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L TS INRE S e ARSI s E, A .
FESHHEINIX
FESARIC X, HAL S £ X CSF & 48 85 W 38 — Pk, Ho i Brid 58 — 3 Ak 5 i 30 ok 4%

A,
FE R I X, AT 5 XS BTk CSF B AR 8 A B 38 i Ad, Al Bk 38— ok [ e 21
B i ik i X,
FLR AR X A7 AE AT RS DN % 48 7 BT IR A S AR AE I B
H AR BTIA CSF & 4 5 R P41 Rl B e S2 1 R T AY 1 (SEQ 1D NO =1 s %5 gi
62088238) ;% A, 54 IR E LRGN Bpti) BEHAFEEAR (SEQ ID NO :2 ;¥ 5%
T gi :162330095) ;CNTN2 42 11 -2 R4k (SEQ ID NO :3 ;&% 5 gi|4827022) ;CNTNI $2
filgE A -1 R TAY 2(SEQ 1D NO :4 ;% 3% 5 gi :28373119) ;5 SPARC FEE2 A 1 =1 B AR
(1 cDNA (SRAT 4 RIE GRS ) (SEQ 1D NO :5 8 545 :gi|194388050) ;NRCAM & (4 (#
2T MRS 3+ ) [ A (Homo sapiens)] A REMIFHK Bt (~ 96kDa) ( &35 :SEQ 1D
NO :6 ;gi|68534652 F1 SEQ ID NO :7 ;gi|109731501) ;NCAM2 #1224 fiw kG i o3+ 2, [&] 1.7
CRA_a(SEQ ID NO:8 ;&35 gi|119630409) ;SERPINAS 2% 5 1% 25 11 401 ] R] 7 Ok Pl 4101 61
K, AL A, R 3 BidE /o 1- BUREEALE AR A T4 1/ ARKH & 250 A ] 8L
a 1- FEEEFLE ARG TR A K B (SEQ 1D NO 9 ;& 55 gi|46981961) ;AGT I %
FRARJE (SEQ ID NO :10 ;8565 gi [553181) ;ML Kk IR AT (2220 & A R0 | R+
A8) (SEQ ID NO:11 ;% 5¢'5 gi|4557287) ;A 44 B A =4, AR A F ) 2k & U
B, 5 4B s AE A T AR A4 B R B 2 3(SEQ ID NO :12 ;B35 gi| 187608363) ;cDNA
FLJ59893, dickkopf [EIJE4 3 Hifk (SEQ ID NO :13 ;%% 5 gi|40548389) ;SERPINF1 2%
e (BCEBEERR ) & A BHIS] R 7, B F (a -2 JTAVE RS, ok LR ATAER T, Pedfl) , B
AL FTAL 4 R (SEQ ID NO :14 ;835 gi | 15988024) ;5 GC 443 D £54 8 FAHBUM
NEAR, TN EERDEAEA [ BERE (Pan troglodytes)] (SEQ 1D NO :15 ;&% 5
181482) ;CD14 A FBAZ4HHEHTE CD14 (CD14) (SEQ 1D NO :16 ;& 5 gi | 117646212) ;CADM3
NGB 4 3 (CADM3) , %5 554544 1 (SEQ ID NO :17 ;%&3% 5 gi]90080503 ;SEQ ID NO :
18 ;g1 | 187608363 ( N\ ) s #i 4N MUKG BT 4>+ 4844 (SEQ 1D NO:19 ;835 gi :62088238) ;
5 CLU cDNA FLJ57622 fHLHI Ry 4 & H i, 5 E A S EAHLL (SEQ 1D NO 220 ;8 5%
5 gi]189054091) ;5% A m ALK E A (SEQ 1D NO 221 ;B35 gi|193787502) ;
LMAN2 Z27f 82 5 LB (4 VIP36 (SEQ 1D NO :22 ;8 35 gi [ 157834800) ;&AM LA 1[ A ]
(SEQ ID NO :23 ;835 NM_001831. 2) ;@ AL Ak i 3, AH e Ah AT 1A (SEQ 1D NO :24 ;
S gi|118582275) s AFYE R a Cug By (SEQ 1D NO :25 &35 gi]223057) ;5% A,
NIRRT 6 (Hk6) 1540 I FREK KLK6 SRR i 6 19H T2 1 (SEQ 1D NO :26 ;& 35
gi|21465970) ;APCS HLIGUEMFE P o / BE A BCH AR AN MLIETERFE P &4 (SEQ 1D NO :
27 ;B35 gi |576259) sFAM3C & [1 FAM3C/ JPFUAHALS I 3, i it C /4 [ A Inote =" i
ISR AR A s A 2K EMT 5 S8+ (SEQ ID NO :28 ;8535 gi |55629272) ;5 Ky
ZEARY [ BE8E Macaca fascicularis) ] AL S A B, AR A T E Bk E AR
W, 5 4B, 76 N P FR A 4H MR B> 3 (SEQ 1D NO 29 ;% 5% 5 gi | 187608363) ; I3k CSF
PURI CSF & AL R AL B = W ER AL T 30 BB AP ERCE 2 Fh F3A CSF Ft 544 o
2
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2. BUREESR 1 R, Hoh prd e A 2 2 10 PO F B udd, ‘e 18RS A [F 1 CSF

EEREAR A 5.
3. BURIEER 2 (A, H b FInd e B SRR A RO AL 5 45 2R, B ik 28 B0 R Rl i
R E A 25

4. BORIEESR 2 (A B, Forp AT ST A KT BB pp A4

5. BRI EESR 2 (K2 &, Horp i B AL A 4 & 10 MAFE B PUE, e A 18R 5 AR 1Y CSF
BEE AR A A, i P PN R E S A Sk 4 &

6. BRIER 1 A E, JOLBFEXT BT AR i CSF B R E H KT E &

TORRIESSR 1 28 E, o Brd e xf CSF B AR AN SE — ik 5 ik CSF & A+
OERINE S CAUTEE T

8. K IUAE T & T A7AE CSF 7515, HALHE -

W PR RE i 5 0 CSF B S & ke e &5 S R 8l DA

Rl 25 G AR -CSF B R E A E A W2 A7 AL, Hhrl il 2 & M A AT s rid FE
i FIAFAE CSF 5

H AR BTIA CSF & £ 8 e A 4 AL B o e e 1 R T2 1 (SEQ 1D NO =1 s8¢ 5 gi
62088238) ;% A, 54 BRE LRGN Bpti) BEKATREER (SEQ ID NO :2 ;853
5 gi :162330095) ;CNTN2 2 11 -2 R4k (SEQ ID NO :3 ;&% 5 gi|4827022) ;CNTNI 2
figE A -1 A TAY 2(SEQ 1D NO :4 ;%3¢ 5 gi :28373119) ;5 SPARC FEe (A 1 =1 B AR
(¥) cDNA ( Rem &I A B4 ) (SEQ ID NO :5 ;&35 :gi|194388050) ;NRCAM & 11 ( #
2 MRS B 3 ) [ A (Homo sapiens)] Al REMIAHK rBE (~ 96kDa) ( 3% 5 :SEQ 1D
NO :6 ;gi|68534652 F1 SEQ ID NO :7 ;gi|109731501) ;NCAM2 Hi1 22 £ ffw kG B 23+ 2, [&] T 7Y
CRA_a(SEQ ID NO :8 ;%35 gi|119630409) ;SERPINA3 £2 %4 R &5 [ I 11t DX ks g 100 il
DRI, b A A, Bt 3 AR /o 1- JulkEEFL s R R AL 1/ A KA B E 250 A ] 8L
a 1- FIREEFLE AR TR R K B (SEQ ID NO -9 ;& 545 gi|46981961) ;AGT I %
SRR (SEQ 1D NO :10 ;835 gi[553181) I KK IR RTIA (22 %R & A R30I IR+
A8) (SEQ 1D NO:11 ;8 3% gi|4557287) ;A4 M & A =4, WF A T 2R & I X
Wi, BR 4B S 7E N T RFR A RS B 4T 3 (SEQ ID NO :12 ;%35 gi| 187608363) ;cDNA
FLJ59893, dickkopf [EI¥4 3 RifAk (SEQ ID NO :13 ;835 gi|40548389) ;SERPINF1 2%
iR (BCEREERR ) B ARSI R 7, B F (a -2 JLAVERE, (R LR ATAERF, Pedf) , 1
1 R 4 K5 (SEQ ID NO :14 ;&35 gi|15988024) ;5 GC 44K D 454 &AM
NEAR, I RNEAERD EAEA [ B (Pan troglodytes) ] (SEQ ID NO :15 ;&35
181482) ;CD14 A EIZAAHEHTR CD14 (CD14) (SEQ 1D NO :16 ;& 5 gi|117646212) ;CADM3
N A B 9+ 3 (CADM3) , 5 554844 1 (SEQ ID NO :17 ;&3% 5 gi]90080503 ;SEQ ID NO :
18 ;g1 | 187608363 ( A\ ) ;# 4N MUKG BT 4>+ 44 (SEQ ID NO:19 ;%55 gi :62088238) ;
5 CLU ¢DNA FLJ57622 LM R 4 E A, 5 E A EEMHLL (SEQ ID NO :20 ;&35
%5 gi]189054091) ;5% A m EEAHBUK A A/ (SEQ 1D NO 221 ;B 3t gi[193787502) ;
LMAN2 Z27f 52 A4 LB (4 VIP36 (SEQ ID NO :22 ;8 365 gi | 157834800) k&AM T2 1[ A ]
(SEQ ID NO :23 ;83’5 NM_001831. 2) ;i E AL AL 3, 4H L /b HT4A (SEQ ID NO :24 ;
B gi| 118582275) sAFYE R a C By (SEQ 1D NO :25 ;&35 gi]223057) ;5% A,
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BRSO 6 (Hk6) 75162 20EK KLK6 S0k iU 6 AR LAY 1 (SEQ 1D NO :26 ;835
gi|21465970) ;APCS HLIGUEMFE P o / BE A BCH AR AN MLIETERFE P s (SEQ 1D NO :
27 Bk gi|576259) sFAMSC &5 4 FAMSC/ FFIABIZ I 3, M5t C BidA [ A Inote =" 3
DU e ML EE T 5 VA A EMT 5 308 (SEQ 1D NO :28 ;B35 gi [55629272) s 5 Rdw
LZEARTY [ B8BAE Macaca fascicularis) ] FHALRIE AR, R A FIERE B R
W%, B 4B, 48 TR 4 Mok B 4 3 (SEQ 1D NO :29 &35 gi | 187608363) ; ik CSF
PR 1) CSF & LM AL B L AL T 30 s B P PR EBRE 2 Bl 3& CSF Ht sl 44 s

9. BREER 8 7715, Horp ik 456 fH A8 & TR AR 1T o

10. BURIEESR 9 f7732:, Hok B A0 Brd B P 4 A 111R -CSF B R E A E AT 8

L1 BOREESR 8 7732, o ik 45 & fR AR & bk, i B a4 2 Rt bk 4 & .

12, BUREESR 8 7732, Ho R BTk 45 & fRAB & Frad imn ELRS W60, 45 J5UA7 S0 0% I 5 o

13, BRI B SR 8 By 7732, Horh Pk B i 2 41 43 L MLV L L35 L I3 PRV L B RN L 37 H 40
M VR BB R

14, BOREESR 8 [7772%, Ho A B i (it ok B PREE A 4 B AN A4

15, BURIER 8 (777, ARG AN 5 2 & 10 P AR U A S, fpp prid ik 5
ANFR CSF B E AR i 4 &

16. BRIZESR 15 17732, HoA (i AR T BB K S f R R A

17, BURVESR 8 B 7715, Horp ik 45 & FR AR 2 B Ad, 1 B Bmd e G 65Hs ek #  5 4
£ 10 FiASFE AR, FERETIASUA S AR CSF & & A RE b g 4, i HL A FE
BATRES ARG S .

18. BUR 3K 8 (17718, Her Bk 456 F-18 2 5 Brid CSF & 4R 85 1 T R R S5 2 i AH 45
AP

19. A6 A4  2H 2SR A 1 S LV 773, LA

W B A AL GBS AR ) 5 T Bl BT 22 R oA 2 i, L A R R AR 5 i e R4
()70 S S T S

e 5 B R (1) IR R AS i 7 IS s REA7 B4 R P K, A B

oA 5 BT IR Y Fh BCRE 22 P A (140 S B4 78 I s 240 1 B P K

20. BURNZER 19 17535, Hh Frid IR ECE 2 Fidiih 5 CSF & S A4 4 i B AT
WIS T 4R CSF [MAFAE .
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REEEMERNEENTE

[0001] A HE & HiE 5 A 201080045270. 4 f A [ & FI| HE 43 22 1, TR S A& 2010
8 A 6 HIRAZH PCT EBrHE PCT/US2010/044690 T 2012 4= 4 H 6 HiFEN T EEZHKH
B H

[0002]  SAHICHIIEHAE X 5] H

[0003] A FHiE & 2009 4F 8 A 7 HIRAZ 12 E IR HE No. 61/232, 033 ( Hoim it #2443 F
FEAAR) BIERHIE

A sk

[0004]  ARAFHEW MFES T REBF/ENER (cerebrospinal fluid, CSF) BRI, H

S AG I 55 AE Ho A ARV o B 7K AR U AE CSF o & 4R 19— Rk S8 22 B R 1 B R HEAT « 20

A7 TREIR B B RR A US PE N | RRIRAS AL AR 1) N AR A AR A
AR B R 2 ATV

EERA

[0005] XV (CSF) B H#EM (1iquor cerebrospinalis) 477ET BRI i LL A FH
SIt it PARAIZ R G (ONS) KIS E . MAEBER T CSF R, CSF AP 22 e A i $2 45t

7J</ VEFE AR 2 SR ERRR TR 22 iR . CSF B Y B MR 3 Bh s 1 4 A it R
T AT o = A5 D = ) Pk 2 A MBI K LI P 7 A o S IRAR IR A B 7 AR R ST AR o 1

4o FEIEIEN = RGU Y B kIR T i J5 5 R0 43 CSF £ bl i 5 & Jlk M A3t ek o) R Roer 8 1%

Wk NI BFR A2 500m] IR s A R AR AR 140-150m1, S5 CSF & 6-8 7N}

BH. FEEEAS ONS o CSF S B s . R FARAE Mo ONS 74, T HOKFR 73 B 44 AE

EE i BERE L, T Y & R i AR . CSF 2R G, KA i sk & b

FEARMK, AKX (lumbar region) [ CSF &4 15 & 45mg/dl E A (0. 3-1% IILiFH

BAFIKRE ) 1 50-80mg/d1 &M (60 % MR IFE ) o Misth ANk = CSF A 8 A IR E

AR

[o006]  CSF HR & 1 RSS2 AT LA NS <44 (B R 44 CSF 1) =3 22 1l A9 1) TR VBH 5 £

M, BAR RIS . CSF H %y 20 % 19 8 A o R T B st og, (3 oh JA — 84 2 i ke =

i)

[0007]  JRAEHHSL b OKH4 i AR AR A B A7 AE T LG 1, 1H 2 2 Bl A 5T R P2 CSF 4%

HE -

[0008] MR o AR o 40 R s 140 B 11 5, 9 2 tau B [ S—100 FIRPZE JT e 5 1 A

(neuron—specific enolase, NSE) .

[0009]  MERMNE (1eptomeniges) BT & 15T, Blin B - EHE A (B —trace protein)

ANt =2 R B R & 1 C(cystatin ©) o

[0010] 75 ik 4% M AR FEAT G B3 1) 0 7 2 A BRO TR I A 22 S PR 1 1) 1 o, 81 s FRER

M (transthyretin, TTR) UL EK5KAK 11 RS RAEEKAE T 11,

5
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[0011]  CSF UMLK 8 E B AR K E S, A48 B W EE & CSFRRA 1), BiE 18
CNS I 3ot Tl P A BORTE S0 SR HbAZ 1

[o012] it (Lateral Flow Test) (B WRR AN m] it Gy (238 U 52 Bk
) She PR R P S BT R B o RARAESS E AT . BRI T 3 A 2 B 1 A
TR AW RIS I (point of care testing) BUSEH % AT A, Bl a0 220K (51 a0

FirstResponse®, ClearBlue® ) .HIV U (140 0raQuick ADVANCE®, Clearview®

Complete) BUAR FEARMR (i Clearview® Chlamydia, inSTIcheck™Chlamydia) .
[0013]  FHZEE HIV I (4 oraQuick ADVANCE® 5 Clearview® Complete) 3
ABLERYE T4 9 CSF BN « & A2 BRIFIA 5 i 2 5 PR s 3 3840 F AN 75 A AR
FREE R 2R 1203 A B P00 HE DA oA HE R BURE

ZIAAE

[0014]  FE—ANSLETT 2, H TR AL 2 AR R 2 B A

[0015]  FEANHENIX,

[oo16]  AEAMARIC X, HAEEH X CSF E4EE [ (CSF-enriched protein) B —Huik, H
TR 5 — ik SIS FR A

[0017] A S AG U X, AL X Firids CSF & 4 82 A 19 58 P, HoAols prid 58 — HuAk [
5E B P 5 et ar i X,

[o018]  H:rR7E 58 = X AFAE ] A I 2% 75 458 7 P A it R A7 AE IR A3

[0019]  7F 5 — K77 S, A A i A o2 15 A7 AE CSF 77V 4 -

[0020] REFTIAHRES S A CSF BEEE AR R4 A 1E8 (binding partner) 4%, PLK&
[0021]  F& 2 A 1E1R —CSF & AR A2 A7/, HAnl a2 & A7 £ 587
B A7 AE CSE

[0022]  7E BIRSKETTZH, Bk CSF HT 5 & vh & 41 B pl B A & A R 4 1 (SEQ 1D
NO:1 s 8 3% 5 gi :62088238) s &k A, 5 4 Jik ik & A BT 55 (Bpti) EA M AFEE A
(Mesotrypsin) (SEQ ID NO :2 ;& 3% 5 gi :162330095) ;CNTN2 4% fih 25 (9 -2 R 44 (SEQ
ID NO :3 s%3%*5 gi|4827022) ;CNTNL £ & (1 -1 (U F T4 2(SEQ 1D NO:4 ;835 gi
28373119) ;55 SPARC KEZE M 1 BEi ALK cDNA (R A& R E B B4 ) (SEQ 1D NO :5 ;%
365 :gi]194388050) sNRCAM 2 [ (#P£E o4l Bkt 53+ ) [ A (Homo sapiens)] 7] REMIFH
KBt (~ 96kDa) (B35 :SEQ ID NO :6 ;gi|68534652 A1 SEQ ID NO :7 ;gi|109731501) ;
NCAM2 #hZE 40 Ju kL B 43+ 2, [F] T8 CRA_a (SEQ ID NO :8 ;&35 gi|119630409) ;SERPINA3
22 2 PR A 1 DR - R B A DR =, b A A, i 3 /A / a 1- HUilBe L & B Y R T
B/ AR EE 250 A ] B0 o 1- FUREEAL & ARERT AR IRE K A B (SEQ 1D NO <9 s %5%
2 g1 [46981961) ;AGT L5 Z5K K E (SEQ 1D NO :10 s &322 gi |553181) I S5k ik i
A (22 BRE ARSI F (Serpin)A8) (SEQ ID NO :11 ;¥3%%5 gi|4557287) ;R4
()8 U™, RO S E 3R B R, 1R 4B A6 N FR PR 40 LA Bt 4+ 3 (SEQ 1D
NO :12 ;%855 gi|187608363) ;cDNA FLJ59893, dickkopf [FY54 3 ik (SEQ ID NO :13 ;
TS gi[40548389) sSERPINFL &K (BCEMARE ) B ARG T, AR F(a 241

6
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VAR (antiplasmin) , & FRATAREF, Pedf), B | [ T/ 4 A+ (SEQ ID NO:14 ;
kS gi15988024) 5 GC 4EA R D S5 E MMM A& A, AL R D &5 &
[ #ESE (Pan troglodytes)](SEQ ID NO:15 ;&35 181482) ;CD14 A Bt 4 fudi)R
CD14(CD14) (SEQ ID NO :16 ;& 3% 5 gi|117646212) ;CADM3 A 40 MOks i 23+ 3 (CADM3) , &%
SEARAR 1(SEQ ID NO :17 ;B35 ¢i 90080503 ;SEQ ID NO :18 ;gi| 187608363 ( A ) ;¥4
I OAS B 4> 72 4K (SEQ ID NO :19 ;3% 5 gi :62088238) ;5 CLU cDNA FLJ57622 FHALLY
KL EAT, 5EEAE ML (SEQ 1D NO 120 ;B 352 gi|189054091) ; 5#& A & E
FARIEE (15T (SEQ 1D NO 221 ;8535 gi | 193787502) ;LMAN2 ZEVEE A& 1 (Vesicular
integral-membrane protein)VIP36(SEQ ID NO :22 ;&35 gi | 157834800) ;& & [F T.%Y
1L A T(SEQ ID NO :23 ;&35 NM_001831. 2) #HEALBALEE 3, w4 ai44 (SEQ 1D NO .
24 BT g1 |118582275) sAF 4R a C A By (SEQ TD NO :25 ;&35 gi|223057) 4k
As NIRRT 6 (Hk6) T4k 7% B KTK6 BT 6 i [F T2 1 (SEQ ID NO :26 ;&% 5
gi|21465970) ;APCS MLIEIEMFE P A4 / B A BT AR A MTEVEM AL P % (SEQ ID NO -
27 B3k g1 [576259) sFAMBC E [ FAMSC/ P FURHAUSR 3, B C itk [ A Inote ="
DU e SR T 5 A 3R EMT 15 3087 (SEQ 1D NO :28 ;B35 gi [55629272) s 5K dw
ZEARY) [ BE8fE Macaca fascicularis) ] A S A B, AR AT EERE AR
R, B 4B, A8 A HER 4l Mok B 47 3 (SEQ 1D NO :29 ;%35 gi | 187608363) 5 A CSF
PURI CSF & AL R B = i FR A T 30 s BLE I PR ECE 2 8 Fa& CSF Ft 544 .

[0023]  7F 5y —SEHtJ7 &, AR AR B AV PR R YY) (reactant) 7754
5 Pk ARV A B )5 IR B 22 R AR i, e A BRI AR 5 ik s S T
PR el SN, He R 5 R AR 1 SR AN T 7 i B R4 IR BH PR IR, BA S HE R 5 BTk
PR P 22 PR 110 S B A8 s I I I SEA) FR) 8 0 A o

B =135 RH

[0024] & 1AM [ e 0 o o 3P I3 A B I BB IR MR A T s N BN A O AL . TR
e (275 1 1) #MaT il A BE A v . RAMEE S 5Bk (RSB AMER ) 454
] 18Go MRS MINER S H DT, UERR &I HE SR A . IREGWE fok
fi 3, HA AT XT B A B ) [ S AR A4 o ARG A BT T EA S — R T A AR S 5
KL G . MBAGAESY, ATERS R IRLL . e BAAEDY, SiaRnsd s
T E ]V 166 HE AR EMPIRE N 16 HHE A, Fridbiskaf 1e6 XA
[0025]  [&] 2 B CSE A 2 B ik LS o b R 7R 22 Pl 4 10 (0 SR B 0 o 45
B, TEE R Z PR E RIS R I X R RORAS F 0900 5 26 A1 Y SR om il 5 o 1
R NPEFRSE . 177 BRI R AR AR My I IR 2k A PR b B RO o )% e PR I3
NBHEEIX A0 52 77 A BE PR 5 SR o F 1« 1 PR B S A2 BH BN 0 DL ) 0% S 1 A A7
ARG R . SFAZTEE (T F, 8BRS E S PR A S R4
VEDE 25 0 e K 2 % IS B ) CSF 77 AR AR FE PR S B, BLAT 5/ IMEL 2 m ) I VR 4% I
RifE ( FJPAAAE ) o K 3 <0 CSF/ HMLRAE S, AP | S RBLPESS . 755 AN I
SE A, W58 7= AR AR I, AEL R T At 5 P S5 e e LT R I8S5 » 22 B S U e T e
B A4 ARBUR | K%z NMER CSF/ k. 54E 3 M5 RAHR . A5 :JE CSF{HIMM

7
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T B A X SPEHUR o FEIXFME DT, BRI E 7 A I BH M, AH & BT S 5
G )% [ SEMEAS 2 VAE 2 B JE e w7 AR BHEAS 5, W = A IR B PRS2 A 6 0 CSF
(IS0 W 1117 N S o =TI 7 W B e ste S By =0 Y B A (4 R e 2
JE I 52 5 R (90 BRI A R 1 7K SR, AH AR TA BB B PR BB . 00 2 ) 5 PR /
Uik 1/ Fidk 2 MR A AT B 5 — Se STt 77 P DA 2 R 20K 10 PR3 / Budk 1/ 4t
12 RAE

[0026]  &] 3 :CSF AL & [ 5T A 4EHEAR Lk . BRI R S48, FLA X 100 w g ) Cy
FREZEAL CSF 2 (A) 5100 n g B9 Cy3 A28 b IR EE A (B) BEAT —4E . A A1 B 2 A
[R5 RN RS A R — BB K FE IR pH YE TN 4-8. ©) AETNIEIE K RGB &, Hirh i
RFRRZEES. D) & CSF BT E &> b5 51 S i BRI raRess 2 R
(depleted) FEIMMTE /CSF &H (S WHIEHD) .

[0027] &4 LUK 3 BER R CSF & 4 S BV (a3 — it o dr .

[0028] ¥ 5 :CSF & # £ 1 FLJ55 Al dickkopf FJEA 3 Rk (DKK3) . A)FLJ55 )4y B
5o EFXF FLJ55 B Fr B A R A Al 22 v % S bt AP AE CSF FE S EANE TG A
e IERA I F B AR g O B) B DKKS [ 40 A B AR (RSB A atifk 22 7o B
FUASUEATE CSF 42 S HATE MLIE AL S TP AE IER I 1 A7 A )% IR o 78 T R 1t
N EMIMEE A LS T ISR AKE BRE. ©) 4 NS7AY CSE RE SR I DKK2 5 AN %
A A Pis i) e i RPE (2 ) o 5 AN MLIBAE AR B AR S RN . VKOE 5 I LA &
[ HERr R P

[0020] & 6 :CSF /1 i 5 A () L8 SR ok IR (0 i BR Ak T 3o Cy3 I (&%) 1 Cyb
CSF(ZLff) ) RGB A 3. A% B th JLAE IR P A A E S KO e (4ik
AN ) o 7R CSF AR P AA7E R D> 3 M HAMA A (L3R ).

[0030] [ 7 :CSF ¢ et fH TR 5184 . R P A 248 BUE A B Uiz mr ( &) M
ZJG (D), CSF 2D & 8 H R A B AR L. R BRI s de s L BB B e s 10 5, 4
E B USSR

[0031]  [&] 8 .74 CSF A&tk A i S I8 i FE ] o

[0032] &9 :EFRILIY CSF E2 . BEAT 5> DIGE HERL FLVK, H P ANEE S o R /R L 5
1) CSF. A) 7ERGPERERREE RIS 7 1 /NI CSF BES I Cy3 FRid & A . B) FER T ILE
AR CSF 15 FIRE M, HR B IR AL . O THENLAE U IR (A AHEET B)
MARFAZ MR 2R (W)« Bra T SRR ILAY CSF A

BiExiA N

[0033]  ASCHEIA T SAE AR A P AHLLAE CSP R E SRR (AR, LGB IR TIX L B
JFRAGT I AE it T (R AFAE BV (CSF) W50 AR SCIE IR 1 FEES AR AR I I3 (i e
IRASREAL AL 12 N TR B A TORE it A U A8 7547 8 CSF A BT 1. HIAE 1k
EAZAHE (s iR 2485 ) &l CSF B4R E . 48 AT LUE RIABE i
EREN R ISP

[0034] A DA BB AT &S &, Gl HEE £ 456 AR 2OhRiE . RE &M
JUASEHETT AT DURE NG & A5, ROER AR ] DLGE A LA 45 5 PR AR ARDUiA

8
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[0035]  fE—UEsiffi 7 &, X CSF B EREARKFHITER. ZE =0 5w i it
AR ATRVE R ARG Z &G AT E . AR IIE 77 B “ARid” s i ]
TS R RS G A B T AT A . PR AR DAL HE P S,
GG RE L BUE R B (40 ELTSA s s B ) VEY R - BEF SR w3
(dioxigenin) \ A ZRAFHTMLIE BCER b BEHUAAR B 50 NG 5T . R U0 350 49 36 o 7 A ]
S T, W] RS AE i A 45 R R AGT WU 4 1) B AT 8 E ROV TR AR R BR DGE
T o AL IS 73 AT DAL M SO I B VAR AR A B NBOE R R A G A 1T
RS WU 43 ] DA BB T R B A I o TG 0 mT DAL R v e 5 — A IS 43 5 Pl
R AT AR 43 45

[0036] 7Lt 77 52, A58 FH A i) g 00 i A5 FH oot B (1) CSF 88 A 7 7 B4R 447 CSF
For o AT e 0 s AT DA BRI E B 2 BRI S o AE AN SEETT S, 2 5 AT
Fra s — R At s i g 3 (R A P P AN 671 ) o 7R —SEE T 29, 2505
Tz 5 LR R BN 34T e B0 E I, DA tH A7 PR i B R A . B T
FH T 00 5 Sk 340 4% 1 7 BV, B R L CSF 5 R 88 1 U AFAE I Sk 44 7= = HEAIG, 2 50—
86 CSF 5 M 22 1 B A7 AE I P J1 P iy, B R AP B 7K 3 45 AR AR R A

[0037]  FAHLJE I E

[0038]  JREVF 2 Im RN E LRSS A 7 M0 R B A, AR SC Pk (R R FLB1 8 77154 1%
FARGW Y R 1) &5 0MEiZ fh CSF &4 E A, AN 5 USRI =10, 1/
B¢ 1) Fadl CSF #r mMERI IR 20 (Il nkiit ) .

[0039]  ASCHTHI CSF & S SR B3 CSF HLlR B2 Ik A2 X CSF 45 83 5 HAm AR VR B AR
CSF i KEEEMIAK L. T 1A H T OMAE CSF FKE SR IMEAR ., XA
AHIE %S E N E B, REE L7 2, B0 DUE 2 5 E F 5 2R S 2 1)
— PhECHE 2 PP AR S S 1 A AR E A

[0040] 1

[0041]

HHEM MW (kDa) CSF K JE CSF/ IfiLy% b
B MEEA 25 16. 6mg/ 1 34 1
rEptEREamESC |13.3 3. Img/1 5:1
Tau &M 55-74 0.2ug/1 10 : 1
S-100B 21 1.5ng/l 18 : 1
NSE 78 8mg/1 11
ERREEEA 55 17mg/1 1:18
HEH 67 245mg/ 1 1D 205
IgG 150 25mg/1 1 440
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[0042]  ASCHER T 515 AR F KA LEAE CSF /R LR W I S/ Z /5 B & W
B A, HAER CSF AR E4 - KA1 CSF & FHAE S A WA 8 1 0T 45 19 35358 MV S VAL
EHBMEF Y (B HARAR”) RIS A B . Rl 7 — e ivE e (1-70 %)
PAK Sk B BRI L PR CSFo 76T ELECTE 2D BRI Fa vk 2 BT, AL R A a4k LA 22 B 78 38
SRR EEMEEAR (BMAEA 16 %) . Kk E CSF AH AR Y & E A
JiH Cy3 M1 Cy5 34T 22 AR IEAE 4k PAGE ik, M FHZ74E, % 7 548 Hfth i
fAH L AE CSE i i R Aa T B L R L. IR 68 T CSF B3 — i ifis Al (BN
1k ) o CSF 2BV LR A UE S CSF 7 [ s ARR B T B AL O S i 4R S 1 22 R PEIT S o
[0043]  FE—ANSLfE 7 &, R A (ol A 2 ) 3 AR CSF e AR R & iR
Fr CSFo M M1 3R G HH 2 B IR A B, B B A AT AR & st (B D) o #%
XL N A, P DOR HOBCE N SR e v DA SR B B A o R 8 B AR AR B
# (sample pad) . 7EAIL / B4 ML MUARE o B0 T AT AN AN IR AR 3 18 o AR
FES YRR S o 3 HUl It A5 SARIL PR TSR G, (conjugate pad) , TR FUAAKE =
e B th. Bk (REW) EWEE, TS5 (BUKRIL) EafrRrid s .
A - EREME S — Py o i (analytical membrane) . fEi%fE TG
HEATI 4R 4L - (1) WAL, B8 5B E 5 - &AM E SN E Aot st
e, A (1) XFHRER, [l e RE AWM STERIERE SO Ll wRRE s TR
TUBEFE R B A4 DDA JU 28 00T HR 22 75 0 ] L 5 200 SR 40 B A A0 T W PR, D76 03X
[ A AT R IR o iz PR I ) e s 2L A e (B2 ) # (wicking (or sink) pad) ,
e S BRI I R e U A 5 7 L A e D R G R

[0044] A ] 348 G 2 E VN S A A0 T S & 0oy N 5 B S S PRI 5 o & 0oy N 5 A8 FH AL X AH
5 53 AT D YR AR AS R BAR , — PR 0 B i AT G s, — PPAE DR B iR 48 73 ) o R4 %
BHMERE s A 25 o e P I AR B AR A T A B 2 1) 43 B A A ik 4 b
P HTI — AAR . B SR Ao Y — R IR A& I R R S huUA g A . D
BT P HERE i s A 2

[0045]  CSF 5 i1 B

[0046] 4.5 Z FhdE CSFARRIR A B, A ST 190 i vl T AE G b 45 8 IR S0 CSF . ix 4
“CHARARIE” Sy, B BRI A MRV VEVR VR RV . BT I 52 B AR A P
SR P 45 D B B b, To e ek G A AR U B0 FEUIR A5 L PR ) AR R BRI A AT
[0047]  7E—ANSLjiE 77 S, K DU PR JE R AR Al i R BUT B R ik fR A > 5% 1)
CSFo AJ A1 2 5H i i AU, (H 28 2 ) 02 B T I Ukt AMA R e e 1tk o [RIIIE, A — L8 5
Frd, kB> 1% CSF kIR 2 .

[0048]  Z R CSF “4HL” Mg -

[0049]  FE—ANSEHETT R, BTk 5E & o Vi it R I A U 2 B CSF & 42 28 Ak A& CSF
FIAFTERISE . 5 2, BTk R & CSF B P RhEl o 2 Mobr &P LA CSF A I 3R 1t icidk
IFE M. SR < MR ED” AR, 25 BV E 28 5E 1, I HAE 2 Ma] ge AR &N
5 IR e B A R B IE R S R 1, W R AR R A EE CSF Ak (BRI )
(R B I 5 T e AR A SE P o o SR s B ) e S AE CSF AR & 427 {H % CSF I
A R, ) R B R IO 2 = AR A M o IR A Il L, DRI AE B Al R AR 3
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P B L R P ) R AR AR SR A 1 TN DA L TR R G R R AT SRk, B
& CSF U 17K P 7] BEAR B B 7K P 2 8 5 B 47 (19 CSF i il HoA 28 WL (R A 22 e
DAL AE 6 A o AR S R, AT 7P AR AR B 2 o 3 A 4 3 e 0 A T —fr CSF & B 47L
JRATRE ™ A i B (LI 2) o FEVR G ARVBRURE i RS I CSF BT « 2 B0 57 e RLFR AL tH
B SEUASIN () SE BT PR . AE SR EE S T S, 2 BRI B B R A AR R KT
FHLLAE CSF A E AR 2.3.4.5.6.7.8.9 B 10 Fhii 5l R A3 R i) 22 /b — Pl e Mk 44k . 76 55
— BB Sl 77 S, A3 FH AR R B S R R R D R AR

[0050] AR SCHTIA, $REUJFELE LC-MS 2387 7 K& CSF B HEE A A Z7 A R ILE
20 %52 T JUPh CSF B P E, SRR 2057 T A FESUE . KA 166 % H IR
A5 B BB A E s (W 2) o 2 PRI e X R AT, BN 4
WP T 45 G I e e R AR TR T A A iR B2 o 7RI 5 AP AT 25 BT BB KT 1Y
JURMHUARIVR &7, 24U N CSF B, BT SRS & 91 BRI RIS S . — R fEsLi
77 B 2 /D 5-6 MR FRIBUE I BAS I BIE N 4, A s> A3 A 2 51 s B . 75—
ANSLHE T S, R BB S 4 2 10 FRAFRPUE, A& A R 455 AN R 5 CSF HulE,
HAHEMAAFTEZE ST AUE. 186/ PN ) RBUSL MR, B0 &Pk
(6 ARSI A5 A T BRMEL UK, ROA Eein S FH PR Buik & = A B PR S L o BH P S o 75 22
B ATl 16/ Frlat, T AT 58 — P KIS I e SRR E o s ek
— T D 1) G5 I L P S S AN s B T e Aok BE AR o 13 Pl B9 A % S B P A
27 A BN, DRT M I Xt B R o 7 A B 2D R A1 B 12 o

[0051] %7€ CSF BHEHEA

[0052] & IfkE 1-40 DMAMER) CSF R, 48 200 w 1 & IFHIFEM . AIFkE 1-40 M
MR LB FE S BT Iml B IR AU ILIE 8 8 5 1) 27 R0 € AT R RE i P 22 BRI VAT CSF
HEMEEEAR (AEARIEREAS) .

[0053]  H] GE Healthcare ] Cy—3 Fl Cy—5N— ¥ JE B8 H1ME W i lE B RHA S AR 1T 50 1w g X
HEPREUAN 50 1 g S HE FIAREY) o X L YU RLAR A F far AR B AT DL —— SR B OE
HL A 5 AR R (15 RIS A i e R B N i 1 950/ F LA o Cy—3 R Cy -5 AR I B R LI E R ——
U RIbR e AT RS S A G B N2 450Da.

[0054] X HE L SEIGAN Py AR RS SR A 7E— (BRI 150 » g BB A , A5 a4
FUY 2 X FE SRR

[0055]  FH £ 7K 1k 22 3 V0K & FR 38 0 %= 450ul. 4% Immobiline™(IPG)Drystrips (GE
Healthcare) 24cm Ff7/KAk 10-24 /NG, AT S5 ML S SR AR . AVE A 7 2P0 ANF pH VG R, A4
3-7.4-7.3.5-4. 5.4. 0-5. 0.4. 5-5. 5.5. 0-6. 0.5. 5-6. 7 1 6-9. 7E— 1A Gelbond®
[ 10 ZE~F 58 X 7.5 Ze~f @ X 1. Omm JE FBERE BT 55 4R SDS BT I Bt g e B vk » 2
A 12. 5% (19 58 PR s B g B e ML A i 7359 12-100kD [ 25 15

[0056] 7f SDS PAGE )&, B4 7E GE Healthcare Typhoon™ 9410 R4 b 43K 3 Fhis
KRR (LAUREREP BB F11F) ) o F148)5, {1 GE Healthcare DeCyder 4K
AL BERE N 22 7 AT S (differential in—gel analysis module) X %EANE {5 10 18
t 16bit TIFF SCAFAT G M. 20X s TRl G (A8 A3 SR IR sEslE—
PAERILE T ) A 7 52 SO “ 2R 2% (dust filter) ” MEIMBIGEANEER . ERIMEH 2

11
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MEER H A B2 BRAE SR PR S B, ARG B SIS

[0057] % [R Al A BIEAR  F8 5 8 2 B I Sypro Ruby Beff, izt i Rt H T 51 3
EER A E ) 5o AT 0B R BT R AT L 4 Sypro Ruby B JR RIZE T, #E4T Cy
GeRbbric AT N ROFESEXS T R EE/R S R Cy QR /RN S < 5%« HT Cy ek
) 580Da [ MW, Hi Cy BeRIFRic K MW &2 5T (430 10Kd) AN 7E SDS PAGE J7 ] 5 R ARid
(5 B YD HE R M LT RS

[0058] A GE Healthcare DeCyder ™ #{4xt ¥R UG AT & &, NS B TIBORBHMT R T
MS 2 B A4 8 I 22 Rk B 1A AU OB B, DeCyder ™8 2F AT LA BT AT AR AN [F) —
HERBUAS FIERL 11 Cy Jeta il B, I BE B STLELD, 285 %68 2 R RIS E E
i sio DeCyder™#AHE A Cy-2 PIERbRAE, A 30 HHA S t KIEMNEAREREE Rt
DEERNLE . MHZPPRME CEFETA AR 3D MR 3D WS E R/ G2 )
KB RIS S I SRR R R AN [R5 R R B U L, T A
Tk o DeCyder™# A& T 4387 Sypro Ruby B, ¥4 Sypro Qe R I i 5 Cy %
B Gu 0 % 5 1 S A TTED , 2R 5 M Sypro Zetf (R 5k I A% i 5% “ e B4 817,

[0059] A ARELBERE Ettan™ Spot Picker {X 2% (GE Healthcare), H 3]
MIEERL H T BT 126 1 B 1 B, R BTG A2 21 96 SLAOR 2 R T

[0060]  ZRJG7E Ettan™ TA YHAba8 BT YR & (5 34T E 3l i i R 1k -
[0061] HEREANIHAIISE 3 URE AL (525 —8 )MALDI-MS 48 |

[0062] S HEAEEIRAT = o B HEH L . H Bl A MALDI-MS/MS 7% (¥ H Applied Biosystems
4800 Tof/Tof A28 ), ff ] Mascot Sykxt AT B MK BT E3EAT 204 FE 4 R

[0063] X} KRBT ZHEEETMEARAHAEDAERES XL HFITHKRRE
(nanospray) 8% LC/MS/MS Z3#1 (Micromass Q-Tof) , SR J& X BT 15 B MS/MS i #1T Sequest
R AR R LSS R AR B

[0064] K CSF ‘& 41 & AR AL AL s Ay CSF il (3 iR

[0065] AE%%E CSF & £ & A xRt ZE R Ht I #H 3k (Fluorescence Difference Gel
Electrophoresis, DIGE) iEHEH, %5E T 78 CSF i fE B & (BIFE MBS & P ANEAE ) 1Y
15 pH 44 A1 i s, AFZ I8 LC-MS 58 S A G, RIX 2885 A i PR 2 56fr FAEET 1L
VR, AEAE B A pH 4E B ANFE A ERE (B 6) . AH R 1 R ER R I 1) B 8 R s
A& A A AR AL 2. pH 481 AS R B (R A 45 7 PO, 22 A 67 L) KAEE 1k
(quantal) HHFPE. 7EXHXLE fi BT FEAT BE IR AL IR B /o, A8 55k Bl X Pif . X
SRR LM (BERIE SRR ) (K 6) B &% CSF B EMBRIL . 75— 2tE i
N XL R AL SR L E IR/ R ER TR, R N e R R R IR R L. B,
BN EAORAZA CSF B AEam (RILE BRI ) o BT 7] DU AN AE T
AL TR BN R AT I BUAR , 752 SCHTIA I 5 A L5 T R A SR AE P il o I LS
HERALAE sz 2 W 51 NI, PR EATIEE R & 3, 11 BAE AN 8 A EAFAE 24 CSF & 4E Tk
BE AL AT s AFT 45 7] LI B Sk AS B 5 BB, e A1 5 0 T A R S A0 [ 52 (X PAFR
B H 1 S 2 ) U Tl B A o BRATTEAT DIGE Rk EL 2 6 FH A P Tl B Bl 5 R PR AL 1 CSF 22 (1 (]
9) . XEEH T ACHHIAE CSF iR 2 SR AL B AR .

[0066] A1 2 4 DIGE HEH% Fuk S8 i de it R AL A LC-MS e Fili . 78 ik Z Hijd

12
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TSR AR D BRI CSF AR = B (A . XL 8 A R AE R R i w7 AE (BTEAEA R
ERE A ) o ATKITA AR LR 14 MFEZ G E O . FRATEER FXf
Sk E 1-2ml AR EUE AR E 200 w1 CSF AR A BT k. X EHE T IR EH
R DA AR IRAT S M B AT 7E CSF e S T Cy3 B Cyb %tAric kR H CSF & A
e S5, M A5 4 A Cyb B Cy3 dnid. SRFGIRAGFEM, JF EAER 2 4 PAGE #E
W o BEAT Z PR BIEER LUK, e T =48 (Y 4E) M pH 4k (X 4E) BIAR XI5,
HER FELVK 2 5 5 3T E B A R T E LR R DL 2 SR RO AR IR B B R R AT B4k
FIELEE . HUBE E SIUREELE CSF AR E 4 5 /0 5 50 AR L o5, FH FRBE S AL JF AT LC-MS 437 o
B FE S AF IR ERAT R . & E & A E R E, 8 bR E T A5
TTEAE AN A e 2 R R A 1 1 B 2 G A, BCE I A T AR T SRR XA
o el 2 F) 8 A AT R AR A B B AR 7 PR T B AN 22 T R A . A R AL OIS A A e A v A
FARBAT AL, 8 B R O AT % . I R RN AL & R AL, SR R i
LC-MS FH B AL IR I 52 K %5 52 CSF R dili

[0067]  #I N34T CSF BHEVUARIFIIA 7E SDS-PAGE -7 B 9 B AR AR A4 S AR UE A i
R RIS 4 2, S A BN R BUR 0 58 — BuAR EAT Sy BN, SR 5 L HRP AR TE i 88
WRHEAT G BN I8, SRS 30T ECL B & SRR AR A A 1L . SN A7) TH IR e BT
WA KCEAE L, 76 CSF /R G [ BLPE > 5 B IR £ It 20 2 30 MASFEAMAR)
MR VBRE S TP IR PP o ANERUEAE B 1 T M S 30 28 T AS AR S T B BB R AR o A
WAEIE N AR R LE 4 (75 %), B, DL LA W R EDIRES (RO
WG SRR R 97 e IR B kg I 5 ) o

[0068] AT %5 HAKBUE R IRAS, 10 B R 3EAT 4R BERS, (H AR K 3 Flbric (1 &
R4 (Cy2.Cy3 Fl Cy5) :CSFAIMILA CSF &5 [, Ho i bric BT ZEZ0 4 M A5 35 r i aok Bl 1 e
&I 25 B B B L B R R AL SRS LA 25 B R AL AT TR CSF I8 2 W) 1 22 S o USCHR 25T
P& A5 TH 2R DA S AE MLV 1 5T 2 D I8 R AN AE B 0 R AT 00 P o 30 S Tl PR A TR R T P
QIEER 73 AT, A S IR A4 25 20 B 1 5ORT R 1 5 B S T PR AR e P AR 1) B % e I A Rk
TR AL AT BT 1 P45 5

[0069]  HuiAc#l e AT IR i Ji5 » 2o o P 2 2 0 il ) A o ) o e ot 28 o D 5
FREURRIAE XS S 770 X848 SRS A FIPTA R 5 .

[0070]  {E—ANSLiE T =, A SCEAFEIERIABAS 72 328 (triage site) PROEMNRAA
F AR TAT T A AT AL R3S BT 76 5 —SEE T 2, #2077 Fo VFRS I I
I 2R BTG 6 5 ) CSF & SR8 H DME N R R4t (CNS) % 11 8k D B 2 487 /Y
Ko T A] LA AR SR I — P B 5 ONS 3345 AR B . ARSCHEIR T %
SE CSF 4 Rk & 4R 05, AR LA Sh B 2 A RGN 2 Bl ( MLEEEZ4E ) MER
CSF, 111 o 75 7% F& 7] U A VLR 43 R 90 AN A ST BB AL A8 A 10

[0071]  FE—ANSLHE TR, A SCEFELERES (B0 MRSE 5 A G AR & ) Ao 0l i
TR A E, oA prid 2 B A & ) Bk —Fh e sE 2 0 CSF Huli s e i — PP BCE 2 Mhidg
A LAZH A8 A CSF fitJit DASR {5 i b, 9 B e IRAS R4V b Bt 53R M 2 71 1)
A, RS Ty R, 2P IR AR I 5 CSF & AT RS I A Sk P A
[0072]  FE—ANSEHETT RN, ARSCHGAR TAERES (] 0kl P58 2 T B VR R A ) Ao i

13
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AL 2 B, LR BT e B A5 0 — PR ECE 2 Bl CSE it J5URr e 1 — PhERCE 2 Pl dds, B
A CSF fuJit B 5 B RS , RS X o5 VR e e, I EL R Ji ik 0 B S A2 1 5 A A
A RS X 4 FF

[0073]  fFE—LESCt 7 SR, AR SCHEAR TAERESD (] d0k M5B8 25 A I B VR R A ) AR
T VL 2 L, G BT ik 2 B AL 0k — PR 22 Bl CSE it J5URR e 1) — PR ERCSE 22 Pl dds, B
I CSF HuJi A BRALIRAS » 120K 38 0 I 8 » I HL B I8t 1ok 18 A5 G At A4 8 A () 4H
PR X 73 H

[0074] A1 FH A SCAI A FF (140 28 B R AT DA A A T BASRER B A B9 AS R 3A7 , 49 vl
CSF BIRIIFARERAL (BISK 0. B BBCEMEF AR ) BN AR 5 8O MERRBEE AT 58K
HADR AR (B S0 CA R S BV AE ) B S EARRH T AR
i ES AR 457 B8 AR A 2 2R G 7 B B A% 22 AE IR D DX 3 ) R4 B A 5 A T L A/ L B A
ST BCE MERMRRAL . A SO P E U I 1 R ATAR EW) . 55 AMRRE A R i i AN
PRIBUFE o

[0075] 34T 2D-DIGE #F 5% LAELEE A CSF LIS 19 5l 23 (K SRy T 43 31 1 %6 CSF 45 2 BRAE
He s EEEr2 i, IR h R ee T Hiid 2 CSF R EUs O F AREE S A7
AEAERIbR EW)  CSF 703X L FAL AU AFAE 2 A IR 1Y, ¢ BV 75 1 o J5 3 SO M 52 3538 1) ik
[0076]  7F— L5t J7 S, FiA CSF Hulsl HoA B fe 2 1, ok i 4k B4k . SUMO 1k
(sumoylation) \¥Z Z AL BEAL . WEAHFEAL  BEAL L 2592 B4k (neddylation) , H AP iX e %} CSF
TE 3B S S (03 3 S5 A2 i mT T g 00 52 « Western EIIZE ELTSA BAIEPLVE -
[0077]  FE—4sEj /7 & h, A LA R I 2 Al g (A 1a)iR s western BRI \ELTSA BY %)%
DivE ) A ZPuE, vT DU FER I R SR (RPRABAR PR ) RHAE S A IR R S5 2 4
ol (bl ERTA ) Mk E

[0078]  fE— SRt 7T R, A A BUARIN E AR i 2 1 A 4878 CSF 22 A7 ER S CSF 47
AR Z Z Ko JUARLS A AT DL TE DL SR AG I, 9] 200 S G 9% 90 52 « BLTSA T EBG Sy W Bt
e ) IenE” H g g S U PR E (immunoradiometric assay) RIS B ¥4
PR G IE AN Ak 27 | Gy L Sk 2 R BT S R By T O 5 A S g e (g
13 F AR 4 BB RIS 254510 ) « western ER IR YTUE SORE BREE DI S8 (48] e e o 4
S MEERMES ) FMEL G IE (complement fixation assay) . HJERIGIE . EH A
TN 52 AN G0 H Uk 2 25 W] DA B 2 AR B O VEM RO R OGS E EUIR AL ER B A 4
/ BARRI T VEBAT IR ZS A ORI

[0079]  fE—ANSCHE 77 &, @A I B —dudk ERbR L RIS & 78— Ky
Frp, BRI BB B BUR R B S SRR I S — Pidk . 7E N ST &
B, FRICEE hUiR . ARSI ORIV 2 78 )% U e PRI 45 A T

[0080]  7E—Yesiyitidr &, AT BB BRI e . e i B3k A aREERE L
FINo. 5, 885, 530.4, 981, 785.6, 159, 750 #l1 5, 358, 691 (FFNHJHEIL 5| FHIEAA T ) driik
[RFBLEL . 7E—BesLj 77 2, g SR ISR 2 B B . it 75— RS T 2,
AR B AT FH B 5 0 5 1) 45 SR AR RS R 08 22 TIRAEAE A DR 1 73 ORI RE & R A7 AE CSF (1)
G
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[0081]  7F by —He St 77 2, G % o #5343 [ % F No. 5, 599, 677 #l 5, 672, 480, &
AR IEE 5 AR

[0082]  ANSCHRE T 43 B BIPUAAB LA Be (140 Fab Jv Bt Fab, )y BYSE ) o AT LA RGHL
LIRS 5 CSF A/ Z 2 k. [FHZ RS CSF AR 20K & kAl / SE 4 &
o S H R Bl g Ak . AE— ST R, g e S CSF ZEM R Z Z IR & IR /
BUEZH 5 5, DUAE IR CSF AFEM R Z IR RIFuAE . 7E— ALt 77 29, Jrdgsss RIR
BCNE” EARA RN, £ 29, suisa B E A (A5 &SRNGS E
F ) A RRBE . X EEHAR R AR T 2 5o fE B vl i G L B \Fab 7 Bt Fab 313
PEBE A (Flanik G AJRALEE ) Pk, AR IR & A 5. AT AR Mk s b
T il & 77 V28 F R A BRI AE b S A i

[0083] {2 P75 iEAE R [ 5 CSF AFAEM R Z 2 Ik 2 e b diih . X T HuAR I AE 5,
WITH 5 CSF AR R Z Z K & R IR/ BEE 20 B 1 s B Ay Bk i 4% 2 P rs 30
Y, AR T MR KRG ZE e 8 5, 7 — DN EARRISEE T =P, Bk 5 5
Z R (FnARERE R FMEAEA BSA) SRLFLIE VUMEE A (keyhole limpet
hemocyanin,KLH)) 44 . 7] DARAETE 4000 H 2 Fiife Ik 3 0 S % L2, A FE(HA R T
IRIC (EEBATESE) W P&k (HlmE S ) R (507 mSe e |
F=Je v 2 JulESE (pluronic polyols) EZRME K JFLFA  ALFLME DU WE 85 1 . S AE AR OR
W, DL AT B 75000 BCG (RAVH ) FIAG/MEEFT T ) o

[0084] X T-4H[a]5 CSF AFAEAH R 2 2 K & BPRRN B 2 2 (1 o 9 55 0 R A i) il 4% %
& T AR SCR] H BT B SR R R A i R AR AR o AR B BOR o X SRR AN B T A
HH Kohler Fll Milstein R BIZASIEHIA, LA LA 7 N v FE LA B =A4898 (trioma) 57
ARV B i 28 588 AR EBY 28584 AR

[0085] 7T 7 —ULLsijifi 77 S, 7E LA B4 P A 7 e B B4 . IRk, 5 R8T I A R A
SIS A EBY 9 BEAR ALK B AR A 72 A BiAg

[0086]  Hh4b, 5 R A A H A T A8 7= BB BRI R R Sl A8 7= BB Ak . — N R AR sk
Jith 77 S A B 1 FH T M 42 Pab 3R0328 SC 28 A4 AR SR M dat 7 e 1 45 e AT HH B A R PR ) o
v BE Fab A B

[0087] 7% —LLszfiiJy 2o, % B F4F X 55 CSF AR AEAH 96 2 £ Ik i =5 20 Bk B Ay
Bro BEAPUAAFHEAR T ANRAT RGPk, &R EATUR R 7752 ARSI DA .
[0088] 7 [E S I T AR b v B B AR A B & Bidd 4 7 4R 2 (idiotype)
(PR EX ) Wbk B @, XA A BPEFEEAR T vl DUSE A B & A b ie
SFRFERF (ab’ ) 2 FrBE AT LABIE IR 5 F (ab” ) 2 B M= 4 () Fab” B, BLJZ
Al DLd I A BRI S ) AL SR A 2k 7= 4E 1 Fab F Bt o

[0089]  fE—ANSLht 77 %8, JEE A WU B —Budk ERbR L RIS & 78— KTy
i, WA S BRI S 5 — PR RIS A RIS — Uik 7R — ST =, bR
L5 Pk AT AR BETCAT AR S8 J7 S48 FH 2 sk o 10 e IR PR R . 464, an B IK S KTH
ZA, B A METRE I e 5 BSA S4B BT

[0090]  FARHUAART T AR A 77159, Brid 7153 o 5 CSF AR1EM R Z 2 Ik
BrFnEE i (I Western BRI ) 753G & I AEPRE it A 0 & H K28 o AT DU FH B ste s il
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AMEEPIRE S )5 CSF AFAEAHIRZ 2 K. FITid AR A% 2 AR s, ) AN R -T2 21
IR MLSF LK S PRV B A BRI A2 MRV Y VRS o A6 — NS T S v, R ok 4
PREEA i (BIAE 3 240 FAT SR BEFL 4 ot iR R S 1 S i a4 ) A
Mo FERRAH 7™ B AR B A R A I O BRI A o O™ E Sk A R o
PR, LR DRI FR AT RT3 2 W 70 M il 453 497 10 75 5 w22 i
(short neurological exam, GCS) . F&f % A0 BE 4% (RS B 12 Wi 76 5 A 1 S I 453 49 Hi it
(15 U0 A I AT 2 W 4 o Hh B SR T CEEER) BRI RISE ) Pk o A% 1
(0370 iR 4 A T A& AT FH ok o Sk 3453 4% U7 AE P 2 1 “RAR 807 11 “ b B 7. FE 1L
TR HABAR TR (PR R MRS ) o o MR B S B I I S 7 JB A I 40 5 e 75 A A B PR
WK TT LA GCS BT 52533 P 28 I A (3 FH SR I 4045 1O P2 B 1 o I8 R 3 o 5 Sk
PGP E P DL Y EA M S S S5 RIZIES) (B4 s5 5k Fiag). 4k TES T 4= 4k
SRR AR S PP S ER R LRSS ) MR R A, IEEAE LN IAE CSF
g R LR 3 (blood borne) B4 A EE 1 Y B ML G0 A 2R B 4% 1012 W PR D
[0091]  ARJ5 AT LU FE A 9508 (1940 ELTSA BURST Sl ) Fr = (B s fLAR - i
W (Bt EE bR LR A JF WO 93/03367 Fiiid i) ) 55 ) BN EY RS 5 CSF AR AR
KRZZRATAE . B3, AT LUK S A 1K 8 1 S EAT /N B8 (090 ol s 5 7 4 1 P gt e
HIPK (PAGE) , fEAFAEBANAZAE+ b SE R R HY (SDS) Tri ton Noniodet ( Bt HAth B8 7R B
FEV5H) WEWCR ), CSF PR A7/ AT LLUEE S )% EIigE (western B[R ) &, 4y Ep
SR AR T o o T R B R A O B AR BT T N R TR AR B E T AR A FF R A
[0092]  [3RAH G SR AT LAAE B f 5% e ol b 600 52 o 5 M B 2 St

[0093]  F AR &

[0004]  GEHRAE T AT A IIAL e A8 5 CSFAFAEMC Z Z R RF ) S A E . 2k
AR E DA 2 R sRA = AE—LUSfil 7y 22 7, 500 S R0 2% B A & 0 S A I 5 CSF 47
TEAI R Z 2 MR 2 /D — Pl 75— 28 HAA RSl 77 22 7P, 306 Fn 28 B A S i 55 CSF
FAEAHRZ Z IR 2 Pk 705 —BesefEr £, AR L4 55 CSF AR Z £
BRI BRI AT LK Z R R 1 24 (2-10) KA = E 87K CSF AZ7E [ B4
B, BN A= AN F BB SSE B, e AT AR N R 78 CSP R BA71E .

[0095]  7E—LLsiifi 7 S, Bk ik S s B A S e AR R RS CSF AR
ZIRI UL o AE— L BARR ST 77 S, BT Ui BH LA 4 H Ol I A6 U R 1 5 G AE i e 2
FBAFAES CSF AFAEAHIRZ 2 R R 52 & 5 47 1E CSF.

[0096]  {F—LLsfifi 7y 42 7, A iR A 2 B Sl BT, g i) & A SRR s R
FErA RS (B0, 56 E RGN FRET 245) » MR Sekds B DUE & 077 R,
T B R D B A AT I U B BB AE — M R R AR A P . AR S T &
o, B ) B B B A B A M R o B — e sy b, Bk R S e B A A
M S B T, R PR L (A B AR R R I A B ok R 5 CSF MR Z 2
RS AFAE

[0097]  Xf ] FH -T2 Wi CSF 2 {8 R OR {8 A ) DRkl w2 53 sl 7 5 14032 W 3K 1) 75
AR E B, XA B B A S0 S I (B0 G (5 S R TR IR s 5 W B U 5
(ELISA) 4y EIias ) B8 AR 55, BRI H AT DASE B8 3 B i sr RIEAT , 76 JL A ) ) PR 45 Hh 45
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B MAS S IR 2SR50 = 0 M I i 210 LRI TR) o A ) 3 92 €00 38 0 i ] FH T il g £
AEVDRAR RGN CSF K2R &

[0098]  FE— AL T &S HECESHE XN ZXWEAHE, ridsE —XaEET
454 CSF JUJE M ah4a 0, Frid 58 XA & T 456 CSF s i1 5E 8771

[0099]  FE—ANSJit 7 S, M 1 e 2 A 5 Wik, AT 2k b LA SRR & K Bk
TR B =AANFE X X (S) , HAL S84 5 CSF AZEA R Z Z KRS — HodfE
Fudgs X (1), HA S E 0T 5 CSF ARAEAH R 2 2 IR I 88— B b PR B 22 e B Brodde , L4 i
SE BN b X HRIX (C) , HAA 2o B BuAd, 491 [ i 1) S/ BR oA . e (S) XIS —
By FESUA T LS sl (B R AR B R ) G B B T
5 AEATRRAZE, ROt FEbrZE (SERJCE N (GFP) B FP [FYRY) R AL 44 A1 HoAt:
RAR GFP FERCME il A B 2R (FVEY ) B (&FVEY ) « Cy3. Cy5. Cy2.
Cy7. Cy8. Alexa® Jub} i v = 2155 ) .

[0100] SR HH T4 A P B B AR 1) Sy 0B A Bl — N s B PR . B AR I
S X, MIRAFAES CSF AFAEAHRZ Z K, W H 55— iR PR & LR Ik - HEaWE
Y. EZESME FAIET R, M RIA T X BB SRR, R A B I AR W 4
o

[o101]  fRI &, FE— I SEfi 77 2 R 5 — Bod BEPUA S sk (S BUR AR ) %
Bro IXBCERA EA B, X T o 2000, W R A3 R FLER I AT DA AN R B o 4545 i in
S X7IF, AREY (5 CSFAAEMRZ ZIE (WRFAET M) SREARNE 3
SEREPUARLE G, S8 Fa i TR B BR AN (e R B 2, BE (2R + Pidk + 208 (R AERE S
24E)) MEE . —BHEEYRNLCT X7 (HA 5 —hiisg e 2l h B, IE5E 517
—EREBHMARED S E BB IEE S . HTHE ik F ik /e / B, 84
BEMBAIR, HT EAY IR 5 A G2k, FEr T XZRE TR (T 884,
WS AR AR AARGIE (W) A, TEHE SR FIER 2N A K, £ <C
XS5 AR E—Puia g ER L / B /[ A b N RBUER IR, 145 R m It 52 ik
Bk, Rk, AEEHRRHES R, TXEEERRAMSGR. ¢ XEEEhE &
TG 45 & 5T MR A BB FL o 10 6 2 i 1A DR K 17 TE % S T

[0102]  FESRERH, Frid A & A B H T 2 s RER 5 A DA 2 B2 S CSF 42 7E
[0108] ARk B Ji sk AT B FR il P4 St 491 13 1A

[0104]  SLjiEfA

[0105]  ASCHT &M CSF e m i A A M o FEEAR T 1 (8RS
gi :62088238) ;#f A, 54+ B &2 LY Bpti) BEAMATBEEAR (GX'5 ¢l
162330095) ;CNTN2 HEfili 85 (4 —2 ( B35 gi [4827022) :CNTN1 A& A -1 FIF LA 2 (&
S5 gi :28373119) ;5 SPARC B A 1 1 JE ALY cDNA (B 3% 5 :gi | 194388050) ;NRCAM
BEE (META R+ ) LA ] FTRERIR K BE (~ 96kDa) ( B53¢5 :gi| 68534652 Fl
gi|109731501) ;NCAM2 A ZE 4l fu bbbt 7+ 2 (B %5 gi | 119630409) ;SERPINA3 22 & i & 4
At 40161 DR AR B 1] DR, IR AL S A, B0 3 R / o 1- HLIRSRFL &R B R T4 1/ AR KA
M8 A 250 A 1B a 1- HUBREEALE AR AT R IR K A BY (B35 i [46981961) AGT I
FIRMRIE (B35 gi [553181) I Kk R FE AT ( L2 & ARGHIH] R T A8) (&35
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gi[4557287) s Rdw & B A=Y, WARA S Bk & OB R, BUA 4B 72 AN Rk A4
MOKE B 4>+ 3 s AT BE T BY (B35 gi| 187608363) ;cDNA FLJ59893, dickkopf FVE4Y 3 Bifk
(B35 gi|40548389) ;SERPINFI 25 ( BV MR ) & A B S| FF, A F (a -2
PUARER, B2 DIRATAER ), et | A A0 BEEARE ] IR+ (835 gi | 15988024) ;GC
BERDEAEN, MNCAAERDEAGED [ REE ] (815 181482) CD14 AN HAZ4M iy
FUJE CD14(CD14) (B35 gi | 117646212) ;CADM3 A ZH kS B 43+ 3 (CADM3) , B 484K 1 (&
S5 gi]90080503 ;gi | 187608363 (A ) M4 kL Bt o F A8k (B3R5 gi :62088238) ;
CLU cDNA FLJ57622, 5 #R&E (A & AL (B35 gil189054091) ;5 #% & 11 = 5 A AL
BAF (B3R5 gi|193787502) ;LMAN2 @4 4 % (4 VIP36 (& 35 gi| 157834800) ;
AN AR 3, UL/ AT IR (B35 gi|118582275) ;4 4EE M o CigH B (B3RS
gi|223057) ;KLK6 LR 6 R LA 1 (B3R5 gi|21465970) ;APCS LB TEMFE P B
G /A SRR N MBS AL P IR 450 (835 ¢i|576259) sFAM3C & [1 FAM3C/ 7
AL R 3, B it C HidE [ A Inote =" TRINEIBCE MM E D s A =FE EMT 2R+
(B35 gi]55629272) & A, NIRRT 6 (Hk6) JEALTE, HARRIMGIR T (x5
gi|21465970) s Rép LB A [ B ], WOV RIEERE B EIR, iR 4B, 78 A 4
FREIMURS B+ 3 5T R Bt (B35 gi| 187608363) ; ik CSF HiJ5if#) CSF & kL
B EBRAIE R BB M ECE 2 80 A CSF HiuR A & .

[0106]  ASCAEARAN B E A I AR R0 BE R RG], o2 R FAER D — DIk .
[0107] A XAHKIFTAEEEE ST AR . RESR— MR SEET B T
AR AR A SR AR N 72 SR AR FT DAEAT 2 P24k, i B SO mT DA HL B 2 B i A
EHEARYIRVEE o HAh, AT DK BAR S SUE R & T A8 R I ) 280 kA thvF 2 42 4,
MANE B ARG H . Rk, A B AR A K IR AR sk A R B 2 s dE kit 77 A FF
(R AR St 77 52, A R IR AHE T 5 N P BRSO 22 3R 9 e ) 4 S S 77 52

[0108]  FrA 51 B LR LR HE R A S 2% SCiRis st B4R 5] FH IR L
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[0001]

[0002]

<110>
<120>

<130>

<150>
<151

<160>
<170>
<210>

«211>
<2125

Pieribone, Vincent

RRE R B E A

AFI0004US2

uUs 61/232,033
2009~08-07

29
PatentIn version 3.5

1
1210
PRT

<213> A (Homo sapiens)

<400>

?rg Ala Met Glu Ero Leu Léu Leu Gly Arg

Met Phe

val Gln

Phe Pro
50

Pro Glu
65

Thr Asp

Pro Ash

Ala ser

val Pro

130

val Glu
145

1
10

Leu Leu Leu Lys Phe Ser Lys Ala
20 25

Gln val pPro Thr Ile Ile Lys Gln
35 40

Phe Asp Glu Tyr Ege Gin Ile Glu

Pro Thr Phe ?Sr Trp Thr Lys Asp

His Arg Ile Ile Pro Ser Ash Ash

His Ile Ser His Phe Gln

Glu G1
10 105

Ash Lys Leu Gly Ile Ala Met Ser
115 120

Ser val Pro Lys Egg Pro Lys Glu

Glu Gly Asp Pro Ile val Leu Pro
150

19

Gly

Ile

Ser

Cys

Gly

75

ser

Gly

Glu

Lys

Cys
155

Leu

Glu

Lys

Glu

60

Asn

Gly

Lys

Glu

Ile

140

Asnh

Ile

Ile

val

45

Ala

Pro

Thr

Tyr

Ile

Asp

Pro

va'l

Pro

30

Gln

Lys

Phe

Phe

Ar

11

Glu

Pro

Fro

Tyr

Ser

val

Gly

Tyr

Arg

95

Cys

Phe

Leu

Lys

Leu

Ser

Ald

Asn

Phe

80

Ile

Phe

Ile

Glu



CN 104931708 A

F

¢l

&

2/63 7L

[0003]

Leu

Glu

Ala

Ala

Thr

225

Leu

Gly

Gln

Ala

GIn

305

Ala

Lys

Leu

Asn

Pro

385

Tyr

Pro

Gln

Asn

Phe

210

val

Pro

Glu

val

LyS

290

Asp

Thr

Lys

cys

Gly

370

Arg

Gln

Pro

Asp

val

195

Pro

Asn

Pro

Ile

Asp

275

Glu

Lys

His

Pro

Glu

355

Ser

Glu

Cys

Leu

Glu

180

Glu

Arg

Ser

Thr

Leu

260

Trp

AsNn

Gly

Asp

Gln

340

Ala

Pro

Ile

Glu

His

165

Arg

Glu

Leu

Ser

Glu

245

Leu

Asn

Tyr

Asn

Phe

325

Ser

Glu

val

Ser

Ala
405

Ile

val

Lys

Arg

Asn

230

Ser

Leu

Lys

Gly

Tyr

310

His

Ala

Gly

ASp

Phe

390

ser

Tyr

Tyr

Asp

Thr

215

Ser

Gly

Glu

Ile

Lys

Arg

val

val

Glu

Asn

375

Thr

Asn

Trp

Met

Ser

200

Ile

Ile

ser

Cys

Gly

Thr

Cys

Ile

Tyr

Pro

360

His

Asnh

val

Met

ser

185

Arg

val

Lys

Glu

Phe

265

Gly

Leu

Thr

val

ser

345

Gln

Pro

Leu

His

20

Asn

170

Gln

Asn

Gln

Gln

Ser

250

Ala

Asp

Lys

Ala

Glu

Th

Pro

Phe

GTn

Gly

Ile

Lys

Asp

Lys

Arg

Ser

Glu

Leu

Ile

ser

315

Glu

Gly

Thr

Ala

Pro

395

Thr

Glu

Gly

Tyr

Met

220

Lys

Ile

Gly

Pro

Glu

300

Asn

Pro

Ser

Ile

Gly

Asn

Ile

Leu

Asp

Cys

Pro

Pro

Thr

Leu

Asn

Phe

Pro

Asn

Asp

His

Leu

Glu

Leu

190

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

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

Asnh

Cys

Thr

Glu

Ile
Asn
Phe
450
Lys
Gln
val
Arg
Lys
550
Leu
Glu
Leu
ser
val
610
Gln

Ser

Pro

Asp

Tyr

Ala

Pro

Ile

Glu

Asn

515

Leu

Lys

Ile

Thr

Ala

595

Leu

Asn

Ash

Gly

val

420

Ala

Ser

Leu

Asn

ASN

500

Ala

His

His

Ash

Ile

580

His

Asp

Arg

Ile

val

Thr

Pro

Glu

Arg

Ala

Thr

Met

Ser

The

val

Ser

Ser

645

Trp

Asp

val

Glu

Gly

Thr

Ile

Lys

Leu

Leu

550

Thr

Asn

Ala

Pro

val

630

Glu

Glu

val Arg Pro

val

Ala

455

Arg

Thr

Gly

Leu

Glu

535

Lys

Glu

val

Leu

615

Arg

Tyr

Glu

Gly

440

val

Arg

Glu

Lys

Ar

52

Leu

Leu

Asp

Thr

600

Pro

Leu

Ile

Leu

425

Tyr

val

Tyr

Glu

Thr

505

val

His

Ser

Gly

Pro

The

val

Thr
665

21

Leu

Ser

Ser

His

Asp

490

Ala

Ser

Cys

Trp

Ar
57

1 Glu

Ala

Glu

Trp

Glu

650

Arg

Ile

Ala

Trp

Ile

475

Ala

val

Pro

Glu

Ser

555

Ile

Asp

Ala

Asn

Glu

Phe

val

Gln

Phe

Gln

460

Tyr

Gly

Thr

Lys

ser

540

Lys

Ile

Gln

Asp

Leu

Ala

Glu

Gin

Thr

Leu

445

LysS

Glu

Ser

Ala

Asn

525

Lys

Asp

Ile

Gly

Ile

605

His

Gly

Gly

Gly

val

Asn

Tyr

Asn

510

Pro

Cys

Gly

Asp

Ile

590

Thr

Leu

Ala

Asn

670

Asp

Cys

Glu

Gly

Ser

495

Leu

Arg

Asp

Glu

Gly

Tyr

Glnh

Ser

Asp

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

Lys

val

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

Gln

Ser

Pro

755

Thr

val

Thr

Gly

val

835

Trp

va'l

Ser

Ser

Glu

Leu

ASN

Thr

Ala

Met

740

GlIn

Leu

Gln

Leu

val

820

Pro

Trp

Ash

Leu

Pro

Glu

Pro

ser

725

Glu

Gly

Arg

Ala

Tyr

805

Asp

Lys

Lys

ITe

val

Leu

val

Pro

710

Gln

Gln

Ala

val

Ile

790

Ser

val

Asp

Thr

Leu

870

Ala

Ala

Pro

Pro

AsNn

Pro

Met

775

Asn

Gly

Ile

Arg

Lys

855

Arg

Phe

Gly

Glu

Pro

680

Alrg

Ala

LYysS

Gly

val

760

Thr

Gl

Glu

Ash

val

840

Ser

Phe

Ser

Pro

Gln

Phe

ser

Pro

Glu

Pro

745

Glu

Pro

Leu

Asp

Ser

825

His

Leuy

ser

Glu

GTu

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

780

Gly

Asp

val

Leu

Gly

Arg

Leu

Pro

Leu

Gln

685

Gln

Pro

Lys

Tyr

Glu

765

Ala

Pro

Thy

Lys

Lys

Arg

Asn

Thr

Tyt

Lys

Phe

Pro

Gln

Trp

Pro

Asp

Ala

val

830

Gly

Thr

Ser

val

Ile

910

val

Arg

Ser

Asn

val

Tyr

Pro

Pro

815

Thr

Tyr

His

Gly

Leu

895

Phe

Tle

val

Asp

Ile

720

Pro

Thr

Thr

Asp

Gln

800

val

Trp

Gln

Pro

Met

880

Ala

Gln

Lys
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[0006]

val

Asn

945

Thr

Lys

Phe

Glu

Ile

Phe

Trp

Gly

Trp

Leu

Ser

ser

Lys

Tyr

Pro

Tyr

915

Lys

Asn

Glu

Ser

Leu
995

Asp

Leu

ITe

Arg

Thr

Thr

Gly

His

Ala

Ala

Gly

Glu

Leu

Cys

920

935

925

Thr Leu Ser Trp Gly bgg Pro Lys Lys Leu

Tyr Leu Leu GIn Tyr Gln Ile Ile Asn Asp
955 960

Leu Asn Asp §1e Asn Tle Thr Thr Pro Ser
70

975

Ser Asn Leu Asn Ala Thr Thr ;gg Tyr Lys

Thi

9

Ser

1000

85

Gln Gly Cys Gly Lys Pro Ile Tt
1005

Glu Ser Ser Thr Leu Gly Glu Gly Ser Lys
1010 1015

Ser
1025

Glu
1040

Phe
1085

Leu
1100

val
1115

val
1130

Pro
1145

Gly

Pro

ASp

Glu

Ile

Thr

Lys

Lys

Leu

val

Gly

Ash

TYr

Gly

val

Glu

Asp

Lys

ASh

Ala

Asp

Ala

Leu

cys

Lys

Glu

Gly

Leu

Glu

Ser

Gly

Met

Phe

Glu

Thr

Ser

Thr
1030

His
1045

Ile
1060

Leu
1075

Cys
1090

val
1105

Asp
1120

Phe
1135

Leu
1150

Gln

Ile

Phe

Tyr

Ala

Lys

Leu

Gly

Arg

23

Lys

val

Gln

Asp

Ile

Arg

His

Glu

Ser

Thr

Arg

Asp

Asp

Ala

Ash

Pro

Tyr

Leu

His

Leu

val

Ile

Leu

Arg

Asp

ser

Asn

Gly Ile Gly Lys
1020

Pro val Glu val
1035

Met Thr Lys Asn
1050

Ile Glu Thr Arg
1065

Ser Thr GIn Gly
1080

Leu Thr Leu Leu
1095

Gly Gly Lys Tyr
1110

Pro Glu Ile GIn
1125

Asp Ser Asp Glu
1140

Arg Asp Met Gln
1155
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[0007]

Pro

His

Gly

Ala

Thr
116

Gly Leu Phe Ser Glu

117

Ser
119

Thr
120

<210>
«211>
«212>
<213>

<400>
{We val Gly

Ser

Gln

Arg

Ile

65

Leu

Asn

Gly

Gln
145

Leu

Trp

Leu

50

Asn

Asp

Ala

Thr

130

Ala

0

5

0

5

2
2

Glu ser Ala Asp

Lys Glu Lys Gly

Phe Pro Leu Arg

24

PRT

2

A

Asn

val

35

Gly

Ala

Asn

Arg

Glu

115

Tyr

Glu

Gly

Ser

20

val

Glu

Ala

Asp

val

100

cys

Pro

Cys

Tyr
5
Gly
Ser
His
Lys
Ile
85
Ser
Leu

Asp

Lys

Thr

Ser

Ala

Asnh

Ile

70

Met

Thr

Ile

Glu

Ala
150

ser
1165

Leu val Glu Tyr Gly Glu Gly Asp
1170

Asp Gly Ser Phe Ile Gly Ala Tyr Ala
1180

1185

Ser val Glu Ser Asn Gly Ser Ser Thr
1195

Ala
1210

Cys

His

Ala

Ile

55

Ile

Leu

Ile

Ser

Leu

135

ser

Glu

Phe

His

40

Lys

Arg

ITe

ser

Tyr

Cys

val

His

Lys

Leu

105

Trp

Cys

Pro

24

Ash

10

Gly

Tyr

Leu

Pro

Leu

90

Pro

Gly

Leu

Gly

Ser

Gly

Lys

Glu

Lys

Ser

Thr

Asn

AsSp

12

Leu

Ser

Thr

Gly

60

Tyr

Ser

Ala

Thr

Ala

140

Ile

00

Pro

Leu

Arg

45

Ash

Asn

Pro

Pro

Leu

125

Pro

Thr

Tyt

Ile

30

Ile

Glu

Arg

Ala

Pro

110

Ser

val

Asn

Gln

15

Ser

Gln

Gln

Asp

val

95

Ald

Phe

Leu

Ser

val

Glu

val

Phe

Thr

80

Ile

Ala

Gly

Thr

Met
160
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[0008]

Phe Cys val

Ala Gly Gly

Trp Gly His

195

val Tyr Ash

210

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

<400>
Met Gly Thr
1

val

Thr

Pro

Ala

65

LyS

Ile

Ald

Phe

Ala
145

Ala

Thr

Glu

50

Ser

Leu

Met

Ser

Gly

His

3
1040
PRT
A

3
Leu
Phe
35
Glu
Pro
Glu
Ash
Asti
115

Phe

Glu

Gly
Pro
180

Gly

Tyr

Ala

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

ASpP

Arg

Ser

val

Glu

Thr

70

ser

Lys

Gly

Glu

Glu

cys

Trp

Trp
215

Arg

Ser

Phe

Glu

55

Tyr

Arg

Ala

Thr

Phe

135

val

Gly
Asn
Lys
200

Ile

Lys

Ala

Glu

40

Gln

Arg

His

Gln

val

120

ser

Met

Gly

Gly

Ash

Lys

Pro

Trp

25

Asp

val

Trp

Gln

Asp

105

val

Lys

Leu

25

Lys
170
Gln

Arg

ASpP

His

10

Ser

Gln

Leu

Lys

Leu

90

Ala

Ser

Glu

Pro

Asp

Leu

Pro

Th

Leu

ser

Pro

Leu

Met

75

val

Gly

Arg

Glu

155

ser

Gln

Gly

Leu

Ala

Leu

Ala

60

Asn

Gly

val

Glu

Ar

14

Asnh

Cys
Gly
val
205

Ala

Leu

Leu

ser

45

Cys

Gly

Gly

Tyr

Ala

Asp

Pro

Gln
val
190

Tyr

Ala

val

Gly

30

val

Arg

Thr

Ash

Gln

110

Ile

Pro

Pro

Arg

val

Thr

Ash

Ala

15

Ser

Leu

Ala

Glu

Leu

95

Cys

Leu

val

Ala

Asp

Ser

Lys

Ser

Ala

Gln

Phe

Arg

Met

80

val

Leu

Arg

Lys

His
160
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Tyr Pro Gly

Ile

TYr

Ala

Ala

Ile

val

Trp

Pro

Glu

305

Ile

Glu

Lys

Ser

Leu

385

His

[0009]

Pro

Thr

210

Gln

Lys

Thr

Arg

Thr

290

Cys

Ile

Ala

Pro

Gln

370

Ser

Gly

Thr

Ala

195

sSer

Leu

Ala

Leu

Lys

Leu

Glu

val

Asp

Arg

Ash

Leu

Thr

Leu

Asp

Arg

His

Asn

Arg

Glu

260

val

Gln

Ala

Gln

Ile

340

Pro

Arg

Glu

Ile

ser

165

Gly

Thr

Met

Leu

Phe

245

Cys

Asp

Ile

Glu

Ala

325

Gly

Thr

val

Asp

TYyr

Tyr

Arg

Ash

Asp

Ala

230

Pro

Phe

Gly

Pro

Asn

310

Gln

Ser

val

Glu

Ser

390

Ala

Arg

His

Ala

Phe

215

Ala

Ala

Ala

Ser

Ser

295

Ser

Pro

Asn

Arg

val

375

Gly

Ser

Trp

Phe

sSer

200

Ser

Glu

Glu

Phe

Leu

280

val

Lys

Glu

Leu

360

Leu

Met

Ala

Leu

val

185

Asp

Thr

Asp

Thi

Ser

Gly

Trp

Arg

Leu

Ala

Tyr

Glu

Leu

170

Ser

Leu

Lys

Thr

Tyr

250

Asn

Pro

Phe

Arg

Leu

330

Trp

Arg

Gly

Gln

Leu
410

26

Asn

Gln

Gly

sSer

Arg

Ala

Pro

Gln

Glu

Asp

Lys

Gly

Ash

ASp

Cys

395

Ala

Glu

Thr

Ash

val

220

Leu

Leu

val

Trp

300

Thr

val

Cys

Gly

Leu

380

val

val

Phe

Thr

Tyr

205

Phe

Phe

val

Pro

Thr

285

Glu

val

Ile

Ala

Glu

365

Arg

Ala

Gln

Pro

Gly

ser

sSer

Ala

Gly

Ar

27

Thr

Gly

Gln

Ser

Ala

350

Pro

Phe

Glu

Ala

Ash
175
Ash
Cys

Lys

Pro

Ile

Ala

Thr

Gly

Asp

335

Ala

Leu

Ser

Ash

Leu
415

Phe

Leu

Leu

Phe

Ser

240

Gln

Lys

Glu

Tyr

Arg

Thr

Gly

Ala

Lys

Lys

400

Ala
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[0010]

Pro

Gly

val

val

465

Ser

Ala

Leu

Gln

Thr

545

Arg

Ala

val

Gly

Gln

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

AsSp

Thr

Leu

Ser

595

Pro

Ser

Leu

Asn

Ar

420
Ile
Trp
Thr
Gly
Thr
500
ser
Ala
ASp
Asn
Ar

58

Ala
Gly
Trp

GlIn

Pro
660

Leu

Leu

ser

Pro

Lys

485

Gly

Ser

Ser

Phe

val

565

His

Ser

Gly

ser

Ala

645

Ala

Asn
Ile
Lys
Asp
470
Tyr
Tle
Ala
His
Pro
550
Lys
Gly
Lys
val
Ar

63

Arg

Asn

Pro val Arg

Pro

Gly

Gly

Thr

Leu

Asp

AsSp

Ile

Glu

Gly

Glu

val

615

Gly

Thr

Ile

Cys

440

Thr

Thr

Cys

Ser

AsSD

Thr

Lys

Ala

600

val

Phe

Pro

Glu

425

Gln

Glu

Leu

Phe

val

505

Asn

Thr

Phe

Ile

Tyr

Thr

Arg

Asp

Pro

27

Arg

Pro

Ile

The

Ala

490

Arg

Leu

Met

Asp

val

ASp

Asn

Ala

650

Asn

Leu

Arg

Leu

Tle

475

Glu

Asp

Gly

Asp

Asp

Cys

Leu

Ile

Hig

635

Gly

Ala

Ile

Ala

val

460

Arg

Asn

Ala

Asp

Leu

540

Pro

Leu

Met

val

Gly

Ser

Lys

Glu

Pro
Ala
445
Ash
Asnh
Phe
Thr
Asnh
525
Thr
Gly
Thr
Ala
Ar

60

Asp
Pro

Trp

Thr

Ala

430

Pro

ser

Ile

Met

Lys

510

Leu

Phe

Gly

Ile

Gln

590

Gly

Thr

Ile

Lys

Ala
670

Ala

Lys

ser

Ser

Gly

Ile

Thr

Thr

His

Leu

575

Thr

Pro

Thr

Ala

Gln

GlIn

Arg
Ala
Arg
Ar

48

Lys
Thr
Leu

Trp

val
Pro
Ile
Lys
640

val

val
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[0011]

Leu

AsSn

Thr

705

Gly

Glu

Gln

Gln

Glu

785

Leu

Thr

Trp

Ile

Arg

Asn

Gly

Arg

Gly

Ile

690

Arg

Gly

Tyr

Gly

Tyr

770

val

Thr

Lys

Glu

Arg

Thr

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

870

val

Ser

Asn

Met

Glu

695

ser

Leu

Gly

Gln

Ash

775

Tyr

Ser

Gly

Asp

Thr

Ala

Ile

680

Pro

val

Ile

Phe

Thr

760

Glu

Asn

Ala

val

Met

840

Asp

Ser

val

Asn

Ser

TYr

ser

Ala

val

Ser

Arg

Glu

Ser

825

Asn

Lys

Ala

Arg

Ala

905

Trp

28

Glu

Gly

Pro

ASNn

730

Tyr

Arg

val

Arg

Glu

810

Ser

Gly

Glu

Arg

Ala

890

Thr

Thr

Phe

Pro

Ser

715

Trp

Leu

val

Arg

Gly

Glu

Ser

Ile

Ala

val

875

Tyr

Thr

Phe

Arg

ser

700

Gly

Thr

Leu

Pro

Pro

780

Asp

Pro

Glu

Leu

Ala

860

Ser

Asn

Met

_‘S’_e r

val

685

ser

Leu

Pro

Ser

Gly

Tyr

Gly

Arg

Met

Leu

845

Ala

Gly

Arg

Lys

Ser

Ile

Lys

ser

Met

Phe

750

Ala

Thr

Pro

val

Ash

830

Gly

Asp

Leu

Ala

Pro

910

ser

Ala

Ile

Gly

Ser

735

Arg

Asp

Pro

Glu

Ala

815

val

Tyr

Arg

His

ser

Ser

Arg

Arg

Arg

Ala

Phe

Ser

800

Pro

Thr

Glu

val

Pro

880

Thr

Pro

Leu
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[0012]

915

Ile
930

Ser Lys

Thr

Gl
945 Y

Tyr

Leu His Leu

Ile Gly His

Gly Ile Pro

995

val
1010

Met

Ile
1025

val

Glu Leu

1040

<210 4
«211> 1007
<212> PRT
<213> A

<400> 4
Met Lys Met
1

Thr

Cys Leu

Glu Gln
35

Glu

val Ser
50

Lys

Lys
65

Trp Arg

Ser Met val

Trp Asp

Lys

Thr Gly

Met

965

Ala Leu

980

Ala

Trp

Ala

20

Pro

Leu

Met

Gly

Glu

Leu

val

Ile

Asn

Asnh

Gly

Pro val

Leu Tyr
950 Y

Lys

val

val

Leu

Ser

Ash

Cys

Asn

70

AsSh

920

935

AsSn

Gln

His

1030

val Ser

Glu Glu

Thr Ile
40

Arg Ala
55

Gly Asp

Leu val

His

Asp

25

Tyr

Arg

val

Ile

29

Leu

10

Lys

Pro

Ala

Asp

Ash

val

Gly

Glu

Ser

Leu

75

Asn

Ie

Phe

Glu

Pro

60

Thr

Pro

925

Ile

Gly

Ser

45

Phe

Ser

ASp

Trp Ile Glu Ile Pro val Pro Glu
970

Ser

Pro

30

Leu

Pro

Asp

Lys

975

Ile

15

Ile

Glu

val

Arg

Gln

val Pro Phe Arg Asn Glu Ser Ala val
940

Gln Asn Asp Leu His Leu Thr Pro Thr
955 960

Asp

Ile Arg Thr Thr Gly Pro Gly Gly Asp
985 990
Ile wval Arg Asn Gly Gly Thr Ser Met
1000 1005
Glu Asn Met Ala val Arg Pro Ala pro His Pro Gly Thr
1015 1020

Ser His Ser val Ala Met Leu Ile Leu igg Gly Ser Leu
5

Thr

Phe

Gly

Tyr

Tyr

Lys
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[0013]

Asp

Arg

Pro

Leu

145

Trp

Phe

Ser

Lys

Thr

Tyr

Asnh

Ser

Ile

Ary

Glu

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

Leu

val

Ala

275

Leu

Lys

val

Ile

100

Glu

Arg

Asp

Ash

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

Tyr

Thr

Glu

Pro

150

Phe

Ash

Tyr

Lys

Pro

230

GlIn

Ile

ser

Glu

His

310

Ile

Cys

Leu

val

135

Tyr

Pro

Gly

Ser

Phe

215

Ala

Ash

Arg

Thr

Gly

GIn

Ash

Leu

ser

120

Arg

His

val

Asn

Asp

val

Trp

ser

280

Ile

Ala

Asp

Ala

105

Phe

val

Phe

Phe

Leu

185

Phe

Pro

Ile

Thr

Tyr

Arg

Thr

30

90

Ser

Gly

Lys

Pro

Ile

170

Tyr

val

L.eu

val

Leu

Lys

Ala

Glu

Ile

Glu
330

Asn

Tyr

Glu

ITe

Ser

Ile

val

235

Glu

val

val

Cys

Tyr

val

Asn

Leu

Asp

Met

Ala

Ser

Pro

220

Gln

Cys

Leu

Leu

Gly

300

val

Asp

Tyr

Asp

Lys

Leu

Asp

Asn

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

Arg

175

Glu

Ile

Glu

Asp

Leu

Met

Phe

Asn

Phe

Ser
335

val
Pro
val
Ar

16

Arg
Ala
Thr
Arg
val
240
Gly

Pro

Asn

Pro
320

Asp
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[0014]

Leu

Trp

Asp

Thr

385

Ala

LYS

Pro

Arg

Arg

Lys

Ile

Met

Trp

TYr

545

Asn

Ile

Tyr

Leu

val

370

TYr

Pro

Gly

LysS

Ile

450

Asn

Ala

Leu

Gln

Ser

530

Gln

Ala

val

Trp

Lys

355

Thr

Gly

Thr

Gly

Phe

435

Leu

Asp

Asn

Ala

Cys

515

Phe

Arg

Gln

Asp

PFO
340
Asnh
Phe

Ala

Phe

Ile

Gly

sSer

Pro

500

Ala

Asn

Ash

Leu

Asn
580

Cys

Gly

Glu

Ile

Glu

405

val

Trp

Trp

Gly

Thr

485

Ile

Ala

Gly

Phe

va'l

Tyr

Asn

TYr

390

Met

Ile

Ser

Glu

Ile

470

Gly

Asn

Ser

Tyr

Met

550

His

Ser

Ala

Ala

Ala

375

Ala

Asn

Ile

LysS

Asp

455

Tyr

Thr

Ala

Phe

val

535

Leu

Ala

Ala

Thr

Asnh
Pro
Glu
Gly
4

Gly
Thr
Leu
Asp
Asp
520
Ile
Asp

Gly

Ser

Gly Lys Pro Ile

345

His

Met

Ala

Met

Cys

Thr

Ser

Cys

val

AsSp

Ser

Arg

Ala
585

31

Lys

TyYr

Glu

Lys

Lys

Glu

Leu

Phe

Ile
490

' Thr

Ala

Phe

ASn

Tyr

570

Asp

Gly

GlIn

Leu

395

Lys

Pro

Trp

Glu

Ala

475

Thr

val

Leu

Ash

Gly

Thr

Leu

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

Leu

525

Glu

Leu

Thr

val

Thr

350

Arg

Ala

Leu

Leu

Ala

430

Asn

Asnh

Asn

Thr

Asn

510

Thr

Asn

Leu

Ala

Ile

Leu

Glu

Ala

Ala

415

Pro

Ser

Ile

Arg

495

Ala

Phe

Ile

Ile

Gln

575

Gly

Arg

Tyr

Asn

Leu

400

Ala

LyS

sSer

Thr

Gly

Ile

Thr

val

His

Pro
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[0015]

Pro

val

Ala

Thr

LyS

Arg

Pro

Thr

Phe

Ser

785

Pro

His

Tyr

Gly

Ala

610

Tyr

Lys

val

Ash

Thr

690

Gly

Glu

Phe

Gly

Gln

770

Leu

Thr

Trp

Trp

Pro

595

Leu

Thr

Thr

Asp

Thr

675

ASp

Gly

Tyr

Asp

Ar

75

val

val

Glu

Glu

Ala
835

Pro

Thr

Ile

Asp

Leu

660

Leu

Gly

Arg

His

Gl

74

Tyr

Lys

Ala

val

His

820

Ala

Gly
Trp
Gln
Pro
645
Ile
Gly
Ala
Asn
755
Glu
val
val
val
Gly

val

His

Gly

Ser

Thr

630

Pro

Pro

Arg

Ala

Ar

71

Gly

Glu

Hi's

Lys

Ile

790

val

Leu

ASp

Leu

Ar

61

Lys

Ile

Trp

Gly

Pro

695

Glu

Asn

Trp

Lys

Ala

775

Asn

LYS

Glu

Lys

Ar

60

Gly

Thr

Ile

Met

Glu

680

Ash

Leu

Asn

Lys

Ser

val

Lys

Glu
840

Ile

Ser

Ile

Glu

Glu

Pro

val

The

Phe

Lys

Glu

Ash

Ala

Leu

Ile

Glu

Glu

Asp

Ley

Gly

Tyr

ser

Ala

Ile

Gly

val

Thr

ASN

Gln

ser

810

val

Ala

32

Asp

Ash

ser

635

Asn

Glu

Ile

Pro

The

715

Tyr

Thr

Met

Lys

ASp

795

Ser

Glu

Ala

Ile

His

620

Asp

Met

Phe

Pro

Ser

700

Trp

ITe

val

ser

Ser

Ser

Asn

Arg

605

Ser

Asp

Glu

Arg

ser

685

Asp

Ala

val

Thr

Pro

765

Asp

Pro

Glu

Tyr

Arg
845

Ala

Pro

Trp

Ala

val

670

Ash

val

Pro

Ala

Asn

750

Ser

Gly

Ser

Ile

Gln

830

val

Thr

Ile

Lys

Ala

655

val

Arg

Gly

Leu

Phe

735

Pro

Thr

Pro

Glu

Ser

815

Ile

Gln

Ser

Ser

Arg

Ala

Gly

Ser

720

Lys

Asp

Ala

Tyr

Ala

800

val

Arg

val
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Thr

Gln

865

Pro

Pro

Thr

Tyr

Ser

945

Tyr

ser

Gly

ser

850

Tyr

Ser

Pro

Trp

Lys

930

Thr

val

Glin

Leu

<210>
<211>
212>
<2135

<4003

Gln

Phe

Asp

Arg

His

val

val

Leu
995

5
490
PRT
A

5

Met Lys Thr
1

Ile Pro Thr

Glu Thr val

Ala Glu Glu
50

Glu

Ile

Met

Ile

900

His

Leu

Lys

Glu

Gly
Asnh
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

855

Gly

Ala

ser

Ala

Pro

935

Ile

Ala

Gly

Phe

Phe

Leu

Ash

Glu
55

Arg

Ala

Phe

val

Leu

920

Asp

Glu

His

Ala

Gly Ile Leu val Tyr Leu

Leu

Cys

Thr

Arg

Ser

Gly

val

Ser

Pro
985

1000

Glu

Asn

Lys

890

Ser

Ash

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

Ccys

Pro

Tyr

910

val

Lys

Asp

Gly

Ser
990

Asp

Gly

Ser

895

Ile

Thr

Leu

Gly

val

975

Leu

Thr
Pro

880

Gln

Gly
Tyr
Glu
960

val

Leu

Glu Phe

1005

Leu Cys Leu Leu Gly Thr Ala Ala Ala
10 15

Leu Ser Asp His Ser Lys Pro Thr Ala
25 30

Thr Ala Ile Pro Ser Leu Arg Ala Glu
45

Thr Ala val ser ggr Glu Asp Asn Thr

33
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[0017]

Gln

65

Lys

Asn

His

Glu

Ala

145

His

Asp

Ala

Ile

Thr

Asn

AsSp

Asp

Pro

Tyr

Ser

Met

Ser

Ile

Ala

130

Leu

Gly

Gly

Phe

Glu

210

Glu

Glu

Ser

Gln

Pro

290

Ala

Asp

Gln

Asn

Gln

115

Ile

Leu

val

Pro

Leu

195

Glu

Pro

Glu

cys

Gln

275

Thr

Ser

Asp

Glu

Ala

100

Glu

Ser

Met

Asp

Arg

Glu

Gln

Gly

Glu

Met

260

Gly

Lys

Ser

ITe

ASp

85

Glu

Thr

Asn

Glu

165

His

Ala

Arg

Glu

Thr

245

Ser

Lys

Pro

Cys

Leu

70

Glu

Met

Glu

His

Pro

150

AsD

Ser

Glu

Glu

Hi's

ser

Phe

Pro

Leu

His

Glu

Phe

Glu

Trp

Gly

Ala

Arg

LyS

Gln

Ser

Gln

His

Asp

295

Leu

Glu

Asp

Glu

Gln

120

Glu

ASp

Asp

Ser

Ala

200

val

Glu

Glu

Cys

Cys

280

Gln

Phe

sar Asp Gln
75

Gln

Glu

105

Ser

Thr

ASD

Asp

Asp

185

Gln

His

Ala

Gly

val

Ala

34

Gly

20

Asn

Gln

GTu

Gly

Asp

170

Asp

Ser

Glu

LYs

ASN

250

Arg

cys

Cys

Thr

Ash

Ala

Glu

Glu

Asn

155

Gly

Tyr

Ile

Asn

LYys

Met

Gly

Gln

Gly

Lys

Pro

Gln

Ser

Gly

LYS

140

Thr

ASD

Phe

Ala

Glu

220

Ala

Arg

His

Asp

Thr

300

Cys

Thr

Glu

Asn

Lys

125

Thr

Th

ASp

Ile

Tyr

Asn

Glu

val

Ile

Pro

285

Asp

Arg

Gln

Gln

val

110

Thr

val

Pro

Gly

Pro

190

His

Ile

Asnh

His

Cys

270

val

Ash

Leu

val

Glu

95

Asn

Gly

Ser

Arg

Gly

ser

Leu

Gly

Ser

N 2>

Lys

Thr

Gln

Glu

Ser

80

Asp

Lys

Leu

Glu

Ash

160

Thr

Gln

Lys

Thr

ser

240

val

Ala

Cys

Thr

Gly
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[0018]

305

Thr

Ser

Met

Ser

385

Asp

Pro

val

Met

Asp

465

Glu

Lys

ITe

Arg

Glu

370

Ile

Leu

val

Leu

Glu

450

Lys

Glu

<210>
<211>
212>
<213>

<4003

Lys
Pro
Asp
355
Tyr
Leu
His
Thr
435
His
His

Asp

6
771
PRT
A

6

get Gln Leu

val Pro Leu

Pro Leu Asp

Gly

Thr

340

Trp

Ala

Leu

Leu

Cys

Ile

Ile

Lys

Ile
20

Leu

His
Cys
Leu
Gly
Asp
Ar

40

Gln
Ser
Ile

Thr

Ile
Leu

val

310

Gln

Thr

Lys

TYFr

Glu

390

Asp

Phe

Glu

Thr

Leu

470

Glu

Met

Phe

Glin

Leu

Asp

Asn

Leu

375

Lys

Phe

sSer

Leu

Ar

45

Lys

Asn

Pro

Leu

Pro

Gln

Phe

Ile

360

Asnh

Arg

LYys

Glu

Ala

440

Phe

Glu

Leu

Lys

cys

Pro

Leu

Glu

Leu

Glu

Leu

Lys

Leu

425

Pro

Phe

Trp

Leu

Lys
Gln

25

Thi

35

330

val

Met

Lys

Leu

Asn

410

Asp

Leu

Glu

Gly

Phe
490

315

Tyr

Ile

Glin

Gln

Ala

395

Tyr

Gln

Arg

Glu

Phe

Gln

Leu

Ar

38

Gly

His

His

Ala

cys

Cys

Gly

Phe

Tyr

ASn

Asp

Met

Pro

sSer

445

Asp

Phe

Lys Arg Leu Ser
10

Met Ile Ser Ala

Ile Thr ﬁjn Gln

Ala

Pro

350

Glu

Lys

His

Tyr

Met

430

Leu

Pro

Gly

Ala

335

Leu
Ala
val
Pro
val
415
Asp
val

Asn

Ile

Gly
15

320

Lys

Arg

Asnh

Lys

Ile

400

Tyr

Arg

Pro

Lys

Arg

Leu Glu val
30

Ser Pro Lys
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Asp

Lys

65

Phe

Thr

Gly

Asn

Lys

145

Cys

ASn

Asn

Asp

Ser

Asn

Tyr

50

Gly

Asp

Leu

val

Asn

130

Leu

Arg

Ser

Gly

TYr

210

Gln

Ile

Arg

Lys

35

Ile

Lys

Ile

Ile

Tyr

115

Ile

Glu

Pro

Phe

AsSp

Ile

Pro

Ala

Glu

Glu
275

Ile
Pro
Asp
Ile
100
Gln
val
Pro
Pro
Gln
180
Leu
cys
Ile
Ala
AF

26

Glu

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

Leu

Leu

Pro

Ser

Arg

Lys

Ser

Thr

Gly

40

Glu

Phe

Leu

Ser

Ar

12

Ser

Gln

Pro

Gln

Asn

200

Phe

val

ASD

Phe

Asn
280

ASN

Ser

val

Glu

105

Asn

Arg

ser

Pro

ser

185

val

AsNh

Ile

Thr

Leu

265

val

36

Ile

Trp

Thr

920

Gly

Glu

Ser

Gly

Pro

170

Glu

Leu

His

ser

Glu

Thr

Leu

val

Thr

75

Met

Lys

Arg

Pro

Gln

ITe

Arg

Pro

Thr

val

235

Phe

Pro

Ser

Ile

00

Arg

LysS

Ala

Gly

Leu

140

Ser

Ile

val

Glu

Gln

220

Asp

Tyr

Glu

Leu

45

GlIn

Asn

Pro

Glu

Trp

Leu

Phe

Ser

Glu

Gly

Gly

Glu
285

cys

Gly

Gly

Thr

110

Ala

Thr

val

Trp

Gln

190

Thr

Ile

Leu

Ala

Asn

270

Cys

Glu

Thr

Thr

95

Tyr

val

Lys

Leu

Met

175

Gly

Arg

Gln

Asn

Ile

Ala
His
80

Gly

Ser

Glu

PTo

160

Asp

Leu

Glu

Gln

240

Ser

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

Gly

515

Glu

Pro

Ash

val

Leu

340

Tyr

Gly

Trp

Arg

ser

420

Leu

Thr

Leu

Lys

Glu

500

Thr

val

Thr

Arg

Ser

325

Gly

Trp

Thr

Leu

Ala

Pro

Asp

Tyr

His

Pro

Thr

310

Glu

Ala

Ile

Leu

Thr

390

Ile

Ala

Asn

Ala

Cys

470

Ala

Gly

Thr

Leu

Ile

295

val

Ala

Ile

Thr

ITe

375

Asn

ASp

val

Ala

Ash

455

Ala

Lys

Thr

Cys

Glu
535

Ile

Tyr

Asp

His

Ala

360

Cys

Gly

Gly

Tyr

Phe

440

Thr

Phe

Gly

Leu

val

520

Ile

Tyr

Lys

Ser

His

345

Pro

Arg

val

ASp

Gln

425

val

Leu

Phe

Ser

Glu

505

Ala

Lys

37

Trp

Asn

Gly

Thr

Gln

Ala

Pro

Thr

410

Cys

Asn

Tyr

Gly

Ala

490

Ile

Arg

Asp

Ala

Phe

315

Asn

Ile

Asn

Asn

Ile

395

Ile

Asn

val

Gln

ser

475

Leu

Pro

Asn

Ala

Lys

Glu

Tyt

Ser

Leu

Gly

Glu

Ile

Ala

Leu

val

460

Pro

His

val

Lys

Thr
540

Glu

Lys

Gln

val

val

365

Asn

Ile

Phe

ser

Ala

445

I'le

Leu

Glu

Ala

Leu

Trp

Asp

Thr

Cys

Arg

Leu

Pro

Ala

ser

Asn

430

Glu

Ala

Pro

ASp

Gln

510

Gly

Ile

Gly

Leu

Ile

335

val

Ser

Lys

Pro

Ash

415

Glu

Pro

Asn

Thr

Ile

495

Lys

Met

val

Met

Gln

320

Lys

Pro

Pro

400

val

Tyr

Pro

Arg

Ile

480

Tyr

Asp

Ala

Lys
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[0021]

Gln

545

Cys

Lys

Asp

Thr

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> 1180

Glu

val

Asn

Leu

595

val

val

Leu

Ser

Pro

675

Ala

Ala

Tyr

Gly

Asn

755

Phe

7

Tyr

Lys

Ar

58

val

Ala

val

Asp

Pro

660

Gly

Gln

val

Leu

Leu

740

Gly

Ala

His

565

Glu

val

Asnh

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

His

Pro

Asp

Thr

615

Pro

val

Lys

His

Leu

695

Ile

Ala

Glu

Ser

Gln

Thr

Ser

val

600

Leu

Asn

Gln

Phe

His

680

Ser

Gly

sSer

Pro

Asn
760

Arg

Leu

Asp

585

Ser

Asp

Pro

Leu

Ile

665

Gln

Pro

Lys

Glu

Asp

743

Gly

38

Gly

ser

570

Glu

Asp

Ser

Pro

Thr

Tyr

Ser

Pro

730

Asn

Pro

Ser

555

Leu

Arg

Asp

val

Phe

635

Trp

Glu

Glu

val

Leu

715

Asp

Leu

Gly

Met

Thr

Phe

Asp

Ser

620

Asp

Thr

Tyt

val

Asn

700

Pro

Lys

val

Leu

val

val

Thr

ser

605

Ala

Leu

Pro

Glu

Tyr

ser

Asn

Ile

Gln
765

Ser

Leu

val

590

Gly

ser

Glu

Gly

ser

Glu

Pro

Thr

750

Thr

Phe

Trp

Asp

Thr

Ala

Leu

Asp

655

Ala

Thr

Phe

Ala

Thr

735

Trp

Ser

Glu

560

Leu

Lys

Tyr

val

Thr

640

Asp

Met

Gln

Arg

Ser

720

Ala

LyS

Thr



CN 104931708 A

X

¢l

21/63 1T

[0022]

<212>
<213> A

<400>

PRT

Met Gln Leu
1

val

Pro

Thr

val

65

Thr

Met

Lys

Arg

Pro

145

Gln

Ile

Arg

Pro

Thr

Pro
Leu
Gln
50
Ile
Arg
LyS
Ala
Gly
1
Leu
Ser
Ile
val

Glu

Gln

Leu

Asp

35

Gln

Gln

Asn

Pro

Glu

115

Ala

Trp

Leu

Phe

Ser

195

Asp

Thr

Lys

Ile

20

Pro

Ser

Cys

Gly

Gly

Thr

Ala

Thr

val

Trp

180

Gln

Thr

Ile

ITe

Leu

Lys

Pro

Glu

Thr

85

Thr

Tyr

val

Lys

Leu

165

Met

Gly

Arg

Gln

Met

Phe

Leu

Lys

Ala

70

His

Gly

Glu

ser

Glu

Pro

Asp

Leu

Glu

Gln
230

Pro

Leu

Leuy

Asp

35

Lys

Phe

Thr

Gly

Ash

135

Lys

Cys

Asn

Ash

Asp

215

Ly's

Lys

Cys

Glu

40

Tyr

Gly

Asp

Leu

val

120

Ash

Leu

Arg

Ser

Tyr

Gln

Lys

Gln

Asp

Ile

Lys

ITe

ITe

105

Tyr

ITe

Glu

Pro

Phe

185

ASp

Ile

Pro

39

Leu

Ile

Pro

Asp

90

Ile

Gln

val

Pro

Pro

170

Gln

Leu

Cys

Ile

Arg

Ile

val

Asp

Pro

75

Lys

Asn

Cys

val

Ile

Arg

Tyr

Tyr

ser

Leu

Ser

Gln

Pro

60

Pro

Asp

Ile

Thr

Ar

14

Thr

Gly

Leu

Phe

Ala

220

val

ser

Ala

Pro

45

Arg

Ser

Pro

Met

Ala

Pra

Leu

Leu

Pro

Ser

205

Arg

Lys

Ala

Leu

30

Pro

Glu

Phe

Leu

Ser

110

Arg

Ser

GlIn

Pro

Glin

190

Asn

Phe

val

Gly

15

Glu

Thi

Asn

Ser

val

95

Glu

Asn

Arg

Ser

Pro

175

Ser

val

Asn

Ile

Arg

val

Ile

Ile

Trp

80

Thr

Gly

Glu

Ser

Gly

Pro

Glu

Leu

His

Ser
240
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[0023]

Ala

Asn

Cys

Asp

Thr

305

Cys

Arg

Leu

Pro

Ala

385

Ser

Asn

Glu

Ala

Pro

465

Asp

Lys

Ala

Ile

Ile

val

ser

Lys

Pro

Asn

Glu

Pro

Asn

450

Thr

Ile

ser

Ser

Ala

275

Met

Gln

Ala

Lys

Pro

355

Pro

Asp

val

TYF

Pro

435

Arg

Ile

TYyr

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

Leu

Leu

Leu

Phe

470

His

Arg

Glu

Pro

Ash

295

val

Leu

Tyr

Gly

Trp

Arg

ser

Leu

Thr

Leu

455

Lys

Glu

Pro

Leu

Thr

280

Arg

Ser

Gly

Trp

Thr

360

Leu

Lys

Ser

Ala

Pro

440

Asp

Gly

Asn

Pro

Arg

Pro

Thr

Glu

Ala

Ile

345

Leu

Thr

Ile

Ala

Asn

425

Ala

Cys

Ala

Gly

40

Thr

250

Gly

Ile

val

Ala

Ile

330

Thr

Ile

Asn

Asp

val

410

Ala

Asn

Ala

Lys

Thr

Phe

Asn

Tle

Tyr

Asp

315

His

Ala

Cys

Gly

Tyr

Phe

Thr

Phe

Gly

475

Leu

Leu

val

Tyr

Lys

Ser

His

Pro

Arg

val

380

Asp

Gln

val

Leu

Phe

460

Ser

Glu

Thr

Leu

Trp

285

Asn

Gly

Thr

Gln

Ala

Pro

Thr

Cys

Asn

Tyr

445

Gly

Ala

Ile

Pro

Ser

270

Ala

Phe

Asn

Ile

Asn

350

Asn

Ile

Ile

Ash

val

430

Gln

Ser

Leu

Pro

Leu

Lys

Glu

TYr

ser

335

Leu

Gly

Glu

Ile

Ala

415

Leu

val

Pro

His

val

Gly

Glu

Glu

Lys

Gln

320

val

val

ASNn

Ile

Phe

400

ser

Ile
Leu
Glu
480

Ala
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[0024]

Gln

Gly

Ile

Ser

545

Leu

val

Gly

Ser

Tyr

Asp

Pro

Gly

Gln

val

705

Leu

Lys

Met

val

530

Phe

Trp

Asp

Thr

Ala

610

Asp

Lys

Ile

Leu

Leu

690

Asn

Thr

Asp

Ala

515

Lys

Glu

Leu

Lys

Tyr

595

val

val

Ser

Thr

Tr

67

Lys

ser

Lys

Ser

500

Lys

Gln

Cys

Lys

Asp

580

Thr

Leu

Pro

val

Leu

Ile

Ala

485

Thr

Asn

Pro

Lys

565

His

Cys

Ser

Asnh

Gln

645

Phe

His

ser

Gly

Ser
725

Gly

Glu

Glu

val

550

Ash

Leu

val

val

Pro

630

Leu

Ile

Gln

Pro

Lys

710

Glu

Thr

val

Tyr

Lys

Arg

val

Ala

val

615

Pro

Ser

Ile

Thr

Tyr

Ser

Pro

Tyr

Hi's

Ala

His

Glu

val

Ash

600

Ala

Phe

Trp

Glu

Glu

680

val

Leu

Asp

Thr

505

Leu

val

Asp

Leu

Ala

585

Thr

Pro

Asp

Thr

Tyr

val

Asnh

Pro

Lys

490

Cys

Glu

val

His

Pro

570

Asp

Thr

Thr

Leu

Pro

650

Glu

Ser

Tyr

Ser

Asn
730

41

val

Ile

Glnh

Thr

555

Ser

val

Leu

Pro

Glu

Gly

Asp

Gly

ser

Glu

715

Pro

Ala

Lys

Ar

54

Leu

Asp

Ser

Asp

Thr

620

Leu

Asp

Ala

Thr

Phe

700

Ala

Thr

Arg

Asp

525

Gly

Ser

Glu

AsSp

ser

605

Pro

Thr

Asp

Met

Gln

685

Arg

Ser

Ala

Ash

510

Ala

ser

Leu

Afrg

Asp

590

wval

Ala

Asp

Asn

His

670

Thr

val

Glu

val

495

Lys

Thr

Met

Thr

Phe

575

Asp

Ser

Pra

Gln

Ash

655

Lys

Thr

Met

Gln

Glu
735

Leu

Trp

val

val

560

Thr

Ser

val
Leu
640

Ser

Pro

Ala

Tyr

Gly
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[0025]

Leu

Gly

Gln

Ser

785

LysS

val

val

Pro

Pro

Asn

Pro

Thr

945

Gly

His

Gly

Phe

Lys

Lys

val

Met

Arg

val

850

Tyr

Lys

Gly

Gly

Glu

930

Leu

Ile

Glu

ser

Glu

755

Asp

Tyr

Gln

Gly

val

835

Pro

Trp

Lys

Leu

Lys

Gly

Asp

Leu

Leu

Glu

740

Ser

Gly

Ile

Ala

His

820

AsSn

Leu

Lys

Ile

Glu

900

Gly

val

Ser

Thr

Gly

Pro

Asnh

Asp

val

Leu

805

ser

val

Lys

Thr

Leu

885

Pro

Glu

Pro

Leu

Glu

965

Pro

Asp

Gly

Asp

Ser

790

Ash

Gly

val

sSer

Gln

8§70

Thr

Phe

Gly

Ser

Thr

950

Tyr

Leu

Asn

Pro

Glu

775

Gly

Asp

Glu

Asn

Ile

ser

Phe

Ser

Pro

Ala

935

Leu

Thr

val

Leu

Gly

Trp

Thr

Met

ASD

Ser

840

Arg

Ser

Gln

His

Ala

920

Pro

Glu

Leu

Asp

val

745

Leu

Thr

Pro

Gly

Leu

825

Thr

Gly

Ser

Gly

Tyr

905

Ser

ser

Trp

Lys

Ley
985

42

Ile

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

875

Lys

Leu

Asp

Leu

Pro

955

Gln

ile

Trp

Lys

val

780

val

Pro

val

Glu

Gln

860

Asn

Thr

Ash

Arg

Lys

940

Pro

Pro

Pro

Lys

val

765

val

Pro

Glu

Ala

val

845

Gly

Arg

His

val

val

925

Ile

Ser

Ile

Ala

Pro

750

Ser

Ala

Tyr

Pro

Pro

830

His

Tyr

Arg

Gly

val

His

Asn

Asn
990

Leu

Trp

Asn

Leu

Ala

815

Gly

Trp

Arg

His

Met

895

val

Ash

Asn

Pro

Ser

975

Lys

Asn

Arg

val

Ile

800

val

Ash

Asp

Ile

Ile

880

Leu

val

Thr

Pro

Asn

960

Thr

Thr
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[0026]

Arg

Phe

Glu

Asp

Ala

Asn

Ala

Gly

Ser

Asp

Glu

Glu

Asn

Trp Thr Leu Lys Ash Leu Asn Phe Ser Thr Arg Tyr Lys Phe Tyr
995 1000 1005

Tyr
1010

Ala
1025

Ile
1040

Leu
1055

Lys
1070

As
1085

Glu
1100

Arg
1115

sSer
1130

Asp
1145

Pro
1160

Ala
1175

<210> 8

<211>
<212>

<213> A
<400> 8

Leu Leu Gln val Thr ITe Ser Leu Ser Lys val Glu Leu Ser val Gly
1 15

Ala GIn Thr Ser

val

Ala

Leu

Gly

Pro

Tyr

Thr

Leu

Gly

Ala

Met

818
PRT

Thr

Thr

Ile

Gly

Glu

Ser

Pro

val

Ser

Glu

Asn

Thr

Gln

Leu

Lys

Ile

Asp

ser

Asp

Phe

Gly

Ser

val

Gly

Ile

Tyr

Gln

Ala

Asp

Tyr

Ile

Asn

Phe

Ala
1015

Asp
1030
Trp

1045

Leu
1060

Pro
1075

Pro
1090

Glu
1105

Glu
1165

val
1180

Gly Ser

Glu Ala

Phe Ile

Leu Tle

val Lys

Met Lys

Asp His

Thr val

Glu Gly

Gln Tyr

Ser ser

1

43

Gly

Met

Gly

val

Glu

Glu

Lys

Lys

val

S5er

Glu

0

ser

Ala

Leu

Cys

LyS

Asp

Pro

Lys

Asn

Gly

Ala

Gln
1020

Ser
1035

Met
1050

Phe
1065

Glu
1080

Asp
1095
Leu

1110

Glu
1125

Pro
1170

Ile

Arg

cys

Ile

Asp

Gly

Lys

Asp

Gln

Lys

Ser

Thr

Gln

Ala

Arg

Ala

Thr

Lys

Ser

Phe

Glu

Pro

Glu

val

val

Arg

His

Phe

Gly

Asp

Ash

Lys

val
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[0027]

Glu

Asp

val

Ash

65

Gly

Thr

Ala

Trp

Ala

145

Asp

Ile

Ser

Met

Trp

Lys

Gly

Ser

Trp

val

50

Ile

Gln

Phe

Glu

Leu

130

Met

Glu

Asp

Met

Thr

210

Phe

Gly

Gly

Lys

Tyr

Gln

Glu

Thr

Arg

val

115

Tyr

Leu

Gly

Phe

Pro

195

Phe

Arg

Ser

Pro

Phe
20

Ash
Lys
Asp
Gln
Glu
100
val
His
Ala
Ile
Ar

18

Gln
Ser
Asnh

Asn

TYr

Phe

Pro

Glu

Ala

Glu

85

val

Cys

Asn

Asn

Tyr

Asp

Lys

Gly

Thr
245

Thr

Gln

Gly

Gly

70

Ala

val

Arg

Glu

Ash

150

Arg

Ile

Ser

Arg

Lys

Glu

Cys

Cys

Gly

val

55

Ile

Thr

ser

val

Glu

135

Ash

Cys

Ile

Phe

Ala

215

Leu

Leu

Arg

Thr

Glu

40

Arg

Tyr

val

Pro

sSer

120

va'l

Leu

Glu

val

Asn

200

Ser

Ile

Thr

Ala

Ala

Lys

Ser

Arg

val

Gln

105

Ser

Thr

Gln

Gly

Ile

Ala

Gly

GTu

val

Tht
265

44

Ile

Ile

Arg

Cys

Leu

90

Glu

ser

Thr

Ile

Ar

17

val

Thr

Ser

Glu

Gly Glu
Ile Ser
Leu Thr

60

Gln Ala
75

Glu Ile
Phe Lys
Pro Ala
ITe Ser

140
Leu AsH
155
val Glu
Asn val
Ala Glu
Pro Glu
Asn Glu
235

Asn Ile

Lys Ala

Pro

Thr

45

Ile

Thr

Tyr

GlIn

Pro

125

Asp

1le

Ala

Pro

Ar

20

Pro

Lys

ITe

Glu

30

Gln

Tyr

Asp

Gln

Gly

Ala

Asn

Asn

Arg

Pro

190

Gly

Ala

Tyr

Asn

Glu
270

Ser

Arg

Ash

Ala

95

Glu

val

Arg

Lys

Gly

Ala

Glu

Ile

Ile

Ser

255

Asp

Ile

val

Lys

Leu

Asp

ser

Phe

ser

160

Glu

Ile

Ser

Leu

240

Asp

Glu
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[0028]

Lys

Lys

Ala

305

Gly

val

Leu

Gly

Ile

385

Ile

Arg

Tyr

Asn

Tyr

Phe

val

Gln

Ash

290

Glu

Phe

Lys

sSer

His

370

ser

Ser

Asp

Ser

Gly

Asn

Asp

Ala

275

Glu

Gly

Thr

Gly

Asp

355

Gln

Asn

Cys

Lys

Thr

435

Phe

Gln

val

Lys

val

Phe

Thr

Glu

Phe

Gln

340

Ser

Lys

GlIn

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

Tyr

Ile

310

Glu

Gly

Arg

Met

Ile

390

Lys

Leu

Lys

Tyr

Ile

470

Ile

Ser

val

val

Pro

Gly

Ser

Tyr

Tyr

375

Tyr

Ser

Pro

Met

Asn

455

Leu

Glu

His

Ala

Phe

280

Ash

Glu

Asp

Ser

Asp

Leu

Tyr

Asn

Ala

Ile

440

Cys

Ala

Leu

Gly

ser

val

Gly

Ile

Lys

Ser

345

Cys

ASp

Ser

Pro

Thr

Leu

Ser

Gly

GTu

45

Gln

Gln

Thr

Ser

330

Leu

Glu

Ile

Trp

Pro

410

Asn

Glu

Ala

Ala

Gln

490

val

Ile

Pro

val

Trp

Leu

His

Ala

Glu

Glu

Ala

Thr

Ile

Thr

Asp

Thr

Pro

Trp

His

Thr

Lys

Asp

Ile

Ala

Tyr

380

Gly

Ser

Thr

Ala

ASn

460

val

Thi

Ile

Lys

Ile

285

Leu

Arg

Gly

Lys

Ser

365

Ala

Asn

Ile

Ash

Pro

445

His

Pro

Ala

His

Ile

Ile

val

Ala

Arg

350

Arg

Pro

Pro

His

Leu

430

Thr

Ile

Ser

Lys

His

510

val

Gln

Cys

val

Ile

Lys

Ile

Trp

Lys

Ser

Gly

Ser

val

495

Tyr

Arg

Leu

Asp

Asp

320

Glu

Lys

Gly

phe

Asn

400

Arg

Thr

Asp

Thr

Pro

480

Ser

Gln

Ser
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[0029]

His

Thr

545

Tyr

Pro

Ser

val

val

625

Met

Glu

Lys

Gly

Phe

705

Cys

Gly

Met

Gly

Tyr

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

Tyr

Asp

Met

val

550

Ile

Gly

Asp

Lys

Glu

Asn

Leu

Cys

710

Gly

Leu

Glu

val

535

Ala

Phe

Gln

Asp

Asp

615

Hisg

Ile

Phe

Gly

Leu

695

Gly

ser

Lys

Arg

520

val

Ala

Gln

Pro

Gly

Lys

Ile

Thr

Ser

Leu

680

Ie

Leu

ser

Asp

val
760

Leu

val

Thr

Ser

585

Gly

Glu

Ile

Ala

Met

665

Gly

Leu

Leu

Gly

Gly

Thr

46

Asn

Asn

Leu

570

Ser

Ala

Asp

Leu

Ala

650

Pro

Leu

val

Met

730

Ser

Asn

Asn

16y
urg

Pro

Gly

Pro

Gln

Glu

635

Asn

Pro

Gly

val

715

Ser

Lys

Hi§

Leu

540

Lys

val

Lys

Ie

Trp

620

His

Arg

Lys

Ala

Thr

700

Ile

Lys

Glu

Glu

525

Glu

Gly

Arg

Ser

Ley

605

Leu

Leu

Leu

Pro

val

685

Asp

Thr

Glu

Pro

AsSp

Pro

GlIn

Glu

Phe

590

Glu

Glu

Gln

Gly

Ash

670

Ile

val

Arg

Leu

Ile

750

Gly

Asn

Gly

Pro

575

Lys

Tyr

Lys

Trp

TYF

Ile

Gly

Ser

Arg

Glu

735

val

Ser

Thr

Asp

560

Ser

Leu

Ile

Lys

Thr

640

Ser

Leu

Cys

Met

720

Glu

Glu

Pro
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[0030]

val Asn Glu Pro Asn

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

Tet Gly Asn

Phe Thr

Asp Phe

Lys Asn
50

Ser Gln
65

Trp Glu

Leu Asnh

Leu Thr

GlU Leu

130

Gln Asp
145

Glu

Gln

35

Gly

Thr

Met

Lys

Ile

115

Lys

Lys

Ala

ASp

20

Asp

Thr

Met

Pro

Lys

Pro

Tyr

Met

805

Met

Ala

Ser

Arg

Met

Phe

85

Lys

Tyr

Thr

Glu

Glu

Phe

Lys

Ala

Gly

val

70

Asp

Trp

Phe

Gly

Glu
150

Thr Thr Pro Leu

775

Gly

AsSp

val

Arg

Ala

Lys

Leu

Pro

val

Arg

Asn

135

val

Lys

Ile

LYyS

Leu

Ala

40

Ile

val

Gln

Met

120

Ala

Glu

Glu

Ile

Glu

Tyr

Lys

Thr

Asn

Asp

val

105

Glu

Ser

Ala

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

Leu

Leu
155

Glu Pro Glu Lys

780

Asn

Lys

ser

Glu

Ile

Ile

60

Phe

Gln

Met

Ser

Phe

140

Leu

Pro Glu Thr

Glu Asp Asp

Leu

Ala

Asn

45

Lys

Phe

Ser

Ser

125

Ile

Pro

Leu

Phe

30

Asp

Asnh

Lys

Arg

Leu

110

Thr

Leu

Glu

815

Asp

15

Ala

Tyr

Leu

Ala

Phe

95

His

val

Pro

Thr

Leu
Ile

800

ser

Arg

Thr

val

Asp

His

val

Asp

Leu
160
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[0031]

Lys Arg Trp
Leu Pro Lys

Leu Gln Leu
195

Gly Ile Thr
210

Ala val Leu
Ala val Lys
val Arg Phe

GIn Asn Ile
275

<210> 10
<211ls 338
<212> PRT
<213> A

<400> 10

Met Arg Lys

1

Leu Arg Ala

Gly Asp Arg
35

Ser Thr Cys

50
pPro Thr phe
65

Glu Lys Ala

Arg

Phe

180

Gly

Gly

Asp

Ile

Asn

260

Phe

Arg

Thr

20

val

Glu

Ile

Leu

Asp

165

ser

Ile

Ala

val

Thr

245

Arg

Phe

Ala

Ile

Tyr

Gln

Pro

Gln
85

Ser

Ile

Glu

Arg

Phe

230

Leu

Pro

Met

Pro

Leu

ITe

Leu

Ala

70

Asp

Leu

Ser

Glu

Asn

215

Glu

Leu

Phe

Ser

Gln

Cys

His

Ala

55

PTro

GlIn

Glu

Arg

Ala

200

Leu

Glu

Ser

Leu

Lys

Ser

Leu

Pro

40

Lys

Ile

Leu

Phe

Asp

Phe

Ala

Gly

Ala

Met

265

val

Glu

Leu

Phe

Ala

Gln

va'l

48

Arg

Tyr

Thr

val

Thr

Leu

250

Ile

Thr

Met

10

Ala

Hi's

Asn

Ald

Leu
920

Glu

Asn

Ser

Ser

Glu

235

val

Ile

Asn

Ala

Trp

Leu

Ala

Lys

val

Ile

Leu

Lys

Gln

220

Ala

Glu

val

Pro

Pro

Ala

val

Gly

60

Thr

Ala

Gly

Asn

Ala

205

val

ser

Thr

Pro

LyS
285

Ala

Gly

ITe

45

LYS

ser

Ala

Glu

Asp

val

Ala

Arg

Thr

GlIn

Gly

Leu

30

His

Pro

Pro

Lys

Leu

175

Ile

Leu

His

Ala

Asp

Ala

val

15

Ala

Ash

Lys

val

Leu
95

TYyr

Leu

Ser

Lys

Thr

240

Ile

Thr

Ser

Ala

Glu

ASp

Asp

80

Asp
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[0032]

Thr

Leu

His

Ser

145

Ile

Ala

Ala

val

Gln

225

Phe

Ala

ASp

Lys

Ser

305

His

Thr

Glu

Gly

Gly

Leu

Leu

His

Gln

Gly

Gly

Thr

val

Ser

Gly

Thr

Trp

Glu

Asp

Phe

115

Ala

Tyr

Gly

Lys

Gly

val

Leu

Glu

Thr

Thr

275

Phe

Ser

Ser

Lys

100

Arg

Thr

Leu

val

val

180

Arg

Phe

Ala

Leu

Gly

Leu

Ser

val

Asp

Leu

Ile

val

Gly

Pro

165

Leu

Ala

Thr

Leu

Asp

245

Trp

Ala

Leu

Ser

Ile
325

Arg

Tyr

Leu

Ala

150

Trp

Ser

ASp

Ala

Tyr

val

Lys

Phe

Leu

val

310

Gln

Ala

Gly

Ser

135

Leu

Lys

Ala

Ser

Pro

215

Thr

Ala

Thr

ASN

Ala

295

Pro

Asp

Ala

Met

120

Pro

Asp

Asp

Leu

Gln

200

Gly

Pro

Ala

Gly

Thr

280

Glu

Met

Asn

Met
105

His

Thr

His

Lys

Gln

185

Ala

Leu

val

Glu

Cys

265

Tyr

Pro

Leu

Phe

49

val

Ser

Ala

Thr

Asn

170

Ala

Gln

His

val

val

G1n

Ser

Ser
330

Gly

Glu

val

Ala

155

Cys

val

Leu

Leu

Leu

235

Ile

Leu

His

Glu

Met

Leu

Phe

140

ASp

Thr

G

Leu

Asp

Met

Phe

Phe

300

Met

Thr

Leu

Arg

Ser

Gly

Leu

205

Gln

Arg

Arg

Gly

Gln

285

Trp

Gly

Gln

Ala

110

Gly

Thr

Leu

Arg

Leu

190

sSer

Pro

ser

Phe

Ala

270

Gly

val

Thr

val

Asn

val

Leu

Gln

Leu

175

Leu

Thr

Phe

Leu

Met

255

Ser

Lys

Asp

Phe

Pro
335

Phe

val

Ala

Ala

160

Asp

val

val

val

240

Gln

val

Met

Ash

Gln

320

Phe
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[0033]

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

<400>

11
485
PRT
A

11

%et Arg Lys

Leu

Gly

Ser

Pro

65

Glu

Thr

Leu

His

Ser

145

Ile

Ala

Ala

val

Arg

Asp

Thr

50

Thr

Lys

Glu

Gly

Gly

Leu

Leu

His

Gln

Gly
210

Ala

Arg

35

cys

Phe

Ala

Asp

Phe

115

Ala

Tyr

Gly

Lys

Arg

Thr

20

val

Glu

Ile

Leu

Lys

100

Arg

Thr

Leu

val

val
180

Gly Arg

val

Phe

Ala

Ile

Tyr

Gln

Pro

Gln

85

Leu

Ile

val

Gly

Pro

165

Leu

Ala

Thr

Pro

Leu

ITe

Leu

Ala

70

Asp

Arg

Tyr

Leu

Ala

150

Trp

Ser

Asp

Ala

Gln

Cys

His

Ala

55

Pro

Gln

Ala

Gly

Ser

135

Leu

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

GlIn

val

Met

105

His

Thr

His

Lys

Gl

185

Ala

Leu

50

Met

10

Ala

His

AsSN

Ala

Leu

90

val

Ser

Ala

Thr

Asn

170

Ala

Gln

Hisg

Ala

Trp

Leu

Ala

Lys

val

Gly

Glu

val

Ala

155

Cys

val

Leu

Leu

Pro

Ala

val

Gly

60

Thr

Ala

Met

Leu

Phe

140

Asp

Thr

Gln

Leu

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

Leu

Arg

Leu

190

ser

Pro

val

15

Ala

Asn

Lys

val

Leu

95

Ash

val

Leu

Gln

Leu

175

Leu

Thr

Phe

Ser

Ala

Glu

Asp

Asp

80

ASpP

Phe

val

Ala

Ala

160

AsSp

val

val

val
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[0034]

Ala

Asp

Lys

Ser

305

His

Thr

Leu

Met

val

385

Leu

ASp

Glu

Pro

465

Gly

Thr

val

Ser

Gly

Thr

Trp

Glu

Asp

Lys

370

Leu

Pro

Arg

Ala

Glu

450

AsSp

Leu

Glu

Thr

Thr

275

Phe

Ser

Ser

ser

Lys

Lys

Gln

Ala

Ile

Gln

Ala

Leu

Gly

Leu

Ser

val

Asp

Ala

340

val

Leu

Gly

Ile

Ar

42

Glu

Leu

Ser

Leu

Asp

245

Trp

Ala

Leu

Ser

Ile

Cys

Glu

Ser

Ser

Leu

405

val

Arg

Glu

Ala

Tyr

230

val

Lys

Phe

Leu

val

310

Gln

Leu

Gly

Pro

Tyr

His

Gly

Glu

val

Thr
470

Thr Pro val

Ala

Thr

Asn

Ala

Pro

Asp

Leu

Leu

Arg

375

ASp

Thr

Glu

Pro

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

Ile

Phe

Ile

Gln

Leu

Leu

425

Glu

Asn

His

51

val

Lys

sSer

val

Gln

ser

Ser

Gln

Gln

His

ASp

Asn

410

Ash

Ser

Arg

Phe

Leu

235

Tle

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

Gln

Ile

Gln

Phe

460

Gly

Arg

Arg

Gly

Gln

Trp

Gly

Gln

Tyr

Ser

365

Met

Ala

Lys

Phe

Gln

445

Leu

Arg

Ser

Phe

Ala

270

Gly

val

Thr

val

Ala

Leu

Pro

Gln

Leu

Phe

430

Leu

Phe

val

Leu

Met

255

ser

Lys

Asp

Phe

Pro

335

Ser

Asn

Gln

Ala

Sser

415

Glu

Ash

Ala

Ala

val

Met

Asn

Gln

320

Phe

ASpP

Trp

Leu

Glu

400

Asn

Leu

Lys

val

Asn
480
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[0035]

Pro Leu Ser

<210>
<211>
<212>

<213>

<400>

12
398
PRT

A

12

%et Gly Ala

Cys

Pro

LysS

Pro

65

Asnh

Ile

Phe

Ile

Lys

Ala

Thr

Ser

Cys

Trp

Arg

ser

Thr

Pro

130

Asp

Arg

Arg

val

Trp

Thr

35

Gln

Gln

Ile

Asn

Met

115

Gln

Thr

Leu

Ile

Thr
195

Thr

Pro

Ala

20

Ser

val

GlIn

GlIn

val

100

Pro

Lys

Ala

Thr

Gln

180

Phe

Ala
485

Ala
5
Pro
Asp
LYsS
Thr
Leu
85
Ala
val
Pro
Thr
Trp

Glu

GlIn

Ala

Gly

Glu

Asp

Leu

70

val

Leu

Arg

Ile

Leu

150

Arg

ASD

val

Ser

Gly

Thr

His

55

Tyr

Thr

Ala

Thr

Ash

Lys

Pro

Thy

Leu
Ala
)
Glu
Phe
Ser
Asp
Ala
Thr
Cys

Gly

Ash

200

Leu

Asn

val

ASp

Gly

Thr

Glu

105

Lys

Gly

Gln

ASp

Gly

Glu

52

Leu

10

Leu

Ala

Ser

Gly

Pro

20

Gly

Ser

Tyr

Ser

Gln

170

Lys

Asp

Leu

Ser

Gly

ser

Lys

His

Glu

Leu

Lys

ser

155

Glu

Thr

ASp

L.eu

Gln

Gly

Leu

60

Arg

Glu

Tyr

val

Ser

140

Gly

Leu

Phe

Gly

Leu

Asp

Thr

45

Gln

Ala

Leu

Thr

Thr

Ser

Ser

His

Thr

Ala
205

Leu

Asp

30

val

Trp

Leu

Ser

Leu

Lys

Gly

val

190

Ser

Phe

15

Ser

val

Ser

Arg

Ile

95

Ser

Leu

Arg

Pro

Glu

175

ser

Ile

Ala

Gln

Leu

ASh

Asp

80

Ser

Gly

Glu

Ala

160

Pro

Ser

val
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[0036]

Cys

Gln

225

Pro

Arg

val

Leu

Met

305

Pro

val

His

Gly

Gly
385

Ser

210

Arg

Pro

Gly

Pro

Asn

290

Gly

val

Ala

Tyr

Ser

370

Gly

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

<4005

val

Ile

His

Ash

Pro

275

Lys

Ser

Pro

Phe

Leu

355

ASp

Gln

13
350
PRT
A

13

Tet GIn Arg

val Pro Thr

Asn

Glu

Pro

Pro

260

Leu

Ser

Tyr

Ser

Ile

340

Ile

Asp

Ser

Leu

Ala
20

Hi's

val

Lys

ASp

Lys

Ser

325

val

Arg

Ala

Gly

Pro

Glu

Leu

230

Glu

Pro

Met

ser

Ala

310

Ser

Phe

His

Pro

Gly

Ala

Ala

ser

215

Tyr

Gly

Gln

Thr

Gly

Tyr

ser

Leu

Lys

ASp

375

Asp

Thr

Pro

Leu

Thr

Gln

Gln

Gln

280

Thr

Tyr

Thr

Leu

Gly

Ala

Asp

Leu

Ala

Lys

Pro

Lys

Tyr

Glu

Tyr

Thr

Tyr

Leu

345

Thr

Asp

Lys

Leu

Pro
25

53

Gly

Thr

Leu

250

Leu

Ser

Gly

Leu

His

330

Ile

Tyr

Thr

Lys

Ala

Ala

Leu

Trp

Ala

Cys

Asnh

315

Ala

Met

Leu

Ala

Glu
395

Leu

Ala

Leu

Glu

Leu

Thr

300

val

Ile

Leu

Thr

Leu

Thr

Arg

Ile

His

Lys

Ile

285

Ala

Asnh

I'le

Ile

His
365

- Ile

Phe

Leu

Ser

ser

Arg

Cys

Glu

270

Phe

Thr

Asp

Gly

Phe

350

Glu

Asn

Ile

Thr

Pro

Glu

Gly

Pro

Ser

Pro

Gly

Leu

Ala

Ala

ser

Asp

240

Gly

Ser

Phe

Asn

Ser

320

Ile

Gly

Lys

Glu

Ala Ala Ala
15

Ala Pro val
30
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[0037]

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

33

Phe

Ser

Ser

Asn

Ile

115

Thr

Cys

Ser

Thr

Cys

Gln

Leu

AsSp

Asp

Pro

Pro

Arg

Ala

Glu

Thr

100

His

val

Ile

Phe

Arg

Phe

Pro

Gly

260

His

Ala

Glu

val

val

85

ASp

Lys

Ile

Ile

Gln

165

Asp

Lys

Asp

Pro

Ala

245

Ala

ser

Leu

val

Glu

70

Asn

Thr

Ile

Thr

Asp

150

Tyr

Ser

Met

Cys

val

230

Ser

Leu

His

ser

Glu

55

Glu

Leu

Lys

Thr

ser

135

Glu

Thr

Glu

Ala

Gln

Cys

Arg

AsSp

Ser

Tyr

40

Glu

Met

Ala

val

Asn

120

val

Asp

Cy's

Cys

Thr

200

Pro

Thr

Leu

Arg

Leu

Pro

Leu

Glu

Asn

Gly

ASNn

Gly

Cys

Gln

Arg

Gly

Pro

Leu

265

val

54

Gln

Met

Ala

Leu

90

Asn

Gln

ASDP

Gly

Pro

170

Gly

Gly

Leu

Leu

Tyr

Glu

Glu

Glu

75

Pro

Asn

Thr

Glu

Pro

155

Cys

Asp

sSer

Cys

Pro

235

Leu

Cys

val

Glu

Asp

60

Glu

Pro

Thr

Gly

Glu

140

Ser

Arg

Gln

Asn

220

val

Ile

Ala

Cys

Ala

45

Thr

Ala

Ser

Ile

Gln

125

Gly

Met

Gly

Leu

Gly

Ala

Glu

Thr

Ser

Lys

Thr

Gln

Ala

Tyr

His

110

Met

Arg

Tyr

Gln

Cys

Thr

Phe

Gly

Trp

Leu

His

Ala

His

95

val

val

Arg

Cys

Arg

175

val

Ile

Gln

Glu

Leu

Thr

Asn

Lys

Lys

Asn

His

Phe

Ser

Gln

160

Met

Trp

Cys

Arg

Leu

240

Leu

Leu

Phe
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[0038]

val Gly
290

Pro Asp
305

Leu Glu
Pro Ala

<2105
<211>
<212>

275

Ser

Glu

Asp

Ala

14
398
PRT

<213> A

<400>
Ash Pro
1

Gly Ala

Lys Leu

Arg Ser
50

val Ala
65

Glu Ser

Asp Ile

Gla Lys

Arg Ile

130

Arg Pro

14

Ala

Leu

Ala

35

Ser

Thr

Ile

His

Asn

115

Lys

Arg

Arg

Tyr

Leu

Ala
340

Ser

val

20

Ala

Met

Ala

Ile

Gly

Leu

Ser

val

Asp

Glu

PTo

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

Asp

Gly

Ser

Ala

Glu

Glu

ser

Thr

55

Ala

Ala

Lys

Ala

val

135

Gly

280

Gly

Ser

Leu

Leu

Glu

Asp

Asnh

40

Thr

Leu

Leu

Glu

Ser

120

Ala

Ash

Glu

Phe

Thr

Leu
345

Gly

Pro

25

Phe

Asn

Ser

Tyr

Leu

105

Arg

Pro

Pro

55

Ile Leu Leu
300

Met

Glu

Gly

Ser
10

Phe
Gly

val

Leu

Ile

Leu

Arg

Glu
315
Glu

Gly

Pro

Phe

Tyr

Leu

Gly

75

Asp

Asp

val

Glu

Leu

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

Ser

Leu

Arg

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

Asnh

val

ser

Thr

80

Pro

Pro

Leu

Thr

ITe



CN 104931708 A

T

¢l

38/63 7L

[0039]

145

Asn

Lys

Phe

Glu

Ser

225

cys

Phe

Leu

Gln

val

305

Pro

Glu

Pro

His

Ala
385

Asn

Glu

Lys

210

ASp

Lys

Leu

Thr

Ala

290

Thr

Asp

His

Ser

Leu

370

Leu

Trp

Ile

Pro

Ile

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

325

Gly

Leu

Pro

ITe

150

Ala

Glu

val

Asp

val

230

Leu

val

Ile

val

Gln

Ile

Phe

Gln

Phe

Gln

Ile

Thr

Glu

Leu

Pro

Thr

His

Pro

295

Glu

Thr

Glu

Pro

Tle

375

Lys

Met

ser

LyS

Glu

Arg

Leu

Gln

Asp

280

Lys

Met

Gly

Trp

Ala

360

Phe

Ile

Lys

Ile

Phe

Arg

Tyr

Thr

Asn

265

Ile

Leu

Lys

Lys

Asn

345

His

val

Leu

56

Asp

Thr

Gly

NGY

Leu

Asp

Lys

Leu

Leu

Leu

Asp

155

Lys

Leu

Ser

val

Leu

235

sSer

Thr

Arg

Leu

Gln

Ile

Asp

Thr

Arg

Pro
395

L.eu
L.eu
Arg
Ar

22

ASp
Met
Leu
Glu
Ser
300
Ser
Lys
Gly
Phe
AS

38

Arg

Ala

Gly

Ser

Ser

Ile

Leu

Tyr

Leu

Leu

Ala

Pro

365

Thr

Gly

Arg

val

190

Thr

Pro

Asp

Ile

Glu

Lys

Glu

Phe

Thr

(S5 Y

Leu

Asp

Pro

Ser

175

Ala

ser

Met

Leu

Glu

Thr

Gly

Asp

W)

Thr

Asp

Thr

160

Thr

His

Leu

Met

Ser

240

Phe

Ser

val

Glu

320

val

Thr

Tyr

Gly
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[0040]

<2105
<211>
<212>

<213>

<4005

15
474
PRT

A

15

Tet Lys Arg

Leu

sSer

Ser

Lys

Pro

Glu

Thr

Gln

Cys

145

Trp

Ser

Ala

Leu

Glu

His

Arg

50

Glu

Asp

Ser

Lys

Pro

130

Glu

Glu

Tyr

Ser

Ser
210

Arg

Leu

35

Lys

val

Cys

Asn

Glu

115

Gln

Ala

Tyr

Thr

Pro

195

Leu

val

Gly

20

Gly

Phe

val

Tyr

Ser

100

Gly

Glu

Phe

Ser

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

Lys

150

Ash

Tyr

Cys

Thr

Leu

Tyr

Asp

Gly

55

Thr

Arg

Pro

Arg

Thr

135

Asp

Ty

Leu

Phe

Leu
215

Leu

Glu

Phe

40

The

Glu

Thr

val

LYS

Tyr

Pro

Glu

Ser

Leu

200

ser

Leu

Lys

Thr

Phe

Ala

Ser

His

105

Leu

val

Lys

Gln

Met

185

Lys

Ash

57

Ala

10

Asn

ser

Glu

Cys

Ala

90

Pro

Cys

Glu

Glu

Ala

170

val

Glu

Arg

val

Lys

Leu

Gln

Cys

Leu

Gly

Met

Pro

Gly

Arg

val

Ala

val

Ser

val

60

Ala

Ser

Thi

Ala

Thr

140

Ala

Leu

Ser

Leu

Cys
220

Phe

Cys

Leu

45

Ser

Glu

Ala

Ala

Ala

Ash

Ash

Ser

Cys

Gln

205

Ser

Gln

Gly

Lys

Glu

110

Leu

Asp

Gln

Leu

Cys

190

Leu

Gin

His

15

Glu

Leu

Leu

Ala

Ser

95

Cys

LysS

Glu

Phe

Leu

175

Thr

Lys

Tyr

Ala

Phe

TYr

val

Asp

80

Cys

Cys

Ile

Met

160

val

Ser

His

Ala
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[0041]

Ala

225

Gln

Asp

Cys

Leu

Ala

305

Pro

Pro

Arg

Leu

Phe

385

Asp

Glu

Ala

Ala

Glu
465

Tyr

Lys

Ile

Met

Ser

290

Met

Glu

Gly

val

Thr

Ala

275

Thr

Asp

Leu

Gly Ash

Thr

Lys

370

Ash

Lys

Tyr

Thr

Ser

450

Ile

His

355

Ser

Ala

Gly

Lys

Pro

435

Asn

Asp

Glu

Pro

Asn

260

Lys

Lys

val

Pro

Thr

340

Leu

Leu

Lys

Gln

Lys

Thr

Cys

Ala

Lys

Thr

245

Ile

Glu

Asnh

Phe

Asp

325

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

Asp

Ser

Pro

Cys

Arg

Met

val

Cys

375

Leu

cys

Ala

Ala

Ile

455

Lys

Arg

Leu

Lys

Glu

280

Phe

Thi

Leu

Asp

Phe

360

Cys

Leu

Ala

Glu

Lys

Asnh

Asn

Leu

Glu

Cys

His

Glu

Tyr

Pro

Asp

Lys

Asp

Arg

Leu

ser

Tle

58

ser

250

Cys

Thr

Asp

Phe

Thr

330

Tyr

sSer

val

Lys

Tyr

410

Leu

val

Pro

Leu

Asn

235

val

Glu

val

Cys

Met

315

Asnh

Thr

Lys

Glu

Lys

Asn

Pro

Leu

Leu

ser

Lys

Cys

300

Pro

Lys

Phe

val

Asp

380

Leu

Glu

Ala

Lys

Leu
460

Ile

Pro

Ala

Leu

285

Gln

Ala

Asp

Glu

Leu

365

Ser

Ser

Asn

Lys

Arg

Tyr

Lys

Leu

Ser

270

Cys

Glu

Ala

val

Leu

350

Glu

Thr

ser

Thr

Leu

430

Ser

Cys

Leu

Asp

Lys

Gln

Cys

335

Ser

Pro

Thr

Phe

Phe

415

Pro

ASp

Asp

Ala

240

Glu

Asp

Asn

Thr

Leu

320

Asp

Arg

Thr

Cys

Ile

400

Thr

Glu

Phe

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

<400
Met Glu Arg
1

val

Arg

Phe

Asnh

65

Gln

Gly

Leu

Thr

Ser

145

Leu

Ile

Phe

Glu

Ser
Cys
Gln
50

Leu
Tyr

Ala

Ala

Ala
Ala

Pro

218

16
375
PRT
A

16

Ala

val

35

Cys

Glu

Ala

Ala

TYr

115

Thr

Leu

Glu

Gln

Ala

195

Gly

Ala

Thr

20

Cys

val

Pro

Asp

Gln

100

Ser

Met

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

Ser

Ser

Ala

Leu

Glu

Ser

val

55

Lys

Lys

Ala

Lys

Leu

135

Asn

Trp

Pro

Leu

Ala
215

Leu

Pro

Glu

40

Glu

Arg

Ala

Gln

Glu

120

Pro

val

Leu

Ala

Leu

Cys

Pro

val

val

Leu

Leu

105

Leu

Leu

ser

Lys

Phe

185

Leu

Cys

59

Leu

10

Glu

GTn

Glu

Asp

Arg

90

Leu

Thr

Glu

Trp

Pro

170

Ser

Ser

Pro

Leu

Leu

Pro

Ile

Ala

75

val

val

Leu

Ala

Ala

155

Gly

cys

Asp

His

Leu

Asp

ASp

His

60

Asp

Arg

Gly

Glu

Thr

140

Thr

Leu

Glu

Ash

Arg
220

Pro

Asp

Trp

45

Ala

Ala

Arg

Ala

Gly

Gly

Lys

Gln

Pro

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

Phe
Ala
Leu
Arg
80

val

val

Leu

Trp
160

sSer

Gly

Ile



CN 104931708 A

=

¢l

=

42/63 7L

[0043]

Gln

Cys

Ser

Met

Glu

Ser

305

val

Ala

Ala

Gln

Asn

Ala

His

Trp

Gln

290

Cys

Asp

Leu

Arg

Gly
370

<2105
<211>
<212>

<213»

<400>

Leu

Ala

Asn

Ser

275

val

Asn

Asn

Pro

Ser

355

Ala

17
396
PRT

A

17

%et Gly Ala

Trp Ald Pro

Thr Ser Asp
35

Gln val Lys

50

Ala

Leu

Ser

260

Ser

Pro

Arg

Ley

His

340

Thr

Arg

Pro

Ser

20

Glu

Asp

Leu

Ala

245

Leu

Ala

Lys

Leu

Thr

Glu

Leu

Gly

val

Gly

Thr

His

Arg

Leu

Gly

Asn

310

Leu

Gly

ser

Phe

Ala

Ala

val

Glu

Asn

Ala

Ala

Asn

Leu

285

Arg

Asp

ser

val

Ala
375

Leu

Asn

val

Asp
55

Thr

Gly

Thr

Ser

280

Pro

Ala

Gly

Met

WY

L.eu

Leu

Ala

40

ser

Gly

val

val

265

Leu

Ala

Pro

Asn

Asn

345

val

Leu

Ser

Gly

Ser

60

Met

Gln

AsSn

Asi

Lys

Gln

Pro

330

Ser

Ser

Leu
10
Gln

Gly

Leu

Pro

Pro

Leu

Leu

Pro

315

Phe

Gly

Gly

Leu

Asp

Thr

Gln

Thr
His
sSer
Ser
Ar

30

Asp
Léu
val

Thr

Leu
AsSp
val

Trp
60

Pro

Ser

Ala

Phe

285

val

Glu

val

val

Leu
365

Phe

Ser

val

45

Ser

Thr

Leu

Pro

Ala

Leu

Leu

Pro

Pro

val

Ala

Gln

30

Leu

Asn

Gly

AsSp

Arg

Gly

Asp

Pro

Gly

Ala

Leu

Cys
15
Pro

Lys

Pro

val

240

Leu

Cys

Leu

Leu

Glu

320

Thr

Cys

Leu

Cys

Trp

Cys

Ala
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[0044]

Gln

65

Ile

Asnh

Met

Gln

Thr

145

Leu

Ile

Thr

val

Ile

His

Asnh

Pro

Lys

ser
305

Gln
Gln
val
Pro
730
Ala
Thr
Gln
Phe
210
Glu
Pro
Pro
Leu
Ser

290

Tyr

Thr

Leu

Ala

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

Asn

Lys

Pro

Thr

Ser

Tyr

Gly

Gln

Thr

Gly

Tyr

Phe

70

Ser

Asp

Ala

Thr

Cys

150

Gly

Ash

Arg

Leu

Gln

Gln

Gln

Thr

Tyr

Gly

Thr

Glu

Lys

Gly

Gln

Asp

Gly

Glu

Lys

215

Pro

Lys

Tyr

Glu

Tyr

Thr

Glu
Pro
Gly
Ser
120
Tyr
Ser
Gln
Lys
AS

20

Gly
Thr
Leu
Leu
Ser

Gly

Leu

Lys

His

Glu

105

Leu

Lys

sSer

Glu

Thr

185

Asp

Ala

Ala

Leu

Trp

Ala

cys

Ash

61

Arg

Glu

90

Tyr

val

ser

Gly

Leu

170

Phe

Gly

Asp

Met

Leu

Thr

val

Ala

75

Leu

Thr

Thr

Ser

Ser

155

His

Thr

Ala

Arg

A
@ —
T

His

Lys

Ile

Ala

Asn
315

Leu

Ser

Cys

val

Leu

140

Lys

Gly

val

Asn

Arg

Cys

Glu

Phe

Thr

300

Asp

Arg

Ile

Ser

Arg

Pro

Glu

Ser

Ile

205

Thr

Pro

Glu

Gly

Pro

285

Ser

Pro

AsSp

ser

Ile

110

Gly

Glu

Ala

Pro

Ser

190

val

ser

Asp

Gly

ser

270

Phe

Ash

Ser

AsSh

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
240
Gly
Pro
Asn

Gly

val
320
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Pro Ser
Phe Ile
Leu Ile

AsSp Asp
370

Gln Ser
385

<210>
<211>
€212%
<213»

<4005
Met G1
1 y

Cys Cys
Pro Trp
Lys Cys
50

Pro Ala
65

Asn Arg
Ile Ser

Phe Thr

ITe Pro
130

ser

val

Arg

Ala

Gly

13
398
PRT
A

18

Ala

Trp

Thr

35

Gln

Gln

Ile

Asnh

Met

115

Gln

ser

Phe

340

His

Pro

Gly

Pro

Ala

20

Ser

val

Gln

Gln

val

100

Pro

Lys

Ser

325

Leu

Lys

Asp

Asp

Ala

Pro

Asp

Lys

Thr

Leu

85

Ala

val

Pro

Thr

Leu

Gly

Ala

390

Ala

Gly

Glu

Asp

Leu

70

val

Leu

Arg

Ile

Tyr

Leu

Thr

Asp

375

Lys

Ser

Gly

Thr

Tyr

Thr

Ala

Thr

Ile
135

His

Ile

Tyr

360

Thr

Lys

Leu

Ala

val

40

Glu

Phe

ser

Asp

Ala

120

Thr

Ala Ile Ile

Met
345
Leu

Ala

Glu

Leu

AsSn

val

ASp

Gly

Thr

Glu

105

Lys

Gly

62

330

Leu

Thr

Ile

Tyr

Leu

10

Leu

Ala

Ser

Glu

Pro

90

Gly

Ser

Tyr

Ile

His

Ile

Phe
395

Leu

ser

Gly

Ser

Glu

Leu

Lys

aly

Phe

Gly

Asn

380

TIle

Leu

Gln

Gly

Leu

60

Afg

Glu

TVIr

val

Ser
140

Gly
Leu
Ala
365

Ala

Leu

Asp

Thr

45

Gln

Ala

Leu

Thr

Thr

125

Ser

Lys

Glu

Leu

Asp

30

val

Trp

Leu

ser

Cys

val

Leu

val
335
His

Gly

Gly

Phe
15

Ser
val
Ser
Arg
Ile
95

Ser

Leu

Arg

Ala

TYr

Ser

Gly

Ala

Gln

Leu

Asn

Asp

80

Ser

Ile

Gly

Glu
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[0046]

Lys
145
Ala
Thr

sSer

Cys

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

Ile

Thr

195

val

Ile

His

Ash

Pro

275

Lys

Ser

Pro

Phe

Leu

355

Asp

Gln

Ala

Thr

Gln

180

Phe

Asn

Glu

Pro

Pro

260

Leu

Ser

Tyr

Ser

Ile

340

Ile

Asp

Ser

Thr

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

Asnh

Lys

Pro

Thr

sSer

215

Tyr

Gly

Gln

Thr

Tyr

Ser

Leu

LYS

Asp

Asp

Cys

Gly

Asn |

Ar

20

Leu

Thr

Gln

Gln

Gln

280

Thr

Tyr

Thr

Leu

Asp

GlIn

Asp

Lys

Pro

Lys

Tyr

Thr

Tyr

Leu

345

Thr

Asp

Lys

63

ser

Gln
170

- Lys

Asp

Gly

Thr

Leu

250

Leu

ser

Gly

Leu

His

330

Ile

Tyt

Thr

Lys

ser

155

Glu

Thr

Asp

Ala

Ala

235

Leu

Trp

Ala

Cys

Asn

315

Ala

Met

Leu

Ala

Glu

Gly

Leu

Phe

Gly

Asp

Met

Leu

Glu

Leu

Thr

300

val

Ile

Leu

Thr

Ile

380

Tyr

ser

His

Thr

Ala

205

Arg

Ile

His

Lys

I'le

285

Ala

Ash

Ile

Ile

His

365

Ile

Phe

Lys

Gly

val

190

ser

ser

Arg

cys

Glu

Phe

Thr

Asp

Gly

Phe

350

Glu

Asn

Ile

Pro

Glu

175

Ser

Ile

Thr

Pro

Gly

Pro

Ser

Pro

Gly

Leu

Ala

Ala

Ala
160
Pro
Ser

val

ser

Ser

Phe

Asn

Ser

320

Ile

Gly

Lys

Glu
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385

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

<400>

19
1210
PRT
A

19

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

Asn

Ser

Pro

130

Glu

Pro

Gln

Asn

Phe

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

Ile

Phe

135

Ile

Tyr

Tyr

AsSp

Thr

Leu

ser

Ile

40

Gln

Thr

Ser

His

Ala

120

Pro

val

Trp

Met

ser

200

Ile

Gly

Lys

Lys

Ile

Lys

Asn

Phe

105

Met

Lys

Leu

Met

ser

185

Arg

val

64

Arg

10

Ala

Gln

Glu

Asp

Asnh

90

Gln

Ser

Glu

Pro

Asn

170

Gln

Asn

Gln

395

Gly

Ile

Ser

Cys

Gly

75

Ser

Gly

Glu

Lys

Cys

155

Ile

Lys

AsSp

Lys

Leu

Glu

Lys

Glu

60

Ash

Gly

Lys

Glu

Ile

140

Ash

Glu

Gy

Tyr

Met

Ie

Tle

val

45

Ala

Pro

Thr

Tyr

ITe

Asp

Pro

Leu

ASp

205

Pro

val

Pro

30

Gln

Lys

Phe

Phe

Ar

11

Glu

Pro

Pro

Glu

Leu

190

Cys

Met

Tyr

15

Ser

val

Gly

Tyr

Arg

95

Cys

Phe

Leu

Lys

His

175

Tyr

Phe

Lys

Leu

ser

Ala

Asnh

Phe

80

Ile

Phe

Glu

Gly

ITe

Phe

Ala

Leu
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Thr

225

Leu

Gly

Gln

Ala

Gln

305

Ala

LysS

Leu

Ash

Pro

385

Tyr

Asn

Glu

Phe

210

val

Pro

Glu

val

Lys

290

Asp

Thr

Lys

Cys

Gly

Arg

Gln

Ile

Asn

Phe
450

Asn
Pro
Ile
Asp
275
Glu
Lys
His
Pro
Glu
ser
Glu
Cys
Asp

a5

Ala

Ser

Thr

Leu

260

Trp

Asn

Gly

Asp

Gln

340

Ala

Pro

Ile

Glu

val

420

Ala

Ser

Ser

Glu

245

Leu

Asnh

Tyr

Asn

Phe

325

ser

Glu

val

Ser

Ala

405

val

Thr

Pro

Ash

230

Ser

Leu

Lys

Gly

TYr

310

His

Ala

Gly

Asp

Phe

390

Ser

Asp

val

Glu

215

Ser

Gly

Glu

Ile

Lys

295

Arg

val

val

Glu

Asn

375

Thr

Asnh

val

val

Ala
455

Ile

Ser

cys

Gly

Thr

Cys

Ile

TYr

PTro

360

His

Asn

val

Arg

Gly

val

Lys

Glu

Phe

265

Gly

Ley

Thr

val

Ser

345

Gln

Pro

Leu

His

Pro

425

Tyt

val

65

Gln

ser

250

Ala

Asp

Lys

Ala

Glu

330

Thr

Pro

Phe

Gln

Gly

Leu

Ser

Ser

Arg

235

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

Ash

Ile

Gln

Phe

Gln
460

Pro

Thr

Leu

Phe

Pra

Ash

Asp

His

Leu

Thr

Leu

445

Lys

Lys

Ile

Pro

270

Gly

val

Leu

Arg

]

35

Trp

val

Thr

Ala

val

Leu

Leu

Thr

Arg

ser

Gly

Trp

Ile

Arg

val

Ala

Asn

415

AsSp

Cys

Glu

Leu
240
Lys

Pro

Tyr

Thr

320

Thr

Leu

val

Phe

val

400

Ala

Gly

Glu

Glu
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val

465

Leu

Trp

ITe

Pro

His

545

Phe

Ash

Cys

Thr

Arg

Asnh

Glu

Thr

Ile

His
705

Lys

Gln

val

Arg

530

Leu

Glu

Leu

ser

val

610

Gln

Ser

Pro

val

Ala

690

His

Pro

Ile

Glu

Asn

515

Leu

Lys

ITe

Thr

Ala

595

Leu

Ash

Asn

Gly

Ile

675

val

Glu

Leu

Asn

Asn

500

Ala

His

His

Asn

Ile

580

His

Asp

Arg

Ile

Arg

Leu

Asn

Thr

Glu

Arg

Ala

Thr

Met

ser

Thr

val

Ser

Ser

645

Trp

Pro

Glu

Pro

Gly

Thr

Ile

Lys

Leu

Leu

550

Thr

Asnh

Ala

Pro

val

630

Glu

Glu

Leu

val

Pro
710

Arg

Thr

Gly

Leu

Glu

535

Lys

Glu

val

Leu

Arg

Tyr

Glu

Ala

Gly

Ala

Arg

Glu

Lys

Ar

52

Leu

Leu

Asp

Thr

Leu

Ile

Leu

Pro

680

Arg

Ala

TYr

Glu

Thr

505

val

Hig

ser

Gly

Leu

585

sear

Pro

Thr

val

Thr

665

Phe

Ser

Pro

66

His

ASp

490

Ala

Ser

Cys

Trp

Ar

57

Glu

Ala

Glu

Trp

Glu

650

Arg

val

Gln

Asp

Ile

475

Ala

val

Pro

Glu

ser

555

Ile

Asp

Ala

Asn

Glu

635

Phe

val

Arg

Pro

Arg

Tyr

Gly

Thr

Lys

Ser

540

LysS

Ile

Gln

Asp

Leu

620

Ala

Glu

Gln

Tyr

Ser

700

Ash

Glu

Ser

Ala

Ash

525

Lys

Asp

Ile

Gly

Ile

605

His

Gly

Gly

Gly

Gln

685

Gln

Pro

Asn

Tyr

Asn

510

Pro

Cys

Gly

ASp

Ile

590

Thr

Leu

Ala

Asn

LysS

Phe

Pro

Gln

Gly

Ser

495

Leu

Arg

Asp

Glu

Gly

Tyr

Gln

sSer

Asp

Lys

Arg

Ser

Asn

Thr

480

Cys

ASp

Ile

Ser

Ala

560

Ala

Cys

val

Glu

His

640

Glu

Thr

val

Asp

Ile
720
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Arg

Leu

Trp

Asn

val

785

Ser

Ile

ser

Tle

TYyr

Thr

val

Asn

945

Thr

val

Lys

Lys

His

770

LyS

val

His

Thr

Asn

850

Glu

Pro

Asn

Pro

930

Gly

TYyr

Gln

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

Asp

Leu

Ile

Ser

Glu

Gly

Arg

Ala

Tyr

Asp

Lys

Lys

Ile

Asp

Gly

val

Thr

Thr

Gly

Gln

Gln

Ala

val

1le

790

ser

val

Asp

Thr

Leu

870

Ala

Ala

Pro

Ala

Gly

Glu

Pro Lys Glu

Asn

Pro

Met

775

Ash

Gly

Ile

Arg

Arg

Phe

Gly

Glu

Thr

935

Tyr

Leu

Gly

val

760

Thr

Gl

Glu

Asn

val

840

Ser

Phe

Ser

Pro

Glin

920

Leu

Leu

Asn

Pro

745

Glu

Pro

Leu

ASp

ser

825

His

Leu

ser

Glu

Pro

Ser

Leu

Asp

67

Met
730
Gly
Trp

Ala

Gly

Gly

Leu

Gly

Ser

Thr

Trp

Gln

Ile
970

Ile

Leu

Glu

val

ser

795

Pro

Leu

Arg

Asp

GlIn

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

Lys

Tyr

Glu

765

Ala

Pro

Thr

Lys

Lys

Arg

Asn

Thr

Tyr

Lys

Pro

Ile

Thr

Trp

Ar

75

Thr

Pro

ASp

Ala

val

830

Gly

Thr

ser

val

Ile

910

val

Lys

Ile

Thr

Glu

735

val

val

Tyr

Pro

Pro

815

Thr

Tyr

His

Gly

Leu

895

Phe

Ile

Lys

Asn

Pro
975

Pro

Thr

Thr

Asp

Gln

800

val

Trp

Gln

Pro

Met

880

Ala

Gln

Lys

Leu



CN 104931708 A

F

¢l

&

50/63 7L

[0051]

Lys Pro Ser Trp His Leu Ser Ash Leu Asn Ala Thr Thr Lys Tyr Lys
980 990

Phe

Glu

Ile

Phe

Trp

Gly

Trp

Leu

Ser

Ser

Lys

Pro

His

Gly

Ala

985

Tyr Leu Arg Ala Cys Thr Ser
995 1000

Glu
1010

Ser
1025

Glu
1040

Phe
1085

Leu
1100

val
1115

val
1130

Pro
1145

Thr
1160

Gly
1175

Ser
1190

Thr

ser

Gly

Pro

Asp

Glu

Ile

Thr

Lys

Lys

Leu

Glu

Leu

Lys

Phe

ser

val

Gly

Asn

Tyr

Gly

val

Glu

ASp

Lys

Ser

Phe

Glu

Pro

Thr

Asn

Ala

Asp

Ala

Leu

Cys

Lys

Glu

Gly

Ala

Ser

Lys

Leu

Leu

Leu

Glu

Ser

Gly

Met

Phe

Glu

Thr

ser

Asp

Glu

Gly

Arg

Gly Glu Gly Ser Lys

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

Ala

Lys

Leu

Gly

Arg

Leu

Gly

val

Lys

val

Gln

Asp

Ile

Arg

His

Glu

Ser

val

Ser

Glu

68

Thr

Arg

Asp

Asp

Ala

Asn

Pro

Tyr

Leu

Glu

Phe

ser

His

Leu

val

Ile

Leu

Arg

Asp

Ser

Ash

Tyr

Ile

Ash

Gln Gly Cys Gly Lys
1005

Pro Ile Thr

Gly 1Ile Gly Lys

1020

Pro
1035

Met
1050

Ile
1065

Ser
1080

Leu
1095

y
1110

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



CN 104931708 A

F

¢l

&

51/63 L

[0052]

120

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

<400>

5

20
449
PRT
A

20

Met Met Lys
1

Ser

Glu

Ala

Glu

65

Lys

Glu

Cys

Cys

Asn

145

Ser

Gln

Asp

Phe

Gly

Met

val

50

Glu

Glu

Leu

Lys

Arg

Gln

Leu

ASp

Arg

Ser

GlIn

ser

35

Ash

Arg

Asp

Pro

Pro

115

sSer

ser

Leu

His

Phe

195

Leu

Thr

val

20

Asn

Gly

Lys

Ala

Gly

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

Léu

Glu

Asn

Gln

Leu

135

Tyr

Arg

Ala

Glu

Arg

Phe

Gln

Lys

Ile

Ser

Thr

Glu

Thr

120

val

Phe

Gln

Ser

Pro

200

Ptro

val

Thr

25

Tyr

Lys

Ash

Arg

Thr

105

Cys

Gly

Trp

Gln

Ser

185

Gln

His

69

Gly

10

va'l

val

Thr

Leu

Glu

90

Met

Met

Arg

Met

Thr

170

Ile

AsSp

Phe

L.eu

Ser

Asn

Leu

Glu

75

Ser

Met

Lys

Gln

Asn

155

His

Ile

Thr

Phe

Leu
Asp
Lys
Ile
60

Glu
Glu
Ala
Phe
Leu
140
Gly
Met
ASp

Tyr

Phe

Leu

Asn

Glu

45

Glu

Ala

Thr

Leu

Asp

Leu

Glu

His

205

Pro

Thr

Glu

30

Ile

Lys

Lys

Lys

Trp

Ala

Glu

Arg

ASp

Leu

190

Tyr

Lys

Trp

15

Leu

Gln

Thr

Lys

Leu

95

Glu

Arg

Phe

Ile

val

175

Phe

Leu

Ser

Glu

Gln

Asn

Ash

val

Leu

Asp

160

Met

Gln

Pro

Leu
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Ile
His
Ala
Glu
Arg
305
Ala
Leu
Leu
val
Ar

38

Gly
val
Thr

Glu

210

val

Ala

Met

Phe

His

290

Arg

Lys

Thr

Ash

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

Lys

Ser

Leu

Thr

Glu

Pro

420

Glu

Leu

Gln

245

His

Glu

Thr

Leu

Arg

Tyr

Ser

Ala

val

val

405

val

Lys

Met

230

Pro

Phe

Gly

Gly

ser

310

Glu

Ash

Leu

Asn

Ala

390

val

Glu

Ala

215

Pro

Phe

His

AsSp

Cys

295

val

Leu

Glu

Leu

val

val

Leu

Phe

Leu

Ser

280

Leu

Asp

ASD

Leu

Glu

360

Thr

His

Lys

Ser

Gln
440

Ser

Glu

Pro

265

Asp

Arg

Cys

Glu

Leu

345

Gln

Gln

Thr

Leu

Ar

42

GTu

70

Pro

Met

250

Ala

Arg

Met

Ser

Ser

330

Lys

Leu

Gly

Ser

Phe

410

Lys

Tyr

Tyr

Ile

Phe

Thr

Lys

Thr

315

Leu

ser

Asn

Glu

Asp

395

Gly

Asn

Arg

220

Glu

His

Gln

val

Asn

Gln

Tyr

Glu

Asp

380

Ser

Ser

Pro

Lys

Pro

Glu

His

285

Gln

Asn

val

Gln

Gln

365

Gln

AsSp

Asp

Lys

Leu

Ala

Pro

270

Arg

Cys

Pro

Ala

Tyr

val

Pro

Phe

430

His

Ash

GlIn

Pro

Glu

Asp

Ser

Glu

Lys

Ash

Tyr

Pro

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>

<213>

<400>

21
274
PRT

A

21

Met Gln Asp His
1

Gln

Pro

Arg

Phe

65

Gln

Thr

Ile

Lys

Gln

145

Arg

Met

Trp

Leu

Asp
Phe
Ile
50

His
Ala
Glu
Arg
cys
130
Ala
Leu
Leu

val

Arg
210

Arg

sSer

35

val

Ala

Met

phe

His

115

Arg

Lys

Thr

AsSn

Ser

195

val

Phe

20

Leu

Arg

Met

Asp

Ile

100

Asn

Glu

Leu

Arg

Thr

180

Arg

Thr

Phe

Phe

Pra

Ser

Phe

Ile

85

Arg

ser

Ile

Arg

Leu

Thr

Ser

Thr

His

Leu

Gln

70

His

Glu

Thr

Leu

Ar

15

Tyr

ser

Ala

val

Arg

Arg

Arg

Met

55

Pro

Phe

Gly

Gly

ser

135

Glu

Asn

Leu

Asn

Ala
215

Ala

Glu

Alrg

40

Pro

Phe

His

ASp

Cys

120

val

Leu

Glu

Leu

Leu

200

Ser

Ser

Pro

25

Pro

Phe

Leu

Ser

Asp

105

Leu

Asp

ASpP

Leu

Glu

Thr

His

71

Ser

10

Gln

His

Ser

Glu

Pro

90

Asp

Arg

Cys

Glu

Leu

170

Gln

Gln

Thr

Ile

Asp

Phe

Pro

Met

75

Ala

Arg

Met

Ser

155

Lys

Leu

Gly

ser

Ile

Th

Phe

Phe

Thr

Lys

Thr

140

Leu

ser

Asn

Glu

220

Asp

Tyr

Phe

45

Glu

His

Gln

val

Asp

125

Asn

Glh

Tyr

Glu

Asp

205

ser

Glu

His

30

Pro

Pro

Glu

His

ASN

val

Gln

Gln

190

Gln

ASp

Leu

15

Tyr

Lys

Leu

Ala

Pro

95

Arg

Cys

Pro

Ala

Trp

Phe

Tyr

val

Phe

Leu

Ser

Asn

Gln

80

Pro

Glu

Asp

Ser

Glu

160

Lys

Ash

Tyr

Pro
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Ser Gly val Thr

225

Thr val Thr val

Glu

Pro
245

Glu Thr val Ala Glu

Glu

Glu

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

<400>

22
253
PRT
A

22

E1y Ser Ser

Gln

Thr

Lys

Glu

65

His

Gly

Leu

Ile

145

Gly

Ile

Glu

50

Met

Gly

Pro

Asp

Ser

130

Gly

val

Leu

35

Gly

His

Asp

val

Thr

115

val

Arg

260

Glu

Gly

20

Thr

Ser

val

Gly

Phe

100

Tyr

Met

Trp

His

ser

Ser

Ile

His

Ile

85

Gly

Pro

val

Thr

val val val Lys

230

val

Lys

Leu

ser

Gln

Trp

Phe

70

Ala

ser

Asn

Asn

Gly
150

Glu val ser

Ala Leu Gln

Lys

ser

Tyr

Asn

35

Lys

L.eu

Lys

Asp

Asn

135

Leu

Arg

Met

val

40

His

val

TFp

ASD

Glu

120

Gly

Ala

265

Glu

Pro

25

Arg

Gln

His

Tyr

Ash

105

Thr

Ser

Gly

Leu

250

Glu

His

10

Leu

Leu

Pro

Gly

Phe

Thr

Leu

Cys

72

Phe
235

Lys

Tyr

Ser

Trp

Thr

Cys

Thr

75

Arg

His

Glu

Ser

Thr
155

Asp Ser Asp

Ash Pro Lys

Arg Lys Lys
9 270

Leu

Asp

Pro

Phe

60

Gly

ASp

Gly

Arg

Tyr

140

Ala

Ile

Phe

Asp

45

Leu

Lys

Arg

Leu

val

125

Asp

Asp

Lys

Glin

30

Glu

Lys

Lys

Leu

Ala

110

Phe

His

Phe

Pro
Phe

255

His

Pro

15

Gly

Arg

ASp

Asn

val

95

Ile

Pro

ser

Arg

Ile
240
Met

Arg

Tyr

Ser

ser

Trp

Leu

80

Pro

Phe

Tyr

Lys

Asn
160



CN 104931708 A

=

¢l

=

55/63 L

[0056]

Arg

Thr

Asp

Ala

Leu

225

Trp

Asp His

val Met

Ile Thr
195

Gly Thr
210

Phe Gln

Thr Lys

<210> 23
211> 501
<212> PRT
<213> A

<400> 23

Met
1
Ala
Gly
Arg
Leu
65
Asn

Glu

Glu

Gln val
Ile Asn
Ala Arg
35

Ile Gly
50

Thr Trp
Glu Leu

Ile Gln

Lys Thr
115

Asp

Thr

180

Gly

Gly

Leu

Ile

Cys

Thr

20

Gly

Gly

Glu

Gln

Asn

100

Ash

Thr
165
Asp
val
ASp

Met

Glu
245

Ser
5
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

Glu

Leu

Ser

215

Glu

Ser

Pro

Pro

val

Lys

Gln

Ser

Ash

Arg

Ala

ASp

Pro

200

Asp

His

val

Gln

Ser

Pro

40

Thr

val

Asn

Gly

120

val

Asn

Thr

Asn

Arg

Ala

25

Leu

Leu

Leu

GlIn

val

105

Thr

73

Arg

Asn

Gly

His

Pro

Phe
250

Gly
10

His
Thr
Leu
Gly
Gly
90

Lys

Leu

Tyr

Glu

Tyr

Asp

Asp

235

Leu

Cys

Asn

Glu

Leu

Asp

75

Ser

Gln

Leu

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

Thr

Tyr

Lys

Ash
125

Gly

Asn

190

Gly

Ser

Asn

Glu

Ser

30

Lys

Gly

val

val

Thr

110

Leu

Arg

Cys

Ala

Met

Ile

Gln

15

Pro

AsSp

Leu

ser

Asn

95

Leu

Glu

Leu

Ser

Lys

ASp
240

Ser

Gly

ser

Leu

Asp

80

Lys

Glu
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Ala

Thr

145

Leu

Tyr

Glu

Asp

Leu

225

Glu

His

Pro

Pro

Glu

305

His

Cys

Gln

Asn

Lys

Lys

Trp

Ala

Glu

Arg

Asp

Leu

Tyr

Lys

Leu

290

Ala

Pro

Arg

Cys

Pro
370

Lys

Leu

Glu

Arg

Phe

195

Ile

val

Phe

Leu

Ser

275

Asn

Gln

Pro

Glu

ASp

Ser

Lys

Lys

Glu

val

180

Leu

Asp

Met

Gln

Pro

260

Arg

Phe

Gln

Thr

Ile

340

Lys

Gln

Lys

Glu

Cys

165

cys

Ash

ser

Gln

Asp

Phe

Ile

His

Ala

Glu

AFg

Cys

Ala

Glu

Leu

150

Lys

Arg

Glh

Leu

Asp

230

Arg

Ser

val

Ala

Met

310

Phe

His

Arg

Lys

Asp

135

Pro

Pro

ser

ser

Leu

215

His

Phe

Leu

Arg

Met

295

Asp

Ile

Asn

Glu

Leu
375

Ala

Gly

Cys

Gly

ser

200

Glu

Phe

Phe

Pro

Ser

280

Phe

Ile

Arg

Ser

Ile

360

Alrg

Leu

val

Leu

Ser

185

Pro

ASn

Ser

Thr

His

265

Leu

Gln

His

Glu

Thr

345

Leu

Arg

Asn

cys

Lys

Gly

Phe

Asp

Arg

Arg

Met

Pro

Phe

Ser

Glu

74

Glu

Asn

155

Gln

Leu

Tyr

Arg

Ala

235

Glu

Arg

Pro

Phe

His

315

AsSp

Cys

val

Leu

Thi

140

Glu

Thr

val

Phe¢

Gln

220

Ser

Pro

Pro

phe

Leu

300

Ser

Asp

Leu

ASp

Asp
380

Arg

Thr

Cys

Gly

Ser

Gln

His

Ser

285

Glu

Pro

Asp

Arg

365

Glu

Glu

Met

Met

Ar

19

Met

Thr

Ile

Asp

Phe

270

Pro

Met

Ala

Arg

Met

350

ser

ser

ser

met

Asn

His

Ile

Thr

255

Phe

Tyr

Ile

Phe

Thr

335

Lys

Thr

Leu

Glu

Ala

160

Phe

Leu

Gly

Met

Asp

240

Tyr

phe

Glu

His

Gln

320

val

ASpH

Asn

Gln
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val

385

Gln

Gln

Gln

Asp

Asp

465

Lys

Lys

Ala

Trp

Phe

Tyr

val

450

Pro

Phe

His

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

<400>

Glu
Lys
Asn
155
Pro
ITe
Met
Arg

24
240
PRT
A

24

Met Leu Ala
1

Asp

Glu

val

val

65

val

Ala

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

Thr

Arg

Thr

Thr

455

val

Ala

Ser

Asp

Tyt

Asp

25

Leu

Leu

Lys

Ser

Leu

Thr

440

Glu

Pro

Glu

Cys

Ser

Ala

40

Asp

Asp

Ala

Tyr

Ser

val

val

val

Lys

Leu

Lys

Gly

Ala

Pro

75

Asn

410

Asn

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

Gln

Ala

Ash

Glu

His

60

Pro

Lys

Leu

Gln

Gln

Thr

445

Leu

Arg

Glu

Ala

Ser

Ile

45

Ala

Arg

Leu

Lys

Leu

Phe

Lys

Tyr

Gly

Asp

30

Trp

Ala

val

ASp

Ser

Asn

415

Glu

Asp

Asp

Asn

Ala

15

Ser

Gln

Cys

Thr

Ala
95

Asp

Ser

Ser

Pro

480

Lys

Ser

Ala

Glu

Gln

Gly

80

Phe
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Trp
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Trp
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Gly
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Trp
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Tyr
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Ala
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Trp
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30

Ala

Leu

His

Ile

Asn

110

Glu

Gly

Tyr

Asp
175
ser

Thr
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Trp
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Ile
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Pro
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Phe
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Thr
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Asp
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Pro
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40
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120
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Leu

Ile

Trp

Leu

Leu
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105

Tyr
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Leu
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Ala

Asn
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val

Phe
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170

Ser
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Trp
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Phe

Ala

Gly

ser
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val
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Thr
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Thr
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1
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Thr
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Leu
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Met
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Ala

Met
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Ile
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Lys
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Gly
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Thr

val
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Met
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Gly
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Thr

Asp

Asn
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Ala
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val
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Gly Phe Arg

Lys Ser Pro
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Tyr Glu Gly
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Lys Gln Asp
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<212>
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PRT
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29

%et Gly Ala
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Pro

65

Ash
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Phe
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Lys
145

Cys

Trp

cys

50

Ala

Arg
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Thr

Pro

130

Asp

Trp

Thr

35

Gln

Gln

Ile

Asn

Met

115

Gln

Thr

Asp Asn Trp val
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Phe

Trp
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Ala
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Ser

val

Gln

Gln

val

100

Pro

Lys

Ala

Glu Gln His

Pro Glu val

Ala

Pro

Asp
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Thr

Leu
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Ala

val

Pro

Thr

Ala

Gly

Glu

Asp

Leu

70

val

Leu

Arg

Ile

Leu
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215

Ser

Gly

Thr
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55

Tyr

Thr

Ala

Thr

Ile

135

Asn

Phe
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200

val

Leu

Ala
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40

Glu

Phe
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Asp

Ala

120

Thr
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Cys Gly Gly Lys Gly
185
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Glu Met G1u‘G1g
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Leu Leu
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val Ala

ASp Ser

Gly Glu

Thr Pro
90

Glu Gly
105
Lys Ser

Gly Tyr

aln Ser

80

Leu
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Gly
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Lys

His

Glu

Leu

Lys

Ser
155

Leu

Gln

Gly

Leu

60

Arg

Glu

TV

val

ser

140

Gly

205

Cys

Leu

Asp

Thr

45

Gln

Ala

Leu

Thr

Tht

125

ser

Ser

Ile Lys Thr
190

Thr

Ile

Leu

Asp
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val

Trp

Leu

Ser

Cys

110

val

Leu

Lys

Asn

Pro

Phe
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Ser

val

Ser

Arg

Ile
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Leu

Arg
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Gln

Ala
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Leu
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ASp
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Ala
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cys

Pro

Arg
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Gly

Gly

Arg

Arg
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Arg

Pro

Gly

Pro

Asn

290

Gly

val

Ala

Tyr

Ser
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Gly

Leu

Ile

Thr

195

val

Ile
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Asn

Pro

275

Lys
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Pro
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Leu

355

Asp
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Thr

Gln
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Phe

Asn

Glu

Pro

Pro
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Leu
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Tyr

Ser

Ile

340

Ile
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Trp

Glu

Gln

His

val

Arg

val
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Asp

Lys
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325

val

Arg
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Gly

Arg
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val

Glu

Leu
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Pro

Met
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Ala
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Phe
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Pro

Gly

Lys
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Thr

Ser
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Tyr

Gly

Gln

Thr
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e
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Leu

Lys

Asp
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Asp

Gly

Asn

Ar

20

Leu

Thr
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Gln

Gln

280

Thr

Tyr

Thr

Leu

ASp

Asp

Gly

Glu

Lys

Pro

Lys

Tyr
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Glu

Tyr

Thr

Tyr

Leu
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Thr

Asp

Lys
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Gln
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Lys

Asp

Gly

Thr

Leu
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Leu
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Gly

Leu

Tyr

Thr

Lys

Glu

Thr

Asp
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Ala

Leu

Trp
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cys

Asn
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Met

Leu
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Glu
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Leu
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Asp
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Leu
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Leu

Thr
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Leu

Thr
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Tyr
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Thr

Ala
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Asn
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Ser
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Arg

Cys
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Phe

Thr

Asp

Gly

Phe

350

Glu

Asn

Ile
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Ser
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Thr

Pro
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Ser

Pro
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Leu
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