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Lo FH TR b2 SRR R, A .

FER X,

FES AR I X, AL B 8T X CSF & B 8 E ISR —du s, Hoh vk 28 — i g 5 s ks 48
N

FE SR DX, HCAD S 0T B i CSF & £ 2 128 = Ad, Aol prds 58 —HopA B e 2

BT IR A X,

LR SR X AR AR ARSI 4% 7 T 7 T AR A it TP AR AR IR W

A ik CSF & E S M ZE MRS I 70 AR A R T8 1(SEQ ID NO:1 ;8RS
g1:62088238) ;#f A, 52 R & A B Bpti) B-A R AP BRE BB (SEQ ID NO -
2 ;83T gi:162330095) ;CNTN2 Efih 25 (A -2 ATIA (SEQ ID NO :3 ;B3R5 gi|4827022) ;
CNTNI i85 9 -1 (R T2 2 (SEQ 1D NO :4 ;855 gi:28373119) ;5 SPARC FEER |
FEE AHABARES cDNA (SR v & B T =4 ) (SEQ 1D NO =5 ;8 3¢5 :gi | 194388050) ;NRCAM 25 [
(M Jegn okt 2> 1) [ A (Homo sapiens)] AJRERIRE K A B (~ 96kDa) ( &35 :SEQ
ID NO :6 ;gi|68534652 FI1 SEQ ID NO :7 ;gi|109731501) ;NCAM2 41 B kb it 43 7 2, [7) T
A9 CRA_a(SEQ ID NO :8 ;&3¢S gi|119630409) ;SERPINAS 2 % I8 & 1 fi-3 i) R 1 Jk i3
il A 7 A A AL B 3 BTAR /o 1- BUEEEFLE A B R T8 1/ AR KPIEIER A 250 A ]
oo 1- PUBERILE AR AR KA B (SEQ 1D NO 19 ;8535 gi|46981961) ;AGT M4
ZIRAKIR (SEQ ID NO :10 ;835 gi|553181) ;i3 Bk MK AT ( 2220 2 g i 1
T A8) (SEQ 1D NO:11 ;835 gi|4557287) s KM 4 A LT =4, Ak A Sz ek 8 i
FR, 0L AB sEE N A AR R B 2§ 3 (SEQ 1D NO 12 ;835 gi | 187608363) ;cDNA
FLJ59893, dickkopf [F]¥E4) 3 Hifk (SEQ ID NO :13 ;%55 gi|40548389) ;SERPINF1 424,
MR (SRR ) B ORI 7, SR F (a -2 PLersmg, (o b RATERF, Pedfl) , B
41 R TTAL 4 K7 (SEQ ID NO 14 ;%:3%%5 gi | 15988024) ;45 GC 4EAE2 D 454 8 FAHMUT
NEEA A 4EAEZ D giG8E 0 [ B (Pan troglodytes) ] (SEQ 1D NO :15 ;5 %5
181482) ;CD14 A BARZ40 b CD14 (CD14) (SEQ ID NO :16 ;855 gi|117646212) ;CADM3
N4 KB4y 7 3 (CADM3) , #6575 4K 1 (SEQ 1D NO :17 ;&% 5 gi 90080503 ;SEQ 1D NO :
18 ;gi | 187608363 ( A\ ) ;ML 40 MUKG B 73 FA2 4K (SEQ 1D NO :19 ;&% 5 gi:62088238) ;
L CLU ¢DNA FLJ57622 FHALLI) R Ay 44 81 5T, 5 88 1 i R ARABL (SEQ 1D NO =20 ;8 3%
% gi|189054091) ;5 %4 [ s BEARBLUK AR 5 (SEQ 1D NO =21 ;B 3t % gi [ 193787502) ;
LMAN2 FEVI A 1 VIP36 (SEQ 1D NO :22 ;% 3% 5 gi | 157834800) ;&R TA 1[ A ]
(SEQ 1D NO :23 ;85’5 NM_001831. 2) ;AL EALES 3, 40 e 4b AT /K (SEQ 1D NO .24 ;
BT gi|118582275) s A YT a Cufii Bt (SEQ 1D NO :25 ;%35 gi|223057) ;8% A,
N BB T 6 (Hk6) 5 46T 2B KLK6 SUPRE i 6 1R T2 1 (SEQ ID NO :26 ;&% 5
gi]21465970) ;APCS MIETEMFE P By / BE A B EBAR A M VERFE P B2y (SEQ 1D NO -
27 35 gi|576259) sFAM3C B 4 FAM3C/ FE AL % 3, it C §ifk [ A Inote =" il
DU e LB 1 5 1A 2 FE BMT 5 S 7 (SEQ 1D NO :28 ;835 gi [55629272) ;5K dw
ZEAFY) [ 8% Macaca fascicularis) ] BN A5, AR i Bk S
Wi, B 03 4B, £E AR FR R 4H Ok B 237 3 (SEQ 1D NO :29 ;%55 gi | 187608363) ; ik CSF
LRI CSF & IR A B 2 AL TE X s B IR 2 M L& CSF HLIR A5 -
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N 102576019 A wm # E k B 2/3 T
2. BRI SR 1 73, P B 5 2 &2 10 B R P, ‘e 18R 5 AN [E 1) CSF

BEEOR RIS .

3. BURE SR 2 771, A Pk s BRIt s AN AL & 45 1, 5 Prid 28 B R ppr ik
e e (s A O

A BUREESR 2 B 753, Hor A AR T 7K P R A i

5. BURIE K 2 K518, Hoh ik 3 B A8 4 2 10 A E RIPUA, SA 1A 5 AR H i) CSF
EEEAR S A, i LI HENAA T ES A iUAg 4.

6. BOFIESK 1 (17732, Ha A6 ik A it CSF & AR L IR/K-P AT 2 & .

7. BRIEER 1 5, Jrp i gt x) CSF & e A s — Pk S5 rid CSF gt
[RIRHPE R B A &

8. HrIUFE 2 A AE CSF 1 732:, FoALHE

IR i B 0 CSF B S 81 VR e B 45 & fR R e, L&

KL g5 & B8 —CSF & &R E O B AW G AEAE, Hrh R 5 5% A7 0 Fa 7m Pk #F
i P AEAE CSF 5

Horh TR CSF & 4R 55 2 M4 40 OB B 4> FAE ER R TAY 1(SEQ ID NO =1 83k 5
g1:62088238) ;HE A, 54 JHJE & A EEHD &) Bpti) BEMAPIHRE AR (SEQ ID NO -
2 ;BT ¢1:162330095) ;CNTN2 Efih 2 -2 ATk (SEQ 1D NO :3 ;&3¢9 gi|4827022) ;
CNTNI i3  —1 [[FE T4 2(SEQ ID NO :4 ;&35 gi:28373119) ;45 SPARC FEER T 1
FEAHALLAY cDNA (R A 44 B AR ) (SEQ 1D NO =5 ;&35 1gi|194388050) ;NRCAM £
(PR Mok 70 7 ) [ A (Homo sapiens)] AJHEMIRE K Bt (~ 96kDa) ( B F'5 :SEQ
ID NO :6 ;gi |68534652 F1 SEQ 1D NO :7 ;gi | 109731501) ;NCAM2 #5240 B kb 4> 1 2, [7] T
7 CRA_a(SEQ ID NO:8 ;%35 gi|119630409) ;SERPINAS 22 51 1% 11 g 30 1) IRl - Ik g 411
R 7 A A As IS 3 ATAR /o 1- PUIREEFL AR AR R IR 8 1/ AR K HdIER e 250 A ]
oo 1- PRI E AR RTARS KA B (SEQ 1D NO =9 ;B 55 gi46981961) ;AGT Il
KRR (SEQ ID NO :10 ;%5365 gi|553181) ;I Rk MKIR AT ( 22 20 & A B HI
T A8) (SEQ 1D NO:11 ;835 gi|4557287) ;K a4 IE FUT =4, WAk 4 Sz ek 8 A
FR, 0L AB sAE N AR A 41 R B 4> 3 (SEQ 1D NO 112 ;8315 gi|187608363) ;¢DNA
FLJ59893, dickkopf [FI54% 3 Hifk (SEQ ID NO :13 ;%375 gi|40548389) ;SERPINF1 #2%
M (BCEBEEIR ) B AREIEIE 7, AL F (a -2 PLEFiEng, (R LR ATAERF, Pedf) ,
S 1 [FTEAY 4 RIF (SEQ ID NO 14 ;%55 gi| 15988024) ;5 GC 4EA= 3 D 454t AARBL
NEBE L B 4EER D &6 HE [ B2 (Pan troglodytes) ] (SEQ ID NO :15 ;8% 'S
181482) ;CD14 A FERZ4nMudi)s CD14 (CD14) (SEQ ID NO :16 ;%55 gi|117646212) ;CADM3
NG B RGB 42 3 (CADM3) , #6375 4K 1 (SEQ ID NO :17 ;%385 gi]90080503 ;SEQ ID NO :
18 ;gi | 187608363 ( A ) ;& 4l UK B 43 1722 & (SEQ 1D NO :19 ;835 gi:62088238) ;
5 CLU ¢DNA FLJ57622 AHAL AR Ay 44 5 A 51, 5 8 8 A = R AHALL (SEQ 1D NO =20 5 % 3%
5 gi1189054091) ;5% 8 A m AU AR A i (SEQ D NO =21 ;B35 gi [ 193787502) ;
LMAN2 ZEY #4311 VIP36 (SEQ 1D NO :22 ;% 35 gi | 157834800) ;&R TA 1L A ]
(SEQ ID NO:23 ;%35 NM_001831. 2) ;HA LY EALEE 3, 48 L4 Hi & (SEQ ID NO :24 ;
B gi | 118582275) AT 4E R a CuR A BE (SEQ 1D NO :25 ;&% gi|223057) ;5% A,

3



CN 102576019 A W F E Kk B 3/3 T

NIRRT 6 (Hk6) 3 47 sl KLK6 SR TsHE 6 (1917 T2 1 (SEQ 1D NO :26 ;835
gi|21465970) sAPCS MWHEMIFE P sy / 8 A SRR AR RIFE P sy (SEQ 1D NO -
97 B TS i |576259) FAM3C 25 (9 FAMSC/ FEFALE e 3, iR C Bk [ A Tnote =" T
T R AR 5 A ZFE BMT i SR 7 (SEQ 1D NO :28 ;B35 gi [55629272) 5 K fr
ZEATY) [ 8% Macaca fascicularis) ] AU A 0T, AR i Bk S
W5 2 4B, £E A PR g 41 ARG PR 37 3 (SEQ 1D NO 29 ;% 3% % gi [ 187608363) ; ik CSF
DU CSF ' SR MR AL sl L MR AL I 20 5 83 A s B 2 Fb 3 CST BRI 2L 15

9. BUAIER 8 (7535, Jerp pnid & & B A & T Rl AR id

10. BUAEER 9 197715, HOL AU Ik #e R 45 5 118 —CSF B R E AR WA E

UL BUMESR 8 (75, Jerh ik g & a2 pu i, i HA I A5 22 7 itk g &

12. BUMEER 8 (Y75, Jerh Prid &5 6 AR A2 H A ify ELASE DB 55 B A7 S 32005 o

13, BUAE R 8 {7735, Horb BT e it 2 2028 IR M5 « M2 RV S AL EL R 4
L SR R R IE

4. BURIESR 8 17715, Ferp BT e it ok B PR SEAT I 53 D R A

15, B E K 8 775, HALFRR T e it 5 2 22 10 RS RIPTR R A, AT Hiik 5
ANFI CSF W S R S L4l 4

16. BUMER 15 ({7532, Herp Al R T B (AP i BE R 14

17, BUMER 8 17535, Herp Brid &5 &t AR & s, mn LR il e AR Bridpe it 55 4
210 FiASFEIGTRRES L, BERPTIR BUIR S AR CSF W S8 AR A M 2 4, i ELFG AP B PR

WATES P APRL &,
18. BUMER 8 [ /73, Horh i & &5 (AR /2 5 Frid CSF s8R 8 1 Hh I B R (B M AR &5
G ETNE N

19. IR L s A I S S IR i AL

B Bk VR AR A Y R B 2 B AR i, FE b R ST AR S BT IR S A
INEANCES oS Y I

Forb 5 SRR HUIR R S B AN TR 715 i3t e 2 420 F B R 0K, LA

Ferb 55 B P9 Fft 55 2 P AR 1) S AR 75 BTk S A B BRI

20. BUREESR 19 1973, Forh Brik DI sCE 2 Rt ik L CSF & el p1 45 5 i HLATI& )
W& TR e CSF IAFLE
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[0001]  SAHICHIERAZ X5 H

[0002]  ACHRE A 2009 4F 8 H 7 HERAT KI5 EImIN HiE No. 61/232, 033 (Hoi@ ik 84k 5 | H
FHAARI) MIEAHIE.

[0003] A FF4IE

[0004]  ARATFFH B MFESH 2 BAFAEM B W (cerebrospinal fluid, CSF) [HAs, H
T A 5 A HA ARV P AP AR B AE CSF A E R — R El 3 2 FP iR (A FORHEAT « A CHE
T A IR B AR PR A BRI A AL S )V R VR B AV o
ST AT AL TR e B T V2

[o005] 5

[0006]  FXEVE (CSF) B E#HEM (1iquor cerebrospinalis) {F4E Tk M T L& H
G PR R G (ONS) S o IR B8R T CSF H, CSF [ 48 ORI I T ik
IRy VEFE U R 1) 22 BRI () 22 o CSF 1@ ik 4 5 BRI =3 s 4 A i e
B ) A = 0 S D P 35 1) ik e DA B L P 7 A o AU R B AR 1 A R o R RS ST
gy e RN RAY BRI T G, K75 CSF 220 Rl i e fik DA iz dok o9 S S0f K
Wk NI R A4 500ml [RIINEE s e A LSRR 140-150m1, & CSF &F 6-8 /NS
e {EEEAS ONS H CSF SH s e . K8 73 Vi AARAE W o ONS 7 A2, T HLOK &1 73 B 44T
RS B HE L, T Wi 22 R B AR L. CSF REEB IR &1, KEBor By hy £ A 25 6
EAFAK. kAKX (lumbar region) (K CSF &4 15 & 45mg/d1 & A (0. 3-1% M7
AR ) F150-80mg/d1 45 6E (60 % Iy 400 ) o Wit Rl = CSF AP 18 (A Rk
BAK.

[0007]  CSF f ¥ H BT BY AT LAAr A RS A0 i dd B A~ 1 CSF (1) 3= 22 i 3 1) I 8 R U 2
H, LLESRIE & H . CSF 124 20 % (1) 85 1 BRI T o S 5T, H H oy U — 3053 22 ik
iR

[0008]  JRAEERSL b KA IV AR B BB AEAE T35 v, H 2 2 R iR B R Y5 2 CSF
HHE -

[0009] AR T AIB o 4l OB T 2 1 5T, B9 2 tau €5 1 S—100 AN ER TG S 11 s Tt
(neuron—specific enolase, NSE) .

[o010]  MEKMEE (1eptomeniges) BEHUK a5, Bl U B -4 & H (B —trace protein)
e 2R B R ER ) C (cystatin ©) o

[0011]  ZEMk &% M A 1HEAT G B TR) Bl B 5 Ak BB I A 222 S P A 0 1) 2 10 B, 4810 3 PR R
FHE A (transthyretin, TTR) M SRR 1T FE S BFEAKE 7 11,

[0012]  CSF FHifl 2 1) 8 (A B A 1R K B4, A AH 428 B 1988 A B2 CSF R 1, BE 78
CNS M I8 it i R A BIOBH A MR Hh A A o

[0013] et ik (Lateral Flow Test) ( BE3 toHR A ) i) % f0 2% (038 0 52 B3R,
MR ) e P RS I e A T R AR B T . B AT B 2 R i s ik A
T IR BEE IR (point of care testing) BUSEES =AW A, 9 40 M 22 003K (451 4
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FirstResponse ®, ClearBlue ® ) HIV #ll ik ( %] 41 OraQuick ADVANCE ®, Clearview ®
Complete) BRACJEARINR (41 Clearview ® Chlamydia, inSTIcheck™ Chlamydia) »
[0014]  F5% 5 HIV IR (41 0raQuick ADVANCE ®EK Clearview ® Complete) ZELLKIIE T
Il CSF IR+ B A BRI I s 20 02 2 T IS s 484 2 A0 A AZ IR AN 75 S AR FE 1
Zr MR AR B P B DL DA AE R URE

[o015] Ak

[0016]  7E—ANSiti 77 &, F RGN S A2 A7 LE B v R e B 5

[0017]  FESFEMIX,

[o018]  FEdAMARIC X, HALE £ 4] CSF E 88 (CSF-enriched protein) Wi —Hiik, H
TR S — PR S B RN A

[0019]  FENAREIN DX, HAL ST ATIA CSF & 5B A —duk, L prid 58 — Bkl
JE B BTl i A X

[0020]  JLFRAESE X AEAE ARSI 4% 7 FE 7 BT I P AR AE B

[0021] 75 55—l 7 S, AT it o2 S A7 AE CSF B 5 A ALHE

[0022] ¥4 FTl A S5 X) CSF B R E AN R 1455 8 (binding partner) #fil, LA
[0023]  H 25 A B8 —CSF & Sk A 2 AW 2 S A7AE, Hh vl k0l 2 4 WA e F8 7= P
I AFAE CSF

[0024]  7E bR SEE 7 S, Frid CSF it JR A2 4 28 41 B RS B 2 74 25 1 [R] T8 1 (SEQ
ID NO:1 ;% %5 gi:62088238) ;85 A, 5 4 g figi &5 1 B #0357 (Bpti) &A1 A g
% 1 B (Mesotrypsin) (SEQ ID NO :2 ; % 3 5 gi:162330095) ;CNIN2 % fih &5 (9 -2 #f
& (SEQ ID NO:3 ;% 3% 5 gi|4827022) ;CNTN1 % fi 2% (4 -1 ) [7] T 4 2(SEQ ID NO :
433K 5 gi:28373119) ;5 SPARC ¥ 8% (1 1 /&1 BEAHRARYT <DNA (K iy 4 B9 &5 1 5™ 4 )
(SEQ ID NO :5 ;% 35 :gi|194388050) ;NRCAM 25 1 ( Mo 40 fu kb 2 7 ) [ A (Homo
sapiens) ] A BEIIAH K BE (~ 96kDa) (&35 :SEQ ID NO :6 ;gi |68534652 F1 SEQ 1D
NO :7 5gi | 109731501) sNCAM2 f4ft &5 4 o A Bt 73+ 2, [R] T4 CRA_a(SEQ 1D NO :8 ;& %5
gi|119630409) ;SERPTINA3 2 % % B [ i 310 i) EX 1 K B 0 o1 R -7, BB A2 A, Bl iR 3 A4k /
a 1- PrlEEEFLE O E T8 1/ ARKMEIEE 250 A1 88 o 1- PRETL & BB T4 K
FYK BB (SEQ 1D NO:9 ;B35 gi]46981961) AGT MATZ K IKIA (SEQ ID NO :10 ; &%
5 gi|553181) UM EIKMIR AT (L2 R E OB HIE T (Serpin)A8) (SEQ ID NO :11 ;
%ok gl [4657287) oK & WA EUT= ), AR G e BR A BB KK, I 4B s7E AT
PR A 4H ORGPt 737 3(SEQ ID NO <12 %5365 gi| 187608363) ;¢DNA FLJ59893, dickkopf [F]
JEA) 3 AR (SEQ ID NO :13 ;%35 gi |40548389) ;SERPINFI1 %M ( B¢ Mra s ) A
B3 IR 7, BEAL A F (o -2 FLET M (antiplasmin) , 8% E T4 A 1, Pedf) , B A 1
[l TR 4 RIF (SEQ 1D NO:14 ;835 gi|15988024) ;5 GC 4iA 5 D 54 AAHBIKA
TP, A 4EER D 45650 [ B (Pan troglodytes)] (SEQ 1D NO :15 ;8%
181482) ;CD14 A HiZ 40 MuPi)R CD14 (CD14) (SEQ ID NO :16 ;&% 5 gi|117646212) ;CADM3
N4 RSB43 T 3 (CADM3) , #3745 4K 1 (SEQ 1D NO :17 ;35 gi 90080503 ;SEQ ID NO :
18 ;gi | 187608363 ( A\ ) s M£E 4l Mok B 73 224K (SEQ 1D NO :19 ;&% 5 gi:62088238) ;
5 CLU cDNA FLJ57622 FHAL R K Ay 4 8 5, 58 B = R AHABL (SEQ 1D NO =20 ;8 3%
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%5 g1 1189054091) ;5% A F BEAHBUK A A L (SEQ D NO 21 ;%535 gi | 193787502) ;
LMAN2 FEVU B L AT (Vesicular integral-membrane protein)VIP36(SEQ ID NO :22 ;&
55 gi]157834800) sHEE AR T4 1L A ](SEQ ID NO :23 ;B35 N\M_001831. 2) ;#4%4k
Y AL 3, 40 AMAT R (SEQ 1D NO :24 ;% 3%'5 gi | 118582275) s£F 481 o Cu Bt (SEQ
ID NO:25 ;835 gi[223057) 85 A, AR S 6 (Hke) W54k 2\Ek KLK6 SR i 6
(1R T2 1(SEQ ID NO :26 ;%835 gi|21465970) ;APCS MIEEMIEE P L4y / B A BR L 58
RNIMIEERFE P s (SEQ 1D NO <27 ;8% gi [576259) ;FAM3C 25 4 FAM3C/ J3 41| AHALL
KR 3, i CHiE [N Inote =" FUNEICE AR A s A E 4 EMT 5 2K+ (SEQ 1D
NO :28 ;B35 gi|55629272) ; HRMAEAT Y [ B8 Macaca fascicularis)] #H
LR A5, HFR A T B BR R B %, 15 4B, 76 A A R g 48 B kS B 43 1~ 3 (SEQ 1D NO -
29 ;%% gi| 187608363) 5 ik CSF PR CSF & 4R AL 5 B IR A T 2 5 5l 35 P sk
LR Fik CSF HLRI41 4.

[0025] 1 55— &0t 77 ZE 0, ARV AL B A A I S N A (reactant) 17V
F K P IRAR TR A R B A S WA ERCE 2 M R B, T R RLAA S TR RO A R I
P FURE b O, A 55 SRR A ) SN AN 7R BT I SR A IR BRI, DA R A 5 ik
PR A B S 22 BT AR I s I 7 T 3 B S 40 R B Ko

[0026]  ft P fifid

[0027] & 1 0 g AR e o R L3 O o R R MR A T AN I R A R AE . W
(2 750 1) BRI A BIA G b . RAEVEE & SRk (Rl & sRFLMER ) 454
RIS 18Go MR TS A W, PUAR A I AR Wi T8 . IRGWE e
bR, L XS BT 2 B B ] e A BT AR o SRS 2 BT T R — R AR 2 S
ML S WRALGFESTY, "R . B GAEINY, SiErRidgs
(R B 1e6 5456 R BENDIRE D 16 HE G, FridbiskE D 1o6 SMRIAN 4G
[0028]  [&] 2 Zor CSF AN 2 PR 70 H . b /s 2 Pl 45 2R 1 SR e B il o 25
B TEERZHURIE RS A X AR IR AR B E 4404, Y 3R E 2781 %
P SONVAPERRRE o B T7 B R X R AR AR (rg il s R e A PR B BURON o ffe Je N PEIE
N B 5 7= AL BRI 5 o A 1 < B I CSF AESR B B A0 IR 1) G0 % B 8 P A2 A7
ABRTEMAS R . B2 PURE CFT7) o, B E#ME 5 PR A S BA 4B
PR e Eh R AE 2 I IRYT B4 1) CSF = A= ABLRT BH P S R, ELAT 88 /MELE in B I 592 S
N ( EJ7AEAAE ) o A 3 < CSE/ IR &, HeppilR 1 e ONMESS o 75 St m il
SE R I P AR 1, A H T At 5 Rh I i Sz N I AR IR, 22 B0 AT e T e
B A4 ARBUR | IR MR CSE/ M. S5 3 14 RAHIR . #£ 5 T8 CSF {HIM
WS A AN PR o AEIXPROCT BN HUISIN E = A I BA P, AH2 T AR
G35 [ N AS S CAAE 22 B0 B s vh o AR B AE 5, I 7 AR IR P45 3 A 6 8 CSF
R 1 MK P BEVE T e BTN e 7 AR 5 T i K P RO R . 2 8L
JEI0 5 55 0 R SR PE BT IR 1 KT SN, (AR IR BB SH P i {8 . 2l e 5 Ah iR /
Pk 1/ Judk 2 MR AT, 0 0 — S8 y R DL 2 2208 10 Fhdoa / Bk 1/ Bt
2 8E.

[0020]  [&] 3 :CSF MMy &5 H B — 4SS LK. BRI I s 4], oA 100 w g [ Cy

7
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PRZEAL CSF 22 (A) 5 100 1 g 1 Cy3 bRk g sk 1 (B) AT —4E 3. A FI B 2 A
[Fi) 5 A N ST G IR () — BRI R K B PR . pH VBTl Ky 4-8. C) EWNIEIE K RGB & JF, Hidh 2
R RRBFEES. D) & CSF s & 4> 5 A5 1 A1 B il Fratfs s 2 IR
(depleted) FHIME /CSF &5 (ZWHTEHD ) -

[0030] [ 4 4L 3 BEIRFT/ANAY CSF & 42 i AV (600 — i3 o

[0031]  [&] 5 :CSF ‘H 4 & [ FLJ55 1 dickkopf [RYEY 3 Hifk (DKK3) . A)FLJ55 ()4
TFo £l FLI55 BB v B AL Ko MAidl 2 v Rt A BLARAE CSF AR S HANTE VB i
HRAE IR 2y F R A= A e SN . B) RN DKKS F B4 B AL s fnafifh 2 oo % i
PUAPUATE CSF FE S EATEMIEFE S TP AE LRI 2 T F A7 28 S [ S o ZEPIFRE L
T, S ME R A LA E T IS K ERE. O 4 AMATH CSF FE L B DKK2 5 A F 5%
M BRI S SN (0 ) o B AT iR Be P A S e IR o KIE 5 I LV &
RIAERE T 5.

[0032] 6 :CSF v fy A s R 1 I 55 K IR I ) B IR Ak T K. Cy3 iy (&) AN
CybCSF (ZL4) ¥ RGB A 3« FRAT%E & LB AE M P AEE A E S 1R E 8 O
124 AN R ) o AE CSF AU P AFAE 2 /b 3 M HALA G (238 34 50) o

[0033] 7 :CSF Ry S PERN 561 . L BRPpTA S32 B AR —gsifiz ar (LK) Fr
ZJ5a (), CSF 2D #ER 8 H B o AT S 284k . T BRI AL a7 & BR Bl S 1E 1 ), RF
& £ TUE 5 PRI

[0034]  [&] 8 .= A= CSF Ak i iy S a0 i FE e o

[0035]  [&] 9 :MEFRALIK CSF 2K . AT HAAS DIGE Bk rvk, H P AN RE i o 8 Rl i 2
¥ CSFo A) fERRPERERRRE PR E T 1 /NI CSF FE 5 Cy3 brid EE E . B) B T MG
AR CSF % [RIFE S, HoR BB IREE AL HE . C) M BN R WA EEe (A AHEE T B)
MR R ZE e (W) o P i s AUREERR ALY CSF 8 H

[0036] ik

[0037]  ASCHER T 510 AR P AH HCAE CSF A sy 42 1985 19 5, LA Rl e A ik 2 2 19
FURATTAE S P BB AFERCE . (CSF) 1k ARSCERGR T RS Phs A7 s M iR
RASFIRALAL 5 1) 12 NFE IR A AR S Rl & 75 47 76 CSF I3 BT HRe e it
FALGHE (P BRI ) K CSF BHEE . 4B A LR KRR EE B
SEETEE,

[0038] W] LA EHek (RIS N &5 &, 19 an F 4% 2 45 G B B bR . SR8 P & 1
JUAN S T7 SAE I PUARAE A 256 AR, B EE AR AT DUAE ] L Ath &5 S BB AR BT Ik .

[0039]  7E—4L5jt /7 G, X CSF & AR ER L IM/K-FRMT e & 20w |58 e i d 4 o3
Ao WTUMEHEA IR L 2 25 A BT @ & RIS 7 B FRid” 2 4anl i
REYERE A A A 2E B Ak 2E 5 A A . v bR AL RE PL0S,
PEOCH R ML BRI B (41 ELTSA W@ A8 i ) EY R - Sia os s s o
(dioxigenin) \ A ZRAFPLIMIE BRSO BB AR I - P10 BRI 8 9 e WA MU0 a8 7 2w
= E 5, A0 m] R b 4 A B AT RS IS 23 1 = AT S B RSO AR BB OB E
T o AU 73 mT LA i BOR I VBB AEAH BAE F BUE B N B 2 4 A R . 1]
FSE U0 73 ] DAA BB () B A I o R B RS0 m] L0, ey 1 e B ) 2 5 — mA I 70 5 i
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ARSI 43 45

[0040] 77— 2Lt 7y 52 A, A5 FH AN g A0 0 e 45 FH et B 1) CSF &8 A o B AR 54T CSF
R o A g A S T DA BB RN B2 PRI E o AR SE T = T, 2 BRI AE
FrapuR— R IR G g 5 (R e PR RAN T ) o 20— LT &9, 2503
T2 6 JUAP LR I B 12T 8 M sl SR, BLgs H A e DR 1 5 2 e B . g T
FH 0052 Sk 53400 16 = =5, B2 R CSF Ry S 85 1 A7 AE I Sk i B A e E AR, 9 5 —
48 CSF o e M 2 1 SUAP AR N 7™ B 1 vy, B0 B Rl R 1 BRI /K 3 45 AR A R P

[0041]  FRHLJHME

[0042]  RUEVFZ I RN E LR B AT F T 00 I A, AR SC T (R R G158 77 154 1%
HARFUW Y FE 1) g6 el fy CSF & B8, ARG I It i aoss e FRy e 1, At/
oY i) K CSF s HEBI e st (B itk ) .

[0043]  ASCHT A CSF & 48R 8 CSF PR B Z IR %) CSF 5 e 8l 5 LA AV EU AR
CSF i KE & EMPUREKZ K. & 145 T CAITE CSF R S LA R A, X8 2
A HIIE S R T, RVE R — SE Sty b, (e TR RAFE 2 PR e i AR SR R
— B 2 P A S B RAE N E P A A

[0044] K 1
[0045]
=Py MW (kDa) CSF & CSF/ I3/ kb
B WEEA 25 16. 6mg/1 34 1
PR EAREEA C| 13.3 3. 1mg/1 511
Tau % [ 55-74 0.2ug/1 10 11
S-100B 21 1.5ug/l 18 1 1
NSE 78 8mg/1 1:1
BRIRIREEA 55 17mg/1 1:18
HEHA 67 245mg/1 1 205
IgG 150 25mg/1 1 440

[0046]  ASCHER T 5 AE H AR I KFAH ECAE CSF A DL S (1 A7 A2 0 235 v SR 110
H A, HAEDY CSF PR S o KEAE CSE & IFAE it A BILIK 8 1 570 5 0LV 53 TR V90
TR E A (FRO0 “HA A ) A B EAREL . Rl 17— @ SF e [l (1-70 %)
LRk B BRI LR ) CSFo AEHEAT L 2D I Ha bk 2 T, Ak B A e A DA 22 B 0
SR AEE R EEEE AT (RIS 16 55 ) o #2k A CSF AR A K R 2 A
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JRH Cy3 Al Cy5 BT 2 S FRiC IEAE 4k PAGE ik, 18 %715, % 7 546 HiAth A&
FRAH ELAE CSF A i PRI 4 B B I U 4. 35808 T CSF B 4RI st ss A i (B
k) o CSF $2HUIF B FR A UE 55 CSF e [ AR TR AL I S B Y 1 = R TR
[0047]  7E—ANSEHE T S, EME A (0 il AR a2 ) A I AE CSF A E AR 1 &R Ok
Rl CSFo M [m) L R 45 HH 2= 8 (R ZEL 1, BT I B 3 A1 AT IR 75 I e et (BT 1) o 8%
IRBEIE ¢ /MR, P DR SLBCE AN BE R e DL ar s B /o R AR 3 IR A I
. (sample pad) o 7EAIM / B4l M8 MBS G B RE O0 T, UEAT M40 oA AR K 7 B . R
FE SR AR oy BB oA & SR e PR RIS S Y (conjugate pad) , BT IRPT IAR: 5 Hb
i B Y. BhiE (85 BRERE, TS (BUREL) eV riis 4.
S - BEEME AR DY BRI T (analytical membrane) . {Ei%ME BRTG
HeA 252k < (1) MR, & 5[l e ) - 86 MR G — A0 ke =kt
A, MU (11) X RRZE, [ 8 R 455 S PUERIE R GY Camd Wi w545 5Tk
DUBELEE 1) B 2 A0 VUDAS: I 28 0T HE S I ] AL 5 2t SR 20 M A ALK A D0 PR, T 03X
(AN A0 B IR o 2 PRl ) e S 2L A i (Bidenlie ) #8 (wicking (or sink) pad),
LT SR BRI R G () PR I 7 i P e K AR 4 BT

[0048] ] i) I8 Hhe S8 € T IM  A TE T T Dby & Doy 52 B S A PRI 5 o & 0oy 5 4o FH AL XS AH
5] 23 AT Y PR AR AN R B AA, — BT 3 B AT e, — PrE IR S ik 4 73 ) o RS 4
BHMERE S Bon A gkt o e F M e R A B3R 4E QL&A B 123 B At e A
XA —Apitk. SRR ST BRI E I S ShiiErg G .
TRZRAG XS PR i s 4T

[0049]  CSF il 52 it Ui Y

[0050] 45 Z FhdE CSF ARVE IR A B A ST I (930 e vl A HERf b 4 e IR (1) CSF, iX 4
AR g5 45 a0 S A EGE A VR TH R VTV PR VBRI o BT IR 5 1 AR AR BH
S A PR 25 D B B /b, TE i G I A B AR U B BEOR A L PR ) RS OB A AT
[0051]  7E—ANS il 77 S, K Il R B R AE 2l R BT & B Ak VR &) > 5% 11
CSFo W] LAA 21 58 /5y R RBURE I, (H B B2 IR A B B U e A PR e e 1 o BRI, 1 — LB S
J5 %, 3k 3)> 1% CSF kIR .

[0052]  £HUJE CSF “LHLH” Il5E

[0053]  7E— NS 7 ZE s PRI e 2 A v/ ok (R i AS I 22 B CSF & 4R 8 (e Al CSF
IAFAE I E o #0522 PRI 7 CSF P Fsk B8 2 Fiobn sk LA A CSF A I 4 it ik
IR E M. SIS VIR EY” AR, 2 bR P E 2588 1, IF HAEZ Mra] gEATER AN
BT PR e B AU P R IE R g A . W, W BRI EE CSF iitR (B )
(RIS e AT e AR A Pk o dn SR 5 B )P IR AE CSF b & 427 {H% CSF I
A “REA 7, WL B RS = A M . XS AR 8, R AE BT A RT R AR 3
I R LR PR VIR RIS A DS S IR DL S RAS IR g R AN TTAT I . b4,
& CSF HUR 7K o] AR BT I K -2 F 5 8k Rr 2 (19 CSF Bl n] HAA 8 WL R R 2 22
AT S A e AR AR S R, AT = AR AR B 1 o 3 8 A 0 B R — b CSP & £E L
JRRTRE AR R R (DL 2) o FEVR-E AR SR AS I CSF R8T « 2 BRI e N 32 14
FRH SR R SR Bk e o AEFELE ST T Z T, 2 DU AN B BTN S At AR P KR

10
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FHEGAE CSF e 4R 1) 2.3.4.5.6.7.8.9 BL 10 P g h &R piy 22 20— Fioke e e bk 765
— LB 7 S, S D AR R R ) 2 D R A

[0054] LA SCHTIAR, $EHOIFIE I LC-MS 734 7 K& CSF B AR E H e &7 N R W, K]
20 %52 T JLFP CSF &P, Mg PuR 247 T WM FESUA. B4 156 % H 1R
E 53 s RN s A E A5y (W 2) o Z2H0RI0E IXAEUEAT, BN 54
US4 IR e PSR ARSI A AP AR B o ZEIN e A A A BT AR KT Y
JUMBUARRNE G Y. 22N CSE I, Fraduikgs &It ML A MME S . — Pl RSt
T3 At A2 /b 5-6 PhAS [FIHTR - EAS I (50 4, AT b AN A & 5 B B 7E—
AT T, BB 4 2 10 MASEDUE, B B g & A 1) CSF P,
P HEMRA T EZLE S PraPiE. 16/ PrIRENIRS I RBE MR, IF HAF S Bk
() ER ARSI A PR T B A, A a I H A H PR p A 2 7 AR B S o B S B 7 2
R 4 Bl 1g6/ B, AR — PRI K RSN I I E s AR E o Hf7s Rk
— G IR G SN M S B N, B i AR SEAROE o 13 PP IR I N A S S N AN
S A PRI, ERLE IR SRS E FF 7 A B D (RS

[0055] %552 CSF &

[0056]  &FfokH 1-40 AR CSF A, 438 200 0 1 A FFRIFES . &IFRA 1-40 M4
RIS RS, 28T Iml & R IME » 8 TR S5 R0 € % A FlRE S rh 224 Iy AT CSF
AN FEEAR (EES . REREASE) .

[0057]  JH GE Healthcare [£J Cy—3 Fl Cy—5N— F2 5L ¥ FAE TV i s G BHA A bRic 50 1 g K
H AR 50 v g SEIS S AR . XL RORHRYE Fi A R BT AT IL R —— YR S IE
FL i 5 2 11 5 ERIMG R 5t 2 R B N sty 1] S5k 2> P AT o Cy =3 N Cy—B AR id i A i IR ——
JURHR I A8 B 1 8 Y N2y 450Da.

[0058] X HE L SEAG AN Py AR ERE VR A AE— 2 (BRI 150 1 g BB AT , AR5 I In 4 1k
TR 2X PG

[0059]  FH £ 7K 4k 2% o 90K & B 18 0 42 450ul. %% Tmmobiline™(IPG) Drystrips (GE
Healthcare) 24cm Fj7KAL 10-24 /N, BEAT S8 SR AR . BATMEA T 2P0 AR pH Ve [H], AL 45
3-7.4-7.3.5-4.5.4. 0-5. 0.4. 5-5. 5.5. 0-6. 0.5. 5-6. 7 Ml 69, 7E— {44 Gelbond ®
(%) 10 Be~t 58 X 7.5 Ze~ iy X L. Omm JE B EREAT 58 —4E ) SDS SR NI B e F vk »
AT 12. 5% B9 58 N R RIS, I de AR b 43 B 12-100kD FRIEE 1 5

[0060]  {F SDS PAGE Jii, E#:4 78 GE Healthcare Typhoon™9410 pif%iX b4 3 Rk
KRN e (AT REFE A BR8] ) o« $945 )5, 1 H GE Healthcare DeCyder 3K
AL N 72 5 3 A sial (differential in—gel analysis module) 454> Ei (7 18 i 4
th 16bit TIFF SCAREAT EUG 3 Mo ZEXT smgHAT R e (A B3 SR IE SRR —
AFIAARRREC T ), B o2 ) “ 08 2h %8 (dust filter) ” MBI S HIVEM 2
MEERSH B 3 2 BRAE S PR A EUE, AR5 RS S

[0061] &R AT I X SBFRAR , 2R 5 [ 22 B IS Sypro Ruby Beth, 5O R T35 1M
EEI DT 1) 5o AT B b BT 88 A SO AT Y4 €4 %) Sypro  Ruby IR ERIFE T, 14T Cy
JuRbric A N IR B TR R S A Cy Ykl EERENM S < 5% . BT Cy ekl
24 580Da [*) MW, A Cy BRI FRid K MW &5 ) (4040 10Kd) AN47E SDS PAGE 75 15 K brid
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(PRI e RIS TS

[0062] A GE Healthcare DeCyder™#fxt iR G AT & &, LSS e Rr U I T2 T
MS 2 B A 2 22 R IE B A UK IR B 170 DeCyder™ BKAF T LA HTATAT AN [R] —
GEI B AN R ERE L 1) Cy Jeta st K&, B B S UL, AR % & R RIS E
Jpi o DeCyder™ #AFAE A Cy—2 PRy, AI3hE ALY ¢ I IR(E S AURRIEH Gl %
SBEESWAL Y, FHZMERUE (AR AR 3D ERIR 3D W EA / g7 )
REEZE R RIEW e IR s AR SRR AN [R5 B R A ) B B, AT A
THiho DeCyder™ A& H T3 H7 Sypro Ruby K&, ¥ H] Sypro B kI s 5 H Cy %
B 028 5 1 UGS, 285 A Sypro Bt eI R Hh e 45 “ e B4 17

[0063] iR TS IR EL A RS B Ettan™ Spot Picker 1 %% (GE Healthcare) , H A3l
MRS FR DT e I 8 B A, FER AT RS 21 96 FLI0R E R T .

[0064] ARG Ettan™ TA WHALAS FXT UV R & (A 5SUET B 2 iR P IR 4L
[0065]  HBEAMVHAYEISE 73 A S (SAE—A2 )MALDI-MS 48 .

[0066]  Xif fFAMHEFR A i o B MERA FE « B 21 MALDT-MS/MS 1% ({4 Applied Biosystems
4800Tof/Tof 1X 3 ) , i H Mascot Sy2% TS I A T s 1EAT 2R PEFE %

[0067] X A% i i 1% 5 v % w1 T AT A A B R R S g KRR AT g0 oK mE
(nanospray) X LC/MS/MS Z3#r (Micromass Q-Tof) , 2R J5 % 45 i MS/MS 34T Sequest
HE A 2R DL B AR i P AR I T

[0068] ¥ CSF ‘&£ M) FI B AL A7 s AE A CSF IR A B

[0069] fF 5 CSF B HE HFH AW Ot ZE F I # 3k (Fluorescence Difference Gel
Electrophoresis, DIGE) EHEHT, %€ T 7E CSF s fE s & (RIFE MBI P ANEAE ) 1
7 pH 4E 53 A I a5, AR T8 I LC-MS %@ R B E, KR L 1 Bt IR 2 SEfr EA7AE T-1f
VR, (B AR I pH 4E L AR EEE (KB 6) o MRS T B i A (R BE 30 2 oA
A& A R R AT X pH 4E AR AR T B 4e 7w PO, ZEHT 0 i KHE T4k
(quantal) FIFREME. FEXTXLE fi W5 AT B IR AL IR B Ja, o 3558 Bl XA ol 1X
SeE A R LR (AR KRR ) (Bl 6) BAA R CSF & BRI . 78— 2800
T, XL IR AAT R AR 222 IR / TR IREIRAL, 7 — L5 N ENT SRR R, B2,
LB NMEARAZA CSF B AEa i (RUMAERRKIKER ) o BT DUAE AN A%
R AL IS PR AN RAL PR, 75 A STl (0 8 Hh AL & R AL AT RV A PR . X LERE IR
AR AE A 5L FE 5 | NIRRT AR % 3, 1 AR BN 8 B i EAFAE 2 4 CSF & 42
B A A4S 43 AT DAIE BT R AN [ s BIFT AT S $ e AT 23 il FH T i IR s A i o X AR
PR s B IR XU R AL, o BRATTUEAT DIGE H vk b 0 FH Bl 1 ot P iy 25 Wl A 1) CSF 22 1 (
9) o IXZTEH T AL AR CSF Al 2= S e IR AL 1R 2 U

[0070] {1 F 2 4 DIGE WK FELIK AR 5 10 i It Vi A R LC-MS SR % E Bl AR HLIKZ TS
Aok S A 25 B RO CSF i R R A . XS8R (iR MR g w A E (BTAE AR
RERRE A5 ) o BATEIT ARSI IR CL LR 14 P EZ MG & A . TATEER Xk
H 1-2ml i (B (BRI B 200 u 1CSF ()85 1 BT LIk . X R4 T IR a8 1 s LA
B PR FRATT 25 2 I B RS F CSF H & B 1. AT A Cy3 ) Cy5d Otkric sk B CSF & A i,
52 M R M B sy i Cys 8 Cy3 brid. ZRJGIRA R, JF EFER 2 4k PAGE BEL

12
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BAT Z RS RGBS F K, EAER R T e (Y 4E) M pH4E (X 4E) AR X, B
MUK e, 85 B s v SRS X Rl ILZE 53 MR 9Ot IR id 1R a0 9 B2 AT B AL AT LE
8o HUbK A sCBRAE CSF s B2 22 /0 5 A (L8 i, PR AL IR 1 LC-MS 73 # . Kk 7y
T AT IR FEIEAT B e s SR T 3L, A8 A b7 5 AL 2 T3 AE
A P AR H R AR G 2 R B, s IR A o AR T R BRSO R
b2y wAE I TSR R B I 2E = f se AN 22 e eI o A8 AR AL U AU AT I v R AR 2E
AToRANEEAL , A A E A o 1 Tk AT S e o A JRR A Rt 7L R I B AL, SRR T I LC-MS AT
B AL IR 2 K 25 7€ CSF i o

[0071] W1 NIEAT CSF & BEHUAR AN E SDS-PAGE |73 B3 43 B (R AR ¥ 4 0 (A 2 11 5
Fe s BRHAL 2T 4 2%, 50 HLERXRTDUR 0 26 — DU REAT S e BV I, 2R )5 A HRP Bric (58 — 3t
PRIEAT S ML, ARG HEAT BCL € o 5578 BEARPRRRIN A I 5 AL EL 3 H 42 TR PRl v sl
WP ACEFILE, 4E CSF A e N> 5 5 PR gE . JHK 20 2 30 S AFE AR
PRIBFE A P I RERR TR A DRAEZE R A 73 M S 30 S AR LI it B ELRER S o I
WAL RN ILEEE (T5 %), TP, DL LR 8 LA BRIR s (R
SR ST PR ARSI B 5 )

[0072] Ty T %5 BARPUR I BEIR AR AR, 20 B P 84T 4R BEIR, (HAE K 3 Fibrid (02
54y (Cy2.Cy3 M1 Cy5) :CSFL IR CSF &7 1, He AP bR Ic AT AE A4 (1 20 B8 rb ol el P
PRI 2 BR BT A SR R B IR AL o AR5 BUE S BRIR AL AN IE, CSP BB 2 RN 22 5% . W 5
BRAY S5 T 2R DA S AE MU 1 R 9GBS AP AMFAE [ ROF BT I o S 5 IR AL IR R IR AL
QIR T, AN BRIR AL B 20 R 1 BURT AR 1 B0R UM R IR AL S5 B0 4% 1) S 3 e I P SRx
PR IR AL AT A 2 T2

[0073]  HUAARHEEFE TR Ja » S8 A8 ] 2 B0 It ) A vt 00 s T ot 8 RN 5
UEIRENTREIEROE Sy LA P SO % (== X S0 | AN 7 W 7 R N bl

[0074]  fE— ST S, A SCAREAERIL B 2R (triage site) PRI
FARMALEA D AF ALV BT 5o AT ST b, SR T S VPRl M i
1 S S A it ) CSE e S A AR Fh A2 2R 48 (ONS) A3 1L 1 s s 2 FR 7 1Y
TR I ] DAL S A ST IR IR — Al sl 2 R B IR ONS B0 IbRiE ) A SCHE T8 %
SE H) CSF ¢ 5 B SE DU, ‘E AT DL M ER LA A HR AN 2 F ( WL 2 24F ) MR
CSF, 1M o 5 75 & n] el A BRIy B0 A N S BB A g A A2 7 1 U

[0075]  fE—/NSCHE Ty 5P AN SCAFRAERE it (AR SE 25 A I AR ) R A
TR E, Horb prid e B A & 0 LR —Bhali 8 2 0 CSF JUIURs 57 (10— Bl sl E 2 Motk
A AAEH] CSF s BLER e b, O HLyg IRAS R ARV _EIR PR R IB AR 22 57 (1 1]
Ao AR 2ES T S, ZPUR AT ER AR 4 CSF R AR AU (R AR P M R E
[0076]  {E— NS T 8, AN SCRER T AERE S (BB PRBE 35 A IR AR & ) A Al
XAV B, P BT IR B B AR B0 Bl sl 2 A CSF Pl 57 (10— B sl B 2 M4k, P
A CSF FUIs o #8138 J5 B 0 RAS, 12 RTINS 5 OF Ho B T 1 88 9% J5 12 1 S5 HAth 14
HAR RIS X 20 T

[0077]  fE— L8N Ty S AP, AN SCHER T AERE S (B AIBPRSE 35 A I AR AR i ) Al
IR R B, P BT IR B B AR S X — Bl sE 2 A CSF Pl 57 (10— Bl sl 2 ik, P

13
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A CSF PR A BERRAR A, 2R XS I 8 VR 7 » FF L Read iod il M A 5 LAt (A 8 (A )
PURX 3T

[0078] A FHASCAT 24 FF 2 B 1A T DR (R A o] LRI B AR B AS [RS8 AE , 18] i m] R
CSF B ImIMFARMAL (RIS S H VW BB HET AR ) B i I A1y 55 B0E HER R BB A7 5 8.
BRI AR RO Sk B CARE . S B VLV 2 ) sy FE A BN A el
o A 453 B K A 28 2R 8 ™ B A 2 A R A DR 3 PR A B 5 B i R A S A A
SSRGS o AR SC %2 ISP U I BR 40 1) R UF bR S o 3 A1 BAE A 5 e v
PRIBUFE o

[0079]  HE4T 2D-DIGE W55 LA HL e A CSE R IE A R A 7 V45 31 17 % CSF 4% 57 B A
Horh S E R Z R PR . X LEH JRUR R (P42 CSE FE AR 1\ F AR B A7
AFAERIFREW) s CSF TEIX LE AL A7 AR 2 AN 1E 1, F ELV 75 1 oW f5 3 BOA M 52 535 38 1) it
[0080]  fE—4E5Ljfi Ty S, ik CSF i J FAy B8 5 18 1, B IR A Bl 24k . SUMO Ak,
(sumoylation) iz 4k JRAL AR ZE 4L BEAL . 2592 Z2 4k (neddylation) , HHIX 265 CSF
TS BT RE 5 (8 3 5 A8 i mT 00 1) 900 32 « Western ERIE ELISA B YTIE »
[0081]  FE—LEsj 5 b, W AZEAT B 2 FhdlE (I ] ¥t wwestern EVZE JELTSA 5 4%
DU ) A Z PR, o] DTN R PR (RIREMPUR ) PR SR IR R IS & 1
U (bl EFTR ) PR

[0082]  {E—ANSJit 7y &, A8 A BT e ¥ R R S A e CSF 2 A7 ER 5 CSE A7
TEASRZ 20K, BUIRGE & AT LIGE ik LR SRAG I, 91 215 56T 938 00 52 « BLISA (Tt 36 A 92 W Bt
HE ) IE” RPN E P I (immunoradiometric assay) 3 [H % 5 FIL
P S PR AN Ak 2% | s A 2 2 IR BT SO B ds 4 B0 S R A B 5 e (54
A FH s Pk 4 BB (R 25430 ) ~ western BRI YL3E A BRI 5 (4 ot s vk Al
EMEENELL ) AMEL A ME (complement fixation assay) . HuiZEa GlE. & H A
TN 52 AN G W Bk o 25 n] DA B 2% A6 9O VR R O RO B EURFLER ik 4
/ BRI 7 AT AR S A A .

[0083]  7E— AL 7 S, R AR —BuAk b bRl R TR s & . D —SE Ty
S, T ARSI B PR EE R S — PR AR R & SRR I A — Pk . FE N Sl &
W BRICEE PR ARSI ANV 2 78 S s s RS N 45 A R T

[0084]  7E—4L5ijitiJy Srb, A A B AL ARSI 2 . S dE i B i A aREE E L
F No. 5, 885, 530.4, 981, 785.6, 159, 750 1 5, 358, 691 (AL 5| F FFAA L) ik
(PR, FE—Se S Ty S, o g R e it A it . win, fE— LSty &,
BATF AR AR B S FH ) B 8 000 1 ) 5 SR AR R 5 R 0 22 IRAE AR AH O 1R 43 BORTRE i P A7 A CSF I
Al RETE

[0085]  7E 5 —HLSIjfi Jy & Hh, G g il e Hhdk T 35 B L No. 5, 599, 677 Fl 5, 672, 480, ‘&
VAL 5 ARSI

[0086]  ANSCHELRE T 43 B HIPLIRBELIA B (#i4n Fab Jy Bt Fab, B %F ) o wILAAE st
RUIRIN 5 CSF A7 AEAH KR 2 Z k. {2 Rl 5 CSF A7 AEAH R 2 2 Ik & iR Rl / sk E AR
TR B &P . AE— NS e, S R S CSF AZLEAH K2 Z Ik & UIRFT /
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B B A, UAE GRS CSF AFTEAR R Z ZIRIIPiik . 76— AN T b, JUR KA
BrE” mA A RN, DS S o AR s A (A RS IG
H) A RN SRR EAIR T 2 5ol 5wl kG BRAE Fab v Bt Fab 381X 3C
VESEA (Flanx G AJEALSE ) Pk, srie 2 K nT H o & A . n] LR & bt ik slihi
VA il #& 72 R B U E P s A i g

[0087]  fifH Z U7 L B ) 55 CSF AFAEMH R Z Z IR 2 sl diik. X THi i A=k,
Wi M5 CSF AFAEAH R Z Z IR A UK R / B 40 a1 sy Bk v 5 5 5 2 i fa 123
V), EFEEAR TN KR AR2E 2B 8 IR A, BRI SEiE T B, Bk S 5
PR AA (B0 AR R A IS A& (BSA) s fLIE TLM#E 85 (keyhole limpet
hemocyanin, KLH) ) 484 . W LARRE 18 = AR08 H 22 R 0ot 368 in #0 5 V2% R FEAEAN PR T
G (SERBAEE ) WP (BIInEAE LR ) RIS YR (9] ans i Bp s g | %
e 2 JuliEZR (pluronic polyols) EEAME K LR =L FLIE DL 25 3 A ZE A
Py, DL AT B A4 BCG (KA ) R /NEEFF B ) o

[0088]  XJ T4 a5 CSF AFAEAH K2 2 K& BuIR RN 41 2 [ 01 55 o 2 B AR 1) ol 2% %5
& T AR SCRT F B G B IR I R S i F AR R 1 AR B BOR o IR AR E AN PR T
i Kohler ll Milstein R M A4AZ R HAR, PLIAE = N BB 58 B PUIAR I =48 (trioma) $
RN B 4 J AT H AR EBY Z8 A8 H R

[0089] 75 —Hesiii 7 =, E LW B AR P B s UK. DRk, 8T Il A NS
siE it ] EBV i ER RSN AL B 40 fu ke 2k 7= Ak

[0090]  BEAb, FEREAE A HEIA F 42 7= BB UIAR R AR AE P= LAk . — N S A SE
it 75 ZEAST FH A 3R FH T 440 8 Fab 280 ST 1 A R PRl i (50 1 2458 o B A S0 SRR S 2 1)
v Fab JrBt.

[0091]  7E 57 —Lesjl Jy v, 2% S Ad F & 6 5 CSF AZAEA O 2 2 Ik A Bk s S
Bto EADIEAFREAR T ARG PUAE . AR E A BRI 722 AR AU A
[0092] % FE AU & T AE b 44 v BE BB SR AE B & Pk 4 7 IR Y (idiotype)
(BURGAER) WiiR R B B, X0 B EA R T o] gt B & A E APk
SRR F (ab’ ) 2 B AT UBIIAR F(ab’ ) 2 F BRI 877 4E 1 Fab” Fr B, LAK
AJ DU I A I EEATIE JR S AL B TR 7 7ok = A2 Fab F L.

[0093]  7E—ANSEJE 7 S, R R —HiAk b bRl TR S & . D — LTy
FErp, TR A — PR AT S — BRI A5 S RN 3 — PR AR —SEHE T S bR
W0 PR AT AR e U7 S48 FH 2 iR oy 1 i S IR R K. 4540, 4n SR KLH
&4, e nl LITESR I e b 55 BSA -G e E A .

[0094]  BIRFUAT] FH T A A i, BTk 5 ik o 55 CSF A7 AEAH R 2 2 Ik &
REFREE R (1t Western ENIE ) \FEIE & I AE AL S A i & /K45 o R RUAS F oAkl
AMRAEYIRE IS CSF AFLEA R Z Z K. BT AR i 2 LRt ok, B B AN FR -2 21
17 QI R 114N N = = I R N L R B E R I d S e 89 e S S o8 =
WEEA i (WIS 3 440 75 AT ) I EEFC 42 ZE s B R A o MO T Sk 453403 ) 14
Ao R ()7 B R A Rk 2 B BT O P e FH o 0™ I S B 4 B A 2
TR , HoAl AT I e A B 7 0T o S W4 MO P i 400 0 38 5 5 2 A 2 R
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(short neurological exam, GCS) . 35 B 4540 HAS 112 W 0 3 A 3 A 1y 400 45 i i ik
(IR A B AT RO 5 0 o SLABA SR YT CBEERSR RIS SE ) ] TPt . Ak B
(RIPT IR 205 AT AR AT R Sk B A0 B A7 AE R FE M R4 S0 1) “ b &7, e
AR ICA AT (VT PRV M 55 ) P PR B SR I e Js P I 28 A 2 75 A7 AE PRI
MR LU GCS BAT R i 22 R IBE A48 FH R 4 A () P B 1k o 38 el 2 o B S0
PG B L Y AR S 2 5 RIZNES) (BI4ke:2 5T I8 4k TARST 4. 4%
SR AR R EAE PR S IR E E AL ) BIRRRER AN B O T ANAE CSF
W E RN 713 (blood borne) B 3ih H 1 58 ZOW MR AR 400407 112 Wi ek K
[0095] 4R 5T LIS FHOE 2 A g (461 4 ELTSA BRBUN A2 il 2 ) F177 2 (1 i LA e
W (BIAE E FrE R 2 WO 93/03367 AR ) 55 ) BRI AW mh 5 CSF AFEAH
KZZRREIAEAE . B, T LUNRE S A () 8 B BT Koo B () i ook 28 TR A It i s e
HL3K (PAGE) , TEAFEBRANAFAE + S 2R m IR AN (SDS) Triton.Noniodet ( BILA & 7B AE 25
TREH) BIEOT ), CSF HURIIAFAERT LUl S E BNk (western ENIE ) K. HoiizEl
T AR 00 R T 8 SR AL T 7 AR AR SR A 8 DR T T AR A T N
[0096]  FIARAH A IRAT DALE] W1 't sl b I o Hh e 1 Bl ol S

[0097] )& Fr G &

[0098]  IBHRAL T H TRGINEE S JE S 5 CSF AFAEM 2 Z BRI A S A E . 2 Wk
FRARSE L2 Rl 7 A7 75— 288075 52, i) G R B A S R S MU 5 CSF A7
TEAHRZ Z IR 22 /b — Rk 75— 28 BRSO 75 22 7, W00 & e B AL B Rl 5 CSF
TFAEARZ Z IR Z Bl 75— 25t 77 &b, il AR5 &5 CSFAAEM R 2
BREIPTAAR . B m] LK Z2 R R 24> (2-10) K 7= A48 7R CSF 4745 1) 445
5, BT BT B AN R B A 45 R, ‘e AT TnT EARE AR A TR 7R CSF B A171E

[0099]  FE—H8sijli 7 &b, Tl il S e e B A S e AR R T A 5 CSF fA7EMH R
ZHIREIUL o A S HAR RS Ty S b, P U0 HL AT H TR ok B B A A A
SAFAE S CSF AFTEAH R Z Z kil e 2 S A7 AE CSF.

[0100]  #F 48t 75 28 7, B i) S Fn 268 B A & 4 A0, an g b i)« B (i e AN
B =R Rg (B, 56 £ RGN FRET R4 ) o« WA & u3E & LUE A 1 7 a2k,
T T BB B FEAT DI ) Ul B PR AE— P A S B P s b o 7E— 288 7 &
W, TR IR & B B IS PP R o fE ) — e SEil 7 Bh, b i S s B Ay
bC 1 2 B4 o, FERR AR 58 B L (53 sl 7 ) i A A B ARy 1ok 7R 55 CSF AR R R 2 2
IR EAFAE

[0101] X RI FH T2 Wr CSF 2 i B DR A m f PR s w0 52 | 80 BRI ] 55 1) 12 i DA 1) 75
TR EE, XFEIEA A S0 == AR (R e % [ 52 vk I IBG G 92 R B 0 52
(ELISA) A4z ENas ) 1B A0 #, RIFEW] DATE 3 B 3 7 RUHEAT, 75 L2 B[R] Y 45 HH &5
s AW 02 22 S0 % 0 M I 75 BB LRI ) o A e 308 9 938 € 1IN ] FH 1 il 7
AW AR TP CSF 2 k£ .

[0102]  FE— ALy &b, BT SA S — XA X EAH, rid s — X a8E T
4h4 CSF PR sl e ntl, Prid 5 — XA & 18 T 454 CSF Bl [ 2 Fe 7w 7

[0108]  #E— ALt 77 S Hp, I 1) gt 2 A 3 IR 30, AT 2 i HAA SRR & Kbtk

16



CON 102576019 A WO P 13/14 T

FERRE L = AR B X (S) , A EN X5 CSF AEEAH K2 2 BRI 3 — v %
FopR TR (1), A S E X5 CSF AFAEAH 2 2 BRI 28 — 5 g B sk £ ve B oA, Lt [
B b AT RIX (C) , HAL &) R, 401 4 8] e (1) b /D BTk AR (S) RIFEE—
BrEREPUA TR LSRRk (B anE R FLRUR BRI ) 4G . BiE, MR — BoaED
ARG G, 5067 Falbnds (56 E M (GFP) ok FP [FYE4 548 (R A HA
KIR GFP FEOLAE B B 9 (RFNEY) ) B P CRIFUEY ) « Cy3. Cyb. Cy2.
Cy7. Cy8. Alexa ®YLKL T HIZL 5% ) .

[0104]  SRHIEE T4 P 2R s BB A 1) S 2 G i i e — N7 R . G RE o
S X, WRAFAES CSF AFAEAH R Z Z K, WL 55— R w A & LB E Ik - R EME
). EEAYER FEIETR, YA T X P e PR, & A B I AR i 4k
o

[0105] & &, fE— ALty erh, 4 58 — oa B bk S iz vk (B ane s 7Lk ) 4
Hr o IR [ A BN, KT AR A, a0 FAE FH R FLER W o] DR AN R . A b it
NS X, AR (5 CSEAFAEAH R Z Z IR CANRAFAE T ) 5EREARKE 3
SUREPUIRSS &, AR 0 I JECE R ) S B 2, A (2K + Pk + 2K (U RAER: S
F2E)) M. —ARAMRENE“T X7 (HA 53 —dimgEe2iis L), ES5E6Y
— BB bR ST 55 B PR A, BT O hUR RS/ /B EAR, A
HEVHAIR, T EEW IS 2R, Fer TR ZRIEITHKEE (N TFahae,
WRAE I A ARG (i) £, dERNESYRERIERE IR K, f£“C
X SR A TS — Bk pl R / B/ R Rt BTSSR, R4S AR R IR 58
M k. Rk, AE&HIRHIES R, TR LSRRGSR, ¢ XKMEZLE wkE
PR S5 A S ERBEAE SZE A BIRCFL . 120 A% iR DRI 1) LE A S it

[o106]  ZESEEH, IR & fI 2 B T 2 Fhm PRI BE LA e A 5 CSF A7 AE
[0107] A BHIE ik AT SE R i Pk 5 e 91 15 A

L 51

[0108] A 3C3Hr % 7€ 1) CSF ¥ 5 ME b ol A0 56 #2484l Mok Bt 70 FAE SR B IR T2 1 (8 5%
5 gi:62088238) ;HE A, H A EIRE ARG EIF Bptd) BEEMATREAR (X9
gi:162330095) ;CNTN2 #2 fili 25 (1 -2 ( & %5 gi[4827022) ;CNTNL £ fih 25 (1 1 [ [A] T 7Y
2( %5 gi:28373119) ;55 SPARC FE 8 [ | /&1 EAHALMY DNA (B 3% %5 :gi [ 194388050) ;
NRCAM #5 [ ( #f 28 JC 40 Mo kG B 73 7 ) [ N ] vl Be i F8 K v Bt (~ 96kDa) (% 3% 5 -
gi|68534652 Fll gi|109731501) ;NCAM2 #fi £ 40 ML &Y Bt 70 7 2 (B X 5 gi[119630409) ;
SERPINA3 2 % 1% &5 [ W40 il PR~ IR 1 ot 8] 7, 1R AL s A, 1652 3 HiTAA / a 1- PR FL iR
B R TR 1/ A RKMEIEE 250 A ] 8k o 1- PUBREETLE B AT AR RS K A B (B3¢
5 g1146981961) ;AGT I Bk KR (B35 gi[5563181) ;M4 SRk KR AT & (222 %
FEBEFEIA 1 A8) (B35 gi [4557287) ; K & W A =4, WFR b Sz 3R A
FG, B 4B s £E N A R 4 R B 2> 7 35T Re A B (B SRS gi| 187608363) ;cDNA
FLJ59893, dickkopf [FlVE4 3 RTIA ( &35 gi|40548389) ;SERPINF1 £ & 18 ( BF A
B ) S AR EI o, AR F (o -2 PLerustl, (R ERATAER ), e 1R T8 4
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IR 7 (8RS gi|15988024) s6CH: LR D LG EA, MM A4 ERDESEN
[ g ] (B5%'5 181482) ;CD14 A FZ 4N a5 CD14 (CD14) (B3R5 gi|117646212) ;
CADM3 A 4 i kG B 43 1+ 3 (CADM3) , # A8 4K 1 (B %5 gi 90080503 ;gi | 187608363 ( A ) ;
WA 2 722k (B35 g1:62088238) sCLU cDNA PLJ57622, 55 #% & (4 i E AH 4B
(B35 gi]189054091) ; 5iKEE A M E AR AT (B3R5 gi[193787502) ;LMAN2 %
TS R O VIP36 (B 5k '5 gi| 157834800) ;i S ALY BLALEE 3, 4 M Ah AT 1A (B35
gi|118582275) ;4F 4 1 o C i BE (B335 gi223057) sKLK6 kB s 6 11 [) T2
1 (B35 gi|21465970) ;APCS MIEJEMAE P A / BE A s L E AR A MLE TR #E P sy 45
(B35 ¢i|576259) ;FAM3C 25 (1 FAM3C/ J@HIAHAL K% 3, i 52 C /K [ A Inote ="
O B M s R BT 5 B R (B3R5 gi]55629272) 85 A, AU K
B 6 (Hk6) v, HARIRINEIR T (835 gi]21465970) s Ry A=) [ frik
W 1, AR S e 3R 8 B S5, e 4B, 76 NERR 40 AL B 70+ 3 sl Re B (Bsk 'S
gi|187608363) ; bk CSF HLJ5 ) CSF ‘& HEMBIR A B AL B X s B PR E 2 Fh Bik
CSF BRI 5 -

[0109]  AXSCAEAAS FH A 7] I AN 7R 0 B i BRI, i 2 R AP E R D — DN R I H .
[0110] A XAFHIFTAEREE SR A E 1. RESR—MEIER Sl 7 Z/E T
A I B AR AU AR N 53 N SR AT LAREAT 2 PR Ak, i HLSE O 0 nT DLk G B 3 4 i A
B E ARG o HAk, 7T Do BRI ol slobh BLE T AR B IR 2 2k VE R 272 4L,
MANE B HIEARTEE  , A B WA R BH R il A VR A S AR e B 2 f A St 7 R 8 JF
1 B ST 77 285 AR T BB 456 A 7 N T BRSO S s S T o 1R A st 7 56

01111 FPA 51 R R B i A Ath 22 SCpRiE I Bk 5| A3,
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[0001]
S 2 3
<110> Pieribone, vincent
<120> BEER BHRGREAF k
<130> AFI0O004uUs2
<150> ys 61/232,033
<151> 2009-08-07
<160> 29
<170> PatentIn version 3.5
<210> 1
<211> 1210
<212> PRT
<213> A (Homo sapiens)
<400> 1
Arg Ala Met Glu Pro bLeu Leu Leu Gly Arg Gly Leu Ile val Tyr Leu
1 5 10 15
Met Phe teu Leu Leu Lys Phe Ser Lys Ala Tle Glu Ile Pro Ser Ser
20 25 30
val GIn Gln val Pro Thr Ile TIle Lys Gln Ser Lys val Gln val Ala
35 40 45
Phe Pro Phe Asp Glu Tyr Phe GIn Ile Glu Cys Glu Ala Lvs Gly Asn
50 55 60
Pro Glu Pro Thr phe Ser Trp Thr Lys Asp Gily Asn Pro Phe Tyr Phe
65 70 75 80
Thr Asp His Arg Ile Ile Pro Ser Asn Asn Ser Gly Thr Phe Arg Ile
85 90 95
Pro Asn Glu Gly His Ile Ser His Phe Gln Gly Lys Tyr Arg Cys Phe
100 105 110
Ala Ser Asn Lys Leu Gly Ile Ala Met Ser Glu Glu Ile Glu prhe Ile
115 120 125
val Pro Ser val Pro Lys Phe Pro Lys Glu Lys Ile Asp Pro Leu Glu
130 135 140
val Glu Glu Gly Asp Pro Ile val Leu Pro Cys Asn Pro Pro Lys Gly
145 150 155 160
[0002]
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[0003]

Leu

Glu

Ala

Ala

Thr

225

Leu

Gly

Gln

Ala

Gln

305

Ala

LYS

Leu

Asn

Pro

385

TYr

Pro

Gln

Asn

Phe

210

val

Pro

Glu

val

LysS

290

Asp

Thr

Lys

Cys

Gly

370

Arg

Gln

Pro

Asp

val

195

Pro

Asn

Pro

ITe

Asp

Glu

LYS

His

Pro

Glu

355

Ser

Glu

Cys

Leu

Glu

180

Glu

Arg

Ser

Thr

Leu

260

Trp

Asn

Gly

Asp

Gln

340

Pro

Ile

Glu

His

165

Arg

Glu

Leu

Ser

Glu

245

Leu

Asn

Tyr

Asnh

Phe

325

Ser

Glu

val

Ser

Ala
405

Ile

val

L¥S

Arg

Asnh

230

Ser

Leu

Lys

Gly

Tyr

310

His

Ala

Gly

Asp

Phe

390

Ser

Tyr Trp Met

Tyr

Asp

Thr

215

Ser

Gly

Glu

Ile

295

Arg

val

val

Glu

Asn

375

Thr

Asn

Met

Ser

200

Ile

Ile

Ser

Cys

Gly

Thr

Cys

Ile

Tyr

Pro

360

His

Asn

val

Ser

185

Arg

val

Lys

Glu

Phe

265

Gly

Leu

Thr

val

Ser

345

Gln

Pro

Leu

His

20

Asn

170

Gln

Ash

Gln

Gln

Ser

250

Ala

AsSp

Lys

Ala

Glu

330

Thr

Pro

Phe

Gln

Gly
410

Tle

Lys

Asp

Lys

Alrg

Ser

Glu

Leu

Ile

Ser

315

Glu

Gly

Thr

Ala

Pro

395

Thr

Glu

Gly

Tyr

Met

220

Lys

Ile

Gly

Pro

Glu

300

ASh

Pro

Ser

Ile

ITe

Leu

Asp

205

Pro

Fro

Thr

l.eu

Lys

Asnh

Phe

Pro

Asn

365

Asp

His

Leu

Glu

Leu

1990

Cys

Met

Lys

Ile

Pro

270

Gly

val

Leu

Arg

Trp

val

Thr

Ala

His

175

Tyr

Phe

Lys

Leu

Leu

255

Thr

Arg

Ser

Gly

Trp

Ile

Arg

val

Ala

Asn
415

Ile

Phe

Ala

Leu

Leu

240

Lys

Pro

Glu

Tyr

Thr

320

Thr

Leu

val

Phe

val

400

Ala
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[0004]

Asn

Glu

Phe

val

465

Leu

Trp

Ile

Pro

His

545

Phe

Asn

Cys

Thr

Arg

Asn

Glu

Ile

Asn

Phe

450

Lys

Gln

val

Arg

Lys

Leu

Glu

Leu

Ser

val

610

Gln

Ser

Pro

AsSp

Tyr

Ala

Pro

Glu

Asn

515

Leu

Lys

Ile

Thr

Ala

595

Leu

Asn

Asn

Gly

val
420
Ala
Ser
Leu
Asn
Asn
500
Ala
His
His
Asn
Ile
580
His
Asp

Arg

Ile

860

val

Thr

Pro

Glu

Arg

Ala

Thr

Met

Ser

Thr

val

Ser

Ser

645

Trp

ASp

val

Glu

Gly

Thr

Ile

Lys

Leu

Leu

550

Thr

Asn

Ala

Pro

val

630

Glu

val Arg Pro Leu

val

Ala

455

Arg

Thr

Gly

Leu

Glu

535

Lys

Glu

val

Leu

615

Arg

Tyr

Glu

Gly

440

val

Arg

Glu

Lys

Leu

Asp

Thr

Leu

Ile

Leu

425

Tyr

val

Tyr

Glu

Thr

505

val

His

Ser

Gly

Leu

585

ser

Pro

Thr

val

Thr
665

21

ser

Ser

His

Ser

Cys

Trp

AT

57

Glu

Ala

Glu

Trp

Glu

650

Arg

Ile

Ala

Trp

Ile

475

Ala

val

Pro

Glu

Ser

355

Ile

ASp

Ala

Asn

Glu

Phe

val

GIn

rhe

Gln

460

Tyr

Gly

Thr

Lys

Ser

540

Lys

Ile

Gln

Asp

Leu

620

Ala

Glu

GlIn

Thr

Leuy

445

Lys

Glu

Ser

Ala

Asn

525

Lys

Asp

Ile

Gly

TIle

605

His

Gly

Gly

Gly

Lys

His

val

Asn

Tyr

ASh

510

Pro

Cys

Gly

Asp

Ile

590

Thr

Leu

Ala

Asnh

LYys

Asp

Cys

Glu

Gly

Ser

495

Ley

Arg

Asp

Glu

Gly

TYyr

Gln

ser

AsSp

Gly

Glu

Glu

Thr

480

Cys

Asp

Ser

Ala

560

Ala

Cys

val

Glu

His

640

Glu

Thr
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[0005]

Thr

Ile

His

705

Arg

Leu

Trp

Asn

val

785

ser

Ile

Ser

Ile

Tyr

Thr

val

Ala

690

His

val

Lys

Lys

His

770

Lys

val

His

Thr

Asn

850

Glu

Pro

Asn

Pro

Ile

675

val

Glu

GlIn

Ser

Pro

755

Thr

val

Thr

Gly

val

835

Trp

val

Ser

Ser

Glu

Leu

Asn

Thr

Ala

Met

740

Gln

Leu

Gln

Leu

val

820

Pro

Trp

Asn

Leu

Lys

Gly

Pro

Glu

Pro

Ser

725

Glu

Gly

Arg

Ala

Tyr

805

Asp

Lys

Lys

Ile

Asp

Gly

val

Leu

val

Pro

710

GlIn

GlIn

Ala

val

Ile

790

ser

val

ASp

Thr

Leu

870

Ala

Pro

Ala Pro Phe

Pro

Asn

Pro

Met

775

Asn

Gly

Ile

Arg

855

Arg

Phe

Gly

Glu

680

Arg

Ala

Lys

Gly

val

760

Thr

Gln

Glu

Asn

val

840

Ser

Phe

Ser

Pro

Gln

Ser

Pro

Glu

Fro

745

Glu

Pro

Leu

Asp

Ser

825

His

Leu

Ser

Glu

Glu

905

Pro

22

val

Gln

Asp

Met

730

Gly

Trp

Ala

Gly

Tyr

810

Thr

Gly

Leu

Gly

Phe

890

Ser

Thr

Arg

Pro

Arg

Ile

Leu

Glu

val

Ser

795

Pro

Leu

Arg

Asp

Gln

875

His

Glu

Phe

Tyr

Ser

700

Asn

Ile

Glu

Glu

Tyr

Gly

Asp

val

Leu

Gly

Arg

Leu

Pro

Leu

Gln

685

Gln

Pro

Lys

Tyr

Glu

765

Ala

Pro

Thr

Lys

Lys

Arg

AsSn

Thr

Tyr

Lys

Phe

Pro

Glin

Trp

Arg

Thr

Pro

Asp

Ala

val

830

Gly

Thr

Ser

val

ITe

910

val

Arg

ser

Asn

Glu

735

vall

val

TYyr

Pro

Pro

815

Thr

TYr

His

Gly

Leu

895

Phe

Ile

val

Asp

Ile

720

Pro

Thr

Thr

Asp

Gln

800

val

Trp

Gln

Pro

Met

880

Gln

Lys
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[0006]

val

Asnh

945

Thr

Lys

Phe

Glu

Tle

Phe

Trp

Gly

Trp

Leu

Ser

ser

Lys

915

Lys

Gly Asn

Tyr

Pro

Tyr

Glu
1010

Ser
1025

Glu
1040

Gly
1055

Ar
1070

Phe
1085

Leu
1100

val
1115

val
1130

Pro
1145

Glu

Ser

Leu
995

Ser

Gly

Pro

Asp

Glu

Ile

Thr

Lys

Lys

Leu

Asp

Leu

Ile

Thr Ala

Thr Gly
950

Gly GTu
965

His Leu

g Ala Cys

920

Thr Leu

935

Tyr Leu

Leu Ash

Ser Asn

Thr Ser
100

925

Ser Trp Gly Leu Pro Lys Lys Leu
940

Leu GIn Tyr GIn Ile Ile Asn Asp

960

Asp Ile Asn ITe Thr Thr Pro Ser
970

985

0

Gln Gly Cys Gly Lys
1005

975

Leu Asn Ala Thr Thr Lys Tyr Lys
990

Pro Ile Tt

Ser Thr Leu Gly Glu Gly Ser Lys gggo Ile Gly Lys

val

Gly

Asn

Tyr

Gly

val

Glu

ASD

Lys

Asn lLeu

Ala Glu

Asp Ser

Ala Gly

Leu Met

Cys Phe

Lys Glu

Glu Thr

Gly Ser

1015

Thr Gln

1030

His Ile

1045

ITe Phe

1060

Leu Tyr

1075

Cys Ala

1090

val Lys

1105

Asp Leu

1120

Phe Gly

1135

Leu Arg

1150

23

Lys

val

Gln

ASD

Ile

Arg

His

Glu

Ser

Thr

Arg

Asp

Asp

Ala

Ash

Pro

Tyr

Leu

His

Leu

val

Tle

Leu

Arg

ASp

sSer

Asn

Pro
1035

Met
1050

Ile
1065

Ser
1080

Leu
1095

Pro
1125
Asp
1140

Arg
1155

val

Thr

Glu

Thr

Thr

Gly

Glu

Ser

AsSp

Glu

Lys

Thr

Gin

Leu

Lys

ITe

Asp

Met

val

Asn

Arg

Gly

Ley

TYr

GIn

Glu

Gln
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[0007]

Pro Thr

Glu Ser Ala Asp

1160

His Gly Leu Phe Ser Glu

1175

Gly Ser

Lys Glu Lys Gly

1190

Ala Thr
120

<210>
<211>
<212>

<400>

5

2

Phe Pro Leu Arg

24

PRT
<213> A

2

Ile val Gly
1

Ser Leu
Gln Trp
Arg Leu

50

Ile Asnh

65

Leu Asp

Asn Ala

Gly Thr

Ala Asp

Gln Ala
145

Asn

val

35

Gly

Ala

Asn

Arg

Glu

115

Tyr

Gly

Ser

20

val

Glu

Ala

Asp

val

100

Cys

Pro

Cys

Tyr

Gly

Ser

His

LysS

Ile

85

Ser

Leu

ASp

LysS

Thr

Ser

Ala

Asnh

Ile

70

Met

Thr

Glu

Ala
150

Ser

Leu val GTu Tyr Gly Glu Gly Asp

1165

11

70

Asp Gly Ser phe 1le Gly Ala Tyr Ala
1180

Ser

1185

val Glu Ser Asn Gly Ser Ser Thr

1195

Ala
1210

Cys

His

Ala

Ile

55

Ile

Leu

Tle

Ser

Leu

135

ser

Glu

Phe

His

40

Lys

Arg

Ile

Ser

Lys

Tyr

Glu

Cys

Cys

val

His

Lys

Leu

105

Trp

Cys

Pro

24

AsShn

10

Gly

Tyr

Ley

Pro

Leu

90

Pro

Gly

Leu

Gly

Ser

Gly

Lys

Glu

Lys

Ser

Thr

Asn

Asp

1200

Leu

Ser

Thr

Gly

60

Tyr

Ser

Ala

Thr

Ala

140

Ile

Pro

Leu

Arg

45

Ash

Asn

Pro

Pro

Leuy

125

Fro

Thr

Tyr

Ile

30

Ile

Glu

Arg

Ala

Pro

110

Ser

val

AsSn

Gln

15

Ser

Gln

Gln

Asp

vall

95

Ala

Fhe

Leu

ser

val

Glu

val

Phe

Thr

80

Ile

Ala

Gly

Thr

Met
160
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[0008]

Phe Cys
Ala Gly
Trp Gly

val Tyr
210

<210>
<211>
<212>
<213>

<400>
Met Gly
1

val Ala
Thr Thr
Pro Glu

50

Ala Ser
65

Lys Leu
Ile Met
Ala Ser

Phe Gly

Ala His
145

val

Gly

His
195

Asn

1040
PRT
A

3

Thr

Leu

Phe

35

Glu

Pro

Glu

Asn

Asn
115

Phe

Gly
Pro
180

Gly

TYr

val

20

Gly

Ser

Pro

Pro

Pro

100

Pro

Leu

Gly

Phe
165
val

Cys

val

Thr

Ser

Pro

Thr

Ala

Gly

85

Thr

val

Gln

Trp

Leu

val

Ala

Asp

Arg

Ser

val

Glu

Thr

70

Ser

Lys

Gly

Glu

Gly

Glu Gly Gly Lys

Cys

Trp

Trp
215

Arg

Ser

Phe

Glu

55

Tyr

Arg

Ala

Thr

Phe

135

va'l

Ash
Lys

200

Ile

Lys

Ala

Glu

40

Gln

Arg

His

Gln

val

120

Ser

Met

Lys

Pro

Trp

25

ASp

val

Trp

GIn

105

val

Lys

Leu

25

170

Gln

Arg

Asp

His

10

Ser

Gln

Leu

Lys

Leu

90

Ala

Ser

Glu

Pro

Asp

Leau

Pro

Thr

Leu

Ser

Pro

Leu

Met

75

val

Gly

Arg

Glu

Cys

ser

Gln

Gly

Ile
220

Leu

Ala

Leu

Ala

60

Asn

Gly

val

Glu

Ar

14

Asn

Cys

Gly

va'l

205

Ala

Leu

Leu

Ser

45

Cys

Gly

Gly

Tyr

Ala

125

Asp

Pro

GIn
val
130

Tyr

Ala

val

Gly

30

val

Arg

Thr

Asn

Glin

110

Ile

Pro

Pro

Arg

val

Thr

Asn

Ala

15

Ser

Leu

Ala

Glu

Leu

95

Cys

Leuy

val

Ala

Asp

ser

Lys

Ser

Ala

Gln

Phe

Arg

Met

80

val

L.eu

Arg

Lys

His
160
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[0009]

Tyr

Ile

TYr

Ala

Ala

225

Ile

val

Trp

Pro

Glu

305

Ile

Glu

Lys

Ser

Leu

385

His

Pro

Pro

Ile

Thr

210

Gln

Lys

Thr

Arg

Thr

290

Cys

Ile

Ala

Pro

Gln

370

Ser

Gly

Gly

Thr

Ala

195

Ser

Leu

Ala

Leu

Lys

275

Leu

Glu

val

Asp

Arg

Asn

Leu

Thr

l.eu

His

Asn

Arg

Gln

Ile

340

Pro

Arg

Glu

Ile

Ser

165

Gly

Thr

Met

Leu

Phe

245

Cys

AsSp

Ile

Glu

Ala

325

Gly

Thr

val

Asp

Tyr
405

Tyr

Arg

Asn

Asp

Ala

230

Pro

Phe

Gly

Pro

Asn

310

GlIn

Ser

val

Glu

Ser

390

Ala

Arg Trp Leu

His

Ala

Fhe

215

Ala

Ala

Ser

Ser

295

Ser

Pro

Asn

Arg

val

375

Gly

S5er

Phe

Ser

200

Ser

Glu

Glu

Phe

Leu

280

val

Lys

Glu

Leu

360

Leu

Met

Ala

val

185

Asp

Thr

Asp

Thr

Gly

Ser

Ser

Gly

Trp

Ala

Tyr

Glu

26

l.ey

170

ser

Leu

Lys

Thr

Tyr

250

Asn

Pro

Phe

Arg

Leu

330

Trp

Arg

Gly

Gln

Leu
410

Asn

Gln

Gly

Ser

Arg

Ala

Pro

Gln

Glu

Asp

Lys

Gly

AsSn

AsD

395

Ala

Glu

Thr

Asnh

val

220

Leu

Leu

val

Trp

300

Thr

val

Cys

Gly

Leu

380

val

val

Phe

Thr

Tyr

205

Fhe

Phe

val

Pro

Thr

285

Glu

val

Ile

Ala

Glu

365

Arg

Ala

Gln

Pro

Gly

Ser

Ser

Ala

Gly

Arg

Thr

Gly

GlIn

Ser

Ala

350

Pro

Phe

Glu

Ala

Ash

175

Ash

Cys

Lys

Pro

Gln

TIle

Ala

Thr

Gly

ASp

335

Ala

Leu

ser

Asn

Leu
415

Phe

Leu

Leu

Phe

Ser

240

Gln

Lys

Glu

Tyr

Gly

Ala

Lys
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[0010]

Pro

Gly

val

val

465

Ser

Ala

Leu

Gln

Thr

545

Arg

Ala

val

Gly

Gln

625

Tyr

Arg

Asp

Gly

val

450

Thr

Asp

Asn

Ala

530

Leu

Arg

Gln

Asp

Pro

610

Leu

Thr

Thr

Phe

Glu

435

Leu

val

Glu

Ser

Pro

515

His

Asp

Thr

Leu

Ser

595

Pro

Ser

Leu

Asn

i
Ile
Trp
Thr
Gly
Thr
500
Ser
Ala
Asp
Asn
Arg
Ala
Gly
Trp

Gln

Pro
660

Leu

Leu

Ser

Pro

Lys

Gly

Ser

Ser

Phe

val

565

His

Ser

Gly

Ser

Ala

645

Ala

Asn

Ala

His

Pro

550

Lys

Gly

Lys

val

Arg

Asn

Pro val Arg

Pro

Gly

Thr

Leu

Asp

ASp

535

Ile

Glu

Gly

Glu

val

615

Gly

Thr

Ile

Cys

440

Thr

Thr

Cys

Ser

Ile

520

Pro

Asp

Thr

Lys

Ala

600

val

Phe

Pro

Glu

425

Gln

Glu

Leu

Phe

val

505

Asn

Thr

Phe

Ile

Arg

Asp

Pro

27

Arg

Pro

Ile

Ile

Ala

490

Arg

Leu

Met

Asp

va'l

Asp

AsSh

Ala

650

Ash

lL.eu

Arg

Leu

Ile

475

Glu

Asp

Gly

Asp

Lys

Asp

Cys

Leu

Ile

Gly

Ala

Ile

Ala

val

460

Arg

Asn

Ala

Asp

Leu

540

Pro

Leu

Met

val

Lys

Glu

Pro

Ala

445

Ash

Ash

Phe

Thr

AsSnh

525

Thr

Gly

Thr

Ala

Asp

Pro

Trp

Thr

Ala

430

Pro

Ser

Ile

Met

Lys

Leu

Phe

Gly

Ile

Gln

590

Gly

Thr

ITe

Lys

Ala
670

Ala

Lys

Ser

ser

Gly

Ile

Thr

Thr

His

Leu

575

Thr

Pro

Thr

Ala

Gln

655

Gln

Arg

Ala

Arg

Ar

48

LysS

Thr

Leu

Trp

Tyr

560

Asn

val

Pro

TIle

LyS

640

val

val
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[0011]

Leu

Asn

Thr

705

Gly

Glu

Gln

Gln

Glu

785

Leu

Thr

Trp

Ile

Arg

Asn

Gly

Arg

Gly

Ile

690

Arg

Gly

Tyr

Gly

Thr

Lys

Glu

Thr

Pro

Arg

Leu

675

Leu

Glu

Ala

Gln

Ser

755

Phe

Lys

Ala

val

Pro

835

Tyr

Ala

Lys

Ala

Pro

Thr

Gly

Ala

Pro

Asn

740

Thr

val

Ile

Leu

Trp

val

Trp

Gly

Tyr

Ser

900

Pro

Pro

Thr

Ala

Gly

Gly

His

Tyr

Arg

val

805

Ala

Gln

Lys

Leu

His

885

Pro

Gly

Trp

Gly

Pro

710

Glu

Asp

Trp

Ser

Ser

790

Tyr

Lys

Gln

Ala

Asp

val

Ser

Ash

Met Asp Tyr
680

Glu

695

Ser

Leu

Gly

Gln

Asn

775

TYr

ser

Gly

Asp

Gly

Thr

Thr

Ala

Ile

Pro

val

Ile

Phe

Thr

760

Glu

Ash

Ala

val

Met

840

AsD

Ser

val

Asn

sSer

ser

Ala

val

Ser

Arg

Glu

Ser

825

Asn

Lys

Ala

Arg

Ala

905

Trp

28

Glu

Gly

Pro

Asn

730

Tyr

Arg

val

Arg

Glu

810

5er

Gly

Glu

Arg

Ala

890

Thr

Thr

Phe

Pro

Ser

715

Trp

Leu

val

Arg

Ser

Ile

Ala

val

875

Tyr

Thr

Phe

Arg

Ser

700

Gly

Thr

Leu

Pro

Pro

780

Asp

Pro

Glu

Leu

Ala

§60

Ser

Asn

Met

Ser

val

685

ser

Ley

Pro

ser

Gly

Tyr

Gly

Arg

Met

Leu

845

Ala

Gly

Arg

Lys

ser

Ile

LysS

Ser

Met

Phe

750

Ala

Thr

Pro

val

Asn

830

Gly

Asp

Leu

Ala

Pro

910

Ser

Ala

Ile

Gly

ser

735

Arg

Asp

Pro

Glu

Ala

815

val

Tyr

Arg

His

Gly

Pro

ser

Ser

Arg

Gly

Arg

Arg

Phe

Ser

800

Pro

Thr

Glu

val

Pro

880

Thr

Pro

Leu
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[0012]

Ser Ile
930

Thr Gly
945

Leu His
Ile Gly
Gly Tle

Met val
101

val 1le
102

Glu Leu
104

<210>
<211>
<212>
<213>

<400>

Met Lys

1

Thr Cys

Glu Glu

Lys val
50

Lys Trp

Ser Met

915

Lys

Tyr

Leu

His

Pro
995

Glu Asn Met Ala val

0

Trp

Lys

Thr

Ala

980

Ala

Asp

Met

Leu

Glu

Pro val
935

Leu Tyr

950

Lys Asn

val Gln

val His

920 925

val Pro Phe Arg Asn Glu Ser Ala val
940

GIn Asn Asp lLeu His Leu Thr Pro Thr
955 960

Trp Ile Glu Ile pPro val pPro Glu Asp
970 975

Ile Arg Thr Thr Gly Pro Gly Gly Asp
985 990

Ile val Arg Asn Gly Gly Thr Ser Met
1005

1000

Arg Pro Ala Pro His Pro Gly Thr

1015 1020

Ser His Ser val Ala Met Leu ITe Leu Ile Gly Ser Leu

5
0

4
1007
PRT
A

4

Met
Leu
Gln
35

ser

Arg

val

Trp

Ala

20

Pro

Leu

Met

Gly

Leu

val

Ile

AsN

Asnh

Gly

1030

Leu val

Ser Glu

Asn Thr

Cys Arg
55

Asn Gly
70

Asn Leu

1035

Ser His Leu val ITe Ile Ser Ile Thr
10 15

Glu Asp Lys Gly Phe Gly Pro Ile Phe
25 30

Ile Tyr Pro Glu Glu Ser Leu Glu Gly
40 45

Ala Arg Ala Ser Pro Phe Pro val Tyr
60

Asp val Asp Leu Thr Ser Asp Arg Tyr
75 80

val ITe Asn Asn Pro Asp Lys Gln Lys

29



CN 102576019 A

F

¢l

R

12/63 1T

[0013]

Asp

Arg

Pro

Leu

145

Trp

Phe

ser

Lys

Thr

225

TYr

Asn

Ser

Ile

Ala

Ser

Glu

130

Leu

Leu

val

Asp

Ser

210

Thr

Ala

Pro

Thr

Gln

290

Gly

Trp

Gly

Thr

115

Glu

Cys

Leu

Ser

LyS

val

Lys

Leu

val

Ala

275

Leu

Lys

val

Ile

100

Glu

Arg

Asp

Asn

Gln

180

Gly

Phe

Pro

Met

Pro

260

Glu

Glu

Asp

Glu

85

Tyr

Ala

Pro

Pro

Glu

165

Thr

Asn

Ser

Tyr

Gly

Asp

Ile

Asp

Lys

His
325

Tyr

Thr

Glu

Pro

150

Phe

AsSh

Tyr

Lys

Pro

230

GTn

Ser

Glu

His
310

Cys

Leu

val

135

TYr

Pro

Gly

ser

Phe

215

Asnh

Arg

Thr

Asn

Leu

Ser

120

Arg

His

val

Asn

Cys

200

Ile

Asp

val

Trp

Ser

280

Ile

Ala

Asp

Ala

105

Phe

val

Phe

Phe

Leu

185

Phe

Pro

Ile

Thr

Arg

Gly

Tyt

Arg

Thr

30

90

Ser

Gly

Lys

Pro

Ile

170

Tyr

val

Leu

val

Leuy

250

Lys

Ala

Glu

Ile

Glu
330

Asn
Tyr

Glu

Ile
Ser
Ile
val
235
Glu
val
val
Cys
305

val

Asnh

Leu

Gly

Asp

Met

Ala

Ser

Pro

220

Gln

Cys

Leu

Leu

Glu

300

val

ASp

Tyr

Asp

Lys

Ley

Asp

Ash

Pro

205

Ile

Phe

Phe

Glu

Gln

Ile

Gly

Pro

Gly

Ser

Lys

val

190

Ser

Pro

Lys

Ala

Pro

270

Ile

Glu

Ala

Gly

95

Met

Phe

Met

Tyr

Tle

Glu

Asp

Ley

255

Met

Phe

Asn

Phe

Ser
335

val

Pro

val

Ar

16

Arg

Ala

Thr

Arg

val

240

Gly

Pro

Asn

Ile

Pro

320

AsSp
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[0014]

Leu

Trp

Asp

Thr

385

Ala

Lys

Pro

Arg

LyS

Ile

Met

Trp

TYr

545

Asnh

Ile

Tyr

Leu

val

370

Tyr

Pro

Gly

Lys

Ile

450

Asn

Ala

Leu

Gln

Ser

530

Gln

Ala

val

Trp

Lys

355

Thr

Gly

Thr

Gly

Phe

435

Leu

AsSp

Asn

Ala

Cys

515

Phe

Arg

Gln

Asp

Pro
340

Asn

Phe

Phe

Arg

ser

Ile

Gly

Ser

Pro

500

Ala

Asnh

Asn

Leu

Asn
580

Cys

Gly

Glu

Ile

Glu

405

val

Trp

Trp

Gly

Thr

485

Ile

Ala

Gly

Phe

val

Tyr

Asn

Ile

Ser

Glu

Ile

470

Gly

Asn

Ser

Tyr

Met

350

His

Ser

Ala Thr Gly Lys

Ala

Ala

375

Ala

Asn

Ile

Lys

Tyr

Thr

Ala

Fhe

va'l

535

Leu

Ala

Ala

Tyr

360

Gly

Asn

Pro

Glu

Gly

Gly

Thr

Leu

Asp

Asp

Gly

Ser

345

His

Met

Ala

Met

Ser

Cys

val

Ile

505

Pro

Asp

Ser

Arg

Ala
585

31

Lys

TYr

Glu

Lys

410

Lys

Glu

Ley

Phe

Ile

480

Thr

Ala

Phe

Asnh

Tyr

ASp

Pro

Gly

Gln

Leu

395

Lys

Pro

Trp

Glu

Ala

475

Thr

val

Leu

Asn

Gly

Thr

Leu

Ile

Glu

Cys

380

LYs

Lys

Lys

Leu

Ile

460

Glu

Asp

Gly

Asp

Cys

val

Pro

Leu

365

Ile

Ile

Ile

Ala

val

445

Asn

Asn

Pro

Glu

Leuy

525

Glu

Leu

Thr

val

Thr

350

Arg

Ala

Leu

Leu

Ala

430

Asn

Asn

Asn

Thr

Asn

510

Thr

Ash

Leu

Ala

Tle

Ley

Glu

Ala

Ala

415

Pro

Ser

Ile

Arg

Phe

Ile

Ile

Gln

575

Gly

Arg

Tyr

Asn

Leu

400

Ala

Lys

Ser

Thr

Thr

val

His

Arg

560

Thr

Pro
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[0015]

Pro Gly Pro Pro

val

Lys

625

Ala

Ala

Thr

Lys

Arg

Pro

Thr

Phe

Ser

785

Pro

His

TYr

Ala

610

Tyr

Lys

val

Asn

Thr

690

Gly

Glu

Phe

Gly

Gln

770

Leu

Thr

Trp

Trp

595

Leu

Thr

Thr

Asp

Thr

675

ASp

Gly

Tyr

Asp

Arg

val

val

Glu

Glu

Ala
835

Thr
Ile
Asp
Leu
660
Leu
Gly
Arg
His
Gly
7

Tyr
Lys
Ala
val
His
820

Ala

Gly

Trp

Gln

Pro

645

Ile

Gly

Ala

Asnh

Tyr

Glu

val

val

val

His

Gly

Ser

Thr

630

Pro

Pro

Arg

Ala

Ar

71

Gly

Glu

His

Lys

Ile

790

val

Leu

Asp

Lys

Ile

Trp

Gly

Pro

695

Glu

AsSnh

Trp

Lys

Ala

775

Asnh

Lys

Glu

LysS

Ar8 ITe Glu
60

Gly

Thr

Ile

Met

Glu

680

Asn

Leu

Asn

Lys

Ser

val

Lys

Glu
840

Ser

Ile

Glu

Glu

665

Pro

val

Thr

Phe

Asnh

Ala

Leu

Ile

Glu

32

Asp

l.euy

Tyr

Ser

Ala

Ile

Gly

val

Thr

Asn

Gln

Ser

810

val

Ala

Asp

Asn

Ser

635

ASN

Glu

Ile

Pro

Thr

715

Tyr

Thr

Met

Lys

Asp

Ser

Glu

Ala

Ile

His

620

AsSp

Met

Phe

Pro

ser

700

Trp

Ile

val

Ser

Gly

Ala

Ser

Ser

Ash

Arg

5er

Asp

Glu

Arg

Ser

685

Asp

Ala

val

Thr

Pro

765

ASp

Pro

Glu

Tyr

Ala

Pro

Trp

Ala

val

670

Asn

val

Pro

Ala

Ash

750

Ser

Gly

Ser

Ile

Gln

830

val

Thr

Ile

LYS

Ala

655

val

Arg

Gly

Ley

Phe

735

Pro

Thr

Fro

Glu

ser

815

Ile

Gln

Ser

Ser

Arg

Ala

Ile

Gly

Ser

720

Lys

Asp

Ala

Tyr

Ala

800

val

Arg

val
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[0016]

Thr Ser
850

Gln Tyr
865

Pro Ser
Pro Pro
Thr Trp
TYr Lys
Ser Thr
945

Tyr val
Ser Gln

Gly Leu

<210>
<211>
<212>
<213>
<400>

Met Lys
1

Ile Pro
Glu Thr

Ala Glu
50

Gln

Phe

Asp

Arg

His

val

val

Leu
995

5
490
PRT
A
5

Thr

Thr

val

35

Glu

Glu

Ile

Met

Ile

900

His

l.eu

Lys

Glu

LyS

980

Leu

Gly
Asn
20

Ala

Asn

Tyr

Glu

Ile

885

Ile

val

Tyr

His

val

965

Ile

Pro

Leu

Ala

Pro

Glu

Ser

val

870

Glu

ser

val

Arg

Ser

950

Arg

Ser

Ala

Phe

Arg

Asp

Lys

Ala Arg Leu

855

Gly

Ala

Ser

Ala

Pro
935

Gly

Phe

Fhe

Leu

Asn

Glu
55

Ala

Phe

val

Leu

920

Asp

Glu

His

Ala

Gly Ile Leu val Tyr Leu

Cys

Thr

Gly

val

Ser

Pro
985

1000

Glu

Asn

Lys

ser

Asn

Gln

Pro

Asn

Ser

875

Lys

Gly

Glu

His

Ile

955

Gly

Leu

Leu

860

Ala

Ala

Ser

Ser

Asp

940

Pro

Gly

Ser

Leu

Gly

Pro

Arg

Thr

925

Gly

Arg

Asp

Pro

Pro

Cys

Pro

Tyr

910

val

Lys

Asp

Gly

Ser
990

Asp

Gly

Ser

895

Ile

Thr

Leu

Gly

val

975

Leu

Thr

Pro

880

Gln

Ile

Gly

Tyr

Glu

960

val

Leu

Glu phe

1005

Leu Cys kgu Leu GTy Thr Ala ??a Ala

Leu Ser Asp His Ser Lys Pro Thr Ala
25 30

Thr Ala Ile Pro Ser Leu Arg Ala Glu

40

45

Thr Ala val Ser égr Glu Asp Asn Thr

33
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[0017]

Gln Ser
65

Lys Met

Asn Ser

His Ile

Glu Ala
130

Ala Leu
145

His Gly

Asp Gly

Ala Phe

Ile Glu

210

Thr Glu
225

Asn Glu

ASp Ser

Asp Gln

Pro Pro

290

Tyr Ala

Asp

GIn

Asn

GIn

115

Leu

val

Pro

Leu

195

Glu

Pro

Glu

Cys

GIn

275

Thr

Ser

Asp

Glu

Ala

100

Glu

Ser

Met

ASD

Arg

Glu

Gln

Gly

Glu

Met

260

Gly

Lys

Ser

Ile

Asp

85

Glu

Thr

Asn

Glu

His

Ala

Arg

Glu

Thr

245

Ser

Lys

Pro

Cys

Leu

70

Glu

Met

Glu

His

Pro

150

AsSp

Ser

Glu

Glu

His

230

Ser

Phe

Pro

Leu

His

Glu GTu Ser Asp

Phe

Glu

Trp

Gly

Ala

Arg

LyS

Gln

Ser

Gln

His

295

Leu

Asp

Glu

Gln

120

Glu

Asp

Asp

Ser

Ala

200

val

Glu

Glu

Cys

Cys

280

Gln

Phe

GTn

Glu

105

Ser

Thr

Asp

Asp

ASp

185

Gln

His

Ala

Gly

Lys

val

val

Ala

34

Gly

90

Asn

Gln

Glu

Gly

ser

Glu

Lys

Asn

250

Arg

Cys

Cys

Thr

Gln

75

Asn

Ala

Glu

Glu

Asn

155

Gly

Tyr

Ile

Asn

Gly

Gln

Gly

Lys

Pro

GIn

Ser

Gly

Lys

140

Thr

Asp

Phe

Ala

Glu

220

Ala

Arg

His

Asp

Thr

300

cys

Thr

Glu

Ash

Lys

Thr

Thr

Asp

Ile

Tyr

Asn

Glu

val

Ile

Pro

285

Asp

Arg

Gln

GIn

val

110

Thr

val

Fro

Gly

Pro

190

His

Ile

Asnh

His

Cys

270

val

Asn

Leu

val

Glu

95

Asn

Gly

ser

Arg

Gly

Ser

Leu

Gly

Ser

Ala

255

Lys

Thr

Gln

Glu

Ser

80

ASp

Lys

Leu

Glu

Asn

160

Thr

Gln

Lys

Thr

Ser

240

val

Cys

Thr

Gly
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[0018]

305

Thr

Ser

Met

Ser

385

Asp

Pro

val

Met

Asp
465

Lys

Ile

Arg

Glu

370

Ile

Leu

val

Leu

Glu

450

Lys

Lys

Pro

ASp

His

Tyr

L.eu

His

Thr

435

His

His

Glu Glu Asp

<210>
<211>
<212>
<213>

<400>

6
771
PRT
A

6

Met Gln Leu

1

val Pro Leu

Pro Leu Asp

Gly

Thr

340

Trp

Ala

Leu

L.eu

Cys

Ile

Lys

Tle
20

Leu

His

325

Cys

Leu

Gly

Asp

Ar

40

Gln

Ser

Ile

Thr

Asp

Ile

Leu

val

310

Gln

Thr

Lys

Tyr

ASp

Phe

Glu

Thr

Leu

470

Glu

Met

Phe

Gln

Leu

Asp

Asn

Leu

375

Lys

Phe

5er

Leu

AsSnh

Pro

l.eu

Fro

Gln Leu

Phe Glu
344

Ile Leu
360

Asn Glu
Arg Leu
Lys Lys
Glu Leu

425

Ala Pro
440
Phe Phe

Glu Trp

l.eu lL.eu

Lys Lys
Cys GIn

25

Pro Thr

35

330

val

Met

Lys

Leu

Asn

410

ASp

Leu

Glu

Gly

Phe
490

315

Tyr

Ile

Gln

Gln

Ala

395

Tyr

Gln

Arg

Glu

His
475

rhe

Gin

Leu

Arg

Gly

His

His

Ala

Cys

Cys

Gly

Phe

Tyr

Asn

Asp

Met

Pro

Ser

445

Asp

Phe

Lys Arg Leu Ser
10

Met Tle Ser Ala

Ala

Pro

350

Glu

Lys

His

Tyr

Met

430

Leu

Pro

Gly

Ala

Leu
30

Ile Thr §1n Gln Ser

335

Leuy

Ala

val

Pro

val

415

ASp

val

Ash

Ile

Gly
15

Glu

Pro

320

Lys

Arg

Asn

Lys

Ile

400

Tyr

Arg

Pro

Lys

Lys

Arg

val

Lys
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[0019]

Asp

LYS

Phe

Thr

Gly

Asn

Lys

145

Cys

Asn

Asn

Asp

Lys

225

Thr

Ser

Asn

Tyr

50

Gly

AsD

Leu

val

Asn

130

Leu

Arg

Ser

Gly

Tyr

210

Gln

Ile

Arg

Lys

35

Ile

Lys

Ile

ITe

Tyr

115

ITe

Glu

Pro

Phe

195

Ile

Pro

Ala

Glu

Ile

Pro

Asp

Ile

100

Gln

val

Pro

Pro

Gln

180

Leu

Cys

Ile

Ala

Asp

Pro

Lys

Asn

Cys

val

Ile

Ile

165

Arg

Tyr

Tyr

Ser

Asn

245

Pro

Leu

Pro

Pro

70

Asp

Ile

Thr

Arg

Thr

150

Gly

Leu

Phe

Ala

val

230

Leu

Pro

Arg

Arg

55

Ser

Pro

Met

Ala

Pro

135

L.eu

Leu

Pro

Ser

Lys

Ser

Thr

Gly

40

Glu

Phe

Leu

Ser

Arg

Ser

Gln

Pro

Gln

Asn

200

Phe

val

Asp

Phe

Asn
280

Asn

Ser

val

Glu

105

Asnh

Arg

Ser

Pro

Ser

185

val

ASn

Ile

Thr

Leu

265

val

36

Ile

Trp

Thr

90

Gly

Glu

Ser

Gly

Pro

170

Glu

Leu

His

Ser

l.eu

val

Thr

75

Met

Lys

Arg

Pro

GlIn

155

Ile

Alrg

Pro

Thr

val

235

Phe

Pro

Ser

ITe

60

Arg

Lys

Ala

Gly

Leu

140

Ser

Ile

val

Glu

Gin

220

Asp

Tyr

Glu

L.eu

45

Gln

Asn

FPro

Glu

Ala

125

Trp

Leu

Phe

ser

205

Thr

Glu

Gly

Gly

Glu
285

Cys

Gly

Gly

Thr

110

Ala

Thr

val

Trp

Gin

190

Thr

Ile

Leu

Ala

Asn

270

Cys

Glu

Thr

Thr

95

Tyr

va'l

Lys

Leu

Met

175

Gly

Arg

Gln

Asn

Lys

Ala

Ile

Ala

His

80

Gly

Glu

sSer

Glu

Pro

160

Asp

Leu

Glu

Gln

Ser

Ala
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[0020]

Glu

Leu

305

Ile

Lys

Ala

Gly

Arg

Asp

Gln

Gly

Arg

Pro

465

Glu

val

Ser

Lys

Gly

290

Pro

Ile

Asn

Ala

Glu

370

Ile

Pro

Glu

Tyr

Ile

450

Ala

Trp

Leu

Thr

Asn
530

Leu

Lys

His

Ala

Pro

355

Asp

Ser

Ser

Arg

Leu

435

Leu

Leu

Phe

His

Pro

Asn

val

Leu

340

Tyr

Gly

Trp

Arg

Ser

420

Leu

Thr

Leu

LYS

Glu

500

Thr

va'l

Thr

Arg

ser

325

Gly

Trp

Thr

Leu

Ala

Pro

Asp

Gly

AsSn

Tyr

His

Pro

Thr

310

Glu

Ala

Ile

Leu

Thr

390

Ile

Ala

Asn

Ala

Cys

470

Ala

Gly

Thr

Leu

Tle Ile Tyr

295

val

Ala

Ile

Thr

Ile

375

Ash

ASD

val

Ala

Asn

455

Ala

LYS

Thr

Cys

Glu
535

Tyr

Asp

His

Ala

360

Cys

Gly

Gly

Tyr

Phe

440

Thr

Phe

Gly

Leu

val

520

I'le

Lys

Ser

His

345

Pro

Arg

val

Asp

Leu

Phe

Ser

Glu

505

Ala

Lys

37

Trp

Ash

Gln

Ala

Pro

Thr

410

Cys

Asn

Tyr

Gly

Ala

490

Ile

Arg

ASp

Ala

Phe

315

Asn

Ile

Asn

Asn

Ile

395

TIle

Asn

val

Gln

Ser

475

Leu

Pro

Asn

Ala

LYs

Glu

Tyr

Ser

Leu

Gly

Glu

Ile

Ala

Leu

val

460

Pro

His

val

Lys

Thr
540

Glu

Lys

Gln

va'l

val

365

Asn

Ile

Phe

Ser

Ala

445

Ile

Leu

Glu

Ala

Leu

525

Trp

Asp

Thr

Cys

Arg

Leu

Pro

Ala

Ser

Asn

430

Glu

Ala

Pro

Asp

Gln

510

Gly

1le

Gly

Ley

Ile

335

val

Ser

Lys

Pro

Asn

415

Glu

PO

Asn

Thr

Ile

495

Lys

Met

val

Met

GlIn

320

Ala

Lys

Pro

Pro

Tyr

Pro

Arg

Ile

480

Tyr

Asp

Ala

Lys
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[0021]

Gln

545

Cys

Lys

Asp

Thr

Leu

625

Asp

Asnh

His

Thr

val

705

Glu

val

Pro

Ala

Pro

Lys

Asp

His

Cys

ser

Gln

Asn

Lys

Thr

690

Met

Gln

Glu

Leu

Ser
770

<210>
<211>

Glu

val

Asn

Leu

595

val

val

Leu

Ser

Pro

675

Ala

Tyr

Gly

Asn

755

Phe

1180

TYr

Lys

Arg

vall

Ala

val

ASp

Pro

660

Gly

Gln

val

Leu

Leu

740

Gly

Ala

His

565

Glu

val

Asn

Asp

Lys

Ile

Leu

Leu

Asn

Thr

725

Gly

Phe

val

550

Asp

Leu

Ala

Thr

val

630

Ser

Thr

Trp

Lys

Ser

710

Lys

Ser

Glu

val GIn Arg

His

Pro

Asp

Thr

615

Pro

val

Lys

His

Leu

695

Ile

Ala

Glu

ser

Thr

Ser

val

600

L.eu

Asn

Gln

Phe

His

680

Ser

Gly

Ser

Pro

Asn
760

Leu

ASp

585

Ser

Asp

Pro

Leu

Ile

665

Gln

Pro

Lys

Glu

745

Gly

38

Gly

s5er

570

Glu

Asp

Ser

Pro

Ser

650

Tle

Thr

Tyr

ser

Pro

730

Ash

Pro

Ser

555

Leu

Arg

Asp

val

Phe

635

Trp

Glu

Glu

val

Leu

715

Asp

Leu

Gly

Met

Thr

rhe

Asp

Ser

620

Asp

Thr

Tyr

val

Asn

700

Pro

Lys

val

Leu

val

val

Thr

ser

605

Ala

Leu

Pro

Glu

Ser

685

Tyr

ser

Ash

TIle

Gln
765

Ser

Leu

val

590

Gly

Ser

Glu

Gly

Sear

Glu

Pro

Thr

750

Thr

Phe

Trp

Asp

Thr

Ala

Leu

Asp

Ala

Thr

Phe

Ala

Thr

735

Trp

ser

Glu

560

Leu

Lys

Tyr

val

Thr

640

Asp

Met

GlIn

Arg

Ser

720

Ala

Lys

Thr
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[0022]

<212>

<213>

<400>

Met Gln Leu

1

val

Pro

Thr

val

65

Thr

Met

LYyS

Arg

Pro

145

Gln

Tle

Arg

Pro

Thr
225

Pro

Leu

Gln

>0

Ile

Arg

Lys

Ala

Ser

Ile

val

Glu

Gln

P

7

RT

A

Leu

Asp

35

GIn

Gln

AsSn

Pro

Glu

115

Ala

Trp

Leu

Phe

Ser

195

Asp

Thr

Lys

Ile

20

Pro

Ser

Cys

Gly

Gly

Thr

Ala

Thr

va'l

Thr

Ile

Ile

Leu

Lys

Pro

Glu

Thr

85

Thr

Tyr

val

Lys

Leu

165

Met

Gly

Arg

Gln

Met

Phe

Leu

LYsS

Ala

70

His

Gly

Glu

Ser

Glu

150

Fro

Asp

Leu

Glu

Gln

Pro

Leu

Leu

Asp

35

Lys

Phe

Thr

Gly

Asn

135

Lys

Cys

Asn

ASh

215

Lys

Lys

Cys

Glu

40

Tyr

Gly

Asp

Leu

val

120

Asn

Leu

Arg

Ser

Tyr

Gln

Lys

Gln

25

Asp

Ile

Lys

Ile

Ile

105

Tyr

Ile

Glu

Pro

Phe

185

Asp

Ile

Pro

39

Lys

Met

Ley

Ile

Pro

Asp

90

Ile

Gln

val

Pro

Pro

170

GIn

Leu

Cys

Ile

Arg

Ile

val

AsSD

Pro

75

Lys

Asn

Cys

val

Ile

155

Ile

Arg

Tyr

Tyr

Ser

Leu

Ser

Gln

Pro

60

Pro

Asp

Ile

Thr

Gly

Leu

Phe

Ala

220

val

5er

Ala

Pro

45

Arg

ser

Pro

Met

Ala

125

Pro

Leu

Ley

Pro

ser

205

Arg

Lys

Ala

Leu

30

Pro

Glu

Phe

Leu

sSer

110

Arg

Ser

Glin

Pro

GIn

190

Ash

Phe

val

Gly

15

Glu

Thr

Ash

ser

val

95

Glu

Asn

Arg

ser

Pro

175

Ser

val

Asn

Ile

Arg

val

Ile

Ile

Trp

80

Thr

Gly

Glu

Ser

Gly

160

Pro

Glu

Leu

His

Ser
240



CN 102576019 A

F

¢l

R

22/63 HU

[0023]

Ala

Asn

Cys

Asp

Thr

305

Cys

Arg

Leu

Pro

Ala

385

Ser

Asnh

Glu

Ala

Pro

465

ASp

Lys

Ala

Ile

Gly

290

Leu

Ile

val

Ser

Lys

370

Pro

Asn

Glu

Pro

Asn

450

Thr

Ile

Ser

Ser

Ala

275

Met

Gln

Ala

Lys

Pro

355

Pro

Asp

val

Tyr

Pro

435

Arg

Ile

Tyr

Ser

Asn

260

Glu

Leu

Ile

Lys

Ala

340

Gly

Arg

Asp

Gln

Gly

Arg

Pro

Glu

val

Arg

Lys

Gly

Pro

Ile

AsN

325

Ala

Glu

Ile

Pro

Glu

405

Tyr

Ile

Ala

Trp

Leu

Glu

Glu

Leu

Lys

His

310

Ala

Pro

Asp

Ser

Ser

390

Arg

l.eu

Leu

Leu

Phe

470

His

Arg Pro Pro Thr

Glu

Pro

Asn

295

val

Leu

TYr

Gly

Trp

Arg

Ser

L.eu

Thr

Leu

455

Lys

Glu

Leu Arg
265

Thr Pro
280

Arg Thr

Ser Glu

Gly Ala

Trp Ile

345
Thr Leu
360
Leu Thr
Lys Ile
Ser Ala
Ala Asn

425

Pro Ala
440
Asp Cvys

Gly Ala

Asn Gly

40

250

Gly

Ile

val

Ala

Ile

330

Thr

Ile

Ash

Asp

val

410

Ala

Ash

Ala

Lys

Thr

Phe

Asn

Ile

Tyr

Asp

His

Ala

Cys

Gly

Tyr

Phe

Thr

Phe

Gly

Leu

Leu

val

Tyr

Lys

Ser

His

Pro

Arg

val

380

Asp

Gln

val

Leu

rhe

460

Ser

Glu

Thr

Leuy

Trp

Asn

Gly

Thr

Gln

Ala

365

Pro

Thr

Cys

Ash

Tyr

445

Gly

Ala

Ile

Pro

Ser

270

Ala

Phe

AsSn

ITe

Ash

350

AsSn

Ile

ITe

Asn

val

430

Gln

Ser

Leu

Pro

Glu

Ley

Lys

Glu

Tyr

ser

335

Leu

Gly

Glu

Ile

Ala

415

Leu

val

Pro

His

val

Gly

Glu

Glu

Lys

Gln

320

val

val

Asn

Ile

Phe

400

Ser

Ala

Ile

Leu

Glu

480

Ala
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[0024]

Gln

Gly

Ile

ser

545

Leu

val

Ser

Tyr

Asp

FPro

Gln

val
705

Leu

Lys

Met

val

530

Phe

Trp

Asp

Thr

Ala

610

AsD

Lys

Ile

Leu

Leu

690

Asn

Thr

Asp

Ala

515

Lys

Glu

Leu

Lys

val

Ser

Thr

Trp

Lys

Ser

LysS

Ser

500

Lys

Gln

Cys

Lys

Asp

580

Thr

Leu

Pro

va'l

Lys

His

Leu

Ile

Ala

485

Thr

Asn

Pro

Lys

Cys

Ser

Asn

Gln

645

Phe

Ser

Gly

Ser
725

Gly
Glu
Glu
val
550
Asn
l.eu
val
val
Pro
e30
Leu
Ile
Gln
Pro

LYysS
7

Glu

Thr

val

TYr

Lys

Arg

val

Ala

val

615

Pro

ser

Ile

Thr

Pro

Tyr

His

520

Ala

His

Glu

val

Asn

600

Ala

Phe

Trp

Glu

Glu

680

val

Leu

Asp

Thr

505

Leu

val

Asp

Leu

Ala

585

Thr

Pro

Asp

Thr

Tyr

val

Asn

Pro

Lys

41

490

Cys

Glu

val

His

Pro

570

Asp

Thr

Thr

Leu

Pro

650

Glu

5er

TYyr

Ser

Asn
730

val

Ile

Gln

The

355

Ser

val

Leu

Pro

Glu

Gly

ASD

Gly

Ser

Glu

715

Pro

Ala

Lys

Asp

sSer

Asp

Thr

620

Leu

Asp

Ala

Thr

rhe

700

Ala

Thr

Arg

Asp

525

Gly

ser

Glu

AsSp

S5er

605

Pro

Thr

Asp

Metl

Gln

685

Arg

ser

Ala

Asn

510

Ala

Sear

Leu

Arg

590

val

Ala

Asp

Asn

His

670

Thr

val

Glu

val

495

Lys

Thr

Met

Thr

Phe

575

Asp

s5er

Pro

Gln

Ash

655

Lys

Thr

Met

Gln

Glu
735

Leu

Trp

val

val

560

Thr

Ser

Ala

val

Leu

640

Ser

Pro

Ala

Tyr

Gly
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[0025]

Leu

Gly

Gln

Ser

785

Lys

val

val

Pro

Tyr

865

Glu

Pro

Asn

Pro

Thr

945

Gly

His

Gly

Phe

Lys

val

Met

Arg

val

850

Tyr

Lys

Gly

Gly

Glu

930

Leu

Ile

Glu

Ser

Glu

755

Asp

Tyr

GTn

Gly

val

835

Pro

Trp

Lys

Leu

Lys

915

Gly

Asp

Leu

Leu

Glu

740

Ser

Gly

Ile

Ala

His

820

Ash

Leu

Lys

Ile

Glu

900

Gly

val

Ser

Thr

Gly

Pro

Asn

ASp

val

Leu

805

Ser

val

Lys

Thr

Leu

885

Pro

Glu

Pro

Leu

Glu

965

Pro

Asp

Gly

Asp

Ser

790

Asn

Gly

val

Ser

Gln

870

Thr

Phe

Gly

Ser

Thr

950

Tyr

Leu

Asn Leu val

Pro

Glu

775

Gly

ASp

Glu

Ash

Ile

855

Ser

Phe

Ser

Pro

Ala

935

Leu

Thr

va'l

Gly

760

Trp

Thr

Met

Asp

Ser

840

Arg

Ser

Gln

Ala

920

Pro

Glu

Leu

Asp

745

Leu

Thr

Pro

Gly

Leu

825

Thr

Gly

Ser

Gly

Ser

Trp

Lys

Leu
985

42

Tle

Gln

Ser

Thr

Phe

810

Pro

Leu

His

Lys

Ser

890

Thr

Pro

Ser

Asp

Tyr

Lys

Thr

Tyr

val

Phe

795

Ala

Met

Ala

Leu

Arg

Lys

Leu

Asp

Leu

Pro

955

Gln

Ile

Trp

Lys

val

780

val

Pro

val

Glu

Gln

§60

Asn

Thr

Asn

Arg

Lys

940

Pro

Pro

Pro

Lys

val

765

val

Pro

Glu

Ala

va'l

845

Gly

Arg

His

val

va'l

925

Tle

Ser

Ile

Ala

Pro

750

Ser

Ala

Tyr

Pro

Pro

8§30

His

Tyr

Arg

Gly

val

His

Asn

Asn
990

lLeuy

Trp

Asn

Ley

Ala

815

Gly

Trp

Arg

His

Met

895

val

Asn

Ash

Pro

Ser

975

Lys

Asn

Arg

val

Ile

800

val

Asn

Asp

Ile

Ile

380

Leu

val

Thr

Pro

Asn

960

Thr

Thr
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[0026]

Arg Trp Thr Leu Lys Asn Leu Asn
995 1000

Phe Tyr
1010

Glu Ala
1025

Asp Ile
1040

Ala Leu
1055

Asn Lys
1070

Ala Asp

1085

Gly Glu
1100

Ser Arg
1115

ASp Ser
1130

Glu Asp
1145

Glu Pro
1160

Asn Ala
1175

<210> 8

Ala

val

Ala

Leu

Gly

Pro

Tyr

Thr

Leu

Gly

Ala

MetT

<211> 818
<212> PRT

<213> A
<400> 8

Leu Leu GIn val Thr ITe Ser Leu Ser Lys val Glu Leu Ser val Gly
10

1

Gln

Thr

Thr

Ile

Gly

Glu

Ser

Pro

val

Ser

Glu

Ash

Thr

Thr

GlIn

Leu

Lys

Ile

Asp

Ser

ASp

Phe

Gly

Ser

ser Ala Gly Ser Gly Ser

val

Gly

Ile

Tyr

Gln

Ala

Asp

Tyr

Ile

Asn

Phe

1015

Asp
1030

Trp
1045

Leu
1060

Pro
1075

Pro
1090

Glu
1105

Ar
1120

Gly
1135

Glu
1165

val
1180

Glu

Phe

Leu

val

Met

ASp

Thr

Glu

Gln

s5er

43

Ala

Ile

Ile

Lys

Lys

His

val

Gly

Tvr

Ser

Met

Gly

val

Glu

Glu

LysS

Lys

val

Ser

Glu

Ala

Leu

Cys

Lys

AsSp

Pro

Lys

Asn

Gly

Ala

Gln
1020

Ser
1035

Met
1050

Phe
1065

Glu
1080

Leu
1110

Glu
1125

Pro
1170

Phe Ser Thr Arg Tyr
1005

Ile

Arg

Cys

Ile

Asp

Gly

Lys

Asp

Gln

Lys

ser

Lys Phe Tyr

Thr

Gln

Ala

Arg

Ala

Thr

Lys

Ser

rhe

Glu

Pro

15

Glu

val

val

Arg

His

Phe

Gly

Asp

Asn

Lys

val
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[0027]

Glu

Asp

val

Asn

65

Gly

Thr

Ala

Trp

Ala

145

AsSp

Ile

Ser

Met

Ser

Trp

val

50

Ile

Gln

Phe

Glu

Leu

130

Met

Glu

AsSp

Met

Thr

210

Phe

Gly

Gly

LysS

Tyr

Gln

Glu

Thr

Arg

val

115

Tyr

Leu

Gly

Phe

Pro

195

Phe

Arg

Ser

Pro

Phe

20

Asn

Lys

Asp

Gln

Glu

100

val

His

Ala

Ile

Ar

18

Gln

Ser

Asn

Asnh

Tyr

Phe

Pro

Glu

Ala

Glu

85

val

Cys

Asn

Asn

Tyr

165

Asp

Lys

Cys

Gly

Thr

245

val

Thr

Gln

Gly

Gly

70

Ala

val

Arg

Glu

Asn

150

Arg

ITe

Ser

Arg

Lys

230

Glu

Cys

Cys Thr aAla Ile
25

Gly

val

55

Ile

Thr

Ser

val

Glu

135

Asn

Cys

Ile

Phe

Ala

215

Leu

Leu

Arg

Glu

40

Arg

Tyr

val

Pro

Ser

120

val

Leu

Glu

val

Asn

200

Ser

Ile

Thr

Ala

Lys

Ser

Arg

val

Gln

105

Ser

Thr

Gln

Gly

Ile

185

Ala

Gly

Glu

val

Thr
265

44

Ile

Arg

Cys

Leu

90

Glu

Ser

Thr

Ile

Thr

Ser

Glu

250

Asn

Gly

Ile

Leu

Gln

75

Glu

Phe

Pro

Ile

Leu

155

val

Asn

Ala

Pro

Asn

235

Asn

Lys

Glu

Ser

Thr

60

Ala

Ile

Lys

Ala

Ser

140

Asnh

Glu

val

Glu

Glu

220

Glu

Ile

Ala

Pro

Thr

45

Ile

Thr

Tyr

Gln

Pro

125

Asp

Ile

Ala

Pro

Arg

205

Pro

Lys

Ile

Gly

Glu

30

Gln

Tyr

Asp

Gln

Asn

Asn

Arg

Pro

190

Gly

Ala

Tyr

Asn

Glu
270

ser

Arg

Asn

Ala

Lys

Glu

val

Arg

Lys

Gly

Ala

Glu

Ile

Ile

Ser

255

Asp

TIle

val

Ala

Asp

Ser

Phe

Ser

160

Glu

Ile

Glu

Ser

Leu

240

Asp

Glu
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[0028]

Lys

Lys

Ala

305

Gly

val

L.eu

Gly

Ile

385

Ile

Arg

Tyr

Asn

Tyr

Phe

val

Gln

Asn

290

Glu

Phe

Lys

Ser

His

370

Ser

Ser

Asp

Ser

Gly

Asn

ASD

Ala

275

Glu

Gly

Thr

Gly

ASp

Gln

Asn

Cys

Lys

Thr

435

Phe

Gln

val

Lys

val

Phe

Thr

Glu

Phe

Gln

340

Ser

Lys

Gln

Asp

Leu

420

Gly

Gly

Glu

Lys

Pro

500

Lys

Leu

Thr

Pro

Thr

325

His

Gly

Ser

Thr

val

405

val

Arg

Arg

Tyr

Ile

485

Asp

Glu

Gln

Tyt

Ile

310

Glu

Gly

Arg

Met

Ile

390

LYS

Leu

Lys

Tyr

Ile

470

Ser

val

val

Glu

295

Pro

Gly

Ser

Tyr

Tyr

TYr

Ser

Pro

MeT

Asn

455

Leu

Glu

His

Ala

Phe val

280

Asn

Glu

Asp

Ser

Asp

360

Leu

Tyr

Asn

Ala

Ile

440

Cys

Ala

Leu

Gly

Ser

Gly

Ile

Lys

Ser

345

Cys

Asp

Ser

Pro

Thr

Leu

Ser

45

Gln

Gln

Thr

Ser

330

Leu

Glu

Ile

Trp

Pro

410

Ash

Glu

Ala

Ala

Gln

490

val

Ile

Pro

val

Trp

Leu

His

Ala

Glu

Glu

395

Ala

Thr

Ile

Thr

Asp

Thr

Pro

Trp

Thr

300

Lys

Asp

I'le

Ala

Tyr

Gly

Ser

Thr

Ala

AsSn

460

val

Thr

Tle

Lys

Ile

285

Leuy

Arg

Gly

Lys

Ser

365

Ala

Asn

Ile

Ash

Pro

445

His

Pro

Ala

His

Ile

Ile

val

Ala

Arg

Asp

350

Arg

Pro

Pro

His

Leu

430

Thr

Ile

Ser

Lys

His

510

val

Gln

Cys

val

Ile

335

vall

Ile

LyS

Ile

Trp

415

Lys

Ser

Gly

Ser

val

495

Tyr

Arg

Leu

Asp

Asp

Glu

Lys

Gly

Phe

Asn

400

Arg

Thr

ASp

Thr

Pro

480

Ser

GlIn

Ser



CN 102576019 A

F

¢l

R

28/63 T

[0029]

His

Thr

545

Tyr

Pro

Ser

val

va'l

625

Met

Glu

Lys

Gly

Phe

705

Cys

Gly

Met

Ser

Pro

Ile

LyS

Gln

Gly

Pro

Asp

val

690

Phe

Gly

Lys

Arg

515

val

Glu

LYS

Ser

Thr

595

Tyr

Gly

Tyr

Thr

Thr

675

Ala

Ile

Lys

Ala

Thr
755

Gln

Ile

Ile

Ile

580

Lys

Arg

Asn

Glu

val

660

Leu

Ala

Arg

LYS

Ala

740

Glu

Thr

Arg

Glu

565

His

Gln

Ser

Lys

val

645

Tyr

Phe

Leu

Gln

Ser

725

Tyr

Asp

Met

val

550

Ile

Gly

Asp

Lys

Glu

Asn

Leu

Cys

710

Gly

Leu

Glu

val

535

Ala

Phe

Gln

Asp

ASD

615

His

Tle

Phe

Gly

Leu

695

Gly

Ser

Lys

Arg

520

val

Ala

Gln

Pro

Lys

Ile

Thr

Ser

Leu

680

Ile

Leu

Ser

Asp

va'l
760

Leu

val

Thr

Ser

585

Gly

Glu

Ile

Ala

Met

665

Gly

Leu

Leu

Gly

46

Asn

Asn

lL.eu

570

ser

Ala

Asp

Leu

Ala

650

Pro

Ley

val

Met

730

Ser

Ash

Asn

Gly

Pro

Gly

Pro

Gln

Glu

Asn

Pro

Gly

val

Cys

715

Ser

LysS

His

Leu

540

Lys

val

Lys

ITe

Arg

Lys

Ala

Thr

700

Ile

Lys

Glu

Glu

525

Glu

Gly

Arg

ser

Leu

605

Leu

Leu

Leu

Pro

val

685

ASp

Thr

Glu

Pro

Asp

Pro

Glin

Glu

Phe

590

Glu

Glu

Gln

Gly

Asn

670

Ile

val

Arg

Leu

Ile

750

Gly

Ash

Gly

Pro

575

Lys

Tyr

Lys

Trp

TYr

655

Ile

Gly

ser

Arg

Glu

735

val

Ser

Thr

ASD

560

Ser

Leu

Ile

Lys

Thr

640

Ser

Leu

Cys

Met

720

Glu

Glu

Pro
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[0030]

val Asn Glu Pro Asnhn

770

Pro Leu Lys Glu Glu

785

Glu ITe Lys val Ser

Lys Ala

<210>
<211>
<212>
<213>

<400>

9
2
P

87
RT

A

9

Met Gly Asn
1

Phe

ASp

Lys

Ser

65

Trp

Leu

Leu

Glu

Gln

Thr

Phe

Asnh

50

Gln

Glu

Asn

Thr

Leu

130

Asp

Glu

Gln

35

Gly

Thr

Met

Lys

ITe

115

Lys

Lys

Ala

Asp

20

Asp

Thr

Met

Pro

LysS

Pro

Tyr

Met

805

Met

Ala

Ser

Arg

Met

Phe

85

Lys

Tyr

Thr

Glu

Glu

790

Asn

Phe

Lys

Ala

Gly

val

70

Asp

Trp

Phe

Gly

Glu
150

Thr Thr Pro Leu

775

Gly

Asp

val

Arg

Ala

Pro

val

Arg

Asn

135

val

Lys Glu

Ile Ile

Lys Glu

Leu Tyr

Ala Lys

40

I'le Thr

val Asn

Gln Asp

Met val

105

Asp Glu

Ala ser

Glu Aala

47

Ala

Gln
810

Gln

10

Gly

Lys

Asp

Tyr

Thr

90

Pro

Glu

Ala

Met

Thr
Leu

795

Ser

Leu

Ser

Leu

Leu

Ile

75

His

Met

Leu

l.eu

Leu
155

Glu Pro Glu

780

Asn

Lys

Ser

Glu

Ile

Ile

60

rhe

Gln

Met

Ser

Phe

140

Leu

Pro

Glu

Leu

Ala

Asn

45

Lys

Phe

5er

Ser

Cys

Tle

Pro

Glu

Asp

Leu

Phe

30

Asp

Asnh

Lys

Arg

L.eu

110

Thr

Leu

Glu

Lys

Thr

Asp

15

Ala

Tyr

Leu

Ala

Phe

95

His

val

Pro

Thr

Leu
Ile

800

Ser

Arg

Thr

val

Asp

Tyr

His

val

Asp

Leu
160
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[0031]

Lys

Leu

lL.eu

Gly

Ala

225

Ala

val

Gln

Arg

Pro

Gln

Ile

210

val

val

Arg

Asn

<210>
<211>
<212>
<213>

<400>

Trp

Lys

Leu
195

Thr

Leu

Lys

Phe

Ile
275

10
338
PRT

A
10

%et Arg Lys

Leu

Gly

Ser

Pro

65

Glu

Arg

Asp

Thr

50

Thr

Lys

Ala

Arg

35

Cys

Phe

Ala

Arg

Phe

180

Gly

Gly

Asp

Ile

Asn

260

Phe

Arg

Thr

20

val

Glu

Ile

Leu

Ile

Ala

val

Thr

245

Arg

Phe

Ala

Ile

Tyr

Gln

Pro

Gln
85

Ser

Glu

Arg

Phe

230

Leu

Pro

Met

Pro

Leu

Leu

Ala
70

ASp

Leu Glu Phe Arg

ser

Glu

Asn

215

Glu

Leu

Phe

Ser

Gln

Cys

His

Ala

35

Pro

Arg

Ala

200

Leu

Glu

Ser

Leu

Lys

Ser

Leu

Pro

40

Lys

Ile

Leu

Asp

185

Phe

Ala

Gly

Ala

Met

265

val

Glu

Leu

25

Phe

Ala

Gln

val

48

170

Tyr

Thr

val

Thr

Leu

250

Tle

Thr

Met

10

Ala

His

Asn

Ala

Leu
90

Glu

Asn

Sep

Ser

Glu

235

val

Tle

Asn

Ala

Trp

L.eu

Ala

Lys

val

Leu

LYS

Gln

220

Ala

Glu

val

Pro

Pro

Ala

val

Gly

60

Thr

Ala

Gly

Ash

Ala

205

val

ser

Thr

Pro

Lys

Ala

Gly

Ile

45

Lys

ser

Ala

Glu

ASp

val

Ala

Arg

Thr

270

Gln

Gly

Leu

30

His

Pro

Pro

L.ys

Leu

175

Ile

l.eu

His

Ala

Thr

255

AsSp

Ala

val

15

Ala

Asn

Lys

val

Leu
95

Tyr

Leu

Ser

Lys

Thr

240

Thr

Ser

Ala

Glu

Asp

Asp

&0

Asp
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[0032]

Thr

Leu

Ser

145

Ile

Ala

Ala

val

Gln

225

Phe

Ala

Asp

Lys

Ser

305

His

Thr

Glu

Gly

Leu

His

Gln

Gly

210

Gly

Thr

val

Ser

Gly

290

Thr

Trp

Glu

Asp

Phe

115

Tyr

Gly

Lys

Leu

Glu

Thr

Thr

275

Phe

Ser

Ser

Lys

100

Arg

Thr

Leu

val

val

180

Arg

Phe

Ala

Leu

Ser

val

Asp

Leu

Ile

val

Gly

Pro

165

Leu

Ala

Thr

Leu

Asp

Trp

Ala

Leu

sSer

Ile
325

Arg

Tyr

Leu

Ala

150

Trp

Ser

ASp

Ala

Tyr

230

val

Lys

Phe

Leu

val

310

Gln

Ala Ala Met

Gly

Ser

135

Leu

LYs

Ala

Ser

Pro

215

Thr

Thr

Asn

Ala

295

Pro

Asp

Met

120

Pro

Asp

Asp

Leu

Gln

200

Gly

Pro

Ala

Gly

Thr

280

Glu

Met

Asn

105

His

Thr

His

L.¥s

Gln

185

Ala

Leu

val

Glu

Cys

265

Tyr

Pro

Leu

Phe

49

val

5er

Ala

Thr

Ash

170

Ala

Gln

His

val

250

ser

va'l

GIn

ser

ser
330

Gly

Glu

val

Ala

155

Cys

val

Leu

Leu

Leu

235

Ile

Leu

His

Glu

Gly

val

Met

Leu

rhe

140

Asp

Thr

Gln

Leu

Lys

Pro

ASp

Met

Phe

pPhe

300

Met

Thr

lLeu

Trp

Gly

Arg

Ser

Gly

Leu

205

Gln

Arg

Arg

Gly

Gln

285

Trp

Gly

Gln

Ala

110

Gly

Thr

Leu

Arg

Leu

190

ser

Pro

Ser

Phe

Ala

270

Gly

val

Thr

val

Asn

val

Leu

Gln

l.eu

175

Leu

Thr

Phe

Leuy

Met

255

ser

Lys

Asp

Phe

Pro
335

Phe

val

Ala

160

Asp

val

val

val

Asp

Gln

val

Met

Asn

Gln

320

Phe
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[0033]

<210>
<211>
<212>
<213>

<400>
Met Arg
1

Leu Arg
Gly Asp
Ser Thr

50

Pro Thr
65

Glu Lys
Thr Glu
Leu Gly
His Gly
Ser Leu
145

Ile Leu
Ala His

Ala Gln

val Gly

11
485
PRT
A

11

Lys

Ala

Arg

35

Cys

Phe

Ala

Asp

Phe

115

Ala

Tyr

Gly

Lys

Arg

Thr

20

val

Glu

Ile

Leu

Arg

Thr

Leu

val

val

180

Arg

Phe

Ala

Ile

Tyr

Gln

Pro

Gln

85

Leu

Ile

val

Gly

Pro

165

Leu

Ala

Thr

Pro

Leu

Leu

Ala

70

Asp

Arg

Tyr

Leu

Ala

150

Trp

Ser

Asp

Ala

Gln

Cys

His

Ala

55

Pro

Gln

Gly

Ser

135

L.eu

Lys

Ala

Ser

Pro
215

Ser

Leu

Pro

40

Lys

Ile

Leu

Ala

Met

120

Pro

Asp

Asp

Leu

Gln

200

Gly

Glu

Leu

25

Phe

Ala

Gln

val

Met

105

His

Thr

His

Lys

Gln

185

Ala

Leu

50

Met

10

Ala

His

Ash

Ala

Leu

90

val

ser

Ala

Thr

Ash

170

Ala

Gln

His

Ala

Trp

l.eu

Ala

Lys

val

Gly

Glu

val

Ala

155

Cys

val

Leu

Leu

Pro

Ala

val

Gly

60

Thr

Ala

Met

Leu

rhe

140

Asp

Thr

Gln

Leu

LysS

Ala

Gly

Ile

45

Lys

Ser

Ala

Leu

Trp

Gly

Arg

ser

Gly

Leu

205

Gln

Gly

Leu

30

His

Pro

Pro

Lys

Ala

110

Gly

Thr

L.eu

Arg

Leu

190

Ser

Pro

val

15

Ala

Asn

Lys

val

Leu

95

Asnh

val

Leu

Gln

Leu

175

Leu

Thr

Phe

Ser

Ala

Glu

Asp

Asp

80

Asp

Phe

val

Ala

Ala

160

AsSp

val

val

val
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[0034]

GIn Gly Leu

225

Phe

Ala

Asp

LYys

Ser

305

His

Thr

Leu

Met

val

385

Leu

Asp

Glu

Pro

Thr

val

Ser

Gly

290

Thr

Trp

Glu

Asp

Pro

Arg

Ala

Glu

450

Asp

Glu

Thr

Thr

275

Phe

Ser

Ser

Ser

Lys

355

Lys

GlIn

Ala

ITe

GlIn

Ala

Leu

Ser

val

ASD

Ala

340

val

Leu

Gly

Ile

Ar

42

Glu

Leu

Ser

Leu

Asp

Trp

Ala

l.eu

Ser

Ile

Cys

Glu

Ser

Ser

Leu

405

val

Arg

Glu

Ala

Tyr

val

Lys

Phe

l.eu

val

310

Gln

Leu

Gly

Pro

Tyr

His

Gly

Glu

val

Thr
470

Thr Pro val

Ala

Thr

Asn

Ala

295

Pro

Asp

Leu

Leu

Arg

Asp

Thr

Glu

Pro

Thr

455

Ala

Ala

Gly

Thr

280

Glu

Met

Asn

Leu

Thr

360

Thr

Leu

Glu

val

Thr

440

Leu

Leu

Glu

Cys

265

Tyr

Pro

Leu

Phe

ITe

345

Phe

Ile

GlIn

Leu

L.eu

425

Glu

Asn

His

51

val

250

sSer

val

Gln

Ser

Ser

330

Gln

Gln

His

Asp

Asn

410

Ash

ser

Arg

Phe

Leu

235

Ile

Leu

His

Glu

Gly

val

Pro

Gln

Leu

Leu

395

Leu

Ser

Thr

Pro

Leu
475

Pro

Asp

Met

Phe

Phe

300

Met

Thr

His

Asn

Thr

380

Leu

Gin

Ile

Gin

rhe

460

Gly

Arg

Arg

Gly

Gln

285

Trp

Gly

Gln

TYIr

5er

365

Met

Ala

Lys

Phe

Gln

445

Leu

Arg

Ser

Phe

Ala

270

Gly

val

Thr

val

Ala

350

Leu

Pro

Glin

Leu

Phe

430

Leu

Phe

val

Leu

Met

255

Ser

LysS

Asp

Phe

Pro

335

ser

Asn

Gln

Ala

Ser

415

Glu

Asn

Ala

Ala

240

GlIn

val

Met

Asn

Gln

320

Phe

Asp

Trp

Leu

Glu

400

Asnh

Leu

Lys

val

Asn
480
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[0035]

Pro Leu

<210>
<211>
<212>

Ser

12
398
PRT

<213> A

<400>
Met Gly
1

Cys Cys
Pro Trp
Lys Cys
3
Pro Ala
65
Asn Arg
Ile Ser
Phe Thr
Ile Pro
130
LYS Asp
Ala Arg

Thr Arg

Ser val

12

Ala

Trp

Thr

35

Gln

Gln

Asn

Met

115

Gln

Thr

Leu

Ile

Thr
195

Thr

Pro

Ala

20

Ser

val

Gln

Gln

val

100

Pro

Lys

Ala

Thr

Gln

180

Phe

Ala
485

Ala

Pro

Asp

Lys

Thr

Leu

85

Ala

val

Pro

Thr

Ala

Gly

Glu

Asp

Leu

70

val

Leu

Arg

Ile

Leu

150

Arg

Asp

val

S5er

Gly

Thr

His

55

TYr

Thr

Thr

Ile

135

Asn

Lys

Pro

Thr

Leu
Ala
val
40

Glu
Phe
Ser
Asp
Ala
120
Thr
Cys

Gly

Ash

200

Leu

Asn

25

val

Asp

Gly

Thr

Glu

105

Lys

Gly

Gln

Asp

Gly

Glu

52

Ley

10

Ley

Ala

Ser

Glu

Pro

20

Gly

sSer

Tyr

Ser

Gln

170

Lys

Asp

Leu

Ser

Gly

Ser

Lys

His

Glu

Leu

Lys

Ser

155

Glu

Thr

Asp

Leu

GIn

Gly

Leu

60

Arg

Glu

Tyr

val

Ser

140

Gly

L.eu

Phe

Gly

Ley

Asp

Thr

45

Gln

Ala

Leu

Thr

Thr

125

ser

Ser

His

Thr

Ala
205

Leu

Asp

30

val

Trp

Leu

Ser

Cys

val

Leu

Lys

Gly

val

190

Ser

Phe

15

Ser

val

Ser

Arg

Ile

95

Ser

Ley

Arg

FPro

Glu

175

ser

Ala

Gln

Leu

Asn

Asp

80

Ser

Ile

Gly

Glu

Ala

160

Pro

Ser

val
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[0036]

Cys

Gln

225

Pro

Arg

val

Leu

MetT

305

Pro

val

His

Gly

Gly
385

Ser

210

Arg

Pro

Gly

Pro

Ash

290

Gly

val

Ala

Tyr

Ser

370

Gly

<210>
<211>
<212>
<213>

<400>

val

Ile

His

Asn

Pro

275

LYS

Ser

Pro

Phe

Leu

355

Asp

GIn

13
350
PRT
A

13

Met Gln Arg
1

val pro Thr

Asnh

Glu

Pro

Pro

260

Leu

Ser

Tyr

Ser

Ile

340

Ile

Asp

Ser

Leu

Ala
20

val

Arg

val

Lys

Asp

Lys

Ser

325

val

Arg

Ala

Gly

Gly

Pro

Glu

Leu

230

Glu

Pro

Met

sSer

Ala

310

Ser

Phe

His

Pro

Ala

Ser Leu Lys

215

TYF

Gly

Gln

Thr

TYyr

Ser

Leu

Lys

Asp

375

Asp

Thr

Pro

Thr

Gln

Gln

Gln

280

Thr

Tyr

Thr

Leu

Gly

360

Ala

Asp

Leu

Ala

Pro

Lys

Tyr

265

Glu

Tyr

Thr

Tyr

Leu

345

Thr

Asp

LYysS

Leu

Pro
25

53

Gly

Thr

Ley

250

Leuy

Ser

Gly

Leu

His

330

Ile

TYr

Thr

Lys

Cys

Thr

Ala

Ala

235

Leu

Trp

Ala

Cys

Asn

315

Ala

Met

Leu

Ala

Glu
395

Leu

Ala

Asp

220

Met

Leu

Glu

Leu

Thr

300

val

Ile

Leu

Thr

Ile

380

TVl

Leu

Thr

Arg

Ile

His

Lys

Ile

285

Ala

Ash

Ile

Ile

His

365

Ile

Phe

Leu

Ser

ser

Arg

Cys

Glu

270

Phe

Thr

Asp

Gly

Phe

350

Glu

Asn

Ile

Thr

Pro

Glu

255

Gly

Pro

Ser

Pro

Gly

Leu

Ala

Ala

Ser

ASD

240

Gly

ser

Phe

Asn

Ser

320

Ile

Gly

Lys

Glu

Ala Ala Ala

15

Ala Pro val
30
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Lys

Glu

Leu

65

Ala

Glu

Arg

Ser

His

145

Phe

Leu

Gly

Asp

Cys

Glu

Cys

Pro

Met

50

Arg

Ser

Thr

Glu

Glu

130

Glu

Ala

Cys

His

Asn

210

Leu

His

Pro

Gln

Gly

35

Phe

Ser

Ser

Asn

Ile

115

Thr

Cys

Ser

Thr

Cys

195

GlIn

Leu

Asp

ASp

Pro

Pro

Arg

Ala

Glu

Thr

100

His

val

Ile

Phe

Arg

Thr

Arg

Phe

Pro

Gly

His

Ala

Glu

val

val

85

Asp

LysS

Ile

Ile

Gln

165

Asp

Lys

ASp

Pro

Ala

245

Ala

Ser

Leu

val

Glu

70

Asnh

Thr

Thr

Asp

150

Tyt

Ser

Met

Cys

val

230

Ser

Leu

His

Ser Tyr Pro Gln

Glu

55

Glu

Leu

Lys

Thr

Ser

135

Glu

Thr

Glu

Gln

215

Cys

Arg

Asp

Ser

40

Glu

Met

Ala

val

Asn

120

val

Asp

Cys

Cys

Thr

200

Pro

Thr

Leu

Arg

Leu

Leu

Glu

Asnh

Asn

Gly

Cys

Gln

Cys

185

Arg

Gly

Pro

Leu

265

val

54

Metl

Ala

Leu

90

Asn

Gln

Asp

Gly

Pro

170

Gly

Gly

Leu

Leuy

250

Pro

Tyr

Glu

Glu

Glu

75

Pro

Asn

Thr

Glu

Pro

155

Cys

ASp

Ser

Cys

Pro

235

Leu

Cys

val

Glu

Asp

60

Glu

Pro

Thr

Gly

Glu

140

Ser

Arg

Gln

Asn

Cys

220

val

Ile

Ala

Cys

Ala

45

Thr

Ala

sSer

Ile

Gln

125

Gly

Met

Gly

Ley

Glu

Thr

ser

Lys

Thr

Gin

Ala

Tyr

His

110

Met

Arg

Tyr

GlIn

Cys

190

Thr

Phe

Gly

Trp

Gly

Pro

Leu

His

Ala

His

95

vall

val

Arg

Cys

Ile

Gln

Glu

l.eu

Thr

Asnh

Lys

His

Phe

ser

Gln

160

Met

Trp

Cys

Arg

Leu

240

Leu

Leu

Phe
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[0038]

275

val Gly Ser
290

Pro Asp Glu
305

Leu Glu Asp

Arg

Tyr

Leu

Asp

Glu

Glu
325

Pro Ala Ala Ala Ala

<210> 14
<211> 398
<212> PRT
<213> A
<400> 14

Asn Pro Ala
1

Gly Ala Leu

Lys Leu Ala
35

Arg Ser Ser
50

val Ala Thr
65

Glu Ser Ile

Asp Ile His

Gln Lys Asn
115

Arg Ile Lys
130

Arg Pro Arg

340

Ser

val

20

Ala

Met

Ala

Ile

Gly

Leu

Ser

val

Pro

Glu

Ala

Ser

Leu

His

85

Thr

Lys

Ser

Leu

Gln

val

310

Arg

Ala

Pro

Glu

val

Pro

Ser

70

Arg

Tyr

Ser

Phe

Thr

295

Gly

Ser

Ala

Glu

Glu

Ser

Thr

55

Ala

Ala

Lys

Ala

val

135

Gly

280

Gly GTu

Ser Phe

Leu Thr

Leu Leu
345

Glu Gly

Asp Pro
25

Asn Phe
40

Thr Asn

Leu Ser

Leu Tyr

Glu Leu

105

Ser Arg
120

Ala pPro

Asn Pro

55

Ile Leu Leu

Met
Glu

330

Gly

ser

10

Fhe

Gly

val

Ley

TYr

90

Leu

Ile

Leu

Arg

Glu
315
Glu

Gly

Pro

Phe

TYF

Leu

Gly

75

AsSp

Asp

val

Glu

Leu

300

Glu

Met

Glu

Asp

Lys

Asp

Leu

60

Ala

Leu

Thr

Phe

Lys
140

Asp

285

Pro

val

Ala

Glu

Pro

val

Leu

45

Ser

Asp

Ile

val

Glu

125

ser

Leu

AFg

Arg

Leu

Ile
350

Asp

Pro

30

Tyr

Pro

Glu

Ser

Thr

110

Lys

Tyr

Gln

Glu

Gln

Arg

Ser

15

val

Arg

Leu

Arg

Ser

95

Ala

Lys

Gly

Glu

val

Glu

320

Glu

Thr

Asn

val

Ser

Thr

80

Pro

Pro

Leu

Thr

Ile
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[0039]

145

Asn

Lys

Phe

Glu

sSer

225

Cys

Phe

Leu

Gln

val

305

Pro

Glu

Pro

His

Ala
385

Asn

Glu

Lys

Asp

Asp

Lys

Leu

Thr

Ala

290

Thr

Asp

His

Ser

Leu

370

Leu

Trp

Pro

Pro

Ser

275

val

Lys

Phe

Arg

Pro

355

Asn

Leu

val

Pro

180

Gln

Tyr

Lys

Ala

Leu

260

Glu

Leu

Ser

Ser

Ala

340

Gly

Gln

Phe

Gln

165

ASp

Trp

Leu

Ala

Gln

245

Lys

Phe

Thr

Leu

Lys

Gly

Leu

Pro

Ile

150

Ala

Glu

val

Asp

val

230

Leu

val

val

GlIn

310

Ile

Phe

GlIn

Phe

Gln

Ile

Thr

Glu

215

L.eu

Pro

Thr

His

Pro

295

Glu

Thr

Glu

Pro

Tle

375

Lys

Met

sSer

Lys

Glu

Arg

Leu

Gln

Met

Gly

Trp

Ala

360

Phe

Ile

Lys

Ile

185

Phe

Arg

Tyr

Thr

Asn

265

Ile

Leu

Lys

Lys

Asn

345

His

val

Leu

56

Gly

Leu

Asp

Thr

Gly

O

Leu

Asp

Lys

Leu

Pro

330

Glu

Leu

leu

Asp

155

Lys

Leu

Ser

val

Leu

235

Ser

Thr

Arg

Leu

Gln

315

Ile

AsSD

Thr

Arg

Pro
395

Leu
Leu
Arg
Ar

22

Asp
Met
Leu
Glu
Ser
300
Ser
Lys
Gly
Phe

380

Arg

Ala

Gly

205

val

Ser

ser

Ile

Leu

285

TYr

Leu

Leu

Ala

Pro

365

Thr

Gly

Arg

val

190

Thr

Pro

Asp

ITe

Glu

270

Lys

Glu

Phe

Thr

Gly

Leu

Asp

Pro

Ser

175

Ala

Ser

Met

Leu

Ile

Glu

Thr

Gly

Asp

Gln

Thr

Asp

Thr

160

Thr

His

Leu

Met

Ser

240

Phe

Ser

val

Glu

Ser

320

val

Thr

Tyr

Gly
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<210>
<211>
<212>
<213>

<400>
Met Lys
1
Leu Glu
Ser His
ser Arg
50
Lys Glu
Pro Asp
Glu Ser
Thr Lys
Gln Pro
130
Cys Glu
Trp Glu
Ser Tyr

Ala Ser

Leu Ser
210

15
474
PRT
A

15

Arg

Arg

Leu

35

Lys

val

Cys

Asn

Glu

115

Gln

Tyr

Thr

Pro

195

Leu

val

Gly

20

Gly

Phe

val

Tyr

Ser

100

Gly

Glu

Phe

Ser

Lys

Thr

Leu

Leu

Arg

Lys

Pro

Ser

Asp

85

Pro

Leu

Phe

Arg

Thr

165

Ser

val

Thr

val

ASp

Glu

Ser

Leu

70

Thr

Phe

Glu

Pro

Tyr

Cys

Thr

Leu

TYr

Asp

Gly

55

Thr

Arg

Pro

Arg

Thr

135

Asp

TYr

Leu

Phe

Leu
215

Leu Leu

Glu Lys

Phe Thr

40

Thr Phe

Glu Ala

Thr Ser

val His

105

Lys Leu

Tyr val

Pro Lys

Glu Gln

Ser Met

185

Leu Lys
200 Y

Ser Asn

57

Ala

10

Asnh

Ser

Glu

Cys

Ala

90

Pro

Cys

Glu

Glu

Ala

170

val

Glu

Arg

val

Lys

Leu

Gln

Cys

Leu

Gly

Met

Pro

Tyr

155

Pro

Gly

Arg

val

Ala

val

Ser

val

60

Ala

Ser

Thr

Ala

Thr

140

Ala

Leu

Ser

Leu

Cys

Phe

Cys

Ley

45

sSer

Glu

Ala

Ala

Ala

125

Ash

Asn

ser

Cys

Gln

205

Ser

Gly

Lys

val

Gln

Gly

Lys

Glu

1190

Leu

Asp

Gln

Leu

Cys

Leu

GIn

His

15

Glu

Leu

Leu

Ala

ser

95

Cys

Lys

Glu

Phe

Leuy

175

Thr

Lys

TYr

Ala

Phe

Tyr

val

Asp

&0

Cys

Cys

His

Ile

Met

160

val

ser

His

Ala
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Ala Tyr
225

Gln Lys

Asp Ile

Cys Met

Leu Ser

290
Ala Met

305

Pro Glu

Pro Gly

Arg Thr

Leu Lys

Phe Asnh

385

Asp Lys

Glu Tyr

Ala Thr

Ala Ser

450

Glu Ile
465

Gly

val

Thr

Ala

275

Thr

ASp

Leu

Asn

His

355

Ser

Ala

Gly

Lys

Pro

435

Ash

Asp

Glu

Pro

Asn

260

Lys

LysS

val

Pro

Thr

340

Leu

Leu

Lys

Gln

Lys

Thr

Cys

Ala

Lys

Thr

245

Ile

Glu

Ash

Phe

Asp

Lys

Pro

Gly

Gly

Glu

405

Lys

Glu

Cys

Glu

Leu

Leu

Ser

val

310

val

val

Glu

Glu

Pro

390

Leu

Leu

Leu

Ser

Leu
470

Ser Arg Leu

Asp

Ser

Pro

Cys

Arg

MetT

val

Cys

375

Leu

Cys

Ala

Ala

Ile

455

Lys

Leu

Lys

Glu

280

Phe

Thr

Leu

AsSp

Phe

360

Cys

Leu

Ala

Glu

Lys

440

Ash

AsN

Glu

Cys

265

His

Glu

Tyr

Pro

Asp

Lys

Asp

Ser

Ile

58

ser

ASp

250

Cys

Thr

Asp

Phe

Thr

330

Tyr

ser

val

Lys

TYr

410

Leuy

va'l

Pro

Leu

Asn

235

val

Glu

val

Cys

Met

315

Asn

Thr

Lys

Glu

Glu

395

Ser

Lys

Asn

Pro

Leu

Leu

Ser

Lys

Cys

Pro

Lys

Phe

val

ASp

380

Leu

Glu

Ala

Lys

Leu
460

Tle

Pro

Ala

Leuy

285

Gln

Ala

Asp

Glu

Leu

365

ser

Ser

Asnh

Lys

Arg

TYIF

Lys

Leu

Ser

270

Cys

Glu

Ala

val

Leu

350

Glu

Thr

ser

Thr

Leu

430

ser

Cys

Ley

Ala

255

Glu

Asp

Lys

GIn

Cys

335

Ser

Pro

Thr

Phe

Phe

415

Pro

Asp

ASpP

Ala

240

Glu

Asp

Asn

Thr

Leu

320

Asp

Arg

Thr

Cys

Ile

400

Thr

Glu

Phe

Ser
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[0042]

<210>
<211>
<212>
<213>

<400>
Met Glu
1

val Ser
Arg Cys
Phe Gln

50

Asn Leu
65

Gln Tyr
Gly Ala
Leu Ala
Thr Gly
Ser Ser
145

Leu Ala
Ile Ala

Phe Pro

Glu Arg
210

16
375
PRT
A

16

Arg

Ala

val

35

Cys

Glu

Ala

Ala

Tyr

115

Thr

Leu

Glu

Gln

Ala

195

Gly

Thr

20

Cys

val

Pro

ASp

Gln

100

Ser

MetT

Arg

Leu

Ala

180

Leu

Leu

Ser

Thr

Asn

Ser

Phe

Thr

85

val

Arg

Pro

Leu

Gln

165

His

Thr

Met

Cys

Pro

Phe

Ala

Leu

70

val

Pro

Leu

Pro

Arg

Gln

Ser

ser

Ala

Leu

Glu

Ser

val

35

Lys

LysS

Ala

Lys

Leu

135

Asnh

Trp

Pro

Leu

Ala
215

Leu

Pro

Glu

40

Glu

Arg

Ala

Gln

Glu

120

Pro

val

Leu

Ala

Leu

Cys

25

Pro

val

val

Leu

Leu

105

Leu

Leu

Ser

Lys

Phe

185

Leu

Cys

59

Leuy

10

Glu

Gln

Glu

Asp

Arg

90

lLeu

Thr

Glu

Trp

Pro

170

Ser

Ser

Pro

Leu

Leu

Pro

TIle

Ala

75

val

val

Leu

Ala

Ala

155

Gly

Cys

Asp

His

Leu

ASp

AsSp

His

60

Asp

Arg

Gly

Glu

Thr

140

Thr

Leu

Glu

Asn

Arg

Pro

ASp

Trp

45

Ala

Ala

Arg

Ala

Asp

Gly

Gly

Lys

Gln

Fro

205

Phe

Leu

Glu

30

ser

Gly

Asp

Leu

Leu

110

Leu

Leu

Arg

val

val

190

Gly

Pro

val

15

Asp

Glu

Gly

Pro

Thr

95

Arg

Lys

Ala

ser

Leu

175

Arg

Leu

Ala

His

Phe

Ala

Leu

Arg

80

val

va'l

Leu

Trp

160

ser

Ala

Gly

Ile
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[0043]

GIn Asn
225

Cys Ala

Ser His

Met Trp

Glu Gln
290

Ser Cys
305

val Asp

Ala Leu

Ala Arg

Gln Gly
370

<210>
<211>
<212>

Leu

Ala

Asn

Ser

275

val

Asn

Asn

Pro

Ser

355

Ala

17
396
PRT

<213> A

<400>
Met Gly
1

Trp Ala

Thr Ser

Gln val
50

17

Ala

Pro

Asp

35

Lys

Ala

Leu

Ser

260

Ser

Pro

Arg

Leu

His

340

Thr

Arg

Pro

Ser

20

Glu

Asp

Leu

Ala

245

Leu

Ala

Lys

Leu

Thr

325

Glu

Leu

Gly

val

Gly

Thr

His

Arg Asn Thr Gly Met
23

Ala

Arg

Leu

Gly

Asn

310

L.eu

Gly

Ser

Phe

Ala

Ala

val

Glu

Ala

Ala

Asn

Leu

295

Arg

Asp

Ser

val

Ala
375

Leu

Asn

val

Asp
55

Gly

Thr

Ser

280

Pro

Ala

Gly

Met

Gly

Leu

Leu

Ala

40

Ser

val

val

265

Leu

Ala

Pro

Asn

Asn

345

val

Leu
Ser
25

Gly

Ser

60

Gln

250

Asnh

Asn

Lys

Gln

Pro

330

ser

Ser

Leu
10
Gln

Gly

Leu

Pro

Leu

l.eu

Pro

315

Phe

Gly

Gly

Leu

Asp

Thr

Gln

Thr
His
Ser
Ser
Ar

30

Asp
Leu
val

Thr

Leu
Asp
val

Trp
60

Pro

S5er

Ala

Phe

285

val

Glu

val

val

Leu
365

Phe

ser

val

45

Ser

Thr

Leu

Pro

270

Ala

l.eu

Leu

Pro

Pro

350

val

Ala

Gln

30

Leu

Ash

Gly

Asp

255

Arg

Gly

Asp

Pro

Gly

Ala

Leu

Cys

Pro

Lys

Pro

val

240

Leu

Cys

Leu

Leu

Glu

320

Thr

Cys

Leu

Cys

Trp

Cys

Ala
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43/63 1T

[0044]

Gln

65

Ile

Asn

Met

Gln

Thr

145

Leu

Ile

Thr

val

Ile

225

His

Asn

Pro

Lys

Ser
305

Gln

Gln

val

Pro

Lys

Ala

Thr

Gln

Phe

Asn

210

Glu

Pro

Pro

Leu

Ser

290

Tyr

Thr

Leu

val

115

Pro

Thr

Trp

Glu

Gln

195

His

val

Arg

val

Lys

275

ASp

Lys

Leu

val

Leu

100

Arg

Ile

Leu

Arg

Glu

Leu

Glu

Pro

260

Met

Ser

Ala

Tyr

Thr

85

Ala

Thr

Ile

Ash

Thr

Ser

Tyr

Gly

Gln

Thr

Gly

Tyr

Phe

70

Ser

Asp

Ala

Thr

Cys

150

Gly

Asn

Arg

Leu

Thr

230

GIn

Gln

Gln

Thr

TYFr

Gly Glu Lys Arg

Thr

Glu

Lys

Asp

Gly

Glu

215

Pro

LYS

Tyr

Glu

Pro

Gly

Ser

120

Tyr

Ser

Gln

Lys

Gly

Thr

Leu

Leu

Ser

280

Gly

Leu

His

Glu

105

Leu

LyS

ser

Glu

Thr

185

Asp

Ala

Ala

Leu

Trp

Ala

Cys

Asn

61

Glu

90

TYr

val

Ser

Gly

Leu

170

Phe

Gly

ASp

MetT

Ley

250

Glu

Leu

Thr

val

Ala

75

Leu

Thr

Thr

Ser

Ser

155

His

Thr

Ala

Arg

Ile

235

His

Lys

Ile

Ala

Asn
315

Leu

Ser

Cys

val

Leu

140

Lys

Gly

val

Asn

Ser

220

Arg

Cys

Glu

rhe

Thr

300

ASp

Arg

Ile

Ser

Leuy

125

Arg

Pro

Glu

Ser

Tle

205

Thr

Pro

Glu

Gly

Pro

285

Ser

Pro

ASp

Ser

Ile

1190

Gly

Glu

Ala

Pro

ser

190

val

Ser

Asp

Gly

Ser

270

Phe

Asnh

Ser

Asnh

Ile

95

Phe

Ile

Lys

Ala

Thr

175

Ser

Cys

Gln

Pro

Arg

val

Leu

Met

Pro

Arg
80

ser
Thr
Pro
Asp
Ar

16

Arg
val
Ser
Arg
Pro
24GC
Gly
Pro
Asn

Gly

val
320
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F
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[0045]

Pro Ser Ser

Phe Ile val

Leu Ile Arg

355

Ser

Phe
340

His

Asp Asp Ala Pro

370

Gln Ser Gly Gly

385

<210>
<211>
<212>
<213>

<400>
?et Gly Ala Pro

Cys

Pro

Lys

Pro

65

Asn

Ile

Phe

Ile

Cys

Trp

Arg

Ser

Thr

Pro
130

18
398
PRT
A

18

Trp

Thr

35

Gln

GlIn

Asn

Met
115

GlIn

Ala

20

Ser

val

Gln

Gln

val

100

Pro

Lys

Ser

325

Leu

Lys

Asp

Asp

Ala

Pro

Asp

Lys

Thr

L.eu

85

Ala

val

Pro

Thr

L.eu

Gly

Ala

Asp
390

Ala

Gly

Glu

Asp

Leu

70

val

Leu

Arg

Ile

Tyr His Ala Ile

Leu
Thr
Asp
375

LyS

Ser

Gly

Thr

His

55

Tyr

Thr

Ala

Thr

Tle
135

Ile Met
345

Tyr Leu
360

Thr Ala

Lys Glu

Leu Leu

Ala Asn
25

val val
40

Glu Asp

Phe Gly

Ser Thr

Asp Glu

105

Ala Lys
120

Thr Gly

62

330

leuy

Thr

Ile

Tyr

Leuy

10

Leu

Ala

ser

Glu

Pro

90

Gly

Ser

TYr

Ile

His

Ile

Phe
395

Leu

Ser

Gly

Ser

Lys

His

Glu

Leu

Lys

Gly

rhe

Glu

Ash

380

Ile

Leu

Gln

Gly

Leu

60

Arg

Glu

Tyr

val

Ser
140

Gly

lLey

Ala

365

Ala

Leu

Asp

Thr

45

Gln

Ala

Ley

Thr

Thr

125

ser

Lys

Glu

Leu

Asp

30

val

Trp

Leu

Ser

Cys

val

l.eu

val
335
His

Gly

Gly

Phe

15

Ser

val

ser

Arg

Ile

95

ser

Leu

Arg

Ala

Tvr

ser

Gly

Ala

Gln

l.eu

Asn

Asp

80

Ser

Ile

Gly

Glu
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[0046]

LysS

145

Ala

Thr

Ser

Cys

Gln

225

Pro

Arg

val

Leu

Met

305

Pro

val

His

Gly

Gly

Asp

Arg

Arg

val

Ser

210

Arg

Pro

Gly

Pro

Asn

290

Gly

val

Ala

Tyr

Ser

370

Gly

Thr

Leu

Thr
195

val

His

Asnh

Pro

275

Lys

Ser

Pro

Phe

Leu

355

Asp

Gln

Thr

Gln

180

Phe

Asn

Glu

Pro

Pro

260

Leu

Ser

Tyr

ser

Ile

340

Ile

ASD

Ser

Thr

Trp

Glu

Gln

His

val

Arg

245

val

Lys

Asp

Lys

Ser

325

val

Arg

Ala

Gly

Leu

150

Arg

Asp

val

Glu

Leu

230

Glu

Pro

Met

Ser

Ala

310

Ser

Phe

His

Pro

Gly

Asn Cys Gln

LYS

Pro

Thr

Ser

215

Tyr

Gly

Gln

Thr

Tyr

Ser

Leu

Lys

ASD

375

Asp

Gly

Asn

Thr

Gln

Gln

Gln

280

Thr

Tyr

Thr

Leu

Gly

360

Ala

Asp

ASp

Gly

Glu

Lys

Pro

LysS

Tyr

265

Glu

Tyr

Thr

Tyt

Leu

345

Thr

Asp

Lys

63

Ser

Gln

170

Lys

Asp

Gly

Thr

Leu

250

Leu

ser

Gly

lL.eu

His

330

Ile

Tyr

Thr

Lys

Ser

155

Glu

Thr

Asp

Ala

Ala

235

Leu

Trp

Ala

Cys

Asn

315

Ala

Met

l.eu

Ala

Glu

Gly

L.eu

Phe

Gly

220

Met

Leu

Glu

Leu

Thr

300

val

Ile

Leu

Thr

Ile

380

Tyr

Ser

His

Thr

Ala

205

Arg

Ile

His

Lys

Ile

285

Ala

Ash

Ile

Ile

His

365

Ile

Phe

Lys

Gly

val

190

Sear

Ser

Arg

Cys

Glu

270

Phe

Thr

AsSp

Gly

Phe

350

Glu

Asn

Ile

Pro

Glu

175

ser

Ile

Thr

Pro

Pro

Ser

Fro

Gly

Ley

Ala

Ala

Ala

160

Pro

Ser

val

ser

Ser

Phe

Asnh

Ser

320

Ile

Gly

Lys

Glu
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46/63 TT

[0047]

385

<210>
<211>
<212>
<213>

<400>

Arg Ala Met

1

Met

val

Phe

Pro

65

Thr

Pro

Ala

val

val

145

Leu

Glu

Ala

Ala

Phe

Gln

Pro

50

Glu

Asp

AsSh

Ser

Pro

130

Glu

Pro

Gln

Asn

Phe

19
1210
PRT
A

19

Leu

Gln

35

Phe

Pro

His

Glu

Asn

115

Ser

Glu

Pro

ASp

val

195

Pro

Glu

Leu

20

val

ASp

Thr

Arg

Gly

Lys

val

Gly

Leu

Glu

180

Glu

Arg

Pro

Leu

Pro

Glu

Phe

Ile

85

His

Leu

Pro

Asp

His

165

Arg

Glu

Leu

390

Leu

LYs

Thr

Tyr

Ser

70

Ile

Ile

Gly

Lys

Pro

150

Ile

val

Lys

Arg

Leu

Phe

Ile

Phe

55

Trp

Pro

Ser

Tle

Phe

135

Ile

TYr

Tyr

Asp

Thr

Leu Gly

Ser Lys
25

Ile Lys
40

Gln Ile

Thr Lys

Ser Asn

His Phe
105

Ala Met
120

Pro Lys

val Leu

Trp Met

Met Ser

185

Ser Arg
200

ITe val

64

Arg

10

Ala

Gln

Glu

Asp

Asn

90

Gln

ser

Glu

Pro

Asnh

170

Gln

Asn

Gln

395

Tle

ser

Cys

Gly

75

ser

Gly

Glu

Lys

Cys

155

Ile

LysS

Asp

Lys

Leu

Glu

Lys

Glu

60

Asn

Gly

Lys

Glu

Ile

140

Ash

Glu

Gly

Tyr

Met

Ile

TIle

val

45

Ala

Pro

Thr

Tyr

TIle

125

ASp

Pro

Leuy

Asp

Cys

205

Pro

val

Pro

30

Gln

LysS

Phe

Phe

Pro

Pro

Glu

Leu

130

Cys

Met

Tyr

15

ser

val

Gly

TYIr

Arg

95

Cys

Phe

Ley

Lys

His

175

Tyr

Phe

Lys

Leu

Ser

Ala

Asn

Phe

80

Ile

Phe

Ile

Glu

Gly

160

Ile

Phe

Ala

Leu
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[0048]

Thr

225

Leu

Gly

Gln

Ala

Gln

305

Ala

Lys

Leu

Asn

Pro

385

Tyr

Asn

Glu

Phe

210

val

Pro

Glu

val

Lys

Asp

Thr

Lys

Cys

Arg

Gln

Ile

Ash

Phe
450

Asn

Pro

Ile

Asp

Glu

Lys

His

Pro

Glu

355

Ser

Glu

Cys

Asp

TYr

435

Ala

Ser

Thr

Leu

260

Trp

Asn

Gly

Asp

Gln

340

Ala

Pro

Ile

Glu

val

420

Ala

Ser

Ser

Glu

245

Leu

Asn

Tyr

Asn

Phe

325

Ser

Glu

val

Ser

Ala

405

val

Thr

Pro

Asn
230
Ser
Leu

Lys

Gly

Ala

Gly

Asp

Phe

390

Ser

Asp

val

Glu

215

Ser

Gly

Glu

Ile

Lys

Arg

val

val

Glu

Asn

375

Thr

Asn

va'l

val

Ala
455

Ile

Ser

Cys

Gly

Thr

Cys

Ile

Tyr

Pro

360

His

Asn

val

Arg

Lys

Glu

Phe

265

Leu

Thr

val

Ser

345

Gln

Pro

Leu

His

Pro

425

Tyr

val

65

Gln

250

Ala

AsSp

Lys

Ala

Glu

330

Thr

Pro

Phe

Gln

Gly

410

Leu

sSer

Ser

Arg

Ser

Glu

Leu

Ile

Ser

315

Glu

Gly

Thr

Ala

Pro

395

Thr

Ile

Ala

Trp

220

Lys

Ile

Gly

Pro

Glu

300

Asn

Pro

Ser

Ile

Gly

Asn

Ile

Gln

Phe

Glin
460

Pro

Thr

Leu

285

Ash

Phe

Pro

Asnh

Lys

365

Asp

His

Leu

Thr

Leu

445

Lys

Lys

Ile

Pro

270

Gly

val

l.eu

Arg

Gly

Trp

val

Thr

Ala

Lys

His

val

Leu

Ley

255

Thr

Arg

Ser

Gly

Trp

335

Ile

Arg

vall

Ala

Ash

415

Asp

Cys

Glu

Leu

240

Lys

Pro

Glu

Tyr

Thr

320

Thr

Leu

val

Phe

val

400

Ala

Gly

Glu

Glu
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[0049]

val Lys

465

Leu Gln

Trp val

Ile Arg

Pro Lys

His Leu

545

Phe Glu

Asn Leu

Cys Ser

Thr val

610

Arg Gln

Asn Ser

Glu Pro

Thr val

Ile Ala

690

His His
705

Pro

Glu

Asn

515

l.eu

LYys

Ile

Thr

Ala

595

Leu

Asn

Asn

Gly

Ile

675

val

Leu

Asn

Asn

500

Ala

His

His

Asnh

Ile

580

His

AsSp

Arg

Ile

Asn

Thr

Glu

Arg

Ala

Thr

Met

Ser

Thr

val

Ser

Ser

645

Trp

Pro

Glu

Pro

Gly

Thr

Lys

l.eu

Leu

550

Thr

Ash

Ala

Pro

val

630

Glu

Glu

Leu

val

Pro
710

Arg Arg Tyr

Thr

Gly

Leu

Glu

535

Lys

Glu

val

Leu

615

Arg

TYr

Glu

Ala

Gly

Ala

Glu

Lys

Leu

Asp

Thr

Asp

600

Pro

Leu

Ile

Leu

Pro

680

Arg

Ala

Glu

Thr

505

val

His

Ser

Gly

Leu

585

Ser

Pro

Thr

val

Thr

665

Phe

Ser

Pro

66

His

ASp

430

Ala

5er

Cys

Trp

Ala

Glu

Trp

Glu

650

Arg

val

Gln

Asp

TIle

475

Ala

val

Pro

Glu

Ser

555

Ile

Asp

Ala

Asn

Glu

635

Phe

val

Arg

Pro

Arg

Tyr

Gly

Thr

Lys

Ser

540

Lys

Ile

GlIn

Asp

Leu

620

Ala

Glu

GlIn

Tyr

Ser

700

Asn

Glu

Ser

Ala

Ash

525

LYys

Asp

Ile

Gly

Ile

605

His

Gly

Gly

Gly

Gln

685

Gln

Pro

Asn

Tyr

AsSn

510

Pro

Cys

Gly

Asp

Ile

590

Thr

Leu

Ala

Asn

Lys

670

Phe

Pro

Gln

Gly

S5er

495

Leu

Arg

Asp

Glu

Gly

TYIr

Gln

Ser

Asp

Lys

655

Lys

Arg

ser

Asn

Thr
480
Cys

ASp

Ser

Ala

560

Ala

Cys

val

Glu

His

640

Glu

Thr

val

Asp

Ile
720
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49/63 TT

[0050]

Arg

Leu

Trp

Asn

val

785

sSer

Ile

Ser

Ile

LysS

val

Tyr

Thr

val

Asn

945

Thr

va'l

Lys

Lys

His

770

Lys

val

His

Thr

Asn

850

Glu

Pro

Asn

Pro

Tyr

GIn

Ser

Pro

755

Thr

val

Thr

Gly

val

835

Trp

val

Ser

Ser

Glu

915

Lys

Asn

Glu

Ala

Met

740

Gln

Leu

Gln

Leu

val

820

Pro

Trp

Asn

Leu

Lys

900

Gly

Asp

Leu

Ile

ser

725

Glu

Gly

Arg

Ala

Tyr

805

Asp

Lys

Lys

Ile

AsSD

Gly

val

Thr

Thr

Gly

GIn

Gln

Ala

val

Ile

790

Ser

val

Asp

Thr

Leu

870

Ala

Ala

Pro

Ala

Pro Lys Glu

Asn

Pro

Met

775

Asn

Gly

Tle

Arg

855

Arg

Phe

Gly

Glu

Thr

935

Tyr

Leu

Gly

val

760

Thr

Gln

Glu

Asn

val

840

Ser

Phe

sSer

Pro

Gln

920

Leu

Leu

Asn

Pro

745

Glu

Pro

Leu

Asp

Ser

825

His

Leu

Ser

Glu

Glu

905

Pro

Ser

Leu

Asp

67

Met

730

Gly

Trp

Ala

Gly

Tyr

810

Thr

Gly

Leu

Gly

Fhe

890

s5er

Thr

Trp

Gln

Ile
970

Ile

Leu

Glu

val

Ser

795

Pro

Leu

Aty

ASD

Gln

875

His

Glu

Phe

Gly

Tyr

955

Asn

Ile

Glu

Glu

TYr

Gly

Asp

val

Leu

Gly

Arg

Leu

Pro

Leu

Leu

940

Gln

Ile

LYys

TYr

Glu

765

Ala

Pro

Thr

Lys

Lys

Arg

Ash

Thr

Tyr

Ile

Thr

Trp

Arg

Thr

Pro

Asp

Ala

val

830

Gly

Thr

Ser

val

Ile

910

val

Lys

Ile

Thr

Glu

735

val

va'l

Tyr

Pro

Pro

815

Thr

Tyr

His

Gly

Ley

895

Phe

Ile

Lys

Asnh

Pro
975

Pro

Thr

Thr

AsSp

Gln

800

val

Trp

Gln

Pro

Met

880

Gln

Lys

Leu
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[0051]

Glu

Ile

Phe

Trp

Gly

Trp

Leu

Ser

Ser

Lys

Pro

Gly

Ala

Glu
1010

Ser
1025

Glu
1040

Arg
1070

Phe
1085

Leu
1100

val
1115

val
1130

Pro
1145

Thr
1160

Ser
1190

Thr

995

1000

Ser Ser Thr Leu Gly Glu Gly Ser

Gly

Pro

Asp

Glu

Ile

Thr

Lys

Lys

Leu

Glu

Leu

Lys

Phe

val

Gly

Ash

Tyr

Gly

val

Glu

ASp

Lys

Ser

Phe

Glu

Pro

Asnh

Ala

ASp

Ala

Leu

Cys

Lys

Glu

Gly

Ala

Ser

Lys

Leu

Leu

Glu

Ser

Gly

MetT

Phe

Glu

Thr

Ser

Asp

Glu

Gly

Arg

1015

Thr
1030

His
1045

Ile
1060

Leu
1075

Cys
1090

val
1105

Asp
1120

Phe
1135

Leu
1150

Ser
1165

Asp
1180

Ser
1195

Ala

Gln

Ile

Phe

Tyr

LYs

Leu

Gly

Arg

Leu

Gly

val

68

Lys

val

Gln

Asp

Ile

Arg

His

Glu

Ser

val

Ser

Glu

Thr

Arg

Asp

Asp

Ala

Asn

Pro

Tyr

Leu

Glu

Phe

sSer

1005

Lys Gly 1Ile Gly Lys
1020

His

Leu

val

Ile

Leu

Arg

Asp

sSer

Asn

TYr

Ile

Asn

Pro
1035

Met
1050

Ile
1065

Ser
1080

Leu
1095

Gly
11190

Pro
1125

Asp
1140

val

Thr

Glu

Thr

Thr

Gly

Glu

Ser

Asp

Glu

Ala

Ser

Glu

Lys

Thr

Gln

Leu

Lys

Ile

Asp

Met

Gly

Tyr

Ser

val

Asn

Arg

Gly

Leu

TYr

Gln

Glu

Gln

Asp

Ala

Thr
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[0052]

120

<210>
<211>
<212>

5

20
449
PRT

<213> A

<400>

Met Met
1

Ser Gly
Glu Met
Ala val

50

Glu Glu
65

Lys Glu
Glu Leu
Cys Lys
Cys Arg

1

Asn Gln
145

Ser Leu
Gln Asp

Asp Arg

Phe Ser

20
Lys

Gln

Ser

35

Asn

Arg

Asp

Pro

Pro

115

Ser

Ser

Leu

His

Phe

195

Leu

Thr

val

20

Asn

Gly

Lys

Gly

100

Cys

Gly

ser

Glu

Phe

180

Phe

Pro

Leu

Leu

Gln

val

Thr

Leu

85

val

Leu

Ser

Pro

Asn

165

Ser

Thr

His

Leu

Gly

Gly

Lys

Leu

70

Asn

Cys

Lys

Gly

Phe

150

Asp

Arg

Arg

Arg

1210

Leu

Asp

Ser

Gln

55

Leu

Glu

Asn

Gln

l.eu

135

Tyr

Arg

Glu

Arg

Phe val

Gln Thr
25

Lys Tyr

Ile Lys

Ser Asn

Thr Arg

Glu Thr

105

Thr Cys
120

val Gly

Phe Trp

Gln Gln

Ser Ser

185

Pro G1In
200

Pro His

69

Gly

10

val

va'l

Thr

Leu

Glu

90

Met

Met

Arg

Met

Thr

170

Ile

ASp

Fhe

Leu

Ser

Asn

L.eu

Glu

75

Ser

Met

Lys

Gln

Asn

155

His

Ile

Thr

Phe

Leu

Asp

Lys

Ile

60

Glu

Glu

Ala

rhe

L.eu

140

Gly

Met

Asp

Tyr

Phe

Ley

Asn

Glu

45

Glu

Ala

Thr

Leu

Tyr

125

Glu

Asp

Leu

Glu

His

205

Fro

Thr

Glu

30

Ile

LyS

Lys

Lys

Trp

110

Ala

Glu

Arg

Asp

Leu

190

Tyr

Lys

Trp

15

Leuy

Gln

Thr

Lys

Leu

95

Glu

Arg

Phe

Ile

va'l

175

Phe

Leu

ser

Glu

Gln

Asn

Asn

Lys

30

Lys

Glu

val

l.eu

Gln

Pro

Leu
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Ile

225

His

Ala

Glu

Arg

305

Ala

Leu

Leu

val

val

Thr

Glu

210

val

Ala

Met

Phe

His

290

Arg

Lys

Thr

Asn

Ser

370

val

val

Thr

val

Arg

Met

Asp

Ile

275

Asn

Glu

Leu

Arg

Thr

355

Arg

Thr

Thr

val

Ala
435

Ser

Phe

Ile

260

Arg

ser

Ile

Arg

Leu

Thr

Glu

Pro

420

Glu

Leu

Gln

245

His

Glu

Thr

Leu

Arg

Tyr

Ser

Ala

val

val

405

val

Lys

MetT

230

Pro

Phe

Gly

Gly

Ser

310

Glu

Asnh

Leu

Asn

Ala

390

val

Glu

Ala

215

Pro

Phe

His

ASD

295

val

Leu

Glu

Leu

Leu

375

Ser

val

val

Leu

Phe
Leu
Ser
53
Leu
Asp
Asp
Leu
%
Thr
His
Lys

Ser

Gln
440

Ser

Glu

Pro

265

Asp

Arg

Cys

Glu

Leu

345

Gln

Gln

Thr

Leu

Arg

Glu

70

Pro

Met

250

Ala

Arg

Met

Ser

Ser

330

Lys

Leu

Gly

Ser

Fhe

410

Lys

Tyr

Tyr

235

Ile

Phe

Thr

Lys

Thr

315

Leu

Ser

Asn

Glu

ASD

Gly

Asn

Arg

220

Glu

His

GlIn

val

300

Asn

Gln

Tyr

Glu

Asp

380

Ser

Ser

Pro

Lys

Pro

Glu

His

285

Gln

Asn

val

Gln

Gln

365

Gln

Asp

ASp

Lys

LYyS

Leu

Ala

Pro

270

Arg

Cys

Pro

Ala

Trp

Phe

Tyr

val

Pro

Phe

430

His

Asnh

Gln

Pro

Glu

Asp

Ser

Glu

335

Lys

Asn

Tyr

Fro

Ile

415

Met

Arg

Phe

240

Gln

Thr

Ile

Lys

Gln

320

Arg

Met

Trp

Leu

Ser

400

Thr

Glu

Glu
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<210>
<211>
<212>

21
274
PRT

<213> A

<400>

Met Gln
1

Gln Asp
Pro Phe
Arg Ile

50

Phe His
65

Gln Ala
Thr Glu
I'le Arg
Lys Cys
Gln Ala
145

Arg Leu

Met Leu

Trp val

e

21

Asp

Arg

Ser

35

val

Ala

Met

Phe

His

115

Arg

Lys

Thr

Asnh

Ser

195

val

Phe

20

Leu

Arg

Met

ASp

Ile

100

Asn

Glu

Leu

Arg

Thr

180

Arg

Thr

Phe

Phe

Pro

Ser

Phe

Ile

85

Arg

Ser

Ile

Arg

Lys

Ser

Leu

Thr

Ser

Thr

His

Leu

Gln

70

His

Glu

Thr

Leu

Ar

15

Tyr

Ser

Ala

val

Arg

Arg

Arg

MeT

35

Pro

Phe

Gly

Gly

Ser

135

Glu

AsSh

Leu

Asn

Ala

Glu

Arg

40

Pro

Phe

His

ASD

Cys

120

val

Leu

Glu

Leu

Leu

200

Ser

Ser

Pro

25

Pro

Phe

Leu

Ser

Asp

105

Leu

Asp

Asp

Leu

Glu

185

Thr

His

71

ser

10

Gin

His

sSer

Glu

Pro

90

Asp

Arg

Cys

Glu

Ley

170

Gln

Gln

Thr

Ile

Asp

Phe

Pro

Met

75

Ala

Arg

Met

Ser

Ser

155

LyS

Leu

Gly

Ser

Ile

Thr

Phe

Tyr

Ile

Phe

Thr

Lys

Thr

140

Leu

Ser

Asn

Glu

Asp
220

Asp

Tyr

Phe

45

Glu

His

Gln

val

Asp

125

Asn

Gln

TYr

Glu

ASp

ser

Glu

His

30

Pro

Pro

Glu

His

Cys

Gln

Asnh

val

GIn

Gln

190

Gln

Asp

Ley

15

TYr

Lys

Ley

Ala

Pro

95

Arg

Cys

Pro

Ala

Trp

Phe

TYI

val

Phe

l.eu

Ser

Asn

GlIn

80

Pro

Glu

Asp

Ser

Glu

160

LysS

Asn

Tyr

Pro
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Ser Gly val Thr

225

Thr val Thr val

Glu Thr val Ala

Glu Glu

<210>
<211>
<212>
<213>

<400>
Gly Ser
1

Gln Gly
Thr Ile
Lys Glu

50

Glu Met
65

His Gly
Gly Pro
Leu Asp
Ile Ser

130

Asp Gly

22
253
PRT
A

22
Ser
val
Leu
35
Gly
His
Asp
val
Thr
115

val

Arg

260

Glu

Gly

20

Thr

Ser

val

Gly

Phe

100

TYF

Met

Trp

Glu
Pro

245

Glu

His

Ser

Ser

Ile

His

Ile

85

Gly

Pro

val

Thr

val val val Lys Leu

230

val

LYs

Leu

Ser

Gln

Trp

Phe

70

Ala

Ser

Asnh

Asn

Glu
150

235

Glu val Ser Arg Lys

Ala

Lys

Ser

Tyr

Asnh

55

LYS

Leu

LYS

Asp

AsSn

135

Leu

Leu GIn
265

Arg Glu

Met Pro
25

val Arg
40

His Gln

val His

Trp Tyr

AsSp Asnh

105

Glu Thr
120
Gly ser

Ala Gly

72

250

Phe Asp Ser Asp

Asn Pro Lys

Glu Tyr Arg Lys LYS

His Ser
10

Leu Trp

Leu Thr

Pro Cys

Gly Thr

75
Thr Arg
90
Phe His
Thr Glu

l.eu Ser

Cys Thr
155

Leu

Asp

Pro

rhe

60

Gly

Asp

Gly

Arg

TyYr

Ala

Ile

Phe

AsSp

45

Leu

Lys

Arg

Ley

val

125

ASp

Asp

270

Lys

Gln

30

Glu

Lys

Lys

Leu

Ala

110

Phe

His

Phe

Pro
Phe

255

His

Pro

15

Gly

Arg

Asp

Asn

val

95

Ile

Fro

ser

Arg

TIle
240

Met

Arg

Tyr

Ser

ser

Trp

Leu

80

Pro

Phe

Tyr

LyS

Asn
160
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Arg

Thr

Asp

Ala

L.eu

225

Trp

Asp

val

Ile

Gly

210

Phe

Thr

<210>
<211>
<212>
<213>

<400>

His

Met

Thr
195

Thr

GIn

LYS

23
501
PRT
A

23

Met Gln val

1

Ala

Gly

Arg

Leu

65

Asn

Glu

Glu

Ile

Ala

Ile

50

Thr

Glu

Ile

Lys

Asn

Arg

35

Gly

Trp

Leu

Gln

Thr
115

Asp

Thr

180

Gly

Gly

l.eu

Ile

Cys

Thr

20

Gly

Gly

Glu

Gln

Asn

100

Asn

Thr

165

Asp

val

Asp

Met

Glu
245

Ser

Ala

His

Met

Ser

Glu

85

Ala

Glu

Phe

Leu

Arg

Leu

val

230

Pro

Gln

Pro

Arg

Met

Gly

70

Met

val

Glu

Leu Ala val

Glu

Leu

Ser

215

Glu

Ser

Pro

Pro

val

Lys

Gln

Ser

Asn

Arg

Asp

Pro

200

Asp

His

val

Gln

Ser

Pro

40

Thr

val

Ash

Gly

Lys

Lys

185

Thr

Asn

Thr

Asn

Arg

Ala

25

Leu

Leu

Leu

Gln

val

105

Thr

73

Gly

His

Fro

Phe
250

Gly

10

His

Thr

lLey

Gly

Gly

90

Lys

l.eu

Tyr

Glu

Tyr

Asp

Asp

Leu

Cys

Asn

Glu

l.eu

ASp

75

Ser

Gln

l.eu

Ser

Trp

Tyr

Ile

220

Glu

Lys

val

Ala

Ala

phe

60

Gln

Lys

Ile

Ser

Arg

Lys

Phe

205

Ile

Glu

Ser

Arg

Ala

Cys

val

Thr

Tyr

Lys

Asn
125

Gly

Asn

190

Gly

Ser

Asn

Glu

Ser

30

Lys

Gly

val

val

Thr

110

L.eu

Arg

Cys

Ala

Met

Ile

Gln

15

Pro

Asp

lLey

ser

Asnh

95

Leu

Glu

Leu

Ser

Lys

Asp

Ser

Gly

Ser

l.eu

Asp

80

LyS

Ile

Glu
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[0057]

Ala

Thr

145

Leu

Tyr

Glu

ASp

Leu

225

Glu

His

Pro

Pro

Glu

305

His

Cys

Gln

Asn

Lys

130

Lys

Trp

Ala

Glu

Arg

210

Asp

Leu

Tyr

Lys

Leu

290

Ala

Pro

Arg

Cys

Pro
370

LyS

Leu

Glu

Arg

Phe

195

val

Phe

Leu

Ser

275

Asn

Gln

Pro

Glu

Asp

355

Ser

Ve

LYys

Glu

val

180

Leu

ASp

Met

Gln

Pro

260

Arg

Phe

Gln

Thr

Ile

340

Lys

Gln

Lys

Glu

Cys

165

Cys

Asn

Ser

Gln

Asp

Phe

Ile

His

Ala

Glu

325

Arg

Cys

Ala

Glu

Leu

150

Lys

Arg

Gln

Leu

Asp

230

Arg

Ser

val

Ala

Met

310

Phe

His

Arg

Lys

Asp Ala Leu

135

Pro

Pro

sSer

Ser

Leu

215

His

Phe

Leu

Arg

Met

295

Asp

Ile

Asn

Glu

Leu
375

Gly

Cys

Gly

Ser

200

Glu

Phe

Phe

Pro

Ser

280

Phe

Ile

Arg

Ser

Ile

360

Arg

val

Leu

ser

185

Pro

Asn

Ser

Thr

His

265

Leu

GlIn

His

Glu

Thr

345

Leu

Arg

74

Asn

Cys

Lys

Gly

Phe

Asp

Arg

250

Arg

Met

Pro

Phe

Ser

Glu

Glu

Asn

155

Gln

Leu

Tyr

Arg

Arg

Pro

Phe

His

315

Asp

Cys

val

Leu

Thr

140

Glu

Thr

val

Phe

Gln

220

Ser

Pro

Pro

rhe

Leu

300

Ser

AsSp

Leu

ASp

Asp
380

Arg

Thr

Cys

Gly

ser

Gln

His

Ser

285

Glu

Pro

Asp

Arg

365

Glu

Glu

Met

Met

Thr

ITe

Asp

Phe

270

Pro

Met

Ala

Arg

Met

350

Ser

Ser

ser

Met

Lys

Gln

Ash

His

Tle

Thr

255

Phe

TYr

Ile

Phe

Thr

335

Lys

Thr

Leu

Glu

Ala

160

Phe

Leu

Gly

MetT

Asp

240

Tyr

Phe

Glu

His

Gln

320

val

Asp

Asn

Gln
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val

385

Gln

Gln

Gln

ASp

Lys

Ala

Trp

Phe

Tvr

val

450

Pro

Phe

Glu

Lys

Asn

Tyr

Pro

Ile

Met

Lys His Arg

<210>
<211>
<212>
<213>

<400>

24
240
PRT
A

24

Met Leu Ala
1

Asp Ala

Glu

vall

val

65

val

Trp

Met

50

Gln

val

Trp

Ile

35

Gln

Pro

Leu

Arg

Met

Ser

Thr

Glu

Glu
500

Leu

Thr

20

Arg

Arg

Ser

Phe

Leu

Leu

405

val

Arg

Gly

val

Thr

485

Glu

Leu

Gly

Asp

Arg

Ala

Arg
85

Thr

390

Asn

Ser

val

val

Thr

470

val

Cys

Glu

Met

Asp

Thr

70

Gln

Arg Lys Tyr

Thr

Arg

Thr

Thr

455

val

Ala

Ser

Asp

Tyr

ASp

335

Leu

Leu

Ser

Leu

Thr

440

Glu

Pro

Glu

Cys

Ser

Ala

40

Asp

Asp

Ala

Ser

Ala

425

val

val

val

Lys

Leu

Ala

25

Lys

Gly

Ala

Pro

75

Asn

Leuy

410

AsSh

Ala

val

Glu

Ala
490

Leu

10

Glu

val

Ala

Ala

Arg
90

Glu

395

Leu

Leu

ser

val

val

475

Leu

Leu

Pro

Thr

Leu

Gln

75

Ala

Leu

Glu

Thr

His

LyS

sSer

Gln

Ala

Asn

Glu

His

60

Pro

Lys

lLeuy

Gln

Gln

Thr

445

Leu

Arg

Glu

Ala

ser

Ile

45

Ala

Arg

leu

Lys

Leu

Phe

Lys

Tyr

Gly

AsSp

30

Trp

Ala

val

ASp

ser

Ash

415

Glu

Asp

Asp

Ash

Ala

15

ser

Gln

Cys

Thr

Ala
95

Tyr

400

Glu

Asp

ser

Ser

Pro

480

Lys

Ser

Ala

Glu

Gln

Gly

80

Phe



CN 102576019 A

F

¢l

R

58/63 1T

[0059]

Phe

Ile

Gly

Ala

Gln

val

His
225

Ala

His

Pro

130

Phe

Gly

val

Ala

val

210

Ser

«210>
<211>
<212>

<213>

<400>

Leu

val

115

His

Gly

Leu

val

Ser

195

Gly

Glu

25
134
PRT

A

25

isp Leu Gly

Arg

Thr

Thr

ser
65

His

Phe

Glu

50

Ser

Pro

Pro

35

Ser

Ser

Glu

100

His

TYr

Asn

Ala

val

180

val

val

Arg

Thr

Asp

20

Gly

Arg

His

Gly

Gln

Asn

Phe

Ala

165

His

Glu

Cys

Lys

Leu

Glu

Phe

Gly

His

Phe

Phe

Pro

Ala

150

ser

Ala

Asn

Gly

Ser

Ala

Phe

Ser

Pro
70

Pro Thr Glu

Gly

Leu

135

va'l

Leu

Gly

Gly

Pro

215

Arg

Gly

Ala

Ser

Glu

55

Gly

Arg

Ala

Glu

Asn

200

Gly

Arg

Ile

Phe

Pro

40

Ser

Ile

105

Leu

val

Asp

Gly

185

Ala

Leu

Arg

Gly

Phe

25

Met

Gly

Ala

76

Pro

Ser

Pro

Gly

Pro

170

Asp

Gly

Trp

Glu

Thr

10

Asp

Leu

Ile

Glu

Asn

Gln

His

Ser

155

His

Leu

Arg

Glu

Ser
235

L.eu

Thr

Gly

Phe

Phe
75

sSer

Gly

Pro

140

Leu

ser

Gly

Arg

Arg

220

Glu

ASp

Ala

Glu

Thr

60

Pro

ser

Cys

Gln

Trp

Ile

Arg

l.eu

205

Gln

Cys

Gly

ser

Phe

45

Ash

Ser

Ser

110

Glu

His

Arg

val

Gly

Ala

Ala

Lys

Phe

Thr

30

val

Thr

Arg

Arg

Ser

Pro

TYr

Cys

Arg

Ala

Arg

15

Gly

Ser

Lys

Gly

Thr
Gly
166
Arg
Asn
Cys
Glu

Ala
240

His
Lvs
Glu

Glu
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[0060]

sSer

Gly

Gly

Ala

Ser

Asp

Ser

Lys
130

<210>
<211>
<212>
<213>

<400>

Ser

Ser

Glu
115

Ser

26
223
PRT
A

26

Leu val His
1

Ala

Pro

val

Gln

65

Ser

Leu

Asn

ASp

Glu
145

Leu

Leu

Phe

50

Ser

His

Ser

Thr

Phe

130

Glu

Tyr

Trp

35

L.eu

Ser

Asp

Glu

Thr

115

Pro

Cys

TYr
Thr
100

Ala

Arg

Gly

Thr

20

val

Gly

val

Gln

Leu

100

Ser

ASp

Glu

Ser
85
Phe

Asp

Pro

Gly

Ser

Leu

Lys

val

Asp

85

Ile

Cys

Thr

His

Lys GIn Phe Thr

Glu Ser Lys Ser

105

His Glu Gly Thr

val

Pro

Gly

Thr

His

Arg

70

Gln

His

Ile

Ala
150

Cys

His

Ala

Asn

55

Ala

Met

Pro

Ile

Gln

135

Tyr

120

Asp

Leu

Ala

40

Leu

val

Leu

Leu

Leu

120

Cys

Pro

Lys

Leu

25

His

Arg

Ile

Leu

Pro

105

Gly

Ala

Gly

(s

Ser Ser Thr Ser
90

Tyr Lys Met Ala

His Ser Thr Lys

Thr

10

Cys

Cys

Gln

His

Arg

90

Leu

Trp

Tyr

Gln

Ser

Gly

Lys

Arg

Pro

75

Leu

Glu

Gly

Ile

Ile
155

His

Gly

Lys

Glu

60

Asp

Ala

Arg

Lys

His

140

Thr

125

Pro

val

Pro

45

Ser

Tyr

Arg

Asp

Thr

125

Leu

Gln

Tyr

Leu

30

Asn

Ser

Asp

Pro

Cys

Ala

val

Asn

Asn
95
Glu

Gly

Gln

15

Ile

Leu

Gln

Ala

Ala

95

Ser

Asp

Ser

Met

Arg

Ala

His

Ala

His

Gln

Glu

Ala

80

Lys

Ala

Gly

Arg

Leu
160
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Cys Ala Gly Asp

Gly Gly Pro Leu

Gly Asn

val Cys
210

<210>
<211>
<212>
<213>

<400>

Ile
135

Arg

27
204
PRT
A

27

180

Pro

Tyr

His Thr Asp Leu
1

Thr Asp

Phe Thr

Leu Phe

50

Lys Glu

65

Thr Ser

Ser Trp

Pro Leu

Pro Lys

Asp Arg

His

Leu

35

Ser

Arg

LYS

Glu

val

115

Ile

Ser

val

20

Cys

Tyr

val

val

Ser

100

Lys

val

Gln

Glu
165
val

Cys

Thr

Ser

Asn

Phe

Asn

Gly

Ile

85

Ser

Lys

Leu

Ser

Lys

Cys

Gly

Asn

Gly

Leu

Arg

Thr

Glu

70

Glu

Ser

Gly

Gly

Phe
150

Tyr Gly Lys Asp Ser
170

Gly

Ser

Lys

Ile

Ala

Gln

55

TYr

LYS

Gly

Leu

Gln

135

val

Asp

Lys

Ile

val

Thr

Tyr

40

Gly

Ser

Phe

Ile

Arg

Glu

Gly

His
185
Glu

Gln

Phe

Pro

25

Ser

Arg

Leu

Pro

Ala

105

Gln

Gln

Glu

78

Leuy

Lys

Lys

val

10

Leu

ASp

ASp

Tyr

Ala

90

Glu

Gly

Asp

Ile

Arg

Pro

Thr

Phe

Glu

L.eu

AsSN

Ile

75

Pro

Phe

Tyr

Ser

Gly

Cys

Gly

Gly

Ile
220

Pro

Lys

ser

Glu

60

Gly

val

Trp

rhe

Tyr

140

ASp

GIn

Ley

val

205

Gln

Arg

Pro

Arg

45

Ley

Arg

His

Ile

va'l

125

Gly

leu

Gly
val
180

Tyr

Ala

Glu

Leu

30

Ala

Leu

His

ITe

Asn

110

Glu

Gly

Tyr

Asp
175
ser

Thr

Lys

Ser

15

Gln

Tyr

val

Lys

Cys

95

Gly

Ala

Lys

Met

Ser

Trp

Asn

val

Asn

Ser

Tyr

val

80

val

Thr

Gln

Phe
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Asp Ser val

Leu

Pro
165

Pro Leu Pro Ala Asn

Arg Gly Tyr
195

<210>
<211>
<212>
<213>

<400>

28
227
PRT
A

28

Met Arg val
1

Leu

Ala

His

Pro

65

val

LYs

Thr

vall

val

145

Ala

Leu

Ser

Ser

50

Glu

Gly

Ash

Gly

Ala

130

Leu

Arg

Thr

Leu

35

Thr

Lys

Pro

Asn

Glu

115

Pro

Met

Arg

180

val

Ala

Phe

20

Gly

Lys

His

Lys

val

100

val

Phe

Gly

Leu

Ile

Gly

Tyr

AsSn

Pro

Phe

Ile

85

Gly

Leu

Ile

Thr

Ile
165

Pro

Ile

Ile

Ala

val

Leu

Pro

Ala

70

Cys

Arg

Asp

Glu

Tyr

Ala

Glu

Leu

LysS

Ala

Ile

Phe

Arg

55

Phe

Leu

Gly

Thr

Phe

135

Asp

Asp

Asn Ile

Asp Trp

Pro Leu
200

Lys Leu

Ser Gln
25

Ala Arg
40

Tyr Lys
Lys Met
Glu Asp
Ile Asn

105

Lys Tyr
120
Leu Lys

Asp Gly

Leu Gly

79

Leu
170
Gln

val

val

10

val

Ser

Cys

Ala

Asn

90

val

Phe

Ala

Ala

ser
170

Ser

Ala

Trp

val

Phe

Ala

Gly

ser

75

val

Ala

Asp

Ile

Thr

155

Thr

Ala Tyr GIn Gly Thr

175

Leu Asn Tyr Glu Ile

val

Ala

Glu

Leu

Ile

60

Gly

Leu

Leu

Met

Gln

140

Lys

ser

val

Ile

Asp

45

ser

Ala

Met

Ala

Trp

Asp

Leu

Tle

Ala

Lys

Thr

Lys

Ala

Ser

AsSn

110

Gly

Gly

Asnh

Thr

val

15

Met

Ala

Ala

Asn

Gly

95

Gly

Gly

Thr

Asp

Asn
175

Phe

Asp

Ala

Cys

val

80

val

LyS

Asp

Ile

Glu

160

l.eu
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Gly Phe

Lys Ser

Tyr Glu
210

Lys Gln
225

<210>
<211>
<212>

Arg

Pro
195

Gly

Asp

29
398
PRT

<213> A

<400>
Met Gly
1

Cys Cys
Pro Trp
Lys Cys
Pro Ala
65

Asn Arg
Ile Ser
Phe Thr
Ile Pro

130

Lys Asp
145

29

Ala

Trp

Thr

35

Gln

GlIn

Ile

Asn

Met

115

Gln

Thr

Asp Asn Trp val Phe Cys Gly Gly Lys
180 185

Phe

Trp

Pro

Ala

20

Ser

val

Gln

Gln

val

100

Pro

Lys

Ala

Glu GIn His Ile Lys Asp Asn Lys
200

Pro Glu val val Glu Met Glu Gly

Ala

Pro

Asp

Lys

Thr

Leu

85

Ala

val

Pro

Thr

Ala

Gly

Glu

Asp

Leu

70

val

Leu

Arg

Ile

Leu
150

215

Ser

Gly

Thr

His

55

Tyr

Thr

Ala

Thr

Ile

135

Asn

Leu

Ala

val

40

Glu

Phe

Ser

Asp

Ala

120

Thr

Cys

Leu

Ash

25

val

Asp

Gly

Thr

Glu

105

Lys

Gly

Gln

80

Leu

10

Leu

Ala

Ser

Glu

Pro

90

Gly

sSer

Tyr

Ser

Leu

Ser

Gly

Ser

Lys

75

His

Glu

Leu

Lys

Ser
155

220

Leu

Gln

Gly

Leu

60

Arg

Glu

Tyr

val

Ser
140

Gly
Asp

205

Cys

Leu

ASp

Thr

45

Gln

Ala

Leu

Thr

Thr

125

Ser

Ser

ITe Lys Thr
190

Thr

Ile

Leu

AsSp

30

val

Trp

Leu

Ser

Cys

110

val

Leu

Lys

Ash

Pro

Phe

15

ser

val

Ser

Arg

Ile

95

Ser

Leu

Arg

Pro

Lys

Gln

Ala

Gln

Leu

Asn

Asp

80

Ser

Tle

Gly

Glu

Ala
160
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Ala

Thr

Ser

Cys

Gln

225

Pro

Arg

val

Leu

Met

305

Pro

val

His

Gly

Gly

Arg

Arg

val

Ser

210

Arg

Pro

Gly

Pro

Asn

290

Gly

val

Ala

Tyr

Ser

370

Gly

Leu

Thr
195

val

His

Asn

Pro

275

Lys

Ser

Pro

Phe

Leu

355

ASp

Gln

Thr

Gln

180

Phe

Asn

Glu

Pro

Pro

Leu

Ser

TYyr

Ser

Ile

340

Ile

Asp

Ser

Gln

His

val

Arg

245

val

Lys

Asp

Lys

Ser

325

val

Arg

Ala

Gly

Arg

Asp

val

Glu

Leu

230

Glu

Pro

Met

Ser

Ala

310

Ser

Phe

His

Pro

Lys Gly aAsp Gln
170

Pro

Thr

S5er

215

TYIr

Gly

Gln

Thr

TYr

Ser

Leu

Lys

Asp

375

ASD

Asn Gly

Leu Lys

Thr Pro

Gln Lys

Gln Tyr

Gln Glu

280

Thr Tyr

Tyr Thr

Thr Tyr

Leu Leu

345

Gly Thr

Ala Asp

ASp Lys

81

Lys

Asp

Gly

Thr

Leu

250

Leu

Ser

Gly

Leu

His

Ile

Tyr

Thr

Lys

Glu

Thr

ASD

Ala

Ala

Leu

Trp

Ala

Cys

Asn

315

Ala

Met

Leu

Ala

Glu
395

Leu

rhe

Gly

Asp

220

Met

Leu

Glu

L.eu

Thr

300

val

Ile

Leu

Thr

Ile

380

Tyr

His

Thr

Ala

205

Arg

Ile

His

Lys

TIle

285

Ala

Asnh

Ile

Ile

His

365

Ile

Phe

Gly

val

190

Ser

Ser

Arg

Cys

Glu

270

Phe

Thr

Asp

Gly

Phe

350

Glu

AsSn

Ile

Glu
175
s5er
Ile

Thr

Pro

Gly

Pro

ser

Pro

Gly

Ley

Ala

Ala

Pro

Ser

val

Ser

Ser

Phe

Asn

Ser

320

Ile

Gly

Lys

Glu
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