE I S B
[0082]
1 5 10 15
Xaa Val @Gln Leu Val Glu Xaa Gly Gly Gly Leu Val Gln Pro Gly
20 25 30
Gly Ser Leun Arg Leu Ser Cys Ala Ala Sexr Gly Phe Thr Phe Ser
38 40 45
Arg Tyx Ser Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu
50. §5 60
Xaa Leu Val Ala Gln Ile Asn Ser Val Gly Asn Sexr Thr Tyr Tyr
&5 70 75
Pro-asp Xaa Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Xaa
80 85 20
Xaa Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Xaa Asp
95 100 105
Thr Ala Val Tyr Tyr Cys Ala Ser Gly Asp Tyr Trp Gly Gln Gly
110
Thy Xaa Val Thr val Ser Ser (SEQ ID NO:8)

[o083]  Hrp

[0084]  E{7'E 1 ) Xaa #2& Glu B Gln ;

[0085] {E{7'E 7 I Xaa 4& Ser 5% Leu ;

[0086] {Ef7HE 46 [ Xaa 4& Glu. Val. Asp BX Ser ;

[0087] {E{7HE 63 [t Xaa +& Thr 8K Ser ;

[0088]  FEfLE 75 [f] Xaa #& Ala. Ser. Val 8 Thr ;

[0089] {E{7HE 76 [ Xaa +& Lys 8K Arg ;

[0090]  FEL7E 89 1) Xaa 4& Glu 8K Asp ;f1

[0091] ZE{7® 107 ) Xaa 4& Leu 8% Thr,

[0092] AUk BH AJRAL B AR e i e v] AR X oA a0 2 2R 1R 7 41, Horp prid A 4k
H AR AR Vk X B DPK18 1 J X Bt JK1, - HAEF— A V WA IEA 2R kAL L2 R
HUAR DAY v 18 1) B 52 Rk

[0093]

14
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1 5 10 i5
Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu
20 25 30
Gly @ln Pro Ala Ber Ile Ser Cys Ary Ser Ser Gln S8er Leu Ile
35 40 45
Tyr Ser Asp Gly Rsn Ala Tyr Leu His Typ Phe Leu Gln Lys Pro
50 88 - 60
Gly Gln Ser Pro Arg Leu Leu Ile Tyr Lys Val Ser Asn Axg Phe
65 “ 70 ' 75
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser G8ly Thr Asp
80 85 20
Phe Thr Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Val Gly Val
95 100 105
Tyr Tyr Cys Ser Gln Ser Thr His Val Pro Trp Thr Phe Gly Gln
110
Gly Thr Liys Val Glu Ile Liys Arg {SEQ ID NO:9)

[0094] A B ANVRALHU RS A ) BB mT AR X AT R 2 2R 87 4, e BT ik i 28k
5 ARl Z VH X Bt DP53 Hl J X Bt JH4
[0095]

i 5 ‘ 10 15
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly

20 25 30
Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser

35 T 40 45
Arg Tyr S8er Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu

50 55 60
Glu Leu Val Rla Gln Ile Asn Ser Val Gly Asn Ser Thr Tyr Tyr

. 65 70 75
Pro Asp :hr Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala

] 80 85 90
Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Axg Ala Glu Asp

85 . 100 105
Thr Ala ?al Tyr Tyr Cys Ala Ser Gly Asp Tyr Trp Gly Gln Gly

110
Thr YLeu Val Thr Val Ser Ser {SEQ ID NO:10)

[0096] A BH AUsAL PRI e A I N 23R T -
[0097]

15
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[0098]
[0099]

1

1 5 10 15
Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu

20 : 25 30
Gly Gln Pro Ala Sexr Ile Ser Cys Arg Ser Ser Gln Ser Leu Ile
35 | 40 45
Tyr Ser Asp Gly Asn Ala Tyr Leu Hig Trp Phe Leu Gln Lys Pro

50 55 60
Gly Gln Ser Pro Arg Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe

65 ‘ 70 75
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp

g0 85 20
Phe Thr Leu Lys Ile Ser Arg val Glu Ala Glu Asp Val Gly Val

85 100 105
Tyr Tyr Cys Ser Gln Ser Thr His Val Pro Txp Thr Phe Gly Gln

110 115 120

Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val

125 . 130 %
Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala

140 145 150
Sex Val Val Cys Leu ILeu Asn Asn Phe Tyr Pro Arg Glu Ala Lys

155 180 165
Val Gln Trp Lys Val Asp Asn Ala Leu Gln Sex Gly Asn Ser Gln

170 f 175 , 180
Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu

185 190 V 195
Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys

200 208 210
Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu SBer Ser Pro Val

215

Thr Lys Ser Phe Asn Arg Gly Glu Cys V (SEQ ID NO:11}

AR NIEHUAR DL IE R B H A i R 2 R 74

5 10 15

Glu val Glan Leu Val Glu Sexr Gly Gly Gly Leuw Val Gln Pro Gly

[0100]

16
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[0101]

20 25 30
Gly Ser Leu Arg Len Ser Cys Ala Ala Ser Gly Phe Thr Phe Serx

3as 40 45
Axrg Tyr Ser Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu

50 - ‘ 55 60
Glu Leu Val Ala Gln Ile Asn Sexr Val Gly Asn Ser Thr Tyr Tyr

65 70 75
Pro Asp Thr Val Lys Gly Arg Phe Thry Ile Ser Adrg Asp Asn Ala

80 85 80
Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu Arg Ala Glu Asp

85 100 105
Thr Ala Val Tyr Tyr Cys Ala Ser Gly Asp Tyr Trp Gly Gln Gly

110 118 : . 1z0
Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val

S

125 130 138
Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala

- 140 145 150
Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr

155 o 160 165
Val Ber Trp Asn Ber Gly Ala Leu Thr Sexr Gly Val His Thr Phe

179 175 180
Pro Ala Val Leu Gln Ser Ser Gly Leuw Tyr Ser Leu Ser 8er Val

185 190 195
Val Thr Val Pro Ser Ser Sexr Leu Gly Thr Gln Thr Tyr Ile Cys

200 ; 205 210
Asn Val Asn His Lys Pro Ser Asm Thr Lys Val Asp Lys Lys Val

218 220 225
Glu Pro Lys Ser Cys Asp Lys Thy His Thry Cye Pro Pro Cys Pro

230 235 240
Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro

245 250 255
Lys Pro Lys Asp Thr Leu Met Ile Ser Avg Thr Pro Glu Val Thr

260 : 265 270
Cys Val Val Val Asp Val Ser Hig Glu aAsp Pro Glu Val Lys Phe

275 © 280 285
Asn Trp Tyr Val asp Gly Val Glu Val His Asn Ala Lys Thr Lys

230 295 300
Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Vval

305 310 315
Leu Thr Val Leu His Gln #sp Trp Lieu Asn Gly Lys @Glu Tyr Lys

17
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320 325 330
Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
335 340 - 345
Ile Ser Lys Ala Lys Gly Gin Pro Arg Glu Pro Gln Val Tyx Thr
350 : ‘ 355 360
Lew Pro Pro Ser Arxrg Asp Glu Leu Thy Lys Asn Gln Val Ser Leu
365 370 375
~ Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu
380 385 380
Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
, 398 400 405
Pro Val Leu Asp Ber Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
410 415 420
Thr Val Zsp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
. 425 430 435
S8er Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
440
Leu Ser Leu Ser Pro Gly Lys {SEQ ID NO:12)

[0102] i HE R RER] DAE A AR B A SR BT AR RI N AL 266 (R BE A ERE 741
IR B A IR ) ERE AW, 20— &S 5 AR X B I Re RN —
MERZ A BAMIOEK .

[0103] 75— T, AR BHW K b pu R B 2 A% 7R, Y IR P ARAS BIERIA I, A
AR DA EREAEE CDR. 2 T AMEE DX, #4240t CDR [ HE A8 S 3 BR AR 74 48 X B m]
X B IEERRT A 5 N S Bk R AR X R A0 ARG A 6 B 1A B A, B R AH R 2 2518 1
SrEERTA) . B 4 N 5 25 HARKRIE Z IR, 4T iR 2 % IR R A N i A, 5 B2 v [
Pk 266 FEHEFEHE CDR 2 kBE. | T 53508 1 FRME AR S B FE R ENAR , m] DA H] 3L
EEKTIRIT A S AL 241 o AR B UL ) 2 7% R dn b Bk, 4 rikdi ik
23R IEIF, HALA SEQ ID NO :1-SEQ ID NO :6 f£J CDR. B, SEQ ID NO :7-SEQ ID NO :10 ]
R AF[X (B SEQ ID NO :11 1 SEQ ID NO :12 [0 Tk .

[0104] PR 2 4% B 1R — FOE A5 A 0% N IRAL e e 3k 8 3 9 b5 )7 41 I R IR 2 ) 2 7%
HIRJTH), BAE RN ER SRR A B F X o b R IEIEH 79 s i 2 4k T Be g 4 Ah sl %
PeEAZIE E A MO Bk B 8 )1 &R, (] DUT £ IR A% 8 RS e, —
BR PR B8RS NG MR, TS T mAKCFR B TR IR T A0 444 T 1%
Pl 1g =40, SR S AR TR 7R B FI Al AL R B L RE R / R R B BRIk A
B E Rk AT

[0105]  WLAMNZ AR ZAZH IR (FERIZHEL cDNARNAL A R HIR 556 ) FHRk 2y (i
VDRI C X)), it it 2 A AS [l ARTE BRI B 24 3 18 P e N VEAL BRI AR R WA T IR 7
Fo A IE WL AT ARG P51 A 18 FH 7 v, (BB W] ELRIAT ¢DNA J 471
[o106]  m] LAF% HEAR BT FN IR, N2 A AR i (DL TG FRIGZEAL ) B 400 ) 72 & A

18
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{E 52 X DNA J741) . AR{BUHE, W] LLARERS 454 A B IREFEIR 13 3] 28 2 (R R AL (AR AR g
PR IRAS T4 7 AR R B S BR R 1 119 CDR, BT Ik SR S Ho ik b ST ik, 38 A 9T &1 4
(1) 77 5 AEAT A J5 A5 B9V FL sl ok AR = AL G/ B KBRS SR BB 8 7= R PR e B
B e T LA ARSI N A% BT JE 0K 22 B Rl SRS & BT iR 22 4% 17 1R 741 ) K U 48 B LS
TRIEFN G W G % BR A 1 IR A 2 40 o

[0107]  BRASSCE 1R 9 A J5AL G B 3R 8L 1 A1, ) A8 N 5 AN 53 20 BT J S 149 45 e
FZH DNA Hi AR AT LA 5 M v v AR 7= H e “ AR RIUR” st e e Bk de 1. 84, A i) 42
DX R B R A LA™ 2 5 R EAT A v AR () 5 o0 R e 0 55 56, 72— S5 M KT B 5 RAR T 5
AR . g, v LU RS F Bl A A FH 22 FloAS [R] I R 2R I A R AR BN AL S 2 Bk
B AL . — U, 3k 5 RO BT R 0 BB AR AT DAY S AT JE R, B A9
TE RS

[0108] B, W[ LA AEAEL & — BB S I 2 IR B, ik e BERAA —Fhel 2 Fh
GREERE NG TE (WAMA S G35 ) o W R 7= ARIX 2 £ ik R B I8 ok AATU 4 Ax BT R A i s
VAR KBTI R e BTk, B8 s S AR B R T I R S N Z R, WiAE CHL
JE A LA Fab Fr BYaRAE B RE X S dR AN L= 2R F (ab’ )2 B JEE A DNA B23ki&E$2 VL
A VH, 7T LA A BB AR

[0109]  WILAFTITA, 2445 Frid e A o ek ik =il e 41) (R A AR IE 32 42 31 7 )
R¥EVER) Ja, 118 Eh RIS RRIEZATIRIT Y KRB A — RS A EcE
PR B A B AR A s =G4 € 7k DNA (38 &8 il e RIS A — A Sk Pebric (
VURR B BOHT 8 25 ), LAE AT LIRS H IS 2822 21 i 75 DNA J7 51 44 1) 40 o

[o110]  KAHFE (E. coli) RIUHIEH T ool A R B 2 T BRI IR AE 3= @M e
WA FAFER B, AL S AT Bacillus subtilus), ULR IS B R b))
[CHE W E W (Serratia) FI5 il S0 B g g ot m] DAiIE 7EIX 28 5 i g 3= b Rk is
BAR, TR KBRS E S Tk TR ISR T (EHIE S )« BB,
AT AR 2 Bl BT 5 A0 0 J8 3 1 AT — B, BN FLBE B 3 T R 4 &R (trp) JH )
TR B- WELHEE ) FRASCKRE M WHARE3 TR %, Fridiash F— ik
2, W EH SRR R — s H R IE , I H B IR 25 600 i P 5 % 55, LR GA RN 58 RiL
SEFIEHPE

[o111]  HeRUEYInEERHE T H TRIE. BebbE 20Uk 3, R FE, SE &k as
FKISEHITH), ash T (AR 3- B H MRS S L e R e ) AU H R L 2P
5% (RIEFRE) .

[0112]  BRTLEDSL, rT A I FL B WAL 2R 40 M 5 e ) RIS RN A AR R B 2 Ik, F5K
PR TUAK 4 L, ERA AR LR R H 2 Bl REAE 43 Wb 57 B G i R AR A A OE 1E T4
., BLHE CHO 41 M 32 75 Fh COS 41 i 52\ 4 0 6 L UM 540 i 32 \HeLa 40 ffd, B U2 1 Hhs 72 41 e
R B 4T AR B 41 R Rk Al . i aean e RIE  EuknT LA RS RIE T
750, 461 40 52 SR R A Bl B R0 T N A B A AR R AR S A A s RNA BY 2
B 05 BRI B AT s RN S B P8 ARIE I SRR 6P 41 2 oK A Sz Bk iR B R A
SV40. I a5 AR FLK IR B B4 IR EE S S R B 1.

[0113] W] DLIE ik A & RN 75 ok L 2 B AR PR 741 (o S R0 2 B 2 5 7 1) LA %

19
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RIS HIFH)) B8 =4 M, B4l F (0 7 R R 4w g =28 2 m AN . 40, &
AT 5 e — R T B R A0 L, T ol P 45 Ak P v 2 LT T L A e e 3

[0114]  — HERIAAR K I 58 BEPUAR L HL S AR &5 AN R RE A L B sl H B A sk R R X
Jii o SR AT DARR 4 A U8 A AR vEE R 20 AT, BT IR R P AR I BR B LU o - A Bk SR AN
M RAHZEAT EKAH BAE AR Z AT B vk 55 55 o X T2 A, Rk BA 227045 90 2
95 % [ Ji Ptk R F AR 4l F 8 2R AR 1 e Ut B 98 31 99 %6 Bl CSH /=7 R Btk o — BN 75 2530 77
AL T IR 2 KBk aliqb Pirids 22 JIK 22 [R5 P i, BT CAIAS SC el B ik 22 KR T 1697 50
[o115] [ FHFRUELA I HR, B iRk (B RN B ) 4 TR AB AHIIEIR
B BY 52 B I iR B 8 B ) 4 B iRk DR B 9 481 4 i PR B3 i DR T BT B 2 K
PG Down FQEEAAIE « Bl R BRI PR BT VE R FE LS9, PITdR As v 4 24 1R B -2 TR ik
TV BIENG TR NG TS T ARG T NG T B NG T DS gs 252
R4 TEE 2 T (suppository administration) REATAMNEZTZY ( RIALE Tk phiz
R ) o BT LU TR PR B4 7 N % R G B8 R BN SE 5T, - H AT IX S84 B 25 2511
F AR AN A% T R TR AEAS D6 R FH A 28 8 DR M A o 0l T O T 40 R B R 4
1) S ] BB ARZE T I, AR PR A . AR ARG ATiikRe e E RS A E
AR PR M A R A S G DL KA R IMRR . ARSI SE LRI - 2 i i
B R H A SR T MR A1) 0. 1%, AR B PiR R B H e 2L & 4 BR3P AB ,
I H.og2e ONS MR gtk AB G FR

[o116] Wit H T4 55 A&, i H Gl T 1802 45 258820, & il H 255 b
AR 52 BT 700 G 23 B % b ) 3TV R R B S A e R L S kR AR E ) SR A
Remington’ s Pharmaceutical Science,Mack Publishing Co.,Easton PA, &5/, i
SIS G RN A S, BB ITA T A R0 R U AR N EE o SO AR R B B R At PR 12 2
R A IR, 9 i e R e AT B AR IR B, Bl i e P A 2 A e AT B NS AR
[0117] L3108 b i ik Py 3 S0 B I PR e S B S I 3 S AT IR AN A R e kAt o FH T iR
TE S A A 2 TR BRI o SR, A, BT LIRSS S R Bl ) 1 7 v am e R BT 4
2o FT Pk g 255 5K 106 8 30 A2 A% T JE1 600 405 T 3 o 501 — s 56 (50 R ) i85 F 2 ds 1 3 1D
TP PTIR R E PR R S I BT A B A B IR, B N-[1- (2, 3— ik
) NEE N, N, N- =BG ER (DOTMA) BRCE-Fh A A4 i > 5% 30 19 M 55 ez 15 1t JI I H 9
s A

01181  #HIFH P AIEATEFIIREIREL 0. 1% EEL, &% 158 20% Ea b, ZikE T+
SRR YR VR AR AR Rl R S5 5%, Fi B i 1 AR s 25 e . PR, LAY (3 S 2 AL
WAL & ImL TR 2% b 25 7K 119 71 B8 G b 7K AT 1-100mg AS & BH A JEAL B A& - hilads BT ik )50 )=
TR IS8, B B A AT AR e 2 bR . SR ] TR AR S AL A
AIALHE R A 250mL VAR AR, WO Ringer POV, LA A 1-100mg/mL B35 S BT .
[o119]  AS BHIIIE T FI ] LAV R B8R TR A7, AN R A AT A& K C WA = . R+
FIER S FEAFRE PR MR Xt FHE R RZERE A, TeM IURrEE S A
IgG PUIATH 5 ) o W] BT EL AR B LAFAT /M o BT IR )57 () pH AP B A Rs e T
(A I BEASE 1 ) JFAT LRSS T AR I SE T . — Mt iid, 4 31 8 ZZ (R pH 42 A LA$Z

S o
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[0120]  EARHTIA 7 VA AL R T45 7 8 i NUEAL BT A= e 7 (8 A a8 1), (HH B 25
AR (A en MOk 2y ) i dladt s, RE RG], n] DUEH

[0121]  ih4h, BLAS AR A R F 3R 3R], v it 428 il n) A FH AR A m] P A R A2k o | sli2
IEVEROM AR B T SR R R S B R SR A AR I R S

[0122] R, W LASRAS T4 3 A% R B0 R 500, B sl 70 A AR Sk A BT J&1 4
(), AT LU 2 ol 106 B P 128 HA 36 1R 5D

[0123] W] LIAE AR HE IR IR B AR S A — MR f 7K1, FF Ho— B kP Bk T 45 25 X
AR R D o

[0124] 7 [ Fiy S A5 F4 2% 451 150 BH A B T A A2 PR A i B

[0125]  HiHp R SCISEREGIAE FH 44 o0 “ 2667 1/ U ST RE UK, iz bUIR R o A S A
AB IRFRZE 13-28 FIRKEEFI I 6] £ « CAUESZZBUIAR S P BK A A= e % S ™, {H LT 1%
PEAEMNE SN AB JRVRE 17-28 MR BAE Tk AB IR ST RAL BNV . 3K
L) 5,766, 846 FiIA TIPS, BT HEE G RIS . BT A SCH) L HE A AE
/ISR GE AT RS2 5, A3 FH /N SRR e B DA S 2 NIRRT o 2RI, FEAS R B H T AN E 1K)
YRIT 51 AR BT 6N Tk 266 1855 S0 i VR TE Pk

[0126]  “Zjfel 1

[0127]  ZEG ANBEBP AR AB JK

[0128] G MR MRE AMEBEMR (CSF) FEih (50 1 1) FIAMIRAE R 1 /M -

[0120] 1. BHRE ;

[0130] 2. 5 5ng AB 40 ik—iEIE T ;5

[0131]  3.5ng AB 40 KA Img HFLEDLIA 266 (£EH 413 EEH] 5, 766, 846 ik, M il
SIHgERIAH ) .

[0132]  Fril#f i Bl i 7E 4-25 %6 AR AR R e b ik (RPHEZR AR R fidk (NDGGE) ) » 2R 5
HRAERAYER b, FTRENZERE J5 ] Ponceau S Yo FIE X A B Kk HANEILBEIF
Y EbR IR REDUA (3D6) PRI (FR A BRER BT ) , RS DAY 3 - BRI S i
S5, 8GR AE RO (BCL) fl. MR3E Pharmacia 7rF fbn ic il v ik Bk 7
S MEIRKE B Ik, B anfiTid A B kG & H e+, e B3 2 5 Kb
iI#.

[0133]  FEAN bng A B JIRAT CSF AT & AU BN B A UER R B A B ik i H
Prik 306 A FEEI . X T AN MR SFAFAHA S5 R o RN T RIFER) CSF A, A7 H A
Fi AR L SDS-PAGE LA K Bt J5 ) 4 (B B o] ARSI 2 A B IR, (HIX 2 2h 5. Rt ik S
PRSI A Hp g DR~ B AH B VR R BELALGT A B KRS o 2R T, "M 7EV & Y- A Mab266,
RESHARPAEE GRS AB JRRREIE 7E M2 A CSF th [FINAEAE. 22 11nm /K
EHEA, NN TPURRAR, 58— 13nm /N7, 3N FHUR AR,

[0134]  SZjfs] 2

[0135] =il J

[0136] fFFH& 501 1 A CSFEk 101 1 APP''CSF f{#E o APP'™ AL /N R, AR [
PR BR P ()7 AR Y, 752458 8 o 3R 00 A 500 PR v B g B s S A2 R N T B 2
AT AFE IR, NI FEAE PR R G E N AB K.
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[0137]  GnsEjtafe] 1 Fridk, 4 Bk i it AR A7 AL BANFAE & A Mab (1 1 @) BITSOCT T30 T
ME L/, SR TE 4-25% NDGGE _F VK, bl J FERS IR £T i 32 LR EN TS . Prikbifain T -
[0138]  Mab266 ( &5 &7 'E 13-28) ;

[0139]  Mab4G8 ( Z5AHE 17-24) ;

[0140]  QCBpan (£ XL E 1-40 W2 WD) ;

[0141] /MR TG CARRESIE )

[0142]  Mab3D6 ( 5 &7 E 1-5) ;

[0143]  Mab21F12 ( Z5& 41L& 33-42) ;

[0144]  Mab6E10 ( Z5& 47 & 1-17) ;A1

[0145]  QCB,, ., (EFXT AB o FTAB , RZ W) .

[0146]  GnsLjafs] 1 BrikAs il A B IKPUAE G 8 S T H AW R PR 306 (£FXTAB Ak
N- R ), B 5 8 BE B DT AE W R 82 —HRP FECL. 7E A CSF A1 (¥ AH LU 5 Mab266 — 2
BE, ERLeEN NS AR BOREE R I QCB,, 4 HUL 3D6.,

[0147] &R AETRPLikF, HALE MabaG8 F1 Mab266 [F115 00 FALINE] AB K.
[o148] R EIR AT A CSF, K Mab266 1 Mab4G8 Gef% LA R] kil 2 (K 2= 28-S ik A B
BEY CFAFE, ERADURTFERE T, KA AB) . Mab266 AT T4 H A CSF.
APP'T BLFLIR /N R CSF S50 7= A AL S R . ANiB 2 BT 3D6 5L QCB,, ,, Pk B EE
JRENE, 48 FH Mab266 #REMEEE A N CSF A B JIK.

[0149]  =Zjifsl 3

[0150]  JECIXUH Pk EoR AB K —266 B &Y

[0151]1 0% 50ng A B, BKIIFEM S 21 g Mab266 78 37T°CIRE 3 /M. S HL MR &
Mab266 1E A Xt He

[0152] 4R %o iR A i @A T X ) 5 e L 9K o

[0153]  FEES— [, 4n sty 1 BT il x il & AT 2B 4T NDGGE o 65 268 TA A ok M i s LA E 1.
TH— 1R 075 W VLSRR K0, 2R G BB / B IR 45 F T, 1l ik SDS-PAGE (Tricine JK %
BRI LB AT 40 5 . T Ponceau-S Yot (fT 8 ) , BRIE I ZEIL T HRP (144
MR H T H 6E10Mab (Senetek, Inc.) FIAEMEMPT/ DR AB HEATH =M 5%, K035 1)
171E.

[0154] 8 )5 WAHBR 4T 4 % ENiF 384T Ponceau—S Yetf, {f Mab266 [ B LR m] W, &
IESE, A B K5 Mab266 FE R &4, R A%k AKD ({747, &5 5 55— NDGGE J5 & B4
K Mab266 Ff1 K /NKEFF

[0155]  Sicjitafsi] 4

[o156]  LEAHAESE & S5EE 2 [AIVEH XM

[0157]  AAMTIAH A B BKAE M 2R AN CSF ARG, '© 5| URERE &9, k& A e
FEER R Eo ASEHEHIER £ %) apoE BB R BARGEW 45 5 TR Z &), (BARE S
& apoE 5TiRE AV H BT .

[0158]  # ApoE &%) (500ng) 5% XT apoE ) Mab 82 FiEHIR (2ng) 7E37TCHE 1
NI o AR AE FHAE S 1 rP R IR A, XIS IR S EAT NDGGE » NDGGE Ji5 , FH S8 4l
AL 2EPT apoE HUARREAT 8 A B ENIZE /3 B, 18 BCL A0l o UANAELEDTIARRT, £ I13 apoE
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AbAE 8~13nm, 1% B2 5 H UUIRER A FUR A7 E— 2. &1 X apoE ¥ 5w [ Bk sk £ wa B PRI
A7AE FE apoE BRI 2 E K4y 1, Bl “BHIER (super shift)”, XUERH 1 X] apoE
PR IFANEE A 53 T apob S e Aok ( RIM AR & A0k Bk apok) , M2 45 & TR A
1 apok, P2 A BRI 41

[0159] SCHE] 5

[0160] T apoE HFARFHFA TN AB HIEA

[0161] 1001 1 A CSF¥E SN 5 Mab266. 8 5 £ w531 apo—FE Bl HiX I Fifs—
HCLE 37T°CHRT 60 70Bho Bl 5 WISt 1| Bridal ik NDGGE 43 B BT A & » St ds] 1 B i A
WA o

[0162] &R EIR  H 2 Mab266 I JTIRFE S, ZEA 1) 266-A B KR AL 11nm HATH
FEAET 2] Lo NPT apoE 7R 515, T 0L B2 Wit 7F Mab266 /E{ERITE &L T, i
ETREBREW T IMA 50ng AB K, TR IR ZEE S AB [zl Bk, HT apoE $i
IIAELERXT apoE 73 F & ISR FF AT Mab266 24 AB Jik.

[0163]  SZjjifs] 6

[o164] ARNEES AB ik

[0165]  A. FEELER APP'™™ /N R ABFR A PDAPP /R, 1%/ B B R 1k N APP 8 A S8R (AT
Ko XLE/NELAE ONS =4 N A B, 78 CSF MM P IEER N A B KK Fi . *F/\H
/I BRI PO VB 27K B 100 1 g Mab266.. Il /S RAE RIS 10 238 5 B, FIUREST 20
ZINE S PR LML o

[o166]  GnsLjif 1 Fridk, i i NDGGE F FHHi 4 3D6 (g 1 BLER I, 73 Aok B & L 3h i)
20w 1 ML o VES ERKIOBIIAE 10 43 8hEk 20 /N JGEAS BRZEA A B IKRFAENE 11nm
W AFAE . AR, 7 5T Mab266 [P HBNPITE 20 /NI o i S 2 i1 A7 AE o

[0167]  B. iZWF7CAl AW H# APP™ /N 55 0 K, /MR EE AN B 52 Mab266 ., 53 52
Img Mab266.B{# 4252 100 1 g iZPiik. R4 T ITRTUARRTN R LA AESS 1.3.5 A1 7 REUM
WRENh . WSHER] 1 ATk, TR R Sh3EAT NDGGE, 4R 5 i 3D6 BEAT 8% (A 5 B 28 43 BT FAS:
Mo FEZ5 T Mab266 5 1 BT B 8], BRAEM KA W O 820 G AL, 75 0 #0R U 21 266/
AB BEHW, EHE G &G REERE A, A 8%k Mab266, 257K LETIA I (7] Py OREF
Feag, HOEAEVESS 100 b g Mab266 B eSS 7 KA T M s — Al , 457 100 1 g i%
FURIIBI A A K B2 S T Img DU H) /N AR IR KA

[0168]  C. #RkINZ T W F & APP™™ /K, Img Mab266, MAF H /N BT 25 0 1 I 32 4E M.
W1 b SCHT R T I i 2E R S EAT NDGGE, 48 Ja HEAT 81 1 S BN 8 43 7, AN TRl 2 4k 2 A 34k
3D6 454 Ja A BT AR 1 (Amersham) R, R )5 2255 T2 G . M4 5 hrvE il
LB TH E AWK, brdE thZe i T il #% A E A B SHAIKF Mab266 455 FFAH
BRI . BEAL T, 254 Mab266 [ A B KA & &2 100ng/ml, Eb LARTIN 2 (IR 28/ B A 9
JHAB FEZKFZ) 100pg/ml BEHNZ) 1000 £i7. Xt 5 APP™ b AB JURRAETIF A B AR/
(50-100ng/g) AHML ;APP ™ Tg /NI APP FIA AB JLPALAEM P =4, Rk, FH ik
Mab266 7E MK AFTES R A B IKESZ 4%, EF) AB JIRA ONS B AR At o Bk 34
7 T B T A B M CNS B 352 (¥ 97t HE 38 b, AT 1 I i i) A B PR IRE N I
[0169] W FHAIAZE S AB IKEVIEHI /N APP™™ /NS Img Mab266 Ji 24 /N3RS )
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20 1 L M3 A TRIS—tricine SDS-PAGE ¥t I HLyk, ZEM 45 A8 A G MBE#EE T8
H G ZRrEkZ Ja, B AB Ptk 6E10 AT E BRENZE 40 #r. AR A G BB T
4-8kD, 5 A B JKHAR AT e — RAIRRIAEE—EL

[0170]  D. F PBS(n = 7) = # 500 1 g 4 4 2 1k Mab266 ( Bl m266B) (n = 9) JI§ i N Ak
TR H & APPT N, ZEVEST T E S S 24 /NI, Ad ) Johnson—Wood, K. %%, Proc.
Natl. Acad. Sci. USA(1997)94 :1550-1555 ; fll Bales, K. R. %%, Nature Genet (1997)17 :
263-264 ¥ ELTSA 75 ¥E ek 2 X, A Mrim 28 Hh g 5 A B Ik 18 ik A m3D6 048 117 96 fL
Optiplate (Packard, Inc. ) JM & 455 m266B 1150 A B o PR I IMLIEFE S A BRE S, (25 PPk B
[ A B L, F1 m266B) fEFTIA AR PR E 0, A T MEBEDUED RN E 5 A B /m266B
BEWE. Ak, 78 24 /NSRS TR A B e ER A G AT M R AT 5 LLE B R 456 Mab266
(¥ AB JiK, SR 5L ELTSA 52 CSF A A B 1o F1AB 4o fEVEST PBS BB, VS AT IS
Mm% AB BKFEHIE 140pg/ml o V35 Mab266 (¥ /)N 544 Y I 25 7K P A3 S R AR AL, (H R &5 4
Mab266 [{] A B JRIFIZK-PAEF S G 24 /NAS I A 2

[0171]  LWE T CSF H /K-, CSF AREE CNS P I4H Ja b X =5, CSF R IR 73 - B AR e
FEAE b 2 e o P 440 L A7 25 1) P R0 Tk 5 o A/ D o S At X 25 73 5 CSF o FH TG B2 L 22 R e
NG BUOH SR P RSB B 3 —ME B LA R & . 40 FURCEE CSF AEMES B T, H s
B /D> oo 30 27 7 5 SE AV R DY i, WX CSF BRIV AR BB v o YRS 24 /MBS IR
TS Mab266 [/ BT CSF A A B RIS N, 553 51 PBS [1)/NAHEL , 78 CSF 1 3R1F T A B o,
BmLy WA o A H AR BRI A vk LA BE S A A B, R MR PiiA 21F12 [ 8 B3 T BN s 23 A
A T IX— R

[0172]  ZES—ASEE A, = H# APP'T, /N B ik P9 v 55 PBS 535 Mab266, 41 T ¥4/ CSF
FITAB o KERTAB , KF -

[0173] Rl & A B o, 18 I HRF 5 VEEF ST AB o I 5 58 B BT AR m2G3, ] " 1- 8 P
FIACEE R HLAE Y £ —HRP 357, 25088 SCHR BTl ELTSA 7775 (Johnson—Wood, K. %, Proc.
Natl. Acad. Sci. USA (1997)94 :1550-1555) 1% K RIA. %] T M K i Al CSE A 5, 78 22 i
WP B Z I AR M S N T ITIARE 7o VP I AT S HP B IR b vV RO ANV ME A B, FE
it 5 100mM % R £, 40mM NaCl, pH11.5(4°C ) 2J3%,10, 000x g &L» 15 438, 40 SCHR AT IR
(Johnson—Wood, K. Z&, Proc. Natl. Acad. Sci. USA (1997)94 :1550-1555) F1_E %1 H 72
7, VR BB (RTHs ) FpiiE (ANt ) P AR o B R RIA W E MK P AB /
Mab266 & &4, %t/ B B4 2 Ak Mab266 (Mab266B) , 78 2 AN A f5 7> B 3% . i
m3D6 4% ) 96 £L Optiplate (Packard, Inc. ) M &F 454 Mab266 1450 A B o FRRE I3 FE 5
FRRAES (R FIIRFERT A B, FH Mab266B) £ AT A4 AR PR & i, A 2 T- &k
VI 5E S A B /Mab266B E 5 W& .

[0174]  FAK N TEST Mab266 =M JS, CSE o A B L KPR INPIA%, A B L, A BE G N 2R
1M, £F 24 /NEFFT 72 /NEF, CSF AR A B 4o AT A B, HRIGINPH B =15 . A8 F AR MR B 20 M F Bl
JERHTAER) CSF T A B 5 R ENES» Ml A AHAL G5 R o A B 8 ik [R) BV K3 - (CSF /K-
TEHERD FERE BB X Lt ) R RES RSP LS 2% CSF AB & in.

[0175] B XFEKKIZ, CSF AB IKFHIZRAIFE A2 T Mab266 #E A CSF 5|21, BKIA
FEVES G 24 /B & B ) 7K AR T Mab266 132 7K 1 0. 1%, AS 2 PLT [ ix seArfl, , ix ik
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SRR PURTEMR T AEAES S A B PRy H i S 5T, #F N CSF.

[0176]  7E L& 7E I Mab266 -1 b Jrid 73 Afr CSF IR [R]— /0N Bl B4 0 5 S5 9 2 N, I B ] ¥ 1
PBS B IR Eh G2 vy A B IRTE e ISR AE S J5T ) 95 T Ik LEys fdt 2 iRy AH AL

[0177] SR 7

[0178]  Mab266 {EARSME N AB JIKEE 225 EH

[0179]  FJEEAE MRS RS BT 25, Mk Mab266 14 A B K2 8168 1. 3 1mL A
CSF B T ZNM B BT N, i 0= —HeRe e kBT 10-100kD [RE TR AL 5 K % 4
I, B N EH Z A L g Mab266 [ 751 L PBS,

[0180]  ZEAN[RINT R) s i 25 N R0 I N 31 1R IR 32 G, 2R )i FH 6E 10 BT X A B IkidEAT 2
S ENZE 3 B, LR 3 /N S IABIP 4T o B L AESCER TR AR P, IR 3 80 % (MAFRLL ) ByZik
FE, KGR B -3 CEE (1% ) IR, FEFLAE 0. OM L TR FLIK 22 vy oo HE ik ( BEAR 2 B A% )
I 4% —35 % [ 58 A I 0L et R G I, Tl R FE BB I 5 6M SR Z2 6% (ARFRLEL ) UK SR AN
2.5% TEMED. %%# RIAHIR LT 4E = 2 A, T AIEE R MR TE pHo SR S5 A8 AR 2 B B BN R R
e AB o KEIN R F AR T 4kD.

[0181] 3 /BTG, it ELISA /- B T EFKZE (n = 4) , L E NTTEBRIAB =
Kl 1 SoRAFAEFIANAFAE Mab266 [R5 00T , AN[A 4+ ST E IR I 45 1 . W 8o, BAR
¥ PBS B TIRE N INACH B/DER AB AKZE I, (H 447 1F Mab266 . 7+ 2 AW i /2 25kD
IR0, 50% T A B IRTEIR = T2 BIEE G 5250 1 AT IS N 21 L0OKD I 27 i s 1) &2 1
B, S LF 100% ) A B ik 2 i i

[0182]  WRZLRIFHL N K A B Hifk 3D6 Fl 10D5 GEMS{EIZ RTINS AB IkZF ki, HAR
PR PR RELESSHER] 1 TR IE A AB K. X eest R EoR A5 AB IKPTIATEX
SO S AT A R SR ) 2 A AR BRSO R TR R, A S e A A B R, (BT
B 13-28 HIFRALA o SV TR Mab G 266 SZFR bS8 ULE EE R 85 4.

[0183]  7F AH LA I 52 F, 4 DeMattos, R.B. 2%, J.Biol. Chem. (1998)273 :4206-4212 ;
Sun, Y. %%, J. Neurosci. (1998) 18 :3261-3272 FTik J7 i 4lidk i) 5 7 40 B 73 W4 1) apoE4 X T
BINEEN AB IKEAMUMEAES 2= EEERSN . M2 sl 166 8k BSA BUfL Mab266
i, A WS B B BN

[0184]  =SZjjfs] 8

[0185] A B JKA CNS JiiH 2l 3%

[0186] A. ¥ 1ug ABA0WMET 51 L /NI CSF, AR FF L, 4R Jo o 20y O N B AR 7
Swiss—Webster /)N /) i A il Ry ik 9 S 1, 26 b2 BT BTid /N B B 483652 PBS (n = 3) Bk
200 b g AW E 4k Mab266 (n = 3) WIFEIK VST o 7EALTE S BIAS [F]IN ] 50, 38 A B ELTSA i
SE /NIRRT A B 15000 75 A B ELTSA HP ST H 3D6 7R 4 Bk Hiia, I H Sid &= E ik 266
RETAB prfEsh . W R SIHCHE MRS S, BB i 2R 5 0 & AR 2k 266 TR
4, LLE ELISA fAT A B A5 7RV PBS HIZN A7, 30-60 7302 5 I 2 0. 15ng/ml 7K
ST WA, B AR ARG PR B Rl RS 5 (IR, FE B2 S5 TR KPR B RZR . AR, 7E45 T Mab266
(/N B, 60 3B M A B SRR B LETE ST PBS (197 B AR B 21 K S ) 330 f57KF (4
50ng/ml) , 7& 180 738 fF 1L 2127 90ng/ml HI{E .

[0187]  B. #2001 g(n = 3) 8L 600 1 g(n = 3) FRAKANTES AB HEE APP /NI, ER
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FEIF o DL EIRFEE Mab266 #bK TSN 3 H il APP ™+ /+ /N R o FE R B S5 R RH v 5
Jii BAN IR 1) 55, T8k RIA )7 254 Mab266 [ A B MR A . B 2 Ernk | — HAREM
RN RE A 2

[o188]  JRIN&: G aBEDLIA Mab266 [F] A B (MK FELE 4 KM 150pg/ml [ ZEATE K154 in
FEEE 100ng/ml (17K o 38 I 50 BT i% 2k b 1 S I 1) 50, 7 e FEA7AE VA AP Frd B ik
BT s APP ™ Tg /NEL A By HEAN LR (34 I S2 42pg/ml/ 4380

[0189]  Mab266 £EHF A RUFN APP ™ " Tg /N R AR P X6 L3R A B 7K P 1R13808: LA K BT i Hi 44 %t CSF
AR WY BN AN Mab266 FA7EAEAE CNS FHIM 2K A A B s BA% i P4 .
[0190]  =Zjifs] 9

[0191]  Mab266 Xt A B %Y

[o192] X DU H # APP'™+/+ /N KRR B PN 3 B /KL Mab266 (500 1 g) B¢ X FE R
IgG (100 1 g,Pharmigen) , & 2 AALBE—K, 24T 5 M H o fESLHERALIEANER, W52 Kz o
[K)AB PLF. 41 Holtzman, D.M. 2§, Ann. Neurol. (2000)97 :2892-2897 Frik, 7 FH # & ik
AB Pifhk (QCB, Inc.) BB LG, HERE KT RIS e K2 AR A VP
AR % o g BB TE 38 Bz, AR ER FIHHEILAB T, &
M, 7EH 266 AbFLfG4 R, P E > 50% AB /NI % B2 E D (P =0.02, XX KWK
) BARSUAE APPT NI K& A B YR, (AR AR, 20 50 % B R H YT,
21 50% B A KREYIR . 7E PBS Fll TgG AFEMIBIH, 6/14 F1 5/13 /) RA I 50 % Jz i
e AB Bt E o5, 1 H Mab266 AbBEI 14 KN A E — RIEBHZ R EKF. 75 9 HIRI,
A A L 50 % Mz a KR A B UiR . Jo BB A Z T 3AME H s sh 4
BN ISEASKIR, KA BERIT 5 00 A /I BRI S A2 APP' ™ {EAAE I 4/8 T Flixet 35
RN PR R A AB YU (ROREEAIAT ) o SR BT 4 ANE RS/ G K%
AHAB YR (RAHLIAF ) o ATFHZEACKRIEE N HLAZ &, M266 X T FEAK A B YR A # A1
BERHN (p = 0.0082, K 3B) .

[0193]  =Zjfsl 10

[0194]  7E APPVTITF Tg /MR AL VRS Mab FEANSE G JE i FEBE

[0195]  #fsE4E 5 A PR IE P VEST I Mab266 27545 &b K AB , RISk B & A B
IR H B2 Mab266 . £ /K B IR TG VAT 9 9 H e AP ™ Tg /N EUIRIRI Fr o 41 SCRik
PR HAT AL TR et (Bales, K. R. 2%, Nature Genet. (1997) 17 :263-264) . %
JEEFRILH PN 1e6 (Vector, Inc.) B K A A ASMALR, R ETOCEMEE T
a. AT RAWER AR PRI R e g, SIAHR, AP R TG IRE
Bk 1 1 i N FH Mab266 T-Brad b)), W] DATE 2 s 21 A B i

[o196]  =Zjfifsl 11

[0197]  Za THifhk 266 X1 24 HIRFEFEP 4+ PDAPP /| i (¥ D\ S0 R

[0198]  ff A 16 J -4 FHRIEFEV/NR (APP™T) o BFRITUA IS BTk /N R4 24 s, FrfvE
SR IR NS (Lp. ) o 2/ BURE R S IR Eh 22 P (PBS, “XF IR , Iy — PRS2 W
fift T PBS HH 1) 500 Sk 5/ R BT 2660 VESIAE T R (42 K) WHHT, SIS 6 k. BJE—
WS TG 3 R, FEAUN J. -C. Dodart £, Bahavioral Neuroscience, 113(5)982-990 (1999)
BTk, 8 B AR FAESS VP shAT A tHEEIFREL (T, x100) /(Ty-T) « &R E/RTF
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[ 1,
[0199] IR AL i GO N
[0200]
AFeF82(2-4))
F- ¥ 48 AR £ MR
N
s} % (PBS) 8 7127 8.80 3.11
A 266 8 54.35 7.43 2.62
"p=0.0010

[0201] % 24 H#F-4 THEIE /N IR T 500 B Hilk 266 51740 A%, B

PRARFR Y HFE RS BT 55 B AR R JE S AU DA RIHE R (. -C. Dodart 3% o IAHITEEK
ERIZESAE 0. 001 ER /K ERA G B AT E R Y S5 B TehHE
BRI REFE R 13-28 DXL 1A A BURE 10 B AR 2] i R P /s Bl S 2L P i SR B AR AT
. UL, g P A B TEI SR FUIREIEIR 13-28 X MIHUIRRE T B Wi HE 2k BRI
AT Down [RERGME, FFREBHLIEIE & 5PN R KA B

[0202] 4t bfTik, FH/NRALA 266 ALFE 7 JAI 24 BRSSPI T (LR DXORITH R
S ) A s SERLE BT P TSR SRR e (BT A B ik 3D6 B 21F12 Bt 5 4
PR PRV SRR S ) o GER R TR R. AN KNERAELIE PR,

[0203]  Z£ 2. A/ 266 B AR HLAANFE T AP /s B P oA R BE £ i
[0204]
RS (%)
12 3D6 £ A 21F12
P FRER | CRHME | FRR
N ) .
#} B (PBS) 7 443 5.93 0.77 0.14 -
P 266 8 38.0 2.96 0.93 0.11

[0205] % T-IX B4R E R K 3h ), i FH 306 s 21F12 Wil &, A/ B Pifk 266 42 Y
PBS AL BEZHAH L IF AN S EU Z AR RITER FE T . IAh, 5 SRR T RITE R FE 8
AL, AR Diagifisi 2 3 H @& (W R 30) , Frik AR sh e B As A k55
AR O AN R 5 RABEIN R o BN KR, XS5 AR 5T A B HUIRRRAE 1 H DA KNk
B, AN FRARVE R A AT A5

[0206]  KbFE 7 JHJ5, m266 ALFEA N EITEELY 24 H RSB A S W U R A S fe B0
WFEAR ! X AR L R ) P e T T B

[0207]  SEjiafy] 12

[0208] 45 THifhk 266 A TAEREF LN &1 PDAPP /] BT IA I RN,
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[0200] A+ (54) R4 FHRFEFE/NR (APPT) o =4 = (23) JUNRAEFFUIT IR
2= ik HaR/DRIEF TG 200 Hikg . KBRS H o B, RS2 bR, /)
AL (1) AN ABEAI 9) A,

[0210] AT VESTAR R IEME TS (p.) o A5 “PBS” S IRZH 1) /) B A o 2 A2 T TR h 2
PSS (PBS 5200 1 L) o “TgG” X HEZH B K/ BRUVRF R4 52 TGl x 1 [R)Af 2R %) ey
(100w g/ /NERL / J ) o BRI/ BB RS2 R T PBS HR ) 500 Be B ik 266
TS (C“HD”) o “ARFN 2 b 1R U/ BURR RS2 0 R T PBS TR IR 100 A se bt ik 266 7355
(“LD”) .o 1 BmEsEif] 10 Frik, & fa— R 5 =K, A B bR e &M shiar b,
WA TR E PR AL AE AN S E AL B RBN S FI R ZER . SR ERT
KR 3. g RIS R N BRI AR AL

[0211] X 3. FEATREN S il 2=k

[0212]
PR Fe L (4-%F)
3444 AL AR
N
7 A
PBS 7 2.12 4.22 1.59
IgG 8 0.81 3.64 1.29
HD 8 10.04 6.52 2.30
9 A # | 5 |
PBS 7 - 1.87 3.54 1.34
IgG 8 - 0.96 3.51 1.24
1D 8 10.75" 6.44 2.28
HD 8 12.06 7.82 2.76
[0213] " << 0.05 |
[0214] ™p < 0. 0001

[0215] R IXLEHHR 45 Al oK, SCRFRFE— AN E5IE 4 TREXT A B RN FT 4 266 221
7-9 F APPTT LR B B BEORR, DR ARTRRAE S 2 AT I E . FERXT A B IR
Hh TR I DLV T B R AR BB LB — R S O RE R AT OCHA N T B, IR BTk A 1~
b o

[0216] 52 ALY H Al T K 5 [R)RE B A2 L/ S UM R 9 il Fie B e g vt 2 e B2
Ao I 8 e E2 K shPh —+E (Sl 10), H m266 b HHAEIX L8 5 47 4 ) e 2L A 2]

W SE AT AT
(02171  SZjf] 13
[0218] &Rk ANJEABTAK 266
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[0219]  ZHfAIHLAA . M ATCC Manassas, VA) FE45/) B E BETR 41 il 2 Sp2/0, B T 37°C CO,
BEgRAE T, 788 10% FBS (Cat#SH32661. 03, HyClone, Logan, UT) f¢) DME 3578343y, /)
fL 266 ZLATIRE AR SE7E 2 10% FBS (HyClone) , 10mM HEPES, 2mM 73 28 Bk i, 0. 1mM JE 4
T2 FEIR, ImM A A R4, 25 1 g/ml PROKEE 25 1) RPMI-1640 Br 7= b 85 9%, AR5 7E % 2% 1K
Ig FBS(Cat#30151. 03, HyClone) MJJEIMIFEEFR%EE (Hybridoma SFM, Cat#12045-076, Life
Technologies, Rockville, MD) ¥ BRI P 2.5 FFHARL. {8 H G Sepharose
A, 8 I S A E AT AT IR B R ) IS A4k s IR 5 B BT AR 266 (Mu266) o i ] EZ-Link
Sulfo-NHS-LC-LC- “E) 2% (Cat#21338ZZ, Pierce, Rockford, IL) 4 M) 254k Mu266.
[0220]  FE[EAN[EIX cDNA. {fMH TRIzol 37 (Life Technologies) MZJ 107 244518 41 iy
FLEV 5L RNA, /8 PolyATract mRNA 73 B &2 4: (Promega, Madison, WI) , 3% REAE N 5 75 74
438 poly (A) 'RNA. 18 SMART™RACE cDNA §" 34X 7% & (Clontech,Palo Alto,CA), FZHE Mt
N TR ) T 6 A RURE cDNA. AEH 23 sl 5/ B« BERD v BT e OB KK 37 514, LR AE
SMART™RACE cDNA §™ M4 F| &3t 57 @514, it A BN (PCR) § R REA!
FERER A AR X cDNA. KT VL

[0221] 5’ —TATAGAGCTCAAGCTTGGATGGTGGGAAGATGGATACAGTTGGTGC—-3' [SEQ ID NO :13]
[0222]  PCR,3" BI¥EA MW TF4

[0223]  HAPBRIE 17-46 H/h G Ck X448, AT VH PCR, 3" S HA W T & IFFH -
[0224]

A G T
5! -TATAGAGCTCAAGCTTCCAGTGGATAGACCGATGECGGCTGTCEGTTTIGGC-3

T,
[SEQ ID NO:14] *
[0225]  HrpA%EE 17-50 5/ B v B CHI 2438 . 4 VL FVH ¢DNA WF. 55 % A\ pCR4B1unt—TOPO
#H. & (Invitrogen, Carlsbad, CA), AT JFH) I 52 o A% F 2¢ D6 0G4 % #1155 (Applied
Biosystems, Foster City, CA), ¥/ FKi+e Sl it PCR a3 7 S S EAT DNA 7. 7
377 24 DNA JUJFA% (Applied Biosystems) k4387 Brdsill v j v o
[0226] A4 % A A 4 266 (Hu266) W] 4% [X . 4 Queen % [Proc. Natl. Acad. Sci. USA86 :
10029-10033 (1988) ] il iR N ¥4k /N SUBT AR V X o M3 77 2 R O 1, e 88 NV X M) 224
h Mu266CDR ) 52 {4, i F i1 & HL 72 > ABMOD il ENCAD [Levitt, M., J. Mol.Biol. 168 :
595-620 (1983) ] MW AZ[X (1) 7 FAELAY . FH Mu266 (15 W 5% FEHUAR A IRAL V X A T fi
CDR HIZ TR . B EAEVREE 46,47 .49 F1 98, B AR L 51, S AL V Kb AER—V
DO 2R YA R R B I U B R, Y R ] RE IR e Ji e . AR AR 2 42 1 44,
[0227]  AFHAK L 65 TZEE] 80 TZEM \FIE B & TR, MY B 25 fl
FERT AR X JE R [He, X. Y. 2%, J. Immunol. 160 :029-1035 (1998) 1. Pl ZA% 1R B K,
DNA R4 H5 1 1) Klenow Fr B ZEAH, 7= AL DU/ RUBE B AR I SRAS I B, IR K, 2R
H Klenow ZEfH, = AP AN | B o A2 I L8y B, ORHR K, FRIREEH, 7 A4 K BE KL o A HH 48
i &% H. PCR &% (Roche Molecular Biochemicals, Indianapolis, IN), it PCR 4 3 it
1374 Prik PCR 438 Fy B@ i B 46 IF e 13F pCRABLunt—TOPO 254k . #NJF4))5,
MIu I 1 Xba I JH4LBTIAR VL R VH ZE R, BERCAIAL , 73 BIE 5o ik FH 3R R BE RN BB (1 2
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4, P42 pVk—Hu266 Fl pVg1-Hu266 ( 43 5 WA SC K 6 F1E 7) [Co, M. S. %%, J. Immunol. 148 :
1149-1154(1992) J o MIX S8 s R 1 B N JRAL 266 TR BAT SEQ 1D NO =11 H42HEH!
SEQ ID NO :12 fyE4%,
[0228] fasE4EYs, {#HH Gene Pulser {¥#% (BioRad,Hercules,CA), ik (Co %, 1992)
IV FH 360V A1 25 w F, 38 it B 28 L 58 O /IS U BB SRS Sp2/0 HIASE s B YsHi, F Fsp 1
2 M4k pVk—Hu266 F1 pVgl1-Hu266 JFiki DNA. A 20 1 g pVk-Hu266 F1 40 n g pVgl-Hu266 %%
L2y 107Sp2/0 4L . Kk e 4 o BT T4 10% FBS (1) DME £ 553L, R S5 Bahi JLAS 96 FLIR .
A8 /B i, IR PBERE AL (% 10% FBS, HT B5gR5E4M ), 0. 3mg/ml BHIERSFI 1 1 g/ml
YR DVE K5 9R58 ) o JFURIERESG 2 10 K, Wi FATIRIE ok ELTSA 2 #3254 L3 A it
ARG, FPE B AR S 10% FBS [ DME £5 7535 b3, SR 5 it B bk Ris . k2
SO AR JE EZAT IR SFM s 7%
[0229] it ELISA M EHIAE L. 100w 1 4 0. 2M BRERSH — BREESEANZE MR (pHY. 4)
R Lug/ml =EHLN TeG. Fev fBefe M 2 s EHi ik (Cat#109-005-098, Jackson
ImmunoResearch, West Grove, PA) 14 #% 96 fL ELISA #z (Nunc-Immuno ¥, Cat#439454,
NalgeNunc,Naperville, IL), 7E 4°C il PRS2 (470, 1% Tween20 [ PBS) ¥EfL)G »
FH 4001 1 Superblock 3} A%z i (Cat#37535, Pierce) H €L 30 438, 48 Ja PR 22 1Pl
VeV . I ELISA Z2mP (75 1% BSA F10. 1% Tween20 [f] PBS) 41 FiBé & Hu266 [KIFE M, 4R
Ja NV T ELTSARR (BEFL 100 1 1) oA H A VR4 HT CD33TgG L 5 b BT 4 HuM195 (Co %, 1992,
WL E3C) VE R FRUE S BT ELISA BAE =R NIRE 2 /N, 2R 5 FPR R Sl L. 2R 5%
1001 1 ELISA 223 1/1, 1000 #BE HRP 54 ILPEFL A« £ & Hik (Cat#1050-05,
Southern Biotechnology,Birmingham,AL) N H T8 1fL. FILAEZEE FET 1 /D FFEH
Ve B PP BEFLAP NN 100 1 1 ABTS JEY) (Cat#507602 Fl Cat#506502, Kirkegaard
and Perry Laboratories, Gaithersburg, MD) » fEEEFLH A 100 1 12% 5ifR, & - B,
] OPTImax Tl &3 e A 52 4% (Molecular Devices, Menlo Park, CA),F 415nm 32 H W
J6REAE
[0230]  Zlifk Hu266. 44 H i —A £ ik Hu266 ] Sp2/0 Fasg # gL 1 ( val# 1D9) ik
FeATIRE SPM H SR, ARG P R BRI P 2 T Mgl AEAE IS B 10 % SR AR, gk
R 329 135, 28 8 A Sepharose £, H PBS YRS ZAE, 25 H 0. IM H 2
% —HC1 (pH2. 5), 0. IM NaCl FEfibifk. WELER AT 2 7+ PBS i HT, B # 3 Ik, 2R o ik ki
i 0. 20 m B, B S T 4 CW A7 1@ AE 280nm Ab i & WY BE #f e PR W (Img/ml =
1. 4hy) o ARAEFRUEFET, 75 4-20 % BH i (Cat #EC6025, Novex, San Diego, CA) I, 7F
Tris— HEBREM AT SDS-PAGE. /b2ttty NJR1L 266 Bk, 7E SDS-PAGE #Efk b H
VKo BEAPUAGIRI> T84 25kDa Al 50kDa I 46 » X H6 4 S H IR E TR B 4 i v 511
BRI ER S ERE A BN PR
[0231]  =Zjfifsl 14
[0232] AL 266 LUK RSN 25 AR
[0233]  7E— ML ELISA 1, B8/ i 266 Hiik (AR =4k /N 266 Hiik) S b
PR G i IF 2k BN URAL 266 LRI 455 2Ee. H 100w 1 78 0. 2M B R4 / ik BR S Bh 2%
MO (pH9. 4) 4% 4 BSA 1Y B — UE Ry R K (1-42) (10 1 g/ml) £ 4 96 L ELISA &
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(Nunc—TImmuno #%, Cat#439454, NalgeNunc) , 7F 4'CiE . W1 F#I4 Tk A B 1-42-BSA 44
Yy ¥ 7. 5mg AB, ,—Cys43(C Kl & IR AB | 4, AnaSpec) ¥f#T 500 n L — FFFL RN,
SRJESCEIINAN 1,500 u L 2848 7K. #W (2) 2o Sk W Bos i 24F G e 8 (Pierce)
HART 200 1 L Z5187K o SERTRG MR, /IR THEEM (2) /Do B Z AN
KBRS A B _,—Cys—BSA ZEM17r B T

[0234] {4 H ELTSA BRPEIES, FHA 0. 1% Tween20 [FIBERR AR 22 Pl ( BEGREEMTWE ) YEFL,
SRJGEEFLINA 300 1 LSuperblock 3] (Pierce) &L £ 30 /0805, HYEGR ML
1L, £ Z R

[0235]  —3X =4, MIATE ELISA S22 4k Mu266 (0. 31 g/ml £9K ) FITagri
& (Mu266 8% Hu266 ;s AR 2K A 750 w g/ml, T 3 f5F0RE ) MRAY), BFLIEE] 1000 1
BARF, VBN TSR IE, NN 100 1 10. 3 1 g/ml WAk Mu266. 1K1 5060 FR,
A 1001 1 ELISA 2. BTk ELISA AREZEIR FET 90 708h. H YRS RVER 5,
FLIMA 1001 111 g/ml HRP Z4EHEE LN ER (Cat#21124, Pierce) » FTRRAE = Nl
B 30 380, AN E YRR S e i . AT 26, A 100w 1/ £L ABTS ALY B I
(Kirkegaard& Perry Laboratories). JIA 1001 1/ FL 2% 58, &1k B ., {F 415nm AbiE
HRWRO AL o MR FE AR XS 5 S )k P TR R84 B A8 P AR S8 N Ak P R D R 7 46 AR R
HE R ith g (A Prism) , @ SR HLAAR 1650,

[0236]  /]NER, 266 [1)°F-3) 1C50 42 4. 71 g/ml ( = AMAZSEE, frifEZE= 1. 31 g/ml) , AJ5Ak
266 1) 150 & 7.5 1 g/mL ( = AMSZSEE, brifEZE = 1. 1w g/ml) o W1 ERTIRIEAT S —
A =ANSEE, P43 /)5 B 266 111135 1C50 42 3. 87 1 g/mL(SD = 0. 121 g/mL) , A 266 [{]°F-1
1C50 /2 4. 01 g/mL(SD = 0.5 1 g/mL) o FEIXLEL: LA -, TAFH LW  NIRIL 266 R
B 5/ 266 JEF AL EE SHE. B, FATTUH AP 1L 266 HA 5/ 266 HE%H
AEARLERI AR SRR P 35 1, FEREAE PR RIS /8 B 266 787N U Y R IR AR [ 3508

[0237] S 15

[0238] /> EFLIAR 266 Fil 4GS (1A 5 Ak

[0239]  {# H] BIAcore 2 #) & & #% 2000 W & Ft & 2% F1 J1 (KD = Kd/Ka), H
BIAevaluation (v. 3. 1) MM . 1 N- 23 -N- “H LGN mR W FZ R N- £
SEPRHIBEY i (EDC/NHS) , B giPi ik (di/b i) 8 s B 2 2485 B WL s
(CMB) MEN40M 2 HIFREE b AR R TeG A RAsh M 1 b, 1E Wi At E, &5
SURE DA, 74 300 HARHAL RU) o SRSETVEMFEE A B 1-40 5 1-42 (Biosource
International, Inc.) PLI# IR (1000 £5 2] 0. 1 1% KD) Wil prd s e AEAEDSH,
i H &R -HC1 (pH2) ¥k, MATIR S LYl & &Pt AB dilk. A S IEMAER
B RN R SR AT R, DLEEAT JE 2R e 0 BT S0 7 & A R A 25 A 1 A B 28 T B
(Sensorgram) , #ffi 7€ Kd Fll Ka. {8 F1Z 775, RIS BEPUAK 266 37T AB ., FIXT T AB ., K
SER I ApM. 4G8 X A B o FISERI I 23nM, X A B |, FISEFN )& 24nM, S 266 I
AG8 X A B [IZEFIJIAFHE 6000 f5 I ZEEE, (H'E MIHREE A& AB 2R 13 B 28 Z [AIfFRAL,
HBMN CSF PEES AB o B, fENDETUARE S A B IR LA RS A & WA R e A i
aa AL, AR TR R AL AL, TR LA )

[0240]  =Zjiifs] 16
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[0241]  f§ H Biacore JiiEAys AR IR/ BB A 266 (17471 K

[0242]  BIAcore J& W & 4> + AH B /E H 1) B 3 4 W) 1% 4% R 4t [Karlsson R. %%,
J. Immunol. Methods145 :229-240 (1991) 1. BIAcore AHXF T e 45 4 I 5E AR 5 2 w] LLI
EHURE G A DRI EE 2 PR PR CRE PR PR R T KRR S ) o FEA
3CSEE] 12 ik, 4 FH BIAcore T3V & MIE I FEEE L B IR Bl /N B BT ik 266 1)
Ghty, NEZ AL AT Tween20 f¥) HEPES £2 M Eh WS VAT BT A Fké, TEST A (BioSource
International) (2R B FRE SRR v BUR 5 —RFE (440nM) o

[0243]  JEMIFEER T B )Y B 1-28.12-28.17-28 I 16-25 454 /N Ptk 266, 1 AB JT B
1-20.10-20 F1 22-35 HAL4 . B 1-20.10-20 F1 22-35 LUK A B X E6[X TN KR AL
S A H B Mab, A FHIZ 55, /N R PTAE 266 S & BB R T AB R IERR 17
225 2 (8. HTEEETE RETCITRERAI 2D 3 R, BATAT LAdE— 0 HEW ik = fr
ERRSE 19-23 2 JA],

[0244]  SZjfe) 17

[0245]  AJGALDULIK 266 [AA 28 S0

[0246]  FEAN BSOS 15 0 Bk, #f e a0 b SCA SO aiAk i N IR4E 266 BUIARRISERT )
(KD = Kd/Ka) » ¥ HET7, KA 266 X7 AB |, KIZEH )52 4pM.

32



CN 104341500 A

ool %
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[0001]

[0002]

<110

{120%

130>

<140>
141>

L1650
(151>

150>
<151>

<150>
<151>

<1a0>
{151>

{1607

<A70

210>

211>

212>

213>

400>

Arg Ser Ser Gln Ser Leu Ile Tyr Ser Asp Glv Asn Ala Tyr Leu His

1

o
ELT LILLY AND COMPANY #01 WASHINGTON UNIVERSITY
AR A Bk AR I
8792/272

H1[E 01808430, 3
2002-08-21

PCT/US01/06191
2001-02-26

60/184, 601
2000-02-24

60/254, 465
60/254, 498
2000-12-08
16

PatentIn version 3.1

18
PRT
Mus sp.

1

5 10
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[0003]

<2102
211>
212>
213>

<400>

Lys Val Ser Asp Arg Phe Ser

1

L2102
211>
212>
{2135

<400>

Ser Gln Ser Thr His Val Pro Trp Thr

1

<2102
211>
212>
213>

<4007

2
7
PRT

Mus sp.

2

-

3

3
9
PRT

Mus sp.

3

a

4

5

PRT
Mus sp.

4

Arg Tyr Ser Met Ser

1

<210
211>
<212>
213>

<400>

D

i

17
PRT

Mus sp.
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[0004]

Gln Ile Asn Ser Val Gly Asn Ser Thr Tvyr Tyr Pro Asp Thr Val Lys

1

Gly

<210>
211>
212>
213>

<400>

i

0

6

3

PRT
Mus sp.

8

Gly Asp Tvr

1

<2102
{211>
212>
<213>

£220>
<2237
<220>
221>
£222>
£223>

<220>
221>
£222>
223>

220>
221>
K222>

7
113
PRT
ANLF5)

N A

MISC FEATURE
(2)..(2)
R 2 1 Xaa J& Val 5% Tle

MISC FEATLRE
(.. (D
K8 7 0 Saa & Ser sl Thr

MISC _FEATURE
(14).. (14)

35
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[0005]

223>

220>
221>
228>
223>

<2207
221>
222>
223>

220>
221>
222>
223>

<2202
22D
<222
<223>

<220>
221>
222>
4223

<2202
221>
£222>
223>

<2202
<2215
222>
223>

frE 14 1 Xaa & Thr 88 Ser

MISC FEATURE
(15). . (15)
' 15 [ Xaa &t Leu 8¢ Pro

MISC FEATURE
(30). . (30)
£H 30 [ Xaa & Tle 8% Val

MISC_FEATURE

(50). . (60}

AT 50 1Y Xaa & Arg. Gln, B{ Lys

MISC FLEATURE
(88). . (88)
i ¥ 88 1Y Xaa it Val 88 Leu

MISC_FEATURE
(105). . (105)
REEE 105 19 Xaa fE Gln BY Gly

MISC_FEATURE

(108, ., {168
i E 108 1Y) Xaa £ Lys B¢ Arg

MISC_FEATURE

(109). . (109)
1 109 f) Xaa & Val BF Leu
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[0006]

400> 7
Asp Xaa Val Met Thr Gln Xaa Pro Leu
1 b

Gln Pro Ala Ser Ile Ser Cys Arg Ser
20 25

Asp Gly Asn Ala Tyr Leu His Trp Phe
35 40

Pro Xaa Leu Leu Ile Tyr Lys Val Ser

50 55
Asp Arg Phe Ser Gly Ser Gly Ser Gly
65 70

Ser Arvg Val Glu Ala Glu Asp Xaa Gly
85

Thr His Val Pro Trp Thr Phe Gly Xaa
100 105

Arg

<210> 8
211> 112
212> PRT

213> NTHH

<220>

<223>  AEAEPLE

220>

<221> MISC_FEATURE

222> (.. (D

223> APE 1 B9 Xaa £ Glusl Gln

37

Ser

10

Ser

Leu

Asn

The

Leu Pro Val Xaa

GIn Ser Leu Xaa

30

Gin Lys Pro Gly
45

Arg Phe Ser Gly
50

Asp Phe Thr Leu
5

Tyve Tyr Cvs Ser

¢ Thr Xaa Xas Glu

110

Xaa Gly

.

1o

Tyr Ser

Gln Ser

Val Pro

Lys Ile
80

Gln Ser
95

Ile Lys
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[0007]

<2207
221>
<222>
223>

€220
221>
222>
223>

£220>
<2212
222>
L2233

<2202
<2215
222>
223>

L2200
221>
222>
223>

220>
221>
<2225
223>

<2202
€221>
222>
223>

<400>

MESC FEATURE
(.. (D
H8 T 1 Xaa JE Ser 8 Leu

MISC FEATURE
(46). . (46)
HEE 46 19 Xaa & Glu, Val, Asp B Ser

MISC FEATURE
{63).. (63)
{78 83 I Xaa & Thr 8§ Ser

MISC_FEATURE
(75). . (75)
R 75 19 Xaa & Ala. Ser. Val 88 Thr

MISC FEATURE
(78). . (76)
RLE 76 1) Xaa & Lys 8 Arg

MISC FEATURE
(89).. (89)
i ¥ 89 1 Xaa £t Glu 8K Asp

MISC FEATURE
(107). . (107)
#8107 B Xaa B Leu 88 Thy
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[0008]

Xaa Val Gln Leu Val Glu Xaa Gly Gly Gly
1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
20 25

Ser Met Ser Trp Val Arg Gln Ala Pro Gly
35 40

Ala Gln Tle Asn Ser Val Gly Asn Ser Thr

50 35

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn
65 70

Leu Gln Met Asn Ser Len Arg Ala Xas Asp
85 40

Ala Ser Gly Asp Tyr Trp Gly Glo Gly Thr
100 105

210> 9

<211> 113
<212> PRT
213> NI

<2203
223> AFEWHUE

<400> 9
Asp Val Val Met Thr Gln Ser Pro Leu Ser
1 5 10

Let Val Gln Pro Gly Gly

o

15

Phe Thy Phe Ser Arg Tyr
30

Lys Glv Leu Xaa Leu Val
45

Tyr Tyr Pro Asp Xaa Val
60

Xaa Xaa Asn Thr Leu Tyr
75 80

Thr Ala Val Tyr Tyr Gys
95

Xaa Val Thr Val Ser Ser
110

Leu Pro Val Thr Leu Gly
15

Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Ile Tyr Ser

20 25

39
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[0009]

Asp Glyv Asn Ala Tyr Leu His Trp Phe Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Arg Leu Leu Ile Tyr Lvs Val Ser Asn Arg Phe Ser Gly Val Pro
50 65 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Ser Gln Ser
85 90 95

Thr His Val Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105 110

Arg

€210> 10
211> 112
<212> PRT
213 ALFH

<2203
223> APlhiik

400> 10
Glu Val Glpn Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cvs Ala Ala Ser Gly Phe Thr Phe Ser Arg Tyr
20 25 30

Ser Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Leu Val
35 40 45
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[0010]

Ala Gln Tle Asn Ser Val Gly Asn Ser Thy Tyr Tvr Pro Asp Thr Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala. Lvs Asn Thr Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyvr Cys
85 90 95

Ala Ser Gly Asp Tvr Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
100 105 110

<210> 11
211> 219
<212> PRT
213> ANLFH|

<220
<223>  APEfLPLE

400> 11
Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu Gly
1 5 10 15

Gln Pro Ala Ser lle Ser Cys Arg Ser Ser Gln Ser Leu lle Tyr Ser
20 25 30

Asp Gly Asn Ala Tyr Leu His Trp Phe Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Arg Leu Leu Ile Tyvr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 B0

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lyvs Ile
65 70 75 80

41
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[0011]

Ser Arg Val Glu Ala Glu Asp Val Gly
85

Thr His Val Pro Trp Thr Phe Gly Gln
100 105

Arg Thr Val Ala Ala Pro Ser Val Phe
115 120

Gln Leu Lvs Ser Gly Thr Ala Ser Val
130 135

Tyr Pro Arg Glu Ala Lys Val Gln Trp
145 150

Ser Gly Asn Ser Gln Glu Ser Val Thr
165

Thr Tyr Ser Leu Ser Ser Thr Leu Thr
180 185

Lys His Lys Val Tvr Ala Cys Glu Val
195 200

Pro Val Thr Lys Ser Phe Asn Arg Gly
210 215

<210> 12
211> 442
<212> PRT
213> ATLHFH

<220>
223>  ANPEIA

400> 12

42

Val Tyr
40

Gly Thr

Ile Phe

Val Cys

Lys Val

155

Glu Gln
170

Leu Ser

Thr His

Glu Cys

Tyt Cys Ser

Lys Val Glu

110

Pro Pro Ser
125

Leu Leu Asn

140

Gln Ser

95

Ile Lys

Asp Glu

Asn Phe

Asp Asn Ala Leu Gln

Asp Ser Lys

Lys Ala Asp

190

Gln Gly Leu
205

160

Ser Ser
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[0012]

Gla Val Glo Leu Val Glu Ser Glv Gly Gly

1 5

10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly

20

25

Ser Met Ser Trp Val Arg Gln Ala Pro Gly

35

Ala Gln Ile Asn Ser Val
50

Lys Gly Arg Phe Thr Ile
85 70

Leu Gln Met Asn Ser Leu
85

Ala Ser Gly Asp Tyr Trp
100

Ala Ser Thr Lys Gly Pro
115

Ser Thr Ser Gly Gly Thr
130

Phe Pro Glu Pro Val Thr
145 150

Gly VYal His Thr Phe Pro
165

40

Gly Asn Ser Thr

Ser Arg Asp Asn

Arg Ala Glu Asp

40

Gly Gln Glv The

105

Ser Val Phe Pro

120

Ala Ala Leu Gly

Val Ser Trp Asn

Ala Val Leu Gln

170

Leu Ser Ser Val Val Thr Val Pro Ser Ser

180

185

Tyr Ile Cys Asn Val Asn His Lys Pro Ser

43

Leu Val Gln

Phe Thr Phe

Lys Gly Leu

45

Tvr Tyr Pro
60

Ala Lys Asn
5

Thr Ala Val

Leu Val Thr

Leu Ala Pro

125

Cys Leu Val
140

Ser Gly Ala

155

Ser Ser Gly

Ser Leu Gly

Asn Thr Lys

Pro Gly Gly
15

Ser Arg Tyr
30

Glu Leu ¥Yal

Asp Thr Val

Thr Leu Tyr

80

Tyr Tyr Cys
95

Val Ser Ser
110

Ser Ser Lys

Lys Asp Tyr

Leu Thr Ser

180

Leu Tyr Ser
175

Thr Glan Thr
190

Val Asp Lys
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[0013]

195

200 205

Lys Yal Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys

210

215

220

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu

225

230

Lys Pro Lys Asp Thr Leu Met

245

Yal Val Val Asp Val
260

Tyr Val Asp Gly Val
275

Glu Gln Tyr Asn Ser
290

His Gln Asp Trp Leu
305

Lys Ala Leu Pro Ala
325

Gln Pro Arg Glu Pro
340

235

Ile Ser Arg Thr Pro Glu
250

Ser Ilis Glu Asp Pro Glu Val Lys

Glu

Val

265

His Asn Ala Lvs Thr Lys
280 285

Thr Tyr Arg Val Val Ser Val Leu

Asn
310

295

Gly

300

Lys Glu Tyr Lys Cys Lys
315

Pro Ile Glu Lys Thr [le Ser Lys

Gln

Val

Leu Thr Lvs Asn Gln Val Ser

Pro Ser Asp Ile Ala Val Glu

370

375

Asn Tyr Lys Thr Thr Pro Pro

385

390

330

Tyr Thr Leu Pro Pro Ser
345

Leu Thr Cys Leu Val Lys
360 365

Trp Glu Ser Asn Gly Glan
380

Val Leu Asp Ser Asp Gly
395

44

Pro Pro Cys

Phe Pro Pro

240

Val Thr Cys
255

Phe Asn Trp
270

Pro Arg Glu

Thr Val Leu

Val Ser Asn

320

Ala Lys Gly
335

Arg Asp Glu
350

Gly Phe Tyr

Pro Glu Asn

Ser Phe Phe
400
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[0014]

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
405 410 415

Val Phe Ser Cys Ser Val Met llis Glu Ala Leu His Asn s Tyr The
420 425 430

Gln Lvs Ser Leu Ser Leu Ser Pro Gly Lys
435 440

210> 13
211> 46

212> DNA
213> HRETR

400> 13
tatagagcete aagettggat ggtgggaaga tggatacagt tggtge

210> 14
211> 50
<212> DNA
213> BERETR

00> 14
tatagagetc aagettecag tggatagach gatggggsty tvgtittgge

210> 15

211> 16

<212> PRT

213> AT
<220>

<223 AP

45

46
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400> 15
Arg Ser Ser Gln Ser Leu Val Tyr Ser Asp Gly Ast Ala Tyr Leu His
1 5 10 15

<210> 18
Q211> 17

<212> PRT

213> A L%
2205

223> AP

<400> 16

Gln Ile Asn Ser Val Gly Asn Ser Thr Tyr Tyr Pro Asp Ser Val Lys
1 5 10 15

Gly
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615 ACGCETCCACCATCAAGTTECCTETITAGGCTETTGGIGURGATCITCIGEATICOTGCTICCALCTGTOATCTTIGTGATE
M ¥ L PV ERELELL VY L MHMFWIDPAEASSROCEVYVYH

§99 ACCCAGAGCCCH - GTCR SACHACCAGCOTOONT AGAD
wgspnsnrvrnnn!aw:-#ﬁnssasnz’l

ﬂs‘vmmmmmmmmmﬁemmmmmgmmm
§ D6 N AY LEWPF L QKPP GQSPRILDLITYEKTYSHN®

852 AWEMWWWMTCT@M@WWW&TWM.
R P S GV PFDRPF¥ £ E 866 806 TDFTLKIERTYE

339 GCCGAGGATGTGACACTITATTACTGTTCTCARAG TACACATETICOGTGRACGTTCGETCARGGCACCARGGTOGANAT
AEBEDVEVYYCSQSTHY PYWTPFEEQ.6TEKVETIX

iois WWMWWWMWM
E R “

X099 &mxmmmmmm&mm&mmm

1173 AﬁMWWWM&MWT&M&ﬁWEm

* * *

1259 Ammrmmmnmmmmmmmm

ussmmmnmmmmwmmmmm'
T YA AP SV EFIFPPPSE

1419 CIGRTIGAGCACTTGRARTCTIGGAACTCCCICTGITGTRIGCCIGCTEAATAACTTOTATCCCAGAGAGGCCARAGTACAG
DEQLEKSGTASVV CLLNNPY P REAMKYQ W

xvnnanosensanavwnanannstvsn

1573 CCTCAGCRGCRLCCTGACGCTGAGURAAGCASALTACGAGRARCACARAIICTACCUCTECCARGTCACCCATCREGACT
§ 8T LT L S XK & DY B XHEYY ALCRBYT EQEGEGTL

1659 TGRGCTCGCCOGTCACARNGRECTTCARLRGEGGRAS z
aﬁﬂ?tKSFKRGEC'

% * -
1733 memmmmmmmm
1819 CACCTCACCLC OO OO C OO IE G T AR TR U AR I G U T A N ICARTAANTAAAGTOARTCITTGORT
1838 CTGTGATITCICICr YT CCT O AN T AN T T AT TR TC TG T TG I TR TACCARCTACTCAATT TCTICTTATAAGGGACTAR.
1578 RIATGTACTCATCOTARGGUGURIMCCAT TTATANARNICATCCITCAT ICTATTITACCOTRTCATCCTCTGCARGAC
2058 AGTCCTCOCTCAAACCCATAARTCT T TG IO T CACARTCCUCTRRECTATGE PAGERCAGACTTGCTTCCTITETTITCG
© 2139 COTCCTCAGCARGCCCTCATAGTCCT T TP TAAGGGTCACASGE TCITACAG TCATATATCCT TTGATTCAATTCCOTGAGR
2218 ATCARCCARRGCRARTITTICAB M AR ARGARA COTOCTRARRG ACARTCA TCRTTGORRCRTSRTRTAARATARCARC
2299 ACRATAAARGCRATTAANTARACARACARTACGGANATATTTARGT TCATCATGGTACT TAGACT TRATGEARTGTCATG
%379 CCTTATTTACATITTTARMACAGGETACTGAGEGACTCCTGTCIGCCARGGECCATATIGAGTACTTTCCACARCCTARTTT
2459 ARTCCACACTATACTOTGAGATTARARACATTCATTARMATGTIGCARACG TTCTATARAGCTGAGAGACARNTATATTC

K 4
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2539 mmmmmc

Hu266 £4% X B &) %85 7145 F pVk-Hu266 #5 Mlul 4% % F= BamHI
12 820, BHEREBTFHLE pVek-Hu266 P42 E. Vide Cudh
EFTEEHALTFHLRE, SRLEFALEAT. AP THhRET
KT RNEEG RARBD). AST A7 AR LR,

50
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619 ACGCGTCCACCATGARTTICGEGCTCAGCTTGRT TR CCTTGTCCTICT T ITARARGG TG TCCICTGTCAAGTGCAGCTG
M ¥ FG6GLSLIPILVYLVLXGVILGCSCETVOQHESL

693 GIGCAGTCICCCEGRAGTTTAGTCCASCCICAAGEHTCCCIGAGACTCTCCIGIGUASCCICTCCATICACTTTIAGTAG
VESGGGBVQDGGS]&&I&&Q&RSGFTFS-&

Y s MBWYVYROAPDPOGKGLELTVAQEINSSTGNS
859 COTACTATCCAGACAL TG T AAA GGG CGA T A O T OO AR AN TG CCARGRACACCCTETACCTGCARATGAAD
TYYPDITVEKEGRPFTISRDNAKRKTLYELOQENHN

A

s*zxcvsvgpnaass;swseswaanszz

maswmmmwmmmm&mm
VKDY PP EPRPYVT Y8 WH B & 32 5LT &GV HTPFEPTPLA

1419 TGTCCTACAGTCCTCASGACTCTS AGCAGCGTCETGACE A TR I
vhessgbxsnssvvrvrsssnergwy

uasmcmmmcmmmmmmmmmm
I CNYVEEEKPSEFEITEYD XEKVY

1578 mmmmmmmmxmsmmmm
1659 COOTCTGCCTCTTCACCOGEAGGCCTCYGCCCECCCCACTCATRCTCAGECABACCOTCTTCICECTITTTCCCCACECT
1733 CTGGGLAGGCACAGSCTAGCTCCCCCTAACCCAGRCCCTIGCACACARAGCECCAGCTCCTCEECTCAGACCTGCCAAGAG
1819 CCATATCCOGGAGGACCCTGCCCCTCACCTAAGCCCACCOCARACECLANACTOTOCACTOCCTCACCTCOGACALCTTC
1898 mmmmmwm&mmmm&m

E F K 8§ CD KT HT CPP

1879 TGCCCAGGTAAGCCAGCCCAGECCTCAOCCTCORGCTCARGECGGEACACETGOUCTAGAGTAGCCTECATCCAGGGACA
c P :

2058 GGCCCCAGCOGGGTGCTEACACGTCCACCTCCATCTCTTCOTTAGCACCTRAMCTCCIGREEEEACCETCARTCTTCCTC
A P EL LG G P § VF L

2139 TTCCCCCCARARCCCARGGACRACCCTCATGATCTCCCHGACCCUTEAGUTCACA T CG TGO TGGTGEACGTGRGCCTACGA
¥ P PR PKDTILHISESERT P EV'? CYVY VYV DV SHE

2219 AGACCCIGAGATCAAG TTCAACTOG TACOTOOACGECoTOOAGETGCATARTGCCARGACAANGCCOCOGEAGGAGEAGT
DPEVEKENWIXVDGVETVHSNAEKTZESPRETEQ

2299 Wmmmmmmmmmwmmmm
¥ XN § ¢ ¥ RY YV S8 Y LTV L HQDPDWILHNGI KETYZEKTCHK

2379 GICTCCAACAAAGCCCTCCCAGCCCCCATCOAGAMAALCATOT CURAAGCCARNGRIGREACOCETECRGTGCEAGEGCC
vV § ¥ K AL P AP I B XTI E KOLAZK

2458 ACATGEACAGRGECCEECTCRGCCOACCCTCTGCCCTCACAGTGACCECTGTACCAACCTCTCTCCCTACAGGGEAGCCE
) G g P

2539 COAGAACCACAGEIGTACACCOTICUCCCCATCOCGECATRAGCTEACCANMIIMCIRIGTCAECCTEACCTIGCCIGOTCAR
R E P 'Q V ¥ ¥ &L P P B R D E L T X R g ¥ &8 L T € L VY K

2519 AGCCTTCTATCCCAGCGACATCGUCCTCOACTCOAARAGCRATUCACAGCLGEACAACAACTACARGACCALCGCCTCLCS

Kl 5
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S ¥ ¥ P SDIAVEWESDHRKGQ?PENNYRTT?PRPRP?P
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