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1 AR IEE S 2 AR 3, a5 .
MR INIX ,
FESFRIC X, HAL S &L X CSF B E AR —uik, b ik 55— Juik 5 30 3l ik 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

FIT iR A it e i X,

HLrP AR X AFAE AT RSN 45 48 7 BT IR A S AR AE I B

Horh 57E T RARF R 42 . SR B A THVR S W VR B P I KA L, BTk CSF
BHEEELE CSF HBA >5 51 e B,

Horh ik CSF E 48 & SEQ 1D NO:1 ;SEQ ID NO:2 ;SEQ ID NO:3 ;SEQ ID NO:4 ;SEQ
ID NO:5 ;SEQ ID NO:6 ;SEQ ID NO:7 ;SEQ ID NO:8 ;SEQ ID NO:9 ;SEQ ID NO:10 ;SEQ ID
NO:11 ;SEQ ID NO:12 ;SEQ ID NO:13 ;SEQ ID NO:14 ;SEQ ID NO:15 ;SEQ ID NO:16 ;SEQ ID
NO:17 ;SEQ ID NO:18 ;SEQ ID NO:19 ;SEQ ID NO:20 ;SEQ ID NO:21 ;SEQ ID NO:22 ;SEQ ID
NO:23 ;SEQ ID NO:24 ;SEQ ID NO:25 ;SEQ ID NO:26 ;SEQ ID NO:27 ;SEQ ID NO:28 ;SEQ ID
NO:29 ; B3k CSF FiuJ5i i) CSF & AR M R A B 2 W AL T 20 s BE P PR ELSE 2 M B3R CSF H1)iR
EEREE

H a3 Ba5 2 2 10 AR BKHUE, e85 AR CSF & & & A R 7 45
&, JF B AT FAR T BME KT BB R fUAE, AWM Siig 5 SR 45 -6 I 2R A FH P15

Jin o

2. BUMEER | 1926 E, Hrp A ER IR A IA G 45 R, B Prd 22 B o & A ik
fe ik s ph i 25

3. BURIESR 1 (28, Hodh b2 B A8 4 2 10 AR UK, SR 5 A F /Y CSF
BB AR A A, 0 P PN T E S A ks &

4. BCREER 1 A E, JOLBAEXT BT AR CSF B R EH /K #T E &

5. BURIELR 1 28 E, Horh &% CSF & 4R 8 A M3 — Bk 5 iridk CSF & & AT
OERINESY CAUTEE T

6. K IUAE &, T & TR AFAE CSF 7515, HAHE .

W PR FE i 5 x0T CSF B S & ke e 45 S TR 3l DL

Rl 5 & AR -CSF B R E A E A2 S A7AE, Hhrl il E & MK A E TR rid FE
i FIAFAE CSF 5

oA 570 AR B 4 0 SO IR A YRR MR VR BV R B KA B, BITiA CSF
BB AT CSF A 5 50 5E R,

H. ik CSF E 48 /£ SEQ 1D NO:1 ;SEQ ID NO:2 ;SEQ ID NO:3 ;SEQ ID NO:4 ;SEQ
ID NO:5 ;SEQ ID NO:6 ;SEQ ID NO:7 ;SEQ ID NO:8 ;SEQ ID NO:9 ;SEQ ID NO:10 ;SEQ ID
NO:11 ;SEQ ID NO:12 ;SEQ ID NO:13 ;SEQ ID NO:14 ;SEQ ID NO:15 ;SEQ ID NO:16 ;SEQ ID
NO:17 ;SEQ ID NO:18 ;SEQ ID NO:19 ;SEQ ID NO:20 ;SEQ ID NO:21 ;SEQ ID NO:22 ;SEQ ID
NO:23 ;SEQ ID NO:24 ;SEQ ID NO:25 ;SEQ ID NO:26 ;SEQ ID NO:27 ;SEQ ID NO:28 ;SEQ ID
NO:29 ; B3k CSF i) i) CSF & AR IR Ak B A T 20 B PR ECRE 2 M 38 CSF H1JiR
A
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7. BRI ER 6 W77k, P g 4 & R A & kil beic.
8. BRI EER 7 77 1%, AL BRI e dh h 45 & 118 -CSF B R E AR AT &

9. BRIZER 6 (7715, Jorp Bk 45 A AR R BUE, i AR A6 2 e biuis s & .

10. BUREESR 6 7732, He ik 456 A48 2 rads i BLAS U060, 45 J5UA7 S0 9% I 5 o

L1 AR EE SR 6 B J7 9%, Horh BroR e A2 4 41 L IV 375 - 22 PRV B AT ER
L R B T RN

12, BUREESR 6 (7772, Ho A BTl e it ok 1 PR 54 B A A4

13, BURIER 6 F 773, ARG FTiA AN 5 2 2 10 PSR SuiAR A, f M rid ik 5
ANFIR CSF BB AR s &

14, BURVEESR 13 17715, o AR T BUE K (BRI LA, 24 CSF 4772, BT A ik
A R EHEE S

15, BURESR 6 7515, Horp ik 45 & fR AR 2 P id, 1 B Amd I e 68 prik #  5 4
F 10 FASFESUA A, R ETIASUA SRR CSF & M ARE b g 4, i HL A pE
BAFBESIAALE S .

16. BRI EESK 6 (17775, A Frid 456 1B 2 5 Brid CSF & (R 8 1 B iR IS 2 1A 45
Ak,



CN 102576019 B w BB B 1/14 T

RELEERERNZEMGE

[0001]  5AHIGHIERAE X 5] A

[0002]  AHIIE A 2009 4 8 H 7 HARZZHI L lm iy HiiE No. 61/232, 033 ( Hil it 844 5] 1]
FAARI) BIERHIE

[0003]  AFF45IE

[0004]  ARAFHEW MFESH T EBFIENER (cerebrospinal fluid, CSF) HIKEIM, H
TH A -5 A At AR B 7K AR BEAE CSF A E 4R 1 — R B £ R0 88 (1 R IEAT « AR SCHE
7T A IR BB RO AR TR | RROIRAS R AL A R () ) N VR A A VR i R
ST AL R 2 B AT

[0005]

[0006] M H ¥k (CSF) BB HEM (1iquor cerebrospinalis) 77ET kM T iz DA S 4
S PRI RS (ONS) FIRE=E A . BiATEBEIRI T CSF A, CSF [al 4 £ 7o A 4R i
KA VEFE AU R B 2 BR AR T B2 i . CSF @ 4 8 MR 8l e A A i i
T AT P = AR5 D = T Pk 2 A MBI B I P 7 A o S IRAR I A, B AR R ST NS B I
gy o ARG = RGY BUR BRI T 5, KHS 7 CSF 22 hif ik 5 55k M AR ok o) RS 047 26 1l
W NI . BER A2 500m] AR s B R AEFR Y 140-150m1, & CSF & 6-8 /N
SHT. AEEEAS ONS H CSF 5Bl I . R I AR AE W sm ONS 7742, 1 BRSS9 i 44 4E
FE B BEEE L, T R & R v AR . CSF 2R IBIR G, K304 sy T sh & i
BEAFRAK. KEAMEX (lumbar region) K CSF &4 15 & 45mg/dl HFEAF (0. 3-1% LI
FEARKRE ) 1 50-80mg/d1 HEIHE (60 % MLy &IHE ) o Mxiith Al = CSF A {8 A ik &
AR

[0007]  CSF f & I RSS2 AT DA NI 4 B (B RN 44 CSF I = B2 1l A0 1) L YBK 5 2
1, PRS2 . CSF A2 20 % I 8 1 BT RIS T I 56 5, AH H A A — 40 2 T S
i)

[o008]  JRAEFEEEL b OKH 4 B R R A B RAFEAE T L5 1, 1H2 2 Bl (A T R Js A2 CSF 4
HE -

[00091 A& oA Jon 40 MR I 1Y) 2 11 o, 9 2 taw 8 L S—100 FHRR£R T e AR B Al
(neuron—specific enolase, NSE) .

[0010]  MEMWifE (leptomeniges) BRI & 1 5T, Bl B - =& (B —trace protein)
AR E A E A Cleystatin O .

[0011]  FENKES AN BEAT G R R) R0 A b BICRA 18 A 22 S PR A 1 1) 2 1 o, A1) s FR TR I
FHEM (transthyretin, TTR) ML KL 1T AR RAEE KR T 11,

[0012]  CSF R I & A Ui AR K E A, A A 4% B 8 A 2 CSF A 1, BLF 78
CNS H 168 o Bl 1 A o BB B A e A2 A

[0013] & iU M Rt (Lateral Flow Test) (B PR M [a] 3 e % 23 I 5 Bk
SR ) e PRt I S ot L BT e AR AR B A . B AT B 2 R 1 g i i A
T M BPE U (point of care testing) BRI = AH A, 4 br 22 (41 40

4
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FirstResponse ®, ClearBlue ® ) HIV ¥l i ( % &1 OraQuick ADVANCE ®), Clearview ®
Complete) BEAR FARMIR (70 Clearview ® Chlamydia, inSTIcheck™ Chlamydia) .
[0014]  FHE 5 HIVINR (40 0raQuick ADVANCE ®EX Clearview ® Complete) ZEALLE T
For ) CSF RIS < B2 B s 1200 (S 8 PR AR s 484 28 138 FH a2 sl A 75 B AR FE Al
25 1ZIRAE R A P ERRT HE AR A A EURE

[0015] A

[0016]  FE—ANSLJET7 S, H TR UL & A2 A/ S i 2 B AT

[0017]  FESJENIX,

[0018]  FEAARIE X, HALEEH XY CSF B8 A (CSF-enriched protein) (5 —Hiik, H
TR 5 — iR SR s R S A

[0019] A5G I X, HAD S EF X ik CSF & 8 A KIS Pk, Aok prid 58 ik [
5E B BT A et er 0 X,

[0020]  HAR7EEE — X AFAE AT R I 2% 7 48 7 BT A o AR AE IR AT

[0021]  7F 55— SLE 77 &, A AL O o2 A7 AE CSF 714 -

[0022] CEEFTAFES ST CSF BEEE AR R4 A 1EB (binding partner) £, BLK&
[0023]  fill4 & -8 —CSF B E A E AW 2 S, Ko rlia il E & WFELa =T
IR S AFAE CSFo

[0024] 7% bk SEE 77 22 7, B ik CSF H0 Ji A2 P 22 41 Mo R Bt 2+ 2 2 3 R T2 &Y 1 (SEQ
ID NO:1 ;% %5 gi:62088238) ;% A, 5 7 & )ik &5 (A BE #01 fl 771) Bpti) & & A fi%
& H B Mesotrypsin) (SEQ ID NO:2; % 3% 5 gi:162330095) ;CNTN2 3 fih &5 1 -2 Hi
& (SEQ ID NO:3 ;% 35 gi|4827022) ;CNTN1 £ fih & (9 -1 ¥ [A L. %4 2(SEQ ID NO :
4% 35 gi:28373119) ;5 SPARC FE &5 1 1 & BEAHABLET cDNA (R dw & B & E B ¥))
(SEQ ID NO:5 ;% 35 :gi]194388050) :NRCAM 25 (4 ( #£8 Jo.40 Mo kb Bt 4+ ) [ A (Homo
sapiens) ] AJBEMIFH K A Bt (~ 96kDa) ( B35 :SEQ ID NO :6 ;gi|68534652 Fl SEQ 1D
NO :7 ;gi[109731501) sNCAM2 #ft 22 21 Jfd Kl Bt 73+ 2, [F] 1.7 CRA_a(SEQ ID NO :8 ;%8 3% 5
gi|119630409) sSERPINA3 £2 % ¥ &5 [ I 411 ] IR - Jk Bl 400 61 DR, R A A, A 70 3 R /
a l- PrREALE AR T8 1/ ARk EE 250 A ] B a 1- fuliEst il & o e
KA B (SEQ 1D NO :9 ;&35 gi|46981961) ;AGT M EFKAKJE (SEQ ID NO :10 ;&5
5 gi|553181) I EIRMIFE AT (L2 & AR HIHI N+ (Serpin)A8) (SEQ ID NO:11 ;
BT gi|4557287) s R I E B, RN B BRE I R, A 4B s7E A
FRVEI MRS B2 3 (SEQ 1D NO <12 ;85365 gi | 187608363) ;¢DNA FLJ59893, dickkopf [A]
JEYD 3 B4R (SEQ ID NO :13 ;%555 gi|40548389) ;SERPINF1 4% (B ¥EMEE ) HH
Bl A0 DK, BEAG A F(a -2 LA AR (antiplasmin) , (43 B R ATA R ¥, Pedf), i 1
A% 4 R+ (SEQ ID NO :14 ;&3¢9 gi]15988024) ;5 GC 44 R D L& EAMPIKA
AR, MM EERDEE5EA [ BIERE (Pan troglodytes) ] (SEQ ID NO:15 ;%835
181482) ;CD14 A EAZ4AHEHTE CD14 (CD14) (SEQ 1D NO :16 ;B35 gi|117646212) ;CADM3
N A B 9+ 3 (CADM3) , 5 554544 1 (SEQ ID NO :17 ;&3%'5 gi]90080503 ;SEQ ID NO :
18 ;g1 | 187608363 ( A\ ) s #HZ4H MR Bt 71784k (SEQ ID NO:19 ;8535 gi:62088238) ;
5 CLU cDNA FLJ57622 FHAL IR iy 4 82 A on, 5% 8 B = B AL (SEQ 1D NO =20 s & 3%

5
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% gi]189054091) ;5% A = BEAHBUK A A5 (SEQ 1D NO 21 ;B35 gi | 193787502) ;
LMAN2 ZEV 35 25 (Vesicular integral-membrane protein)VIP36(SEQ ID NO :22 ;&
5 gi|157834800) FFEE AR TA 1L A 1(SEQ ID NO :23 ;&35 NM_001831. 2) ;i#@%4k
VI ALEE 3, 40 4PRT4A (SEQ 1D NO :24 ;%35 gi | 118582275) 4485 o Cim v Bt (SEQ
ID NO:25 ;%575 gi|223057) +8E A, AR 6 (Hk6) V5 Ak I Bk KLK6 KR 5 6
f{IFR T2 1 (SEQ ID NO :26 ;%855 gi|21465970) APCS MLIGWEMAE P 4y / B A BT
e NILFJERFE P Ai4> (SEQ 1D NO :27 %835 gi [576259) sFAM3C & [ FAM3C/ /3 %1 #H Bk
KR 3, R CHIE [N Inote =" TR B AL 1 s A FFE EMT 5 5+ (SEQ 1D
NO :28 &% 5 gi |55629272) s 5 R EAFRY [ B8 Macaca fascicularis)] fH
LR £ 5T, tHRR A S SRR R SR, B 4B, 7E N FR AR 9 40 A Bt 4 3 (SEQ ID NO -
29 ;B335 gi| 187608363) 5 ik CSF HUIR CSF & AL ER AL B L IR AL T 30 5 B3 P P ok
WL IR CSF RIS

[0025]  7F 55— SEht 7 &, AR HA B AEY PR R Y (reactant) BT
F A Pk AR H B )5 PR 2 AR i, A BERp AR 5 Bk s A
PSR A el SN, H R 5 R AR ) RO AN T 7R B ORI B PR D, B R H R 5 BT A
PR PSS 22 PR 1) OB FE 78 BT I O SEA) () BH A 0 e

[0026] it f&jid

[0027] W& 1 AT ) il 2 o SRS A B I B RR MRS A T s N BN A 1 AL . YR
& (Z375 1) #Wad il Bk him. KEMBATE5PER (EIEBURIALMIK) 45
IR 18Go IR A HIWNIER A I, SRR A I HE A A T8 . IREW e ot
e, L BT BT IR B ) B T e A A SRS A BT ) R SR — AT AT A AR AR
ML A . WRAFIESHW), LA A T Rk . TR BAEII, S s
L & g6 545 A R EWMBRE A 16 ML A, FridiskE [ 1g6 5XHIKA 445
[0028] & 2 &I CSF AN 2 HUE L IS o 1 IR R 22 Pl 25 (%) 470 i U o 45
B FEIEIRZHURMNE RS R W X BRFE RN AR E 244, Y #on il e SR 4
R BETERERE o b T7 B R IX R AN AR fal il s 2k A BHME b e L o 4% s B 4 3k
N BAEZ DX B0 52 77 A B MR DU RS SR o A 1« 1 IR CSF AR 2R BH B AN B SRS S I b 1 2 DA P
ARHMENAE R . B2 TURE (FT7) F, A ARG 5 PR A S R4
PEME S R K 2 ARUVRTS GLff) CSE 7 A SR BH 11 S 2, B AT 380/ MH B Jim 40 ML VR % e
Rif ( EJTHAAE ) o A 3 i CSE/ VAL i, Hdr B 1 S OB ESS o A8 5P il
S8 R I 7 A AR I 4, AH T oAt 5 Bh a6 G OB PR R IR S5 » 22 L G s T
B A4 ARBUR 1 %E MR CSF/ . 5E 3 M5 RAHM . A 5 78 CSF{HIM
B A A X SPESUR o FEIZ PG DT, SR E 7 A I BH M, AH 2 B T S 5
o J% I RETHEAS & VAFE 22 0 S50 58 v AR B PR 5, e 7 AR TR R B R 45 5 A 6 -T2 CSF
{IEE7700 0 O i Y N 8 S 228 B o =TI 71 =W e e o =711 9 VY N G S A 0 (4 SO 7271
JE I 52 55 M 97 SRR HUR 1 7K OB, {H AR I8 BB BH T B EL . 220 52 ) 5 A /
P 1/ ik 2 MR G #AT AH 5 — RS 77 BT RV 2 224K 10 FhEgduE / Bidk 1/ Bt
12 1RE

[0029]  [&] 3 :CSF MMV &5 5T 1Y —4EBE FL VK . AN I ER I 2451, Ao 100 v g [ Cy

6
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FRZAL CSF 2 (A) 5100 n g B9 Cy3 B L IR EE A (B) BHAT —4Er 5. A FI B 2 A
G985 R AN R B A ) — BRI O K FE IR pH JE TN 4-8. ©) AETNIEIE ) RGB & Jf, Hirb i
AR EEES, D) & CSF B & %> 5 A1 A A3IRE. Fra ey 2 IRFER
(depleted) FHEIMTE /CSF E£EHA (S WD) -

[0030] &4 . —46 3 BTN CSF & 4 i VRO (il — R o #r o

[0031] &5 :CSF ‘B4 [ FLI55 F dickkopf ¥4 3 Ai{E (DKK3) . A)FLJ55 K4 Bl
F o 1% FLI55 B E 2 v B AL o Al aifh 2 vl SRt N BB AE CSE AR S HANE LI A
e IERA I 2 F B AL AR G OB . B) 5 DKKS f 28 40 A7 B AR (R s Al Ak 22 7o F
FUAFUEAAE CSF #E B ATE MLIE AL & TP AE IE R 21 A7 A % SO o 76 T B 1
T EMIEE A DL E T ISR AKE FRE. ©) 4 ANS7R CSE AL SR B DKK2 5 AN FE %
M HUAR ) G OB (2 ) o B ANTILVRURE i AR BE ™ A S N PE . DKIE 5 I ILVECA =
FAERE R =

[0032]  [&] 6 :CSF o /&1 [ & 48 1Y I & R 5k IR iR (0 i IR K T 2. Cy3 Iyl (&) M
Cy5CSF (L% ) YRGB A3 » FAT % 8 B VR E IR P A FE A E S HB R R (4
AN EL) . AE CSF AR AR D 3 A HANA S (Ll 348,

[0033]  [&] 7 :CSFRrmE@liEmigii. LERIrAaeBE AR gz ( LK) M
ZJa (), CSF 2D B SR A R AR BLE AR L. T BRI Sfen 2 g aisimia, &
E £ 1RG5 B

[0034]  [&] 8 .y 4 CSF Al iatik A i S I0 i FE I o

[0035] &9 BEFRILAY CSF SR . BEAT S DIGE HERL FVK, H AP AN EE S o FE /R L £
) CSFe A) FEREPERERRER TR & 7 1 /N A CSF BEM A Cy3 FRic & A, B) FR 717
B AR CSF B SF RIFE o, HR TR IR AL . O RN R AR (A AHEE T B)
MABRRAZ A2 R (W) o FrA T AR IEBRILIY CSF & H .

[0036]  VFIA

[0037]  ASCHEIAR T 576 At A& A L 7E CSF e 4R (1988 15T, DA A2 i It A6 D i 2 2 1
J A TUAE PP R B AFAE AR (CSF) [T515 . ARSI HEER T /2B PR AR08 PR 1) L B R
ARASFIRAL AL 7 1) 72 N BTR A A BURE ot R 2 75 47 7E CSF B9 BTV . A etk
FEALSHE (PR EOR 2R ) K0 CSF BHEE A . 44 BT LS RIREL G R
A1,

[0038] W] LA B 3B R G IS A, Bl A ER: 2 45 5B R 2Othric. REFTEEH
JUAN S 77 A8 FPURE N A A8, R AR n] DU H AR &5 SRR B k.

[0039]  fE—ULsEir T, X CSF B EE ANKPHTEE. ZE 805w st H
HH. nTUEHEA R MARICZ 25 BT E R, IRl 8 Frid” 2 fanl i
TS R AR G A B T A I A . TR AR IR A HE P S,
LRk M BUE BN B (40 ELISA Rl s ) VEYI R - B SRR s o
(dioxigenin) A BRI HL ML SR FEREHUAR I R AN B BT mIAS IS0 43 J8 3 7™ A T ]
BIE T, Wm] B R A 4 A 0 TR IS 0 16 AT = RO T AR B B GS
5o RTINS 43 A ASEAN H B i B - JE AR AR A AR B E B AN BUE R S AR 1B. 7]
o U5 43 T DA B2 B8 ) e A I o )2 0 P DAL Ep B B v 422 5 — A S 43 5 Pl

7
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R AT AR 43 45

[0040]  7E— L2t 77 52 v, A8 FH AN g g 00 i A FH et B 1) CSF 25 %7 7 I BUAR #E4T CSF
or il o AT g9 i AT DA BRGNS B 2 BRI E o AE— AN SERTT Z P, 2 B AT
SR — iRk s A Zy i 5 3 (R A e 8N 2671 ) o ARy —SE T 27, 295
D 55 LR B R AT 8 M BOE Z I, PASS H FrAEAE PR 1 B 2 A B . i e T
FH T 000 52 Sk 304049 40 7 J P, B BE e CSF e 5 B8 (A 0 A7 75 B Sk 340 4 7™ B PEAIG, 24 59 —
6 CSF 45 M B 1 B A7 AE I P 51 P 5y, B M L i K3 25 HAR AR R

[0041]  FAHUJE I E

[0042]  JEVF 2 Im PRI 8 LRl B A A 7 0 IR0 i A, AR SC Pk (R MR G138 77 V54 1%
FARAGWTY & 1) 5550 MEZ P CSF & E A, AT I NI i 5 oS AR S 12, 1/
B¢ 1) el CSF Hr m MERI IR B0 (it ) .

[0043]  ASCHTH CSF & S EE B CSF HLli B2 Ik A2 X CSF 45 7 83 5 HoAh AR VA P AR
CSF P KEEEMIMIER L. £ 1A H T OAFE CSF K EERIMEAR ., XEARE
ARG E NN E AR, REE L E T 2, B0 BUE 2 5l E F 5 AR S8 e 1)
—PPECE Z M A E M E A AN E R A A

[0044] F 1
[0045]
HHE R MW (kDa) CSF i CSF/ MfiLiE b
B W=EEA 25 16. 6mg/1 34 1
PppEmE Al ED C| 13.3 3. Img/1 5:1
Tau & H 55-74 0.2ug/l 10 : 1
S-100B 21 L5ug/l 18 : 1
NSE 78 8mg/1 1:1
EBHIREEREA 55 17mg/1 1:18
HEH 87 245mg/1 1 205
IgG 150 25mg/1 1 440

[0046]  ASCHEAR 1 B A HARARB T RIACTAHLLAL CSF 1 LR W B4 0T 525 F 1
AR HAEDN CSF BIbR S o K AL CSF 5 IF A dh o A DL A 8 1 5 VL S 3350 TV P VL
TR (RO EARARW ) s B Bor bee . Al 7 — R el (1-70 %)
DA SR B T R e P ) CSF o FEREAT PRI 2D SRR LK 2Z A1, AL EE A I 44 DA 25 BRAE K30
AR PR T E M FEEA R (APAEA 16 %) o Kok H CSF MHAR R AR R EH

8



CN 102576019 B w BB B 6/14 7

JFFH Cy3 I Cy5 34T 22 R0 IFAE — 48 PAGE bHidk. (% 7E, B2 8 T 548 HiAh ik
tAH FEAE CSE T i R4 T B L R 4. I8 %658 T CSF B s A (RI#Emg
&) o CSF 4B LR A UE 2L CSF R 1 s AR B T B B AL 10 A5 v 4 P 1) 22 e AT S o
[0047]  FE—ANSLETT S, EIE F (ol A e ) 3 HAE CSF F & R 1 a1 ik
Frl CSFo M 15197 3 2 HH 2 B BN AH 1, i B A g AT DA B 78 B0 it (BT D) o %
IXHE R 2 26 /N, AT ARG FOSCE N SR e DS G B o R SRR AR AR B A
# (sample pad) . fEAIL / A0 MRS S BB 00T AT A0 e AL R 1 s s RS
FESH VR 2 o i BUl I 5 AR IL PR IR 593, (conjugate pad) , FTidFiidde =i
i B T. Bk (REW) EWEGE, TS e (BURIL) EaWfrRriids .
A - EREME S — Py oL i (analytical membrane) . fEiZfE FHT G
HEATI 4R 4E - (1) AR, B8 5B E 5 - &R A6V E SN E Ao e st
M, A (1) XRRER, [l B RE A M ETARIE RSSO, wRRE s TR
TUBE R B 44 DDA T 28 0] HE 22 375 0 ] L 5 2 SR o0 B A 6K T I PR, T 76 03X
[ AT R IR o i PR I ) s s LA e (BeRzUR ) 3 (wicking (or sink) pad) ,
LT R S BRI A R e U A 5 B L A e D R G R

[0048] A i) 378 G 2 E0 VN S8 A T SR I 0oy I 5B B SE S PRI 5T o & 0oy I 5B A8 FH A X AH
5]  AT D I PR AR AS R AA, — RS B e AT G, — PPAE DR B IR 48 ) o A4 %
BHVERE S B A (257 o e D 7R AR AE T A B A 1 23 B Al 2 b
XTI — R . B SRR Ao YRR IR I R S iAW
BB PR i B 2k o

[0049]  CSF & v Ui B

[0050] 4.5 Z FhE CSFARMRIR & I, A ST () e vl F T #E i b 45 e IR =9 CSF. iX 48
“HARARTE” 9, T BRI A M VR VTR SRR . BT I 2 B ARG AR P T
S I PR 45 B0 B B b, To vt G i A H AR U B0 BRSPS BRI A AT
[0051]  7E— AL 77 58, K DU PR J e 78 A I AR BT B R AR fVR A T > 5% 1)
CSFo AJ DA1S 2 TH &1 i AU, (H 2 B2 (1) 02 B T I AUk Pt AMA R e e 1tk o TR, 75— L8 51
F&H,IAST) > 1% CSF A6 IR B o

[0052]  ZHUJR CSF “4HZ” g -

[0053]  FE-—ANSEjET7 R, BTk g & fo v it R i A U 22 B CSF & 42 28 (A kG CSF
FIAFAERIISE . 5 2, ik A & CSF R PE RPEl o 2 Mobr & LA CSF A I 3R 1t icidk
PTG M. SO < PR ED” AR, 258 B0 E 28 5E 1, I HAE 2 Pl ge AR &N
5 IR S B A R B IE RS SR 1, W R AR R A FE CSF ik (BRI )
(T BB I 5 Tl e = AR AR B Pk o SR s B B e S AR CSF AR & 427 {H % CSF I
AE “HFE 17, W75 0 E RS AR P PR . IX a7 AR el 8L, RN FE BT A Al BRI AR 2
P B LR P ) R AR RS AR SR A 1 TN DA L T IR R S R R AR TAT . BhAh, B
€ CSF U 17K P ] BEAR B B /K P 2 R 5 B 47 19 CSF i il HoA 28 WL R (R 2 22 B
DRLEGAE 6 A o PRI S R, AT 7P AR AR B 2 o 3 8 A 3 0 i T —f CSF & B 4iL
JRATRE A il R (LI 2) o FEVR G RBURE ARSI CSF BT “ 250507 e RLFR (L Y
B SRS () SR BT PR . AR LE S T S, 2 U JRUR A B B T A AR R R KT
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FHLEAE CSF A E 4R 1 2.3.4.5.6.7.8.9 B 10 FrduJld i & p i 22 /b —Pe R e Bk . 75 5
— LGS T S, A5 A R R e ) 2 D PR AR

[0054]  GUAR AR, FEEUIFEIE LC-MS 4 7 K& CSF B AR H mle 17N I 2 0L K]
2, %5 T JUFP CSF B AT, MR i 22 /DA 7= TR A RBP4 166 % H 1R
AW s 20 BRBIAE 25 (W 2) o Z2PUE IS X REHAT , BN 2 4
TRBUAR 53— 45 G I A o S0 AT T I R ) PO AR IR o A2 5 P AT FE & BT BREL K ST 1)
JURSUARIRGY) . 28N CSF B, BB SRS 601 R LU= A MG S . — MR EsLiE
77 L8 FH 22/ 5-6 PSRBT T ARSI BIAE A 4, Mk AR A 2 5 R BB . 72—
ANSEHETT R, R BB 4 210 MASFESUE, BA1S B R 4 & A R 1) CSF Hii,
HAPBHENAAN TR EE G A UE. 166/ RN i RBUE MR, 3 B 53k
(i) B ARG A A T BRI 7K, R s m A B PR S 7= AR B PR S R o o P e 9 75 22
RBIE D 4Bl 166/ s, T AT 58 — P JE K S I I e SRR . s etk
— PP G N T S N, B B K R OE o 13 PRI A R G R B AN
S A BHPE IR, DR I Ao BE AR 7 A B /D IR A B 12

[0055] %5E CSF EHEA

[0056] & FfokHE 1-40 MM CSF £ 1ih, 438 200 1 1 & 3FIIREM . &IFRE 1-40 A
MR ILTEAE &, 0BT Iml A IR AL 300 3 52 0 S A C i A TR0 iR it o 2 R MLy FN CSF
WHMEBEEAR (MAEARIEREAS) .

[0057]  FH] GE Healthcare [ Cy—3 Il Cy—5N— ¥4 58 3Bk WV e Bis G HMA A FRIC 50 u g o) i
H AR 50 1 g SEI &5 FHREY) . X L HURHR I FL A 5T AT IL R —— YRk 5 1k
Ha Ar 54X B 1 o DRI A 2 PR B N o T /2D [ LT« Cy—3 N Cy =5 A e i 88 A i b i ——
Ge R A8 BN P B B B N 450Da.

[0058] X HE L SEIS AN Py AR ERE TR A 7E— i (RO 150 u g MUBE A , 285 NS 44
TR 2X R SR

[0059]  FH F 7K 4k 28 3 9 K AR B3 n & 450ul. ¥ Immobiline™(IPG)Drystrips (GE
Healthcare) 24cm FF7KAk 10-24 /NIF, BEAT SR HL U SR£E o FRATMEH 1 2 Bl AR pH 38 [, 4045
3-7.4-7.3.5-4. 5.4. 0-5. 0.4. 5-5. 5.5. 0-6. 0.5. 5-6. 7 M 6-9, 7&—{M A4 Gelbond ®
[ 10 ZE~F 38 X 7.5 Fisf | X 1. Omm JE FBERE AT 55 —4ER SDS 5 79 A B g e R vk » 2
A 12. 5% (1) 5 PR s B Frdg g e ML e M 79 15 12-100kD 1 2 1 i

[0060]  7E SDS PAGE J5, 4257t GE Healthcare Typhoon™9410 %A% b 43k 3 Fhi
KRR (LAUREREP IR F1[F) ) o F15)5, {8 GE Healthcare DeCyder 4K
B B N 22 5 I s (differential in—gel analysis module) 4R 0 2 i fii
H 16bit TIFF SCAFEATEG oM. 0 s ATseill fm (A8 A3E SRR SR I —
AFIARFREE T ) B P 58 ) “ 2R %8 (dust filter) ” FEINBIRDEER . B HVEMZ
MBS T B B EBRAEE A AENE, R 5 B R SER S

[0061]  FZBRHT DA IR, F8 J5 [E 2 B I H Sypro Ruby Zuff, izt iR H T 51 3 M
HEER P UTEL B 1 A 3 D B R BT A 1 B AT Je i) Sypro  Ruby B JRERIAE T, #E4T Cy
FeRbbric AT NIRRT BB /R S AR Cy kB /R S < 5%« HT Cy ek
2 580Da ) MW, A Cy ZYRIFRICHIK MW &5t (140 10Kd) AN227E SDS PAGE 77 1415 Rbrid

10
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(%] LR L2

[0062]  HGE Healthcare DeCyder™ X ffx}#eHs G AT & &, VS B R UIROF T T
S Z 85 A4 8 0 22 SRl B 1 AU “OE B B DeCyder "8 F AT LA BT AR AT B AN [R] —
EERSBAN R B E (1) Cy B ikt IS KA BR 1) s TTHD, SR 5 5 2 Rk I E E
Jii 5o DeCyder™ A Cy—-2 pufibritt, F 3l th A& t IR E AR RIE G Rt %
DELEZRNAY. FHZMEHE CEREmAET 3D IR 3D s A/ Bigit A2 R )
K% 2 RIS Ao T I B A R R S R R AN R PR R RO R A A, AT A
THaiko DeCyder™ A& T4 47 Sypro Ruby &, ¥ A Sypro Jefi R IR si5 H Cy B2
Bl G0 2% 5 B S AHTTHLD , SR 5 M Sypro Gefo el A% rh ik #8 “1e B4 517,

[0063] HFEE SR ASIEEUG B2 B Ettan™ Spot Picker X #% (GE Healthcare), H H %
MIEER H ) BB 126 1 2 1 B R BT 1R A2 21 96 SLAOR e R

[0064]  ZRJGAE Ettan™ TA WALa B X YR & (5 R34 T E 2l i P R 4L
[0065]  AGER N IHAMII SR RE SfE (52— )MALDI-MS 42 |

[0066] X ANSEIRTT o S EAEAA IS L B 3 A MALDI-MS/MS 3% ({4 Applied Biosystems
4800Tof/Tof 2% ) , i Mascot H LA BT RIML R £ AT HIE FEH &R .

[0067] X RBEF ZTEECTMWEARABELELYHERE T A ETHKRES
(nanospray) Bk LC/MS/MS 431 (Micromass Q-Tof) , 2R J& &f 48K MS/MS % i#4T Sequest
R R R DL e ol PR B

[0068] ¥ CSF ‘B AR MI & LR AL AL Ay CSF M A B

[0069] FE%5E CSF B £ & AW Rt ZE H &t ik (Fluorescence Difference Gel
Electrophoresis, DIGE) iIE#Er, 5€ 1 78 CSF A ® 4 (RIZE ML o TP ANFAE ) 1
7t pH 457341 1 s, AH 25 LC-MS 58 & H i e, RILIX LS 8 [ i PR 2 5L b FAAAET I
A, AHAE SRS pH 4E B A AR EE (B 6) o FH R 2 5 A U T4 0] B i 8 7 2R 7~ Al
[F] 85 A 5 A R R AL 2. pH 4E AN [ AR R A2 48 7 PO, J: A 67 iy KAH &1k
(quantal) BUHEPE. 7EXTIXLE G BE 5 FEAT B IR ALK B o, WA 8 S35k Bl R X g . 1X
e P LR (BRI kKR ) (K 6) B A & E CSF & R IIL . 78— 24f i
T XL AT SR 2R/ D E IR IRAL, 7 — A T e R AR R . B2,
TR NMEARAZA CSFERM AMEA R (BRI BRI ) o T ] DUAE AN AE
FRACIS PR ) AN R AL IR, 752 SRk 90 58 AL S i B A AL SORAE AP . IX EETk PR
ERALAE M mi 2 W 51 AN, PR EATTAE R & 3, 11 BAE AN 8 A B EAFAE 24 CSF & 4L Tk
FRALAT i A3 15 7] DLHE BT X AN B A B BUAERSS , BeA14 5 B Tl A i sh A 5 X BL3R
E S 4 e 2 R XU B A » FRATTREAT DTGE W ik bl 0 FH Rl 1A Tl BRI 25 i AL T CSF &2 1 (]
9) . IXEFEW T AHHHIAE CSF ok 2 S Ak 1 25 A 5

[0070]  f¥ ] 2 4 DIGE #EHZ FLUK 28 J 205t JER BV AL A LC-MS SRS e Pilal. 78Ik Z /s
TSR AR L BRIV AT CSF I B A, X E A RAERR T iREFE (BAEa. %
EIRE A ) « BATEITARNEAEM IR L LR 14 PhEE G E A . IRATEER EXxk
F 1-2m1 4 IR ECEE (1 FURISR 200 w 1CSF A (AR T HLUK . X E 4 7 MR & A 5 b
TIRFRAT A B I EE E B2 AE CSF g 1. fFH Cy3 B Cyd ROGFRICKHE CSF K& A .
52 M MR 54 9 Cyb B Cy3 bide SRTEIR G FEN,, IF BAER] 2 4E PAGE #EJ .
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AT Z PRI BE K, EATET T o84 (Y48) Al pH 48 X 4E) AR X IR, &
HLYKZ S5, 30 E S A T S URE 7 5 AT 22 S PR e bR 1 1 B 0 I 3 P 34T AR L
5o AU A ZMEEAE CSF B B & /0 5 A5 B0 LE o1, FH ARG b il i LC-MS 434« # k5>
T B AT EUE AT LU R E R E O B E L, [ ARE S T T7 A
T P A 2 R b e Y B2 R T, B I g AR T R R XA R . T
b2 A AT BT AR A R e i A 7 v B R 22 v B A o AT A IR AL U AL AT S AR v A B R 3
TP o aiqt, (8 B A 8 B AT S . T R RN R L B R AL, AR S BT LC-MS A
TR PR AL BRI 2 K %5 52 CSF R 7 o

[0071]  f N#E4T CSF BEHUARIFIIN /£ SDS-PAGE [ 7B 9 B AR AR A4 T A B A i
R RIS AT 24 R, S BN X B 9 58 — BuAR R AT Sy BN IS, SR 5 L HRP AR e i 88
AT G IE EN I8, ARG AT ECL B & SRR AR R4 1ML . SN A7) TH IR e BT
WA KCEAE LG, 76 CSF AR Ge% [l RLPE > 5 B IRk #6 . It 20 2 30 MASFEAMAR)
MRVBRE S TP IR RPN ERESE B 1 7 M S 30 28 T AS AR RS L B BB R AR o A
WAMEIE N AP LB A (75 %), BEEMLPE, DU LA W REDIRAS (RO
WG R R 97 e IR BN ko RN 5 ) o

[0072] AT %5 HARBUR MR CIRAS, 0 F R AT 4R EEE, (HAE K 3 Fibric &
R4 (Cy2.Cy3 Fl Cy5) :CSFAIMILA CSF & [, Ho i bR ic BT 7E A4 M I 25 95 o i 3ok Bl 1 e
B IG 22 B B S B RO R Ak o SRS LU LB R AL AT IERS CSF J8E 2 M) 1 22 57 o USCHRE 25T
PR A 78 SR DA S AE MLV AR 1 532 I8 AN AE 1 0 FF AT 00 2 o T S Tl PR A JOR R e 1
GEBR A T, AR 1 R A B 2H B 1 SR AR 1 5 ORI T R AR e AR 1) % S B MR Xof
TERRALAT S BEAT 1 0 T 55 5

[0073]  fuddc gl ade 5% AT Ik ia i » 30 o P 2 2 0 i ) A o 0 o A e et 2 e D 5
FREUAR AR S 770 X 48 SRR FPTE RS .

[0074]  FE—ANSEHE 7T R, AR SCEFETERILEAT 512555 (triage site) PB4
FARIAL AT S T AFAE R 2 B AT 76— LT R, 42 0 7 Fo VERS I I
I 2% BT FE ) CSF & SR8 A DME MR R4 (CNS) 5 11k D B 2 487 79
Ko T AT DAL AR SR K — P B J5E S ONS 345 BIAR B o AR SCHEIR 73T %
SEI) CSF 4 Rk & AR 05, T ATAT LA Sh a2 A RGN 2 Bl ( ML EEZ4E ) MER
CSF, 1M1 o 75 7% F& 7] e A4 VR 73 R 00 S A ST BB A% A8 S 1

[0075]  FE— ST R, A SCEFELERES (B0 MRSE & G R RE & ) AR 0l i
TR A E, HoAd Bk 25 B A & 0 Bk —Fh B e 2 0 CSF Bl i S i — P BE 2 Mhbidsk
Al LAZH A8 A CSF S DR 5 I b, 91 B i IRAS RV Bk 53R MAE Z 1 1)
A, AR Ty S, 2P IR AR I B CSF s AT A I 1 SR P R B
[0076]  FE—ANSLHETT R, ASCHGR TAERES (] 0k P58 2 A T B I R & ) AR i
AL 2 B, R BT e B A8 0 — PhECE 2 Bl CSF ft J5URs e 19— PhERCE 2 Pl ids, B
A CSF fuJi AEH 3 f5 B MRS, RS X o5 VR e 7, I LR i it 0 B S A2 1 5 A A
A RS X 2 FF

[0077]  FE—LESCE 7 R, AR SCHER TAERESL (] d0 P58 25 A T B VR R A ) AR
TV 2 L, L BT i e B A 06— PR 22 Bh CSE it J5URr e 1 — P ERCEE 22 Fhdidds, B

12
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A CSF HU I AR BRACIRAS , 20K X i 45 VR Rr = FF HL Red i 1o B2 Ak 5 HE A A4 v Y AH )
PR X 73 H

[0078] A1 F A Sl A FF (1926 B R AT DU AR o T DARER ) A AR B9 AS [RS8, 4] e
CSF BIREIFARIRAL (RIS 30 B R B BCEHET AR ) o BN A0 5 BOE MERM G Ar <8R
AR A IR AR (BRSBTS B LEE LA ) SO Y E A BN AT R
i R 453 B P AR P 28 2R G ™ B A% 2 AR K 0 DX 3 r A A 5 TRl o R 3 S5 A A
ST BCE MERRRAL o A SCSE T P EJC HE I 1 R AT AR W) o 55 AMRORE A RS M VRN
PRIBUFE it o

[0079] 34T 2D-DIGE #F 5% LA LS A CSF LG 1 Rl 23 (R s 77 43 31 7 %6 CSF 45 S BRAE
He s EE L2 PR IR R R R P2 CSF fEARBEUS 11 F AREE S 57
FEAERIbR EW)  CSF 70X L FTAL A7 AE 2 A IR 1, ¢ BV 75 1 o 25 3 SO M 52 3538 1) it
[0080]  7E—EsLfi /7 2, Bk CSF $i )5 HoA B3 JE A2 40, ik i A B 4k . SUMO fk
(sumoylation) ¥z AL HEAL . WAHFEAL  BEAL . 2592 B4k (neddylation) , H AP X 6%} CSF
TE 3BT S (030 P S5 A8 i v T g 00 52 « Western EIZE ELTSA BAIEPLVE
[0081]  fE—M4sjfi /7 & rh, A LAEAR R B 2 APl E (1Al \western EIE (ELTSA BY )%
DLiE ) AR ZPuE, T DU FERC IR R PR (RPRAZIRPUR ) R SR TR R S 2 1
PrE (bh ERTR ) PR S

[0082]  fE— ARt TT T, A BUARIN 2 T A 487N CSF 2 RAE/ER S CSE 47
TEAHRZ Z /K. PUARSS A mT LTt DL A, 41 20t 5 G % 0 52 « ELTSA (B EBC f 02 W% it
ME ) IR S IZE B I E  (immunoradiometric assay) R 55 & 3%
P I AN Ak 2 G A M 2 RS IO OB Sy 3 O A Sy e (g
13 FH AR 4 B BB ST A ZFRIC ) « western BRI UTVE S SE BRAEIN 5 (4] it e vk B2 )
5 ML E S ) AMEZE 5 I5E (complement fixation assay) .\ f& 5 GIE EE A
TN 2 R A2 e ko 2 2 o TT DA A L AR 10 5O6  AEM R G R OG A T BELER AR 4 A
/ BRI VAT PR S A ORI

[0083]  fE— ANt 77 &, JE A T B —BuAk ERbRIC RIS B LS A . 78— LTy
f S SIS B0 ) S 1 N R 3 D R R N R W | SRS b = 1 K N B e 8 (g
A, FRICEE hUiR . ARSI O AV 2 78 a5 U 5 FP RN 45 A T

[0084]  7E—Yesiytdr &, T H 3L R I e . e A3k A aREERE L
FJ No. 5, 885, 530.4, 981, 785.6, 159, 750 Fl1 5, 358, 691 (FFNHJiHEL 5| HIEAA T ) diik
IR, 7E—Besjf 77 2o, AN S SR R 2 B B, i, £E— LS T
AR B AT R B e 0% 0 5 1) 45 B AR RS R 8 22 JIRATAE A DR 1 3 BRI & A7 AE CSF (1)
Al Re .

[0085]  7i 7 —ULsjiE 7y e, S il A T 32 B LR No. 5, 599, 677 Fl 5, 672, 480, ‘&
VRN B 5 AR

[0086]  ANSCHRME T 43 B HIPUAABEUA I Be (40 Fab Jv Bt Fab, v Bt5E ) o A LA RGHL
W LIAGIN5S CSF AR Z 2 k. [ Z RS CSF AR 20K & kA / SE 4 &
1S Bl g Ak . AE— SR T R, S 25 CSF AR Z 2K & ik Al /

13
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B 2 B U, DAAE AR CSF AZFEM R Z IR HIPUAR . 75— ANt 77 7, Jriksxs RKER
BT S EARA B AR5 —SKHE T 0, e PR AR (RG22 VA
H5T) AR . X EEHAR SR AR T 2 FofE | B v fE L ik & | BB \Fab J7 Bt \Fab 313
FEBE A (Bl G AJEAREE ) Pk, s 2 TN A 5. AT DAARYE Mk slchu
T il & 7728 8 A B BUIRAE b S5 AR i

[0087] {2 P77 54 R F 5 CSF AEAEM R Z 2 IR 2 Se g didd . X T HuAg i A 1,
W H 5 CSF AFEAHIRZ Z K & R IR/ B0 20 8 (1 s sl e A B ke v B 4% 2 i rs 3))
Y, FFEEAE T MR KRG 2E L 2E 38 05, 7 — DN BRI SEiE T =P, Bk S5 5
R EAR (B0 AR R G A A BSA) SRR DU #E 25 1 (keyhole limpet
hemocyanin,KLH) ) 4-&. 7] DA 15 4000 H 2 Fiife ISR 0 S RE 2, B FEHA R T
K (BEBATESE) W W&k (HlE S ) RIS MY (507 L SE ek fE |
F e w2 g (pluronic polyols) VERZRMZ. K i FLA . ALFLIE DU EE 85 (. —AE AL oR
W, DL BT B9 75000 BCG (R ) FIAa/MEEFTE ) &

[0088] X T-4l[a] Y5 CSF AFAEAH IR 2 2 MK & B PR RN B 2 25 (1 o 79 55 0 R B AR i il 4% %5
& T AR SCR] BT E SR I R4 i R AR R iR o AR ORI SRR R AN B T
HH Kohler Fll Milstein R BIZACIEH A, VLA N B s FE SR = 4898 (trioma) £
AN B 4 28 58I H AN EBY 2R AT FIAR

[0089] 75 —Lsjifi 77 Ze i, 7E LA B4 P A 7 s B LA . IR Ak, 25 58 Tl at A AT
BEIT A EBV Ji ERAR SNG40 B Ak A = A Ak

[0090]  Jh4b, B A A H A T A8 77 BB SR I B AR SR AR 77 BB Ak . — N R A sk
it 77 G A P 1 FH T 2 Fab 2528 S8 R 3 AR SR B 3o o {6 1 45 e HL A JIH BB 4 S PR ) o
W [% Fab j B

[0091]  7E 5 — Sz 7 &b, 2% [BAf Fl 4L Xt 5 CSF A2 AEAH 9% 2 2 BRG] bk sl e A
Bro BEAPURAFHHAR T NIRRT S PiiE . AR E A BRI 7752 AR U DA .
[0092] 25 pEfH & T AR b A B 10 AR A8 e & Bk oy 7 [ 47 24 (idiotype)
(PUREEX ) Wbtk R B @, XA A BPEFEEAR T v DUEE A B & A e ie
DT RPN F (ab” )2 BB A LIS F (ab” ) 2 A BUW BRIP40 Fab” A B BAK
Al DL A A BRI JE ) AL S ik 2>+ 2k 7= 4E 1) Fab A Bt .

[0093]  fE— ALt 77 &, @A T B —duik ERbRIL RIS PS8R — i
Zh, WA S —HUAR ORI S  — BUAR RIS A RIS — k. 75— ST =, bR
L5 Pk . mT AR BETCAT AR S8 J7 S48 FH 2 sk o+ 19 S SR PR . 4614, an B IK 5 KLH
Zh, B Al METRE I e 5 BSA A BB

[0094] R Buiknl T ARSUK OB 75159, Brid 75153 5 CSF AF1EM R Z 2 Ik
BrFREE R (B0 Western BRI ) 751G & I AE P RS St A U & HK P28 o m] DU FH o steds il
MEEMIFE R RIS CSF ARAEAIR Z Z K. BTl AEWRE S 2 AE AR, B EAS TR T2 24
MR LT 2R PRV BRI BRI A7) M VPV TR S o FE— NSt 7 ey, A8 ok E B
PWEEA I (BIAa3) . o4 & AT S A BE AR 42 ot i AR s MRSk 445 ) 1A
o FERH IO AR P N R T B S 0 T B I A o 0™ B SR R AR A B o
PR , HAlH 2 3RAR I f A BRIT 0T o 12 Wi A0 11 T 453 4% 108 7 =5 222 0 A 2 ik

14
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(short neurological exam, GCS) . A% A1 BE 4% HORS B 12 Wi £ 38 A U A A 403 4% A 0 ik
(R A B T 0 %5 5 o HAR P BT CBERR RIEFRISE ) Al FHlat. 4k B
(R 25 AT DA AT FH H R Sk i % B A7 AE AN P B M “RAB S 1 “ bR B 7. AR
TR A AR (VYR PRV MRS ) TP 5 T BT A I3 S B Ji 1 P 2 A A 75 A7 A TR R
AR BLY GCS BT R Ao 2 U B IE &8 FH SR DU a9 () 7 B 1k o 3 e il 2 v R k30
PGP E PR DL S AR S S RIEES) (DR E2 516 Fiag) . 408 TAEEUF 4. 4%
SEERAT IR AR RS B E LS ) MR R A 1B LN NAE CSF
I E R 7Y (blood borne) B 7A SR A Y 2 M0 U K AR R B2 4% A2 W PR DU
[0095] 4R J5 AT LAE B & A S 0E (4930 ELTSA BUBST S e ) F1J5 3 (1 psfLAR . i
B (a0 AE B bR % R A FF W0 93/03367 FRAIA R ) 58 ) B AR+ 5 CSF A7 /EAM
K2 Z RBIAEAE . B, T A RE S A 1 82 ST 3EAT /N B8 (9] e o 508 TR0 4 Tk e e
B3k (PAGE) , fEAFAEBAATAE + B SRR SN (SDS) Triton.Noniodet ( B HAth 2+ B AE
FEEH) MEGLT ), CSF HUR 4776 7] LB S ENE (western EIZE ) A&, GyZ Bl
T A R o o T B TR A R R T 7 A (R AR R R, RIS A& T AR AT AR
[0096] iR AH D B AT LAZE G 0 e B b (U 2 v 5 PR Bk e S S

[0097] GG E

[0098]  IEHRAL T I TRIEE & 5 5 CSF AEAERI R Z Z BRI & AR B . 2Bk
FGANEE E DL 2 Fh7 AR . AE— R8s 75 S8 7, ) S AN 2 B A S e e RS I 55 CSF A7
TEAERZ Z IR 2 /b — Rl 75— 28 BAR RS2 77 22 7, 350 26 B AL S /il 5 CSF
FFAEM R Z Z K 2 Pk, 7 — sy £, iR I e A5 CSFAZEMERZ 2
FREGHAR . BRI ] LUK Z2 B i 24> (2-10) A 7 A 4878 CSF AR 7E [ BN 4
S BCE NIRRT LA AR AR R 25 3L e AT PT DA R RS R 78 CSF & A2 7E .

[0099]  7E— UL 77 &, Brd iR s B A 5 I B HE A R A& 5 CSF AR RZ
Z IR UL . FE— e BARR SR 7 Z 0, Brad U BH ELAR R H 8 A WSk B 6 BB A 2
TAFAES CSF AFAEAH R Z 2 IR R 58 & T A7AE CSFs

[0100]  7E—S8sL)iiJ7 S, B W) 4 A0 B 2 il Bh k7], 22 b 7). & A R s 7R
B ERG (B, %P £ RGN FRET R24%) o MR &5 B LLE & 17 N,
T e HE R B R AEAT MR U R B A — RS B B P A T AR — LS Ty 5
o, BT AR s A P M HERE S o B — sy b, ikl S e E S
L PE S R T, FORRAR 5 2 L (it SR R A B A B PR Sk B O 5 CSF AFEM R 2
KT AFAE o

[0101]  XF 7] T2 W CSF 2 {8 FR AR i o A4 PRk mT 21 55, B0 A 7 B2 1 12 W K 1 75
FARN E B, RN T B S0 = I (R G [ o LK R G0 R B I o
(ELTSA) R yZ EIZE ) [0 AL E, B L AT LAAE 83 B SE RO AT, 78 Lo B TR) R 45 HH 45
SR AN R A6 I 22 SI2B6 =5 40 A7 P 78 0 JL ORI T) o 0 1) 98 S 23 0 X ] FH T o £
ARAR RN CSE 2 R £

[0102] FE—ADEHETERST, RECQESHE - XNE ZXWEAMHE, ridsE—XaEET
454 CSF BRI aNFE R~ A, Frid 88 — XA 5 & T 454 CSF P i = fa 7wl

[0103]  FE—ANSEh 77 7, M ) v B A2 kil A, ik b B Rkt & K didk
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BB R =R FE R X (S), A E X5 CSF MR 2 IS — Rl fE
Fodk TR (1), HASE X5 CSF AF7EA R Z 2 IR I 38 — oo B Bk 22 v R o, L [
SE B b s ADABRIX (C) , HoA S BBk, 9 4 [ 5 1 S i R b . BERL (S) X EE—
B yE BB AT LA S IR SR (a0 R FLROR B R ) A B B — Hod R
W5 R ATRIRRZ S, R D TR (SE5OtE A (GFP) 8K FP RV 5 A8 (R A1 HoAh
RAR GFP FEZCAIA B A B 2R (KRR ) B P (R ) | Cy3. Cyb. Cy2.
Cy7. Cy8. Alexa ®HLE} B FIRERTLLSE ) o

[0104] SR H 5T FH 793 bt B o R oA 190 %8 B0 B I ) e — N e 01 1k 26 L K RE N
S X, WHRAFAES CSF AFAEAHRZ Z K, M 58— i & UL Z Ik - R EME
AN, FEHAMEE F ST, YEBE T X B A SRR, R A B I A 1 a4k
o

[0105] & & 2, fE— ST R, G5 — s EhUA S sk (B4 sk ALek) %
B o IXEETRA [E A B, AT SR 206, a0 3 RS FLER W A DURASFIBE . A 48 it
S X7B, FREY) (5 CSFAAEMRZ 20k (WMRFE TR T )) EREGHERME —$
LTRSS A SR E IE I BB R M IR R B, EAY (R + Pk + 20k (SRR S
FAE)) ML, —BEEAMBNECT X7 (KA —hiiagE e 2 A L), IE5EAY
— BTN E S5 H eSS, BT busRirl / FE / BELR, B4
BAESHIR, BT HE AV IR 56 G2k, B2 n T XLRE TN (T E&hath,
MR A AFAGE (WEE)) £, TEMNE SRR R A K, 76 “C
X754 E I — bR g L / [5E /AL b BRI R, JH4 tHHE = I 5E ik
A k. Rk, AEaEHRRHMES R, TXEXERRAMESE R, ¢ XK EhE wkE
TR A S TR BA A M2 A BTl . 108 (25 T A ORI 1Y) TE A SE i

[0106]  FESZE A, Frid i & f2E B A T 2 Pl PREFEE A LI 2 A 5 CSF IIAFAE
[0107] A% BH Jd 3 DA = B a2 St 37 ] A

STl

[0108] AR SCHr 4 % (1) CSF 4 S PE b 5l B0 FE w2 40 Mookt Bt o FARE SR B R A 1 (8 5%
5 g1:62088238) HE A, 54 R E AR HF Bptl) EEMAFREAR (X5
gi:162330095) sCNTN2 il 85 1 -2 ( & 35 g1 4827022) sCONTNL £ il 25 (1 -1 9 [R] T. 24
2( B35 gi:28373119) ;5 SPARC HE & 1 1 & JE ALY cDNA (B 3% 5 :gi [194388050) ;
NRCAM & (M m A A it )L AN ] AT RE I AH K v Bt (~ 96kDa) (& % 5 -
gi 68534652 Al gi|109731501) ;NCAM2 #f 28 4] fi K5 I 4 F 2( & £ 5 gi|119630409) ;
SERPINA3 22 % 1% 5 [ Wl 4001 1] DRl JOR I 400 61 DR, JEAASE A, B 07 3 A / o 1- Fufidit sl &
HBFRE TR L/ ARKMEIER 250 A ] B a 1- iR AE AR ENMHE KB (B%
5 gi146981961) sAGT Il E KRR (B35 gi[553181) s M Kk KR Aiid (22 &
FHEBFHIR T A8) (B35 gi [4557287) s Rn & W E AR =1, WF N HIZERE A
F, B 4B A N AR R 4 AL B> T 35T RE A B (B3R5 gi 187608363) 5cDNA
FLJ59893, dickkopf FEY) 3 Bk ( &35 gi|40548389) ;SERPINF1 L2 & 1% (B A
Mg ) B E SR, BEAE F (a -2 e, R BREATAER T ), i | R TA 4[

16
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BRI RF (BT gi|15988024) scCHAERDEAEA, MM AMEERDEAEN
[ BEEARE ] (B35 181482) sCD14 A HAZAN I Pt CD14 (CD14) (B35 gi|117646212) ;
CADM3 A ZH o i B 431 3 (CADM3) , 5 5 A5 4K 1 (B35 g1 /90080503 ;gi | 187608363 ( A )
MRS A0 G B2 AR AR (B 545 ¢1:62088238) ;CLU cDNA FLJ57622, 557% 5 A & AR
(B35 gi|189054091) ; 5 A MEMAUMEA M (B3RS gi|193787502) ;LMAN2 %
W EE AR 1 VIP36 (B35 gi| 157834800) 8 S ALYy S AL 3, 40 B AL R 1A (B %5
gi|118582275) ;A 4EE 1 o Cum i BL (B35 gi|223057) ;KLK6 MRS s 6 (1 [F] T. 4
L (B35 gi121465970) ;APCS MLIETE R FE P s / B A BT R AR N LIS TE R L P oy 45
) (&3S gi]576259) ;FAMSC £ [ FAM3C/ AL % 3, i C wijdk [ A Inote ="
TR BB AU AR s I = RE EMT 35 3 [+ (B35 g1 155629272) 8 A, NSRRI
6 (Hk6) JEALTES, HAFPRIMGIR 1 (835 gi]21465970) s KRy L E AT [ BE&
W 1, AR B Bk B SR, IR 4B, 7R R R E R B 4 3 Rl RE A By (B SRS
gi|187608363) ; [iA CSF B CSF & M IR AL B i IR AL T 30 s B A B R 2 b Lk
CSF BRI A

[0109]  ARSCAERAT I E E I AR SR EE R PR, e RN AR D — AR E .
[0110] A XAHKIFTEEEE SR AAK. RESR— MR SEE T £k T
AR B B ARSI AR 5 R ER i m] DABEAT 2 PR AL, i ELER 0 mT DA I B2 B 4 i A
HEARRWEIEE . HAh, AT DK BAR S SUE kL& T A8 K B ) 2503 kR R VF 2 2 4K,
MANE B H ARG H . Bk, A B AR A K IR HAE sk A R B 2 s dE 58t 77 SRA I
() HAR SETit 77 22, A% R PR 045 BT A7 Y NPT BRSO 222 3K 0 [ o ) 4 B S T 77 52

[0111] B 51 FH RS R) LR H A A 22 SCiho@E i B4R 5] N S
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[0001]
VR 1 3
<110> Ppieribone, vincent
<120> S R R W R A A ik
<130> AFIO0C04us2
<150> ys 61/232,033
<151> 2009-08-07
<160> 29
<170> PatentIn version 3.5
<210> 1
<211> 1210
<212> PBRT
<213> A (Homo sapiens)
<400> 1
Arg Ala Met Glu Pro Leu Leu Leu Gly Arg Gly Leu Ile val Tyr Leu
1 5 10 15
Met Phe Leu Leu Leu Lys Phe Ser Lys Ala Ile Glu Ile Pro Ser Ser
20 25 30
val GIn Gln val Pro Thr Ile TIle Lys Gln Ser Lys val GIn val Ala
35 40 45
Phe Pro Phe Asp Glu Tyr Phe Gln Ile Glu Cys Glu Ala Lys Gly Asn
50 55 60
Pro Glu Pro Thr Phe Ser Trp Thr Lys Asp Gly Asn Pro Phe Tyr Phe
65 70 75 80
Thr Asp His Arg Ile Ile Pro Ser Asn Asn Ser Gly Thr Phe Arg Ile
85 90 95
Pro Asn Glu Gly His Ile Ser His Phe Gln Gly Lys Tyr Arg Cys Phe
100 105 110
Ala Ser Asn Lys Leu Gly Ile Ala Met Ser Glu Glu Ile Glu pPhe Ile
115 120 125
val Pro Ser val Pro Lys Phe Pro Lys Glu Lys Ile Asp Preo Leu Glu
130 135 140
val Glu Glu Gly Asp Pro Ile val Leu Pro Cys Asn Pro Pro Lys Gly
145 150 155 160
[0002]
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[0003]

Leu

Glu

Ala

Ala

Thr

225

Leu

Gly

Gln

Ala

Gln

305

Ala

Lys

Leu

Asn

Pro

385

TYr

Pro

Gln

Asn

Phe

210

val

Pro

Glu

val

LysS

290

Asp

Thr

Lys

Cys

Gly

Arg

Gln

Pro

Asp

val

195

Pro

Asn

Pro

ITe

Asp

275

Glu

LYS

His

Pro

Glu

355

Ser

Glu

Cys

Leu

Glu

180

Glu

Arg

Ser

Thr

Leu

260

Trp

Asn

Gly

ASD

Gln

340

Pro

Ile

Glu

His

165

Arg

Glu

Leu

Ser

Glu

245

Leu

Asn

Tyr

Ash

Phe

325

Ser

Glu

val

Ser

Ala
405

val

Lys

Arg

Asn

230

Ser

Leu

Lys

Gly

Tyr

310

His

Ala

Gly

Asp

Phe

390

Ser

Tyr Trp Met

Tyr

Asp

Thr

215

Ser

Gly

Glu

Ile

295

Arg

val

val

Glu

Asn

375

Thr

Asn

Met

Ser

200

Ile

Ile

Ser

Cys

Gly

Thr

Cys

Ile

Tyr

Pro

360

His

Asn

val

Ser

185

Arg

val

Lys

Glu

Phe

265

Gly

Leu

Thr

val

Ser

345

Gln

Pro

Leu

His

19

Asn

170

Gln

Asn

Gln

Gln

Ser

250

Ala

Asp

Lys

Ala

Glu

330

Thr

Pro

Phe

Gln

Gly
410

Tle

Lys

Asp

Lys

Alrg

Ser

Glu

Leu

Ile

Ser

315

Glu

Gly

Thr

Ala

Pro

395

Thr

Glu

Gly

Tyr

Met

220

Lys

Ile

Gly

Pro

Glu

300

Ash

Pro

Ser

Ile

ITe

Leu

Asp

205

Pro

Pro

Thr

lLey

Lys

Ash

Phe

Pro

Asn

365

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

Leuy

255

Thr

Arg

Ser

Gly

Trp

Ile

Arg

val

Ala

Asn
415

Ile

Phe

Ala

Leu

Leu

240

Lys

Pro

Glu

Tyr

Thr

320

Thr

Leu

val

Phe

val

400

Ala
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[0004]

Asn

Glu

Phe

val

465

Leu

Trp

Ile

Pro

His

545

Phe

Asnh

Cys

Thr

Arg

Asn

Glu

Ile

Asn

Phe

450

Lys

Gln

va'l

Arg

Glu

Leu

Ser

val

610

Gln

Ser

Pro

AsSp

Tyr

Ala

Pro

Glu

Asn

515

Leu

LYS

Ile

Thr

Ala

595

Leu

Asn

Asn

Gly

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

Arg

Ile

860

val

Thr

Pro

Glu

Arg

Ala

Thr

Met

Ser

Thr

val

Ser

Ser

645

Trp

Asp

val

Glu

Gly

Thr

Ile

Lys

Leu

Leu

550

Thr

Ash

Ala

Pro

val

630

Glu

val Arg Pro lLeu

val

Ala

455

Arg

Thr

Gly

Leu

Glu

535

Lys

Glu

val

Leu

615

Arg

TYr

Glu

Gly

440

val

Arg

Glu

Lys

Leu

Asp

Thr

Leu

Ile

Leu

425

Tyr

val

Tyr

Glu

Thr

505

val

His

ser

Gly

Leu

585

Ser

Pro

Thr

val

Thr
665

20

ser

Ser

His

ser

Cys

Trp

AT

57

Glu

Ala

Glu

Trp

Glu

650

Arg

Ile

Ala

Trp

Ile

475

Ala

val

Pro

Glu

Ser

355

Ile

Asp

Ala

Asn

Glu

Phe

val

GIn

Phe

Gln

460

Tyr

Gly

Thr

Lys

Ser

540

Lys

Ile

Gln

ASp

Leu

620

Ala

Glu

Gin

Thr

Leu

445

Lys

Glu

Ser

Ala

Ash

525

Lys

Asp

Ile

Gly

Tle

605

His

Gly

Gly

Gly

LysS

His

val

Asn

Tyr

AsSn

510

Pro

Cys

Gly

Asp

Ile

590

Thr

Leu

Ala

Asn

LYysS

Asp

Cys

Glu

Gly

Ser

495

Ley

Arg

Asp

Glu

Gly

Tyr

Gln

ser

Asp

Gly

Glu

Glu

Thr

480

Cys

Asp

Ser

Ala

560

Cys

val

Glu

His

640

Glu

Thr
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[0005]

Thr

Ile

His

705

Arg

Leu

Trp

Asn

val

785

ser

Ile

Ser

Ile

Tyr

Thr

val

Ala

690

His

val

Lys

Lys

His

770

Lys

val

His

Thr

Ash

850

Glu

Pro

Asn

Pro

Ile

675

val

Glu

Gln

Ser

Pro

755

Thr

val

Thr

Gly

val

835

Trp

val

Ser

Ser

Glu

Leu

Asn

Thr

Ala

Met

740

Gln

Leu

Gln

Leu

val

820

Pro

Trp

Ash

Leu

Lys

900

Gly

Pro

Glu

Pro

Ser

725

Glu

Gly

Arg

Ala

Tyr

805

Asp

LysS

Lys

Ile

Asp

Gly

val

Leu

val

Pro

710

Gln

Gln

Ala

val

Ile

790

ser

val

ASp

Thr

Leu

870

Ala

Ala

Pro

Ala Pro Phe

Pro

Asn

Pro

Met

775

Asn

Gly

Ile

Arg

855

Arg

Phe

Gly

Glu

680

Arg

Ala

Lys

Gly

va'l

760

Thr

Gln

Glu

Asn

val

840

ser

Phe

Ser

Pro

Gln

Ser

Pro

Glu

Pro

745

Glu

Pro

Leu

Asp

Ser

825

His

Leu

Ser

Glu

Glu

905

Pro

21

val

Gln

Asp

Met

730

Gly

Trp

Ala

Gly

Tyr

810

Thr

Gly

Leu

Gly

Phe

890

sSer

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

L.eu

Gly

Arg

Leu

Pro

Leu

Gln

685

Gln

Pro

Lys

Tyr

Glu

765

Ala

Pro

Thr

Lys

Lys

Arg

ASh

Thr

Tyr

Lys

Phe

Pro

Gln

Trp

Arg

Thr

Pro

Asp

Ala

val

830

Gly

Thr

Ser

val

ITe

910

val

Arg

ser

Asn

Glu

735

vall

val

Tyr

Pro

Pro

815

Thr

TVl

His

Gly

Leu

895

Phe

Ile

val

Asp

Ile

720

Pro

Thr

Thr

Asp

Gln

800

val

Trp

Gln

Pro

Met

880

Gln

LysS
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[0006]

val

AsSn

945

Thr

Lys

Phe

Glu

Tle

Phe

Trp

Gly

Trp

Leu

Ser

Ser

Lys

915

Lys

Gly Asn

Tyr

Pro

Tyr

Glu
1010

Ser
1025

Glu
1040

Gly
1055

Ar
1070

Phe
1085

Leu
1100

val
1115

val
1130

Pro
1145

Glu

Ser

Leu
995

Ser

Gly

Pro

Asp

Glu

Ile

Thr

Lys

Lys

Leu

22

F 5 %
920 925
Asp Thr Ala Thr Leu Ser Trp Gly Leu Pro Lys Lys Leu
935 940
Leu Thr Gly Tyr Leu Leu Gln Tyr GIn Ile ITe Ash Asp
950 955 960
Ile Gly Glu Leu Asn Asp Ile Asn Ile Thr Thr Pro Ser
965 970 975
Trp His Leu Ser Asn Leu Asn Ala Thr Thr Lys Tyr Lys
980 985 990
Arg Ala Cys Thr Ser Gln Gly Cys Gly Lys Pro Ile T}
1000 1005
Ser Thr Leu Gly Glu Gly Ser Lys Gly Ile Gly Lys
1015 1020
val Asn Leu Thr Gln Lys Thr His Pro val Glu val
1030 1035
Gly Ala Glu His TIle val Arg Leu Met Thr Lys Asn
1045 1050
Asn Asp Ser Ile Phe Gln Asp val Ile Glu Thr Arg
1060 1065
Tyr Ala Gly Leu Tyr Asp Asp Ile Ser Thr GIn Gly
1075 1080
Gly Leu Met Cys Ala ITe Ala Leu Leu Thr Leu Leu
1090 1095
val Cys Phe val Lys Arg Asn Arg Gly Gly Lys Tyr
1105 1110
Glu Lys Glu Asp Leu His Pro Asp Pro Glu ITe Gln
1120 1125
Asp Glu Thr Phe Gly Glu Tyr Ser Asp 5er Asp Glu
1135 1140
Lys Gly Ser Leu Arg Ser Leu Asn Arg Asp Met Gln
1150 1155
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Pro Thr Glu Ser Ala Asp Ser Leu val Glu Tyr Gly Glu Gly Asp
1160 1165 1170

[0007]

His Gly Leu Phe Ser Glu

117

Gly Ser

5

Lys Glu Lys Gly

1190

Ala Thr
120

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

<400>

5

2

Phe Pro Leu Arg

24

PRT
A

2

Ile val Gly
1

Ser Leu
Gln Trp
Arg Leu

50

Ile Asn

65

Leu Asp

Asn Ala

Gly Thr

Ala Asp

Gln Ala
145

Asn

val

35

Gly

Ala

Asn

Arg

Glu

115

Tyr

Gly

Ser

20

val

Glu

Ala

Asp

val

100

Cys

Pro

Cys

Tyr
5
Gly
ser
His
Lys
Ile
85
Ser
Leu

Asp

Lys

Thr

Ser

Ala

Asnh

Ile

70

Met

Thr

Glu

Ala
150

Asp Gly Ser phe Ile Gly Ala Tyr Ala
1180

Ser

1185

val Glu Ser Asn Gly Ser Ser Thr

1195

Ala
1210

Cys

His

Ala

Ile

55

Tle

Leu

Tle

Ser

Leu

135

ser

Glu

Phe

His

40

Lys

Arg

Ile

Ser

Lys

Tyr

Glu

Cys

Cys

val

His

Lys

Leu

105

Trp

Cys

Pro

23

ASh

10

Gly

Tyr

Leu

Pro

Leu

90

Pro

Gly

Ley

Gly

Ser

Gly

Lys

Glu

LyS

Ser

Thr

Asn

Asp

12

Leu

Ser

Thr

Gly

60

Tyr

Ser

Ala

Thr

Ala

140

Ile

00

Pro

Leu

Arg

45

Asnh

Asn

Pro

Pro

Leuy

125

Pro

Thr

Tyr

Ile

30

Ile

Glu

Arg

Ala

Pro

110

Ser

val

AsSn

Gln

15

Ser

Gln

Gln

ASp

val

95

Ala

Fhe

Leu

ser

val

Glu

val

Phe

Thr

80

Ile

Ala

Gly

Thr

Met
160
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[0008]

Phe Cys
Ala Gly
Trp Gly

val Tyr
210

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

<400>
Met Gly
1

val Ala
Thr Thr
Pro Glu

50

Ala ser
65

LYS Leu
Tle Met
Ala Ser

Phe Gly

Ala His
145

val

Gly

His
195

Asn

1040
PRT
A

3
Thr

Leu

Phe

35

Glu

Pro

Glu

Asnh

Asn

115

Phe

Gly
Pro
180

Gly

TYr

vall

20

Gly

Ser

Pro

Pro

Pro

100

Pro

Leu

Gly

Phe
165
val

Cys

val

Thr

Ser

Pro

Thr

Ala

Gly

85

Thr

val

Gln

Trp

Leu

val

Ala

Asp

Arg

Ser

val

Glu

Thr

70

Ser

Lys

Gly

Glu

Gly

Glu Gly Gly Lys
170

Cys

Trp

Trp
215

Arg

Ser

Phe

Glu

55

Tyr

Arg

Ala

Thr

Phe

135

va'l

Ash

Lys

Ile

Lys

Ala

Glu

40

Gln

Arg

His

Gln

val

120

Ser

Met

Lys

Pro

Trp

25

ASp

val

Trp

Gln

105

val

Lys

Leu

24

Gln

Arg

Asp

His

10

Ser

Gln

Leu

Lys

Leu

90

Ala

5er

Glu

Pro

Asp

Leu

Pro

Thr

Leu

Ser

Pro

Leu

Met

75

val

Gly

Arg

Glu

Cys

ser

Gln

Gly

Ile
220

Leu

Ala

Leu

Ala

60

Asn

Gly

val

Glu

Ar

14

Ash

Cys

Gly

val

205

Ala

Ley

Leu

Ser

45

Cys

Gly

Gly

Tyr

Ala

125

ASp

Pro

Gin
val
190

Tyr

Ala

val

Gly

30

val

Arg

Thr

Ash

GlIn

110

Ile

Pro

Pro

Arg

val

Thr

Asn

Ala

15

Ser

Leu

Ala

Glu

Leu

95

Cys

Ley

val

Ala

Asp

ser

Lys

Ser

Ala

Gln

Phe

Arg

Met

80

val

l.eu

Arg

Lys

His
160
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[0009]

Tyr

Ile

Tyr

Ala

Ala

225

Ile

val

Trp

Pro

Glu

305

Ile

Glu

Lys

Ser

Leu

385

His

Pro

Pro

Ile

Thr

210

Gln

Lys

Thr

Arg

Thr

290

Cys

Ile

Ala

Pro

Gln

370

Ser

Gly

Gly

Thr

Ala

195

Ser

Leu

Ala

Leu

Lys

275

Leu

Glu

val

Asp

Arg

Asn

Leu

Thr

l.eu

Asp

Arg

His

Asn

Arg

Glu

260

val

Gln

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

Tyr
405

Tyr

Arg

Asn

Asp

Ala

230

Pro

Phe

Gly

Pro

Asn

310

Gln

Ser

val

Glu

Ser

390

Ala

Arg Trp Leu

Ala
Phe

215

Ala

Ala

Ser

Ser

295

Ser

Pro

Asn

Arg

val

375

Gly

Ser

Phe

ser

200

Ser

Glu

Glu

Phe

Leu

280

val

Lys

Glu

Leu

360

Leu

Met

Ala

val

185

Asp

Thr

Asp

Thr

Gly

Ser

Ser

Gly

Trp

Ala

Tyr

Glu

25

l.ey

170

ser

Leu

Lys

Thr

Tyr

250

Asn

Pro

Phe

Arg

Leu

330

Trp

Arg

Gly

Gln

Leu
410

Asn

Gln

Gly

Ser

Arg

Ala

Pro

Gln

Glu

Asp

315

Lys

Gly

AsSn

AsD

395

Ala

Glu

Thr

Asn

val

220

Leu

Leu

val

Trp

300

Thr

val

Cys

Gly

Leu

380

val

val

Phe

Thr

Tyr

Fhe

Phe

val

Pro

Thr

285

Glu

val

Ile

Ala

Glu

365

Arg

Ala

Gln

Pro

Ser

Ala

Gly

Arg

Thr

Gly

GIn

Ser

Ala

350

Pro

Phe

Glu

Ala

Ash

175

Ash

Cys

Lys

Pro

Gln

Ile

Ala

Thr

Gly

ASp

335

Ala

Leu

ser

Asnh

Ley
415

Phe

Leu

Leu

Phe

Ser

240

Gln

LysS

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

vall

Gly

Gln

625

Tyr

Arg

Asp

Gly

val

450

Thr

Asp

Asn

Ala

530

Leu

Arg

Gln

Asp

Pro

610

Leu

Thr

Thr

Phe

Glu

435

Leu

val

Glu

Ser

Pro

515

His

Asp

Thr

Leu

Ser

595

Pro

Ser

Leu

Asn

Ar

220
Ile
Trp
Thr
Gly
Thr
500
ser
Ala
Asp
Asn
Al

58

Ala
Gly
Trp

Gln

Pro
660

Leu

Leu

Ser

Pro

Lys

Gly

Ser

Ser

Phe

val

565

His

Ser

Gly

Ser

Ala

645

Ala

Asn

Ala

His

Pro

550

LysS

Gly

Lys

val

Arg

Asn

Pro val Arg

Pro

Thr

Leu

Asp

Asp

535

Ile

Glu

Gly

Glu

val

615

Gly

Thr

Ile

Cys

440

Thr

Thr

Cys

Ser

Ile

520

Pro

Asp

Thr

Lys

Ala

600

val

Phe

Pro

Glu

425

Gln

Glu

Leu

Phe

val

505

Asn

Thr

Phe

Arg

Asp

Pro

26

Arg

Pro

Ile

Ile

Ala

490

Arg

Leu

Met

Asp

va'l

Asp

Ash

Ala

650

Ash

lL.eu

Arg

Leu

Ile

475

Glu

Asp

Gly

Asp

Lys

Asp

Cys

Leu

Ile

Gly

Ala

Ile

Ala

val

460

Arg

Asn

Ala

Asp

Leu

540

Pro

Leu

Met

val

Lys

Glu

Pro

Ala

445

Ash

Ash

Phe

Thr

ASh

525

Thr

Gly

Thr

Ala

Asp

Fro

Trp

Thr

Ala

430

Pro

Ser

Ile

Met

Lys

Leu

Phe

Gly

Ile

Gln

590

Gly

Thr

ITe

Lvs

Ala
670

Ala

Lys

Ser

sSer

Gly

Ile

Thr

Thr

His

Leu

575

Thr

Pro

Thr

Ala

Gln

655

Gln

Arg

Ala

Arg

Ar

48

LysS

Thr

Leu

Trp

Tyr

560

Asn

val

Pro

TIle

LysS

640

val

val
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[0011]

Leu

Asn

Thr

705

Gly

Glu

Gln

Gln

Glu

785

Leu

Thr

Trp

Ile

Arg

Asn

Gly

Arg

Gly

Ile

690

Arg

Gly

Tyr

Gly

Tyr

770

val

Thr

Lys

Glu

Thr

Pro

Arg

Leu

675

Leu

Glu

Ala

Gln

Ser

755

Phe

Lys

Ala

val

Pro

835

Tyr

Ala

Lys

Ala

Pro

Thr

Gly

Ala

Pro

Asn

740

Thr

val

Ile

Leu

Trp

val

Trp

Gly

TYr

Ser

200

Pro

Pro

Thr

Ala

Gly

Gly

His

Tyr

Arg

val

805

Ala

Gln

Lys

Leu

His

885

Pro

Gly

Trp

Gly

Pro

710

Glu

Asp

Trp

Ser

Ser

790

Tyr

Lys

Gln

Ala

Asp

val

Ser

Asnh

Met Asp Tyr

Glu

695

Ser

Leu

Gly

Gln

Asn

775

TYr

ser

Gly

ASp

Gly

Thr

Thr

Ala

Ile

680

Pro

val

Ile

Phe

Thr

760

Glu

Ash

Ala

val

Met

840

ASD

Ser

val

Asn

Ser

ser

Ala

val

Ser

Arg

Glu

Ser

825

Asn

Lys

Ala

Arg

Ala

905

Trp

27

Glu

Gly

Pro

Asn

730

Tyr

Arg

val

Arg

Glu

810

s5er

Gly

Glu

Arg

Ala

890

Thr

Thr

Phe

Pro

Ser

715

Trp

Leu

val

Arg

Ser

Ile

Ala

val

875

Tyr

Thr

Phe

Arg

Ser

700

Gly

Thr

Leu

Pro

Pro

780

Asp

Pro

Glu

Leu

Ala

§60

Ser

Asnh

Met

Ser

val

685

ser

Leu

Pro

ser

Gly

Tyr

Gly

Arg

Met

Leu

845

Ala

Gly

Arg

LYys

ser

Ile

LYS

Ser

Met

Phe

750

Ala

Thr

Pro

val

Asn

830

Gly

Asp

Leu

Ala

Pro

910

Ser

Ala

Ile

Gly

sSer

735

Arg

Asp

Fro

Glu

Ala

815

val

TYr

Arg

His

Gly

Pro

ser

Ser

Arg

Gly

Arg

Arg

Ala

Phe

Ser

800

Pro

Thr

Glu

val

Pro

880

Thr

Pro

Leu
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[0012]

915

Ser Ile Lys
930

Thr Gly Tyr
945

Leu His Leu
Ile Gly His

Gly Ile Pro
995

Met val
1010

val 1le
1025

Glu Leu
1040

<210> 4
<211> 1007
<212> PRT
<213> A
<400> 4

Met Lys Met
1
Thr Cys Leu

Glu Glu GIn
35

Lys val Ser
50

Lys Trp Arg

Ser Met val

Trp

Lys

Thr

Ala

980

Ala

Trp

Ala

20

Pro

L.eu

Met

Gly

Asp Pro val

935

Met Leu Tyr

950

Gly Lys Asn

965

Leu val Gln

Glu val His

Leu

val

Ile

Asn

Asn

Gly

Leu

Ser

Asn

Cys

Asn

70

Asn

Glu Asn Met Ala val

920

925

val Pro Phe Arg Asn Glu Ser
940

Gln Asn Asp Leu His Leu Thr
955

Trp Ile Glu Ile pro val Pro

Ile Arg Thr Thr Gly Pro Gly

985

970

990

Ala val

Pro Thr

Glu
975

960

Asp

Gly Asp

Ile val Arg Asn Gly Gly Thr Ser Met
1000 1005

Arg Pro Ala Pro His

1015

1030

val

Glu

Thr

Arg

55

Gly

Leu

Ser

Glu

Ile

40

Ala

Asp

val

His

Asp

25

Tyr

Arg

val

Ile

28

Leu

10

Lys

Pro

Ala

Asp

Asn

val

Gly

Glu

Ser

Leu

75

Asn

1020

1035

Ile

Phe

Glu

Pro

60

Thr

Pro

Ile

Gly

s5er

45

Phe

S5er

AsSp

Ser

Pro

30

Leu

Pro

Asp

Lys

Ile

15

Ile

Glu

val

Arg

Gln

Pro Gly Thr

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

Thr

Phe

Gly

Tyr

Tyr

80

Lys
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[0013]

ASp

Arg

Pro

Leu

145

Trp

Phe

Ser

Lys

Thr

225

TYr

Asn

Ser

Tle

Ala

Ser

Glu

130

Leu

Leu

val

AsD

Ser

210

Thr

Ala

Pro

Thr

Gln

290

Gly

Trp

Gly

Thr

115

Glu

Cys

Leu

Ser

195

val

Lys

Leu

val

Ala

275

Leu

Lys

val

Ile

100

Glu

Arg

Asp

Asn

Gln

180

Gly

Phe

Pro

Met

Pro

260

Glu

Glu

Asp

Glu

85

Tyr

Ala

Pro

Pro

Glu

165

Thr

AsN

Ser

Tyr

Gly

Asp

Ile

Asp

Lys

His
325

Tyr

Thr

Glu

Pro

150

Phe

Ash

Tyr

Lys

Pro

230

Gln

Ser

Glu

His

310

Ile

Cys

Leu

val

135

TYF

Pro

Gly

ser

Phe

215

Asnh

Arg

Thr

Asn

Leu

Ser

120

Arg

His

val

Ash

Cys

200

Ile

AsSp

val

Trp

Ser

280

Ile

Ala

Asp

Ala

105

Phe

val

Phe

Phe

Leu

185

Phe

Pro

Ile

Thr

Arg

Gly

Tyt

Arg

Thr

29

90

Ser

Gly

Lys

Pro

Ile

170

TYr

val

Leu

val

l.eu

250

Lys

Ala

Glu

Ile

Glu
330

Asn

Tyr

Glu

Ile

Ser

Ile

val

235

Glu

val

val

Cys

Tyr

315

val

Asn

Leu

Gly

Asp

Met

Ala

ser

Pro

220

Gln

Cys

Leu

Leu

Glu

300

val

Asp

Tyr

AsSp

Lys

Leuy

ASp

ASh

Pro

205

Ile

Phe

Phe

Glu

Gln

Ile

Gly

Pro

Gly

Ser

Lys

val

190

Ser

Pro

Lys

Ala

Pro

270

Ile

Glu

Ala

Gly

5

Met

Phe

Met

TYr

Tle

Glu

Asp

Leu

255

Met

Phe

Asn

Phe

Ser
335

val

Pro

val

Ar

16

Arg

Ala

Thr

Arg

val

240

Gly

Pro

Asn

Ile

Pro

320

Asp
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[0014]

Leu

Trp

Asp

Thr

385

Ala

Lys

Pro

Arg

LyS

Ile

Met

Trp

TYr

545

AsSn

Ile

Tyr

Leu

val

370

Tyr

Pro

Gly

LYs

Ile

450

Asn

Ala

Leu

Gln

Ser

530

Gln

Ala

val

Trp

Lys

Thr

Gly

Thr

Gly

Phe

435

Leu

ASp

Asn

Ala

Cys

515

Phe

Arg

GIn

Asp

Pro
340

Asn

Phe

Phe

Arg

Ser

Ile

Gly

Ser

Pro

500

Ala

Asnh

Asnh

Leu

Asn
580

Cys

Gly

Glu

Ile

Glu

405

val

Trp

Trp

Gly

Thr

485

Ile

Ala

Gly

Phe

va'l

Tyr

Asn

Ser

Glu

Ile

470

Gly

Asn

Ser

Tyr

Met

550

His

Ser

Ala Thr Gly Lys

Ala

Ala

375

Asn

Ile

LYS

Tyr

Thr

Ala

FPhe

va'l

535

Leu

Tyr

360

Gly

Asnh

Pro

Glu

Gly

Gly

Thr

Leu

Asp

Asp

Gly

Ser

345

His

Met

Ala

Met

Ser

Cys

val

Ile

505

Pro

Asp

Ser

Arg

Ala
585

30

Lys

TYr

Glu

Lys

410

Lys

Glu

Ley

Phe

Ile

480

Thr

Ala

Phe

Asn

Tyr

570

ASp

Pro

Gly

Gln

Leu

395

Lys

Pro

Trp

Glu

Ala

475

Thr

val

Leu

Asn

Gly

Thr

Leu

Ile

Glu

Cys

380

Lys

Lys

Lys

Leu

Ile

460

Glu

Asp

Gly

Asp

Cys

val

Pro

Leu

365

Ile

Ile

Ile

Ala

val

445

Ash

Asn

Pro

Glu

Leu

525

Glu

Leu

Thr

val

Thr

350

Arg

Ala

Leu

Leu

Ala

430

Asn

Asn

Asnh

Thr

Asnh

510

Thr

Ash

Leu

Ala

Arg

Tle

Leu

Glu

Ala

Ala

415

Pro

ser

Ile

Arg

Arg

Ala

Phe

Ile

Ile

Gln

575

Gly

Arg

Tyr

Asn

Leu

400

Lys

Ser

Thr

Thr

val

His

Arg

560

Thr

Pro
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[0015]

Pro

val

Lys

Ala

Ala

Thr

Lys

Arg

Pro

Thr

Phe

Ser

785

Pro

His

TYr

Gly

Ala

610

Tyr

Lys

val

Asn

Thr

690

Gly

Glu

Phe

Gly

Gln

770

Leu

Thr

Trp

rp

Pro

595

Leu

Thr

Thr

Asp

Thr

675

Asp

Gly

Tyr

Asp

Arg

val

val

Glu

Glu

Ala
835

Pro
Thr
Ile
Asp
Leu
660
Leu
Gly
Arg
His
Gly
7

TYyr
Lys
Ala
val
His
820

Ala

Gly

Trp

Gln

Pro

645

Ile

Gly

Ala

Asn

Tyr

Glu

val

val

val

His

Gly

Ser

Thr

030

Pro

Pro

Arg

Ala

Ar

71

Gly

Glu

His

Lys

Ile

790

val

Leu

Asp

Lys

Ile

Trp

Gly

Pro

695

Glu

Asnh

Trp

Lys

Ala

775

Ash

Lys

Glu

Lys

Ar8 ITe Glu
60

Gly

Thr

Ile

Met

Glu

680

AsN

Leu

Asn

Lys

Ser

val

Lys

Glu
840

Ser

Ile

Glu

Glu

665

Pro

val

Thr

Phe

Asnh

Ala

Leu

31

AsSp

l.eu

Tyr

Ser

Ala

Ile

Thr

Asn

Gln

Ser

810

val

Ala

Asp

Asn

Ser

635

Asn

Glu

Ile

Pro

Thr

715

Tyr

Thr

MetT

LysS

Asp

Ser

Glu

Ala

Ile

His

620

Asp

Met

rhe

Pro

Ser

700

Trp

Ile

val

Ser

Gly

Ala

Ser

Ser

Asnh

Asp

Glu

Arg

Ser

685

Asp

Ala

val

Thr

Pro

765

ASp

Pro

Glu

Tyr

Arg

Ala

Pro

Trp

Ala

val

670

Asn

val

Pro

Ala

Ash

750

Ser

Gly

Ser

Ile

Thr

Ile

Lys

Ala

655

val

Arg

Gly

Ley

Phe

735

Pro

Thr

Pro

Glu

Ser

815

Ile

Gln

Ser
Ser
AsSp
9]

Arg
Ala
Ile
Gly
Ser
720
L.ys
Asp
Ala
Tyr
Ala
800
val

Arg

val
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[0016]

Thr Ser
850

Gln Tyr
865

Pro Ser
Pro Pro
Thr Trp
TYr Lys
Ser Thr
945

Tyr val
Ser Gln

Gly Leu

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

Met Lys
1

Ile Pro
Glu Thr

Ala Glu
50

Gln

Phe

Asp

Arg

His

val

val

Leu
995

490
PRT
A
5

Thr

Thr

val

35

Glu

Glu

Ile

Met

Ile

900

His

l.eu

Lys

Glu

LYS

Leu

Gly
Asn
20

Ala

Asn

Tyr

Glu

Ile

885

Ile

val

Tyr

His

val

965

Ile

Pro

Leu

Ala

Pro

Glu

Ser

val

870

Glu

ser

val

Arg

Ser

950

Arg

Ser

Ala

Phe

Arg

Asp

Lys

Ala Arg Leu

855

Gly

Ala

Ser

Ala

Pro

935

Ile

Gly

Phe

Phe

Leu

Asn

Glu
55

Ala

Phe

val

Leu

920

Asp

Glu

Ala

Gly Ile Leu val Tyr Leu

Cys

Thr

Gly

val

Ser

Pro
985

1000

Glu

Ash

Lys

ser

Asn

Gin

Pro

Asn

Ser

875

Lys

Gly

Glu

His

Ile

955

Gly

Leu

Leu

860

Ala

Ala

Ser

Ser

940

Pro

Gly

Ser

Leu

Gly

Pro

Arg

Thr

925

Gly

Arg

Asp

Pro

Pro

Cys

Pro

Tyr

910

val

Lys

Asp

Gly

Ser
990

Asp

Gly

Ser

895

Ile

Thr

Leu

Gly

val

975

Leu

Thr

Pro

880

Gln

Ile

Gly

Tvr

Glu

960

val

Leu

Glu Phe

1005

Leu Cys kgu Leu Gly Thr Ala ?33 Ala

Leu Ser Asp His Ser Lys Pro Thr Ala
25 30

Thr Ala Ile Pro Ser Leu Arg Ala Glu

40

45

Thr Ala val Ser égr Glu Asp Asn Thr

32
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[0017]

Gln
65

Lys

Asn

Glu

Ala

145

His

Asp

Ala

Ile

Thr

225

Asn

Asp

Asp

Pro

Tyr

Ser

Met

Ser

Ile

Ala

130

Leu

Gly

Gly

Phe

Glu

210

Glu

Glu

Ser

Gln

Pro

290

Ala

Asp

GIn

Asn

Gln

115

ITe

Leu

val

Pro

Leu

195

Glu

Pro

Glu

Cys

GIn

275

Thr

Ser

Asp

Glu

Ala

100

Glu

Ser

Met

Asp

Arg

Glu

Gln

Gly

Glu

Met

260

Gly

Lys

Ser

Ile

Asp

85

Glu

Thr

Asn

Glu

His

Ala

Arg

Glu

Thr

245

Ser

Lys

Pro

Cys

Leu

70

Glu

Met

Glu

His

Pro

150

ASp

Ser

Glu

Glu

His

230

Ser

Phe

Pro

Leu

His

Glu GTu Ser Asp

Phe

Glu

Trp

Gly

Ala

Arg

Lys

Gln

Ser

Gln

His

295

Leu

Asp

Glu

Gln

120

Glu

Asp

ASD

Ser

Ala

200

val

Glu

Glu

Cys

Cys

280

Gln

Phe

GIn

Glu

105

Ser

Thr

Asp

Asp

ASp

185

Gln

His

Ala

Gly

Lys

val

val

Ala

33

Gly

90

Asn

Gln

Glu

Gly

Asp

Ser

Glu

Lys

Asn

250

Arg

Cys

Cys

Thr

Gln

75

Asn

Ala

Glu

Glu

Asn

155

Gly

Tyr

Ile

Asn

Gly

Gln

Gly

Lys

Pro

GIn

Ser

Gly

Lys

140

Thr

AsSp

phe

Ala

Glu

220

Ala

Arg

His

Asp

Thr

300

Cys

Thr

Glu

Asn

Lys

Thr

Thr

Asp

Ile

Tyr

Ash

Glu

val

Ile

Pro

285

Asp

Arg

Gln

GIn

val

110

Thr

val

FPro

Gly

Pro

190

His

Ile

Asn

His

Cys

270

val

Asn

Leu

val

Glu

95

Asn

Gly

ser

Arg

Leuy

Gly

Ser

Ala

255

Lys

Thr

Gln

Glu

Ser

80

Asp

Lys

Leu

Glu

Asn

160

Thr

Gln

Lys

Thr

Ser

240

val

Cys

Thr

Gly
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[0018]

305

Thr

ser

Met

Ser

385

Asp

Pro

val

Met

Asp
465

Lys

Ile

Arg

Glu

370

Ile

Leu

val

Leu

Glu

450

Lys

Lys

Pro

ASp

355

His

Tyr

L.eu

His

Thr

435

His

His

Glu Glu Asp

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

<400>

6
771
PRT
A

6

Met Gln Leu

1

val Pro Leu

Fro Leu Asp

Gly

Thr

340

Trp

Ala

Leu

l.eu

Trp

His

Cys

Ile

Lys

Ile
20

Leu

His

325

Cys

Leu

Gly

Asp

Ser

Ile

Thr

ASp

Ile

Leu

val

310

Gln

Thr

Lys

Tyr

Asp

Phe

Glu

Thr

Leu

470

Glu

Met

Phe

GlIn

Leu

ASp

Asn

Leu

375

Lys

Fhe

S5er

Leu

ASn

Pro

lL.eu

Fro

Gln Leu

Phe Glu
345

Ile Leu
360

Asn Glu
Arg Leu
Lys Lys
Glu Leu

425

Ala Pro
440
Phe Phe

Glu Trp

lL.eu lLeu

Lys Lys
Cys GIn

25

Pro Thr

34

330

val

Met

Lys

Leu

Asn

410

ASp

Leu

Glu

Gly

Phe
490

315

Tyr

Ile

Gln

Gln

Ala

395

Tyr

Gln

Arg

Glu

His
475

Phe

Gln

Leu

Arg

Gly

His

His

Ala

Cys

Cys

Gly

Phe

TYr

Asn

ASp

Metl

Pro

Ser

445

Asp

Phe

Lys Arg Leu Ser
10

Met Tle Ser Ala

Ala

Pro

350

Glu

Lys

His

Tyr

Met

430

Leu

Pro

Gly

Ala

Leu
30

Ile Thr §1n Gln Ser

Cys

335

Leu

Ala

val

Pro

val

415

Asp

val

Ash

Ile

Gly
15

Glu

Pro

320

Lys

Arg

Asn

Lys

Ile

400

Tvr

Arg

Pro

Lys

Lys

Arg

val

Lys
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[0019]

Asp

Lys

Phe

Thr

Gly

Asn

Lys

145

Cys

Asn

Asn

Asp

Lys

225

Thr

Ser

Asn

Tyr

50

Gly

Asp

Leu

val

Asn

130

Leu

Arg

Ser

Gly

Tyr

210

Gln

Ile

Arg

Lys

35

Lys

Ile

Ile

Tyr

115

ITe

Glu

Pro

Phe

195

Ile

Pro

Ala

Glu

Glu
275

Ile

Pro

Asp

Ile

100

Gln

val

Pro

Pro

Gln

180

Leu

Cys

Ile

Ala

Asp

Pro

Lys

Asn

Cys

val

Ile

Ile

165

Arg

Tyr

Tyr

Ser

Asn

245

Pro

l.eu

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

Lys

Ser

Thr

Gly

40

Glu

Phe

Leu

Ser

Arg

Ser

Gln

Pro

Gln

Asn

200

Phe

val

Asp

Phe

Asn
280

Asn

Ser

val

Glu

105

Asnh

Arg

Ser

Pro

Ser

185

val

Asn

Ile

Thr

Leu

265

val

35

Ile

Trp

Thr

90

Gly

Glu

Ser

Gly

Pro

170

Glu

Leu

His

Ser

l.eu

val

Thr

75

Met

Lys

Arg

Pro

Gln

155

Ile

Arg

Pro

Thr

val

235

Phe

Pro

Ser

ITe

60

Arg

Lys

Ala

Gly

Leu

140

Ser

ITe

val

Glu

Gin

220

Asp

Tyr

Glu

L.eu

45

Gln

Asn

Pro

Glu

Ala

125

Trp

Ley

Phe

sSer

205

Thr

Glu

Gly

Gly

Glu
285

Cys

Gly

Gly

Thr

110

Ala

Thr

val

Trp

GlIn

190

Thr

Ile

Leu

Ala

Asn

270

Cys

Glu

Thr

Thr

95

Tyr

va'l

Lys

Ley

Met

175

Gly

Arg

Gln

Asn

Lys

Ala

Ile

Ala

His

80

Gly

Glu

Ser

Glu

Pro

160

Asp

Leu

Glu

Gln

Ser

Ala
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[0020]

Glu

Leu

305

Ile

Lys

Ala

Gly

Arg

Asp

Gln

Gly

Arg

Pro

465

Glu

val

Ser

Lys

Gly

290

Pro

Ile

Asn

Ala

Glu

370

Ile

Pro

Glu

Tyr

Ile

450

Ala

Trp

Leu

Thr

Asn
530

Leu

Lys

His

Ala

Pro

355

Asp

Ser

Ser

Arg

Leu

435

Leu

Leu

Phe

His

Pro

Asn

val

Leu

340

Tyr

Gly

Trp

Arg

Ser

420

Leu

Thr

Leu

Lys

Glu

500

Thr

va'l

Thr

Arg

Ser

325

Gly

Trp

Thr

Leu

Ala

Pro

Asp

Gly

ASn

Tyr

His

Pro

Thr

310

Glu

Ala

Ile

Leu

Thr

390

Ile

Ala

Asn

Ala

Cys

470

Ala

Gly

Thr

Leu

Tle Ile Tyr

295

val

Ala

Ile

Thr

Ile

375

Asn

ASD

val

Ala

ASn

455

Ala

Lys

Thr

Cys

Glu
535

Tyr

Asp

His

Ala

360

Cys

Gly

Gly

Tyr

Phe

440

Thr

Phe

Gly

Leu

val

520

Ile

Lys

Ser

His

345

Pro

Arg

val

Asp

Leu

Phe

Ser

Glu

505

Ala

Lys

36

Trp

Asn

Gln

Ala

Pro

Thr

410

Cys

Asnh

Tyr

Gly

Ala

490

Ile

Arg

AsSp

Ala

Phe

315

Asn

Ile

Asn

Asn

Ile

395

TIle

Asn

val

Gln

sSer

475

Leu

Pro

Asn

Ala

LYs

Glu

Tyr

Ser

Leu

Gly

Glu

Ile

Ala

Leu

val

460

Pro

His

val

Lys

Thr
540

Glu

Lys

Gln

vall

val

365

Asn

Ile

Phe

Ser

Ala

445

Ile

Leu

Glu

Ala

Ley

525

Trp

Asp

Thr

Cys

Arg

Leu

Pro

Ala

Ser

Asn

430

Glu

Ala

Pro

Asp

Gln

510

Gly

Ile

Gly

Ley

Ile

335

val

Ser

Lys

Pro

Asn

415

Glu

PO

Asn

Thr

TIle

495

Lys

Met

va'l

Met

GlIn

320

Ala

Lys

Pro

Pro

Asp

400

val

Tyr

Pro

Arg

Ile

480

Tyr

Asp

Lys
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[0021]

Gln

545

Cys

Lys

Asp

Thr

Leu

625

Asp

Ash

His

Thr

val

705

Glu

val

Pro

Ala

Pro

Lys

Asp

His

Cys

610

Ser

Gln

Asn

Lys

Thr

690

Met

Gln

Glu

Leu

Ser
770

<210>
<211>

Glu

val

Asn

Leu

595

val

val

Leu

Ser

Pro

675

Ala

Tyr

Gly

Asn

755

Phe

1180

TYF

Lys

Arg

val

Ala

val

Asp

Pro

660

Gly

Gln

val

Leu

Leu

740

Gly

Ala

His

565

Glu

val

Asn

Asp

Lys

Ile

Leu

Leu

Asn

Thr

725

Gly

Phe

val

550

Asp

Leu

Ala

Thr

val

630

Ser

Thr

Trp

Lys

Ser

710

Lys

Ser

Glu

val GIn Arg

His

Pro

Asp

Thr

615

Pro

val

Lys

His

Leu

695

Ile

Ala

Glu

ser

Thr

Ser

val

600

L.eu

Asn

Gln

Phe

His

680

Ser

Gly

Ser

Pro

Asn
760

Leu

ASp

585

Ser

Asp

Pro

Leu

ITe

0G5

Gln

Pro

Lys

Glu

745

Gly

37

Gly

ser

570

Glu

Asp

Ser

Pro

Ser

650

Ile

Thr

Tyr

ser

Pro

730

Asnh

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

Tyr

val

Asn

700

Pro

Lys

val

Leu

val

val

Thr

ser

605

Ala

Leu

Pro

Glu

Ser

685

Tyr

Ser

Ash

Tle

Gln
765

Ser

Leu

val

590

Gly

Ser

Glu

Gly

670

Gly

sar

Glu

Pro

Thr

750

Thr

Phe

Trp

575

Asp

Thr

Ala

Leu

Asp

Ala

Thr

Phe

Ala

Thr

735

Trp

ser

Glu

560

Leu

Lys

Tyr

val

Thr

640

Asp

Met

Gln

Arg

Ser

720

Ala

Lys

The
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[0022]

<212>

<213>

<400>

Met Gln Leu

1

val

Pro

Thr

val

65

Thr

Met

LYyS

Arg

Pro

145

Gln

Tle

Arg

Pro

Thr
225

Pro

Leu

Gln

50

Ile

Arg

Lys

Ala

Ser

Ile

val

Glu

Gln

PRT

7

A

Leu

Asp

35

GIn

Gln

Asn

Pro

Glu

115

Ala

Trp

Leu

Phe

Ser

195

Asp

Thr

Lys

Ile

20

Pro

Ser

Cys

Gly

Gly

Thr

Ala

Thr

va'l

Thr

Ile

Ile

Leu

Lys

Pro

Glu

Thr

85

Thr

Tyr

val

Lys

Leu

165

Met

Gly

Arg

Gln

Met

Phe

Leu

Lys

Ala

70

His

Gly

Glu

Ser

Glu

150

Pro

Asp

Leu

Glu

Gln

Pro

Leu

Leu

Asp

55

LysS

Phe

Thr

Gly

Asn

135

Lys

Cys

Asn

ASn

Asp

215

Lys

Lys

Cys

Glu

40

Tyr

Gly

Asp

Leu

val

120

Asnh

Leu

Arg

Ser

Tyr

Gln

Lys

Gln

25

Asp

Ile

Lys

Ile

Ile

105

Tyr

Ile

Glu

Pro

Phe

185

Asp

Ile

Pro

38

Ley

Ile

Pro

Asp

90

Ile

Gln

val

Pro

Pro

170

Gin

Leu

Cys

Ile

Arg

Ile

val

AsSD

Pro

75

Lys

Asn

Cys

val

Ile

Ile

Arg

Tyr

Tyr

Ser

Leu

Ser

Gln

Pro

60

Pro

Asp

Ile

Thr

Gly

Leu

Phe

Ala

220

val

Ser

Ala

Pro

45

Arg

ser

Pro

Met

Ala

125

Pro

Leu

Leu

Pro

ser

205

Arg

Lys

Ala

Leu

30

Pro

Glu

Phe

Leu

Ser

110

Arg

Ser

Gln

Pro

GIn

190

Asn

Phe

val

Gly

15

Glu

Thr

Ash

ser

val

95

Glu

Asn

Arg

Ser

Pro

175

Ser

val

Asn

Ile

Arg

val

Ile

Ile

Trp

80

Thr

Gly

Glu

Ser

Gly

Pro

Glu

Leu

His

Ser
240
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[0023]

Ala

Asn

Cys

AsSp

Thr

305

Cys

Arg

Leu

Pro

Ala

385

Ser

Asnh

Glu

Ala

Pro

465

ASD

Lys

Ala

Ile

Gly

290

Leu

Ile

val

Ser

Lys

370

Pro

Asn

Glu

Pro

Asn

450

Thr

Ile

Ser

ser

Ala

275

Met

Gln

Ala

Lys

Pro

355

Pro

Asp

val

Tyr

Pro

435

Arg

Ile

Tyr

ser

Asn

260

Glu

Leu

Ile

Lys

Ala

340

Gly

Arg

Asp

Gln

Arg

Pro

Glu

val

Arg

LyS

Gly

Pro

Ile

Asn

325

Ala

Glu

Ile

Pro

Glu

405

Tyr

Ile

Ala

Trp

Leu

Glu

Glu

Leu

Lys

His

310

Ala

Pro

Asp

Ser

ser

390

Arg

l.eu

Leu

Leu

Phe

470

His

Arg Pro Pro Thr

Glu

Pro

Asn

295

val

Leu

TYr

Gly

Trp

Arg

Ser

Leu

Thr

Leu

455

Lys

Glu

Leu Arg
265

Thr Pro
280

Arg Thr

Ser Glu

Gly Ala

Trp Ile

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

425

Pro Ala
440
Asp Cvys

Gly Aala

Asn Gly

39

250

Gly

Ile

val

Ala

Ile

330

Thr

Ile

Ash

AsSp

val

410

Ala

Asn

Ala

Lys

Thr

Phe

Asn

Ile

Tyr

Asp

His

Ala

Cys

Gly

Tyr

Phe

Thr

Phe

Gly

Leu

Leu

val

Tyr

Lys

Ser

His

Pro

Arg

val

380

Asp

Gln

val

Leu

rhe

460

Ser

Glu

Thr

Leu

Trp

Asn

Gly

Thr

Gln

Ala

365

Pro

Thr

Cys

Ash

Tyr

445

Gly

Ala

Ile

Pro

Ser

270

Ala

Phe

Asn

ITe

Asn

350

Asn

Ile

ITe

Asn

val

430

Gln

Ser

Leu

Pro

Glu

Leu

Lys

Glu

Tyr

ser

335

Leu

Gly

Glu

Tle

Ala

415

L.eu

val

Pro

His

val

Gly

Glu

Glu

Lys

Gln

320

val

val

Asn

Ile

Phe

400

Ser

Ala

Ile

Leu

Glu

480

Ala
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[0024]

Gln

Gly

Ile

ser

545

Leu

val

ser

Tyr

Asp

Pro

Gln

val
705

l.eu

Lys

Met

val

530

Phe

Trp

Asp

Thr

Ala

610

AsD

Lys

Ile

Leu

Leu

690

Asn

Thr

Asp

Ala

515

Lys

Glu

Leu

Lys

val

Ser

Thr

Lys

Ser

LYS

ser

500

Lys

Gln

Cys

Lys

580

Thr

Leu

Pro

val

Lys

His

Leu

Ile

Ala

485

Thr

Asn

Pro

Lys

Cys

Ser

Asn

Gln

645

Phe

Ser

Gly

Ser
725

Gly
Glu
Glu
val
550
Asn
Leu
val
val
Pro
30
Leu
Ile
Gln
Pro

LyS
7

Glu

Thr

val

TYr

LYs

Arg

val

Ala

val

615

Pro

Ser

Ile

Thr

Pro

Tyr

His

520

Ala

His

Glu

val

Asn

600

Ala

Phe

Trp

Glu

Glu

680

val

Leu

Asp

Thr

505

Leu

val

AsSp

Leu

Ala

585

Thr

Pro

Asp

Thr

Tyr

val

Asn

Pro

LYS

40

490

Cys

Glu

val

His

Pro

570

Asp

Thr

Thr

Leu

Pro

650

Glu

5er

Tyr

Ser

Asn
730

val

Ile

Gln

The

555

Ser

val

Leu

Pro

Gly

Asp

Gly

Ser

Glu

715

Pro

Ala

Lys

Asp

ser

Asp

Thr

620

Leu

Asp

Ala

Thr

rhe

700

Ala

Thr

Arg

Asp

525

Gly

ser

Glu

Asp

5¢er

605

Pro

Thr

Asp

Met

Gln

685

Arg

Ser

Ala

Asn

510

Ala

Ser

Leu

Arg

Asp

590

val

Ala

Asp

Asn

His

670

Thr

val

Glu

val

495

Lys

Thr

Met

Thr

Phe

575

Asp

S5er

Pro

Gln

Asnh

655

Lys

Thr

Met

Gln

Glu
735

Leu

Trp

val

val

560

Thr

Ser

Ala

val

Leu

640

Ser

Pro

Ala

Ala

Tyr

720

Gly
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[0025]

Leu

Gly

Gln

ser

785

Lys

val

val

Pro

Tyr

865

Glu

Pro

Asnh

Pro

Thr

945

His

Gly

Phe

Lys

val

Met

Arg

val

850

Tyr

Lys

Gly

Gly

Glu

930

Leu

Ile

Glu

Ser

Glu

755

Asp

Tyr

GIn

Gly

val

835

Pro

Trp

Lys

Leu

Lys

915

Gly

Asp

Leu

Leu

Glu

740

Ser

Gly

Ile

Ala

His

820

Asnh

Leu

Lys

Ile

Glu

900

Gly

val

Ser

Thr

Gly

Pro

Asn

Asp

val

Leu

805

Ser

val

Lys

Thr

Leu

885

Pro

Glu

Pro

Leu

Glu

965

Pro

Asp

Gly

Asp

Ser

790

Asn

Gly

val

Ser

Gln

870

Thr

Phe

Gly

Ser

Thr

950

Tyr

Leu

Asn Leu val

Pro

Glu

775

Gly

ASp

Glu

AsSn

Ile

855

Ser

Phe

Ser

Pro

Ala

935

Leu

Thr

va'l

Gly

760

Trp

Thr

Met

Asp

Ser

840

Arg

Ser

Gln

His

Ala

920

Pro

Glu

Leu

Asp

745

Leu

Thr

Pro

Gly

Leu

825

Thr

Gly

Ser

Gly

Ser

Trp

Lys

Leu
985

41

Tle

Gln

Ser

Thr

Phe

810

Pro

Leu

His

Lys

Ser

890

Thr

Pro

Ser

Asp

Tyr

970

Lys

Thr

Tyr

val

Phe

795

Ala

Met

Ala

Leu

Arg

Lys

Leu

Asp

L.eu

Pro

955

GlIn

Ile

Trp

Lys

val

780

val

Pro

val

Glu

Gin

§60

Asn

Thr

Asn

Arg

LysS

940

Pro

Pro

Pro

Lys

val

765

val

Pro

Glu

Ala

va'l

845

Gly

Arg

His

val

va'l

925

Tle

ser

Ile

Ala

Pro

750

Ser

Ala

Tyr

Pro

Pro

§30

Tyr

Arg

Gly

Arg

Phe

val

His

Asn

Asn
990

lLeuy

Trp

Ash

Ley

Ala

815

Gly

Trp

Arg

His

Met

895

val

Ash

Ash

Pro

S5er

975

Lys

Asn

Arg

val

Ile

800

val

Asn

Asp

Ile

Ile

380

Leu

val

Thr

Pro

Asn

960

Thr

Thr
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[0026]

Arg Trp Thr Leu Lys Asn Leu Asn
995 1000

Phe Tyr
1010

Glu Ala
1025

Asp Ile
1040

Ala Leu
1055

Asn Lys
1070

Ala Asp

Gly Glu
1100

Ser Arg
1115

Asp Ser
1130

Glu Asp
1145

Glu Pro
1160

Asn Ala
1175

<210> 8

Ala

val

Ala

Leu

Gly

Pro

Tyr

Thr

Leu

Gly

Ala

MetT

«211> 818
<212> PRT

<213> A
<400> 8

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

1

Gln

Thr

Thr

Ile

Gly

Glu

Ser

Pro

val

Ser

Glu

Ash

Thr ser Ala Gly Ser Gly Ser

Thr

Gln

Leu

Lys

ITe

Asp

Ser

Asp

Phe

Gly

Ser

val

Gly

Ile

TYr

Gln

Ala

Asp

Tyr

Ile

Asn

Phe

1015

Asp
1030

Trp
1045

Leu
1060

Pro
1075

Pro
1090

Glu
1105

Glu
1165

val
1180

Glu

Phe

Leu

val

Met

ASp

Thr

Glu

Gln

ser

42

Ala

Ile

Ile

Lys

Lys

His

val

Gly

Tyr

Ser

Met

Gly

val

Glu

Glu

LYS

Lys

val

Ser

Glu

Ala

Leu

Cys

Lys

ASp

Pro

Lys

Asnh

Gly

Ala

Gln
1020

Ser
1035

Met
1050

Phe
1065

Glu
1080

AsSD
1095
Leu

1110

Glu
1125

Pro
1170

Phe Ser Thr Arg Tyr
1005

Ile

Arg

Cys

Ile

Asp

Gly

Lys

Asp

Gln

LYS

Ser

Lys Phe Tyr

Thr

Gln

Ala

Arg

Ala

Thr

Lys

Ser

Phe

Glu

Pro

15

Glu

val

val

Arg

His

Phe

Gly

Asp

Asn

Lys

val
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[0027]

Glu

ASp

val

Asn

65

Gly

Thr

Ala

Trp

Ala

145

Asp

Ile

ser

Met

sSer

Trp

val

50

Ile

Gln

Phe

Glu

Leu

130

Met

Glu

AsSp

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

Asn

Lys

Asp

Gln

Glu

100

val

His

Ala

Ile

Ar

13

Gln

Ser

Asn

Asn

Phe

Pro

Glu

Ala

Glu

85

val

Cys

Asn

Asnh

Tyr

165

Asp

Lys

Cys

Gly

Thr

245

val

Thr

Gln

Gly

Gly

70

Ala

val

Arg

Glu

Asn

150

Arg

Ile

Ser

Arg

Lys

Glu

Cys

Cys Thr ala Ile
25

Gly

val

55

Ile

Thr

Ser

val

Glu

135

Asn

Cys

Ile

Phe

Ala

215

Leu

Leu

Arg

Glu

40

Arg

Tyr

val

Pro

Ser

120

val

Leu

Glu

val

Asn

200

Ser

Ile

Thr

Ala

Lys

Ser

Arg

val

Gln

105

Ser

Thr

Gln

Gly

Ile

Ala

Gly

Glu

val

Thr
265

43

Ile

Arg

Cys

Leuy

90

Glu

ser

Thr

Ile

Thr

Ser

Glu

250

Ash

Gly

Ile

Leu

Gln

75

Glu

Phe

Pro

Ile

Leu

155

val

Asn

Ala

Pro

Asn

235

Asn

Lys

Glu

Ser

Thr

60

Ala

Ile

Lys

Ala

Ser

140

Asn

Glu

val

Glu

Glu

220

Glu

ITe

Ala

Pro

Thr

45

Ile

Thr

Tyr

Gln

Pro

125

Asp

Ile

Ala

Pro

Arg

205

Pro

Lys

Ile

Gly

Glu

30

Gln

Tyr

Asp

Gln

Asn

Asn

Arg

Pro

190

Gly

Ala

Tyr

Asn

Glu
270

ser

Arg

Asn

Ala

Lys

Glu

val

Arg

Lys

Gly

Ala

Glu

Ile

Ile

Ser

255

Asp

TIle

val

Ala

Asp

Ser

Phe

Ser

160

Glu

Ile

Glu

Ser

Leu

240

Asp

Glu
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[0028]

Lys

Lys

Ala

305

Gly

val

L.eu

Gly

Ile

385

Ile

Arg

Tyr

Asn

Tyr

Phe

val

Gln

Asn

290

Glu

Phe

Lys

Ser

His

370

Ser

Ser

Asp

Ser

Gly

Asn

AsD

Ala

275

Glu

Gly

Thr

Gly

ASp

355

Gln

Asn

Cys

Lys

Thr

435

Phe

Gln

val

Lys

val

Phe

Thr

Glu

Phe

Gln

340

Ser

Lys

Gln

Asp

Leu

420

Gly

Gly

Glu

Lys

Pro

500

Lys

Leu

Thr

Pro

Thr

325

His

Gly

Ser

Thr

val

405

val

Arg

Arg

Tyr

Ile

485

AsSp

Glu

GIn

Tyr

Ile

310

Glu

Gly

Arg

Met

Ile

390

Lys

Leu

Lys

Tyr

Ile

470

Ser

val

val

Glu

295

Pro

Gly

Ser

TYr

Tyr

375

Tyr

Ser

Pro

Met

Asn

455

Leu

Glu

His

Ala

Phe val

280

Asn

Glu

Asp

Ser

Asp

360

Leu

Tyr

Asn

Ala

Ile

440

Cys

Ala

Leu

Gly

Ser

Gly

Ile

Lys

Ser

345

Cys

Asp

Ser

Pro

Thr

Leu

Ser

44

Gln

Gln

Thr

ser

330

Leu

Glu

Ile

Trp

Pro

410

Ash

Glu

Ala

Ala

Gln

490

val

Ile

Pro

val

Trp

Leu

His

Ala

Glu

Glu

395

Ala

Thr

Ile

Thr

Asp

Thr

Pro

Trp

His

Thr

300

Lys

Asp

Ile

Ala

Tyr

380

Gly

Ser

Thr

Ala

Asn

460

val

Thr

Ile

Lys

Ile

285

lLeu

Arg

Gly

Lys

Ser

365

Ala

Asn

Ile

Asn

Pro

445

His

Pro

Ala

His

Ile

Ile

val

Ala

Arg

Asp

350

Arg

Pro

Pro

His

Leu

430

Thr

Ile

ser

Lys

His

510

val

Gln

Cys

val

Ile

335

vall

Ile

Lys

Ile

Trp

415

Lys

Ser

Gly

Ser

val

495

Tyr

Arg

Leu

Asp

Lys

Gly

Phe

Asn

400

Arg

Thr

Asp

Thr

Pro

480

sSer

Gln

Ser



CN 102576019 B

.l

=

28/63 1L
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Thr

545

Tyr

Pro

Ser

val

val

625

Met

Glu

Lys

Gly

Phe

705

Cys

Gly

Met

Tyr

Ser

Pro

Ile

LyS

Gln

Gly

Pro

Asp

val

690

Phe

Gly

Lys

Arg

515

val

Glu

LysS

Ser

Thr

595

Tyr

Gly

Tyr

Thr

Thr

675

Ala

Ile

Lys

Ala

Thr
755

Gln

Ile

Ile

Ile

580

Lys

Arg

Asn

Glu

val

660

Leu

Ala

Arg

Lys

Ala

740

Glu

Thr

Arg

Glu

565

His

Gln

Ser

Lys

val

645

Tyr

Phe

Leu

Gln

Ser

725

Tyr

Asp

Met

val

550

Ile

Gly

Asp

Lys

Glu

Asn

Leu

Cys

710

Gly

Leu

Glu

val

535

Ala

Phe

Gln

Asp

615

His

Tle

Phe

Gly

Leu

695

Gly

Ser

Lys

Arg

520

val

Ala

Gln

Pro

Lys

Ile

Thr

Ser

L.eu

680

Ile

Leu

Ser

Asp

val
760

Leu

val

Thr

Ser

585

Gly

Glu

Ile

Ala

Met

665

Gly

Leu

Leu

Gly

Gly

Thr

45

Asn

Asn

l.eu

570

ser

Ala

Asp

Ley

Ala

650

Pro

Leu

val

Met

730

Sear

Ash

Asn

Gly

Pro

Gly

Pro

Gln

Glu

Asn

Pro

Gly

val

Cys

715

Ser

Lys

His

Leu

540

Lys

val

Lys

ITe

Arg

Lys

Ala

Thr

700

Ile

Lys

Glu

Glu

525

Glu

Gly

Arg

ser

Leu

605

Leu

Leu

Leu

Pro

val

685

ASp

Thr

Glu

FPro

Pro

Gln

Glu

Phe

590

Glu

Glu

Gln

Gly

Asn

670

ITe

val

Arg

Leu

Ile

750

Gly

Ash

Gly

Pro

575

Lys

Tyr

Lys

Trp

TYyr

655

Ile

Gly

Ser

Arg

Glu

735

val

Ser

Thr

560

Ser

Leu

Ile

Lys

Thr

640

Ser

Leu

Cys

Met

720

Glu

Glu

Pro



CN 102576019 B

FF

.l

x®

29/63 1L

[0030]

val Asn Glu Pro Asnhn

770

Pro Leu Lys Glu Glu

785

Glu ITe Lys val Ser

Lys Ala

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

<400>

9
2
P

87
RT

A

9

Met Gly Asn
1

Phe

ASp

LysS

ser

65

Trp

Leu

Leu

Glu

Gln
145

Thr

Phe

Asnh

50

Gln

Glu

Asn

Thr

Leu

130

Asp

Glu

Gln

35

Gly

Thr

Met

Lys

ITe

115

Lys

Lys

Ala

Asp

20

Asp

Thr

Met

Pro

Lys

Pro

TYr

Met

805

Met

Ala

Ser

Arg

Met

Phe

85

Lys

Tyr

Thr

Glu

Glu

790

Asn

Phe

Lys

Ala

Gly

val

70

Asp

Trp

Phe

Gly

Glu
150

Thr Thr Pro Leu

775

Gly

Asp

val

Arg

Ala

LysS

Leu

Pro

val

Arg

Asn

135

val

Lys Glu

Ile Ile

Lys Glu

Leu Tyr

Ala Lys

40

I'le Thr

val Asn

Gln Asp

Met val

105

Asp Glu

Ala ser

Glu ala

46

Ala

Gln
810

Gln

10

Gly

Lys

Asp

TYr

Thr

90

Pro

Glu

Ala

Met

Thr
Leu

795

Ser

Leu

Ser

Leu

Leu

Ile

75

His

Met

Leu

l.eu

Leu
155

Glu Pro Glu

780

Asn Pro Glu

Lys Glu Asp

Ser

Glu

Ile

Ile

60

Phe

Gln

Met

Ser

rhe

140

Leu

Leu

Ala

Asn

45

Lys

Phe

s5er

Ser

Cys

Ile

Pro

Leu

Phe

30

Asp

Asn

Lys

Arg

L.eu

110

Thr

Leu

Glu

Lys

Thr

Asp

15

Ala

Tyr

Leu

Ala

Phe

95

His

val

Pro

Thr

Leu
Ile

800

Ser

Arg

Thr

val

Asp

Tyr

His

val

Asp

Leu
160
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[0031]

Lys

Leu

l.eu

Gly

Ala

225

Ala

val

Gln

Arg

Pro

Gln

Ile

210

val

val

Arg

Asn

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

<400>

Trp

Lys

Leu
195

Thr

Leu

Lys

Phe

Ile
275

10
338
PRT
A

10

%et Arg Lys

Leu

Gly

Ser

Pro

65

Glu

Arg

Asp

Thr

50

Thr

Lys

Ala

Arg

35

Cys

Phe

Ala

Arg

Phe

180

Gly

Gly

Asp

Ile

Asn

260

Phe

Arg

Thr

20

val

Glu

Ile

Leu

Ile

Ala

val

Thr

245

Arg

Phe

Ala

Ile

Tyr

Gln

Pro

Gln
85

Ser

Glu

Arg

Phe

230

Leu

Pro

Met

Pro

Leu

Leu

Ala
70

Asp

Leu Glu Phe Arg

Ser

Glu

Asn

215

Glu

Leu

Phe

Ser

Gln

Cys

His

Ala

55

Pro

Arg

Ala

200

Leu

Glu

Ser

Leu

Lys

Ser

Leu

Pro

40

Lys

Ile

Leu

Asp

185

Phe

Ala

Gly

Ala

Met

265

val

Glu

Leu

25

Phe

Ala

GlIn

val

47

170

Tyr

Thr

val

Thr

Ley

250

Ile

Thr

Met

10

Ala

His

Asn

Ala

Leu
90

Glu

Asn

Ser

Ser

Glu

235

val

TIle

Asn

Ala

Trp

l.eu

Ala

Lys

val

Leu

Lys

Gln

220

Ala

Glu

val

Pro

Pro

Ala

val

Gly

60

Thr

Ala

Gly

Asn

Ala

205

val

sSer

Thr

Pro

Lys

Ala

Gly

TIle

45

Lys

ser

Ala

Glu

Asp

Asp

val

Ala

Arg

Thr

270

Gln

Gly

Leu

30

His

Pro

Pro

Lys

Leu

175

Ile

l.eu

His

Ala

Thr

255

Asp

Ala

val

15

Ala

Asnh

Lys

val

Leu
95

Tyr

Leu

Ser

Lys

Thr

240

Ile

Thr

Ser

Ala

Glu

ASp

Asp

&0

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

Leu

His

Gln

Gly

Gly

Thr

val

Ser

Gly

290

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

Ser

val

Asp

Leu

Ile

val

Gly

Pro

165

Leu

Ala

Thr

Leu

Asp

Trp

Ala

Leu

Ser

Ile
325

Arg

Tyr

Leu

Ala

150

Trp

Ser

Asp

Ala

Tyr

230

val

Lys

Phe

Leu

val

310

Gln

Ala Ala Met

Gly

Ser

135

Leu

LYs

Ala

Ser

Pro

215

Thr

Thr

Ash

Ala

295

Pro

Asp

Met

120

Pro

Asp

Asp

Leu

Gln

200

Gly

Pro

Ala

Gly

Thr

280

Glu

Met

Asn

105

His

Thr

His

Lys

Gln

185

Ala

Leu

val

Glu

Ccys

265

TYr

Pro

Leu

Phe

48

val

Ser

Ala

Thr

Ash

170

Ala

Gln

His

val

250

ser

va'l

GIn

ser

s5er
330

Gly

Glu

val

Ala

155

Cys

val

Leu

Leu

Leu

235

Ile

Leu

His

Glu

Gly

val

Met

Leu

pPhe

140

Asp

Thr

Gln

Leu

Asp

Met

Phe

Phe

300

Met

Thr

leuy

Trp

Gly

Arg

Ser

Gly

Leu

205

Gln

Arg

Arg

Gly

Gln

285

Trp

Gly

Gln

Ala

110

Gly

Thr

Leu

Arg

Leu

190

ser

Pro

Ser

Phe

Ala

270

Gly

val

Thr

val

Asn

val

Leu

Gln

l.eu

175

Leu

Thr

Phe

Leu

Met

255

Ser

Lys

Asp

Fhe

Pro
335

Phe

val

Ala

160

Asp

val

val

val

val

Met

Asn

Gln

320

Phe
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[0033]

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

<400>
Met Arg
1

Leu Arg
Gly Asp
Ser Thr

50

Pro Thr
65

Glu Lys
Thr Glu
Leu Gly
His Gly
Ser Leu
145

Ile Leu
Ala His

Ala Gln

val Gly
210

11
485
PRT
A

11

Lys

Ala

Arg

35

Cys

Phe

Ala

Asp

Phe

115

Ala

Tyr

Gly

Lys

Gly

val

Arg

Thr

20

val

Glu

Ile

Leu

Arg

Thr

Leu

val

val

180

Arg

Phe

Ala

Ile

Tyr

Gln

Pro

Gln

85

Leu

Ile

val

Gly

Pro

165

Leu

Ala

Thr

Pro

Leu

Leu

Ala

70

Asp

Arg

Tyr

Leu

Ala

150

Trp

Ser

Asp

Ala

Gln

Cys

His

Ala

55

Pro

Gln

Gly

Ser

135

L.eu

Lys

Ala

Ser

Pro
215

Ser

Leu

Pro

40

Lys

Ile

Leu

Ala

Met

120

Pro

Asp

Asp

Leu

Gln

200

Gly

Glu

Leu

25

Phe

Ala

GIn

val

Met

105

His

Thr

His

Lys

Gln

185

Ala

Leu

49

Met

10

Ala

His

Ash

Ala

Leu

90

val

Ser

Ala

Thr

Ash

170

Ala

Gln

His

Ala

Trp

l.eu

Ala

Lys

val

Gly

Glu

val

Ala

155

Cys

val

Leu

Leu

Pro

Ala

val

Gly

60

Thr

Ala

Met

Leu

rhe

140

ASp

Thr

Gln

Leu

Ala

Gly

Ile

45

Lys

Ser

Ala

Leu

Trp

Gly

Arg

ser

Gly

Ley

205

Gln

Gly

Leu

30

His

Pro

Pro

Lys

Ala

110

Gly

Thr

L.eu

Arg

Leu

190

Ser

Pro

val

15

Ala

Asnh

Lys

val

Leu

95

Asnh

val

Leu

Gln

Leu

175

Leu

Thr

Phe

Ser

Ala

Glu

Asp

Asp

80

AsD

Phe

val

Ala

Ala

160

Asp

val

val

val
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[0034]

Gln

225

Phe

Ala

AsSp

Lys

Ser

305

Thr

Leu

Met

val

385

Leu

Asp

Glu

Pro

Gly

Thr

val

Ser

Gly

290

Thr

Trp

Glu

Asp

Lys

Leu

Pro

Arg

Ala

Glu

450

Asp

lLeu

Glu

Thr

Thr

275

Phe

Ser

Ser

Ser

Lys

Lys

Gln

Ala

ITe

Gln

Ala

Leu

Ser

val

Asp

Ala

340

val

Leu

Gly

Ile

Ar

42

Glu

Leu

Ser

Leu

Asp

Trp

Ala

l.eu

Ser

Ile

325

Cys

Glu

Ser

Ser

Leu

405

val

Arg

Glu

Ala

Tyr

val

Lys

Phe

L.eu

val

310

GIn

Leu

Gly

Pro

Gly

Glu

val

Thr
470

Thr Pro val

Ala

Thr

Asn

Ala

295

Pro

Asp

Leu

Leu

Arg

ASp

Thr

Glu

Pro

Thr

455

Ala

Ala

Gly

Thr

280

Glu

Met

Asn

Leu

Thr

360

Thr

Leu

Glu

va'l

Thr

440

Leu

Leu

Glu

Cys

265

Tyr

Pro

Leu

Phe

Ile

345

Phe

Gln

Leu

Leu

425

Glu

Asn

His

50

val

250

Ser

val

Gln

Ser

Ser

330

Gln

Gln

His

Asp

Asnh

410

Asn

ser

Arg

Phe

Leu

235

Ile

Leu

His

Glu

Gly

val

Pro

Gln

Leu

Leu

395

Leu

Ser

Thr

Pro

Leu
475

Pro

Asp

Met

Phe

Phe

300

Met

Thr

His

Asn

Thr

380

Leu

Gln

Ile

Gin

Phe

460

Gly

Arg

Arg

Gly

Gln

285

Trp

Gly

Gln

TYIr

5er

365

Met

Ala

Lys

Phe

Gln

445

Ley

Arg

Ser

Phe

Ala

270

Gly

val

Thr

val

Ala

350

Leu

Pro

Gln

Leu

Phe

430

Leu

Phe

val

Leu

Met

255

Ser

Lys

Asp

Phe

Pro

335

ser

Ash

Gln

Ala

Ser

415

Glu

Asn

Ala

Ala

240

GlIn

val

Met

Asn

Gln

320

Phe

ASD

Trp

Leu

Glu

400

Asn

Leu

Lys

val

Asn
480



CN 102576019 B

.l

=

34/63 L

[0035]

Pro Leu

<210>
<211>
<212>

Ser

12
398
PRT

<213> A

<400>
Met Gly
1

Cys Cys
Pro Trp
Lys Cys
50
Pro Ala
65
Asn Arg
Ile Ser
Phe Thr
Ile Pro
130
LYS Asp
Ala Arg

Thr Arg

ser val

12

Ala

Trp

Thr

35

Gln

G1In

Asn

Met

115

Gln

Thr

Leu

Thr
195

Thr

Pro

Ala

20

ser

val'l

Gln

Gln

val

100

Pro

Lys

Ala

Thr

Gln

180

Phe

Ala
485

Ala

Pro

Asp

Lys

Thr

Leu

85

Ala

val

Pro

Thr

Ala

Gly

Glu

Asp

Leu

70

val

Leu

Arg

Ile

Leu

150

Arg

Asp

val

ser

Gly

Thr

His

55

TYr

Thr

Thr

Ile

135

Asn

LYs

Pro

Thr

Leu
Ala
val
40

Glu
Phe
Ser
Asp
Ala
120
Thr
Cys

Gly

Ash

200

Leu

Asn

25

val

Asp

Gly

Thr

Glu

105

Lys

Gly

Gln

Asp

Gly

Glu

51

Ley

10

Leu

Ala

Ser

Glu

Pro

90

Gly

sSer

Tyr

Ser

Gln

170

Lys

Asp

Leu

Ser

Gly

Ser

Lys

His

Glu

Leu

Lys

Ser

155

Glu

Thr

Asp

Leu

Gln

Gly

Leu

60

Arg

Glu

Tyr

val

Ser

140

Gly

L.eu

rhe

Gly

Ley

Asp

Thr

45

Gln

Ala

Leuy

Thr

Thr

125

Ser

Ser

His

Thr

Ala
205

Leu

Asp

30

val

Trp

Leu

Ser

Cys

val

Leu

Lys

Gly

val

190

Ser

Phe

15

Ser

val

Ser

Arg

Ile

95

Ser

Leu

Arg

Pro

Glu

175

ser

Ala

Gln

Leu

Asn

Asp

80

Ser

Ile

Gly

Glu

Ala

160

Pro

ser

val
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[0036]

Cys

Gln

225

Pro

Arg

val

Leu

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>

<400>

val

His

Asn

Pro
275

Lys

Ser

Pro

Phe

Leu
355

Asp

GIn

13
350
PRT
A

13

Met Gln Arg
1

val Pro Thr

Asn

Glu

Pro

Pro

260

Leu

Ser

TYr

sSer

Ile

340

Ile

Asp

Ser

Leu

Ala
20

His

val

Ar

24

val

Lys

Asp

Lys

Ser

325

val

Arg

Ala

Gly

Gly

Pro

Glu

Leu

230

Glu

Pro

Met

sSer

Ala

310

Ser

Phe

His

Pro

Ala

Ala

Ser Leu Lys

215

TYF

Gly

Gln

Thr

TYr

Ser

Leu

LYS

Asp

375

Asp

Thr

Pro

Thr

Gln

Gln

Gln

280

Thr

Tyr

Thr

Leu

Gly

360

Ala

Asp

Leu

Ala

Pro

Lys

Tyr

265

Glu

Tyr

Thr

Tyr

Leu

345

Thr

Asp

LYS

Leu

Pro
25

52

Gly

Thr

Leu

250

Leuy

Ser

Gly

Leu

His

330

Ile

TYr

Thr

Lys

Cys

Thr

Ala

Ala

235

Leu

Trp

Ala

Cys

Asn

315

Ala

Met

L.eu

Ala

Glu
395

Leu

Ala

Asp

220

Met

Leu

Glu

Leu

Thr

300

val

Ile

Leu

Thr

Ile

380

TYyr

Leu

Thr

Arg

Ile

His

Lys

Ile

285

Ala

AsSh

Ile

Ile

His

365

Ile

Phe

Leu

Ser

ser

Arg

Cys

Glu

270

Phe

Thr

Asp

Gly

Phe

350

Glu

Asn

Ile

Thr

Pro

Glu

255

Gly

Pro

ser

Pro

Gly

Leu

Ala

Ala

Ser

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

35

Phe

Ser

Ser

Asn

Ile

115

Thr

Cys

Ser

Thr

195

GlIn

Leu

Asp

Asp

Pro

Pro

Arg

Ala

Glu

Thr

100

His

val

Ile

Phe

Arg

Phe

Pro

Gly

260

His

Ala

Glu

val

val

85

Asp

LysS

Ile

Ile

Gln

165

Asp

Lys

ASp

Pro

Ala

245

Ala

Ser

Leu

val

Glu

70

Asnh

Thr

Thr

Asp

150

Tyt

Ser

Met

Cys

val

230

Ser

l.eu

His

Ser Tyr Pro Gln
40

Glu

35

Glu

Leu

Lys

Thr

ser

135

Glu

Thr

Glu

Ala

Gln

215

Cys

Arg

Asp

sSer

Glu

Met

Ala

val

Asn

120

val

Asp

Cys

Cys

Thr

200

Pro

Thr

Leu

Arg

Leu

Leu

Glu

Asnh

Gly

Cys

Gln

Cys

185

Arg

Gly

Pro

Leu

Cys

265

val

53

Metl

Ala

Leu

90

Asn

Gln

Asp

Gly

Pro

170

Gly

Gly

Leu

Leu

250

Pro

Tyr

Glu

Glu

Glu

75

Pro

Asn

Thr

Glu

Pro

155

Cys

ASp

Ser

Cys

Pro

235

Leu

Cys

val

Glu

Asp

60

Glu

Pro

Thr

Gly

Glu

140

Ser

Arg

Gln

Ash

Cys

220

val

Ile

Ala

Cys

Ala

45

Thr

Ala

ser

Ile

Gln

125

Gly

Met

Gly

Leu

Glu

Thr

Ser

Lys

Thr

GlIn

Ala

Tyr

His

110

Met

Arg

Tyr

Gin

Cys

190

Thr

Phe

Gly

Trp

Gly

Pro

Leu

His

Ala

His

95

vall

val

Arg

cys

Arg

val

Ile

Gln

Glu

Ley

Thr

Asn

Lys

His

Phe

ser

Gln

160

Met

Trp

Cys

Arg

Leu

240

Leu

L.eu

Phe
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[0038]

275

val Gly Ser

290

Pro Asp Glu

305

Leu Glu Asp

Pro Ala Ala

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

<400>

14
398
PRT

A

14

Asn Pro Ala

1

Gly

Lys

Arg

val

65

Glu

Asp

Gln

Arg

Arg

Ala

Leu

sSer

50

Ala

Ser

Ile

Lys

Ile

130

Pro

Leu

Ala

35

Ser

Thr

Ile

His

Asn

115

Lys

Arg

Arg

TYyr

Leu

Ala
340

Ser

val

20

Ala

Met

Ala

Ile

Gly

Leu

Ser

val

Asp

Glu

Glu

Ala

Pro

Glu

Ala

Ser

Leu

His

85

Thr

Lys

Ser

Leu

Gln

val

310

Arg

Ala

Pro

Glu

val

Pro

Ser

70

Arg

Tyr

Ser

Phe

Thr

295

Gly

Ser

Ala

Glu

Glu

Ser

Thr

55

Ala

Ala

Lys

Ala

val

135

Gly

280

Gly Glu

Ser Phe

Leu Thr

Leu Leu
345

Glu Gly

Asp Pro
25

Asnh Phe
40

Thr Asn

Leu Ser

Leu Tyr

Glu Leu

105

Ser Arg
120

Ala pPro

Asn Pro

54

Ile Leu Leu

Met
Glu

330

Gly

ser

10

Fhe

Gly

val

Leu

TY'r

90

Leu

Ile

Leuy

Arg

Glu
315
Glu

Gly

Pro

Phe

TYr

Leu

Gly

75

ASp

Asp

val

Glu

Leu

300

Glu

Met

Glu

Asp

Lys

Asp

l.eu

60

Ala

L.eu

Thr

rhe

Lys
1490

Asp

285

Pro

val

Ala

Glu

Pro

val

Leu

45

Ser

Asp

Ile

val

Glu

125

ser

Leuy

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

Asn

val

Ser

Thr

30

Pro

Pro

Leu

Thr

Ile
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[0039]

145

AsSn

Lys

Phe

Glu

Ser

225

Cys

Phe

Leu

Gln

val

305

Pro

Glu

Pro

His

Ala
385

Asn

Glu

Lys

Asp

Asp

Lys

Leu

Thr

Ala

290

Thr

Asp

His

Ser

Leu

370

Leu

Trp

Ile

Pro

Pro

Ser

275

val

Lys

Phe

Arg

Pro

355

Asn

Leu

val

Pro

180

Gln

Tyr

Lys

Ala

Leu

260

Glu

Leu

ser

Ser

Ala

340

Gly

Gln

Phe

Gln

165

ASp

Trp

Leu

Ala

Gln

245

Lys

Phe

Thr

Leu

Lys

Gly

Leu

Pro

Ile

150

Ala

Glu

val

Asp

val

230

Leu

val

val

Gln

310

Ile

Phe

GlIn

Phe

Gly

Gln

Ile

Thr

Glu

215

Leu

Pro

Thr

His

Pro

295

Glu

Thr

Glu

Pro

Ile

375

LYs

Met

sSer

Lys

Glu

Arg

Leu

Gln

Asp

Lys

Met

Gly

Trp

Ala

360

Phe

Ile

Lys

Ile

Phe

Arg

Tyr

Thr

Asn

265

Ile

Leu

Lys

Lys

Asnh

345

His

val

Leu

55

Gly

Leu

ASp

Thr

Gly

Asp

Lys

Leu

Pro

330

Glu

Leu

Leu

Asp

155

Lys

Leu

Ser

val

lL.eu

235

ser

Thr

Arg

Leu

Gln

315

Ile

AsSD

Thr

Arg

Pro
395

Leu
Leu
Arg
Ar

22

Asp
Met
Leu
Glu
Ser
300
Ser
Lys
Gly
rhe

380

Arg

Ala

Gly

205

val

Ser

s5er

Ile

Leuy

285

Tyr

Leu

Leu

Ala

Pro

365

Thr

Gly

Arg

val

190

Thr

Pro

AsSp

Ite

Glu

270

Lys

Glu

Phe

Thr

Gly

Leu

Asp

Pro

Ser

175

Ala

Ser

Met

Leu

Ile

Glu

Thr

Gly

Asp

Gln

335

Thr

Asp

Thr

160

Thr

His

Leu

Met

Ser

240

Phe

Ser

val

Ser

320

val

Thr

Tyr

Gly
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[0040]

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

<400
Met Lys
1
Leu Glu
Ser His
ser Arg
50
Lys Glu
Pro Asp
Glu Ser
Thr Lys
GIln Pro
130
Cys Glu
145
Trp Glu
Ser Tyr

Ala Ser

Leu Ser
210

15
474
PRT
A

15

Arg

Arg

Leu

35

Lys

val

Cys

Asn

Glu

115

Gln

Ala

Tyr

Thr

Pro

195

Leu

val

Gly

20

Gly

Phe

val

Tyr

Ser

100

Gly

Glu

Phe

sSer

Lys

Thr

Leu

Leu
5
Arg
Lys
Pro
Ser
Asp
85
Pro
Leu
Phe
Arg
Thr
165
Ser

val

Thr

val

ASp

Glu

Ser

L.eu

70

Thr

Phe

Glu

Pro

Tyr

Cys

Thr

Leu

TYr

Asp

Gly

55

Thr

Arg

Pro

Arg

Thr

135

Asp

TYr

Leu

Phe

Leu
215

Leu Leu

Glu Lys

Phe Thr

40

Thr Phe

Glu Aala

Thr Ser

val His

105

Lys Leu

Tyr val

Pro Lys

Glu Gln

Ser Met

185

Leu Lys
200

Ser Asn

56

Ala

10

Asnh

ser

Glu

Cys

Ala

90

Pro

Cys

Glu

Glu

Ala

170

val

Glu

Arg

val

Lys

Leu

Gln

Cys

Leu

Gly

Met

Pro

Ty

155

Pro

Gly

Arg

val

Ala

val

Ser

val

60

Ala

Ser

Thr

Ala

Thr

140

Ala

Leu

Ser

Leu

220

Phe

Cys

Leu

45

Ser

Glu

Ala

Ala

Ala

125

Asn

Asn

ser

Cys

Gln

205

Ser

Gly

Lys

val

Gln

Gly

Lys

Glu

1190

l.eu

Asp

Gln

Leu

Cys

Leu

GIn

His

15

Glu

Leu

Leu

Ala

Ser

a5

Cys

Lys

Glu

Phe

Leu

175

Thr

Lys

Tyr

Ala

Phe

Tyr

val

ASp

&0

Cys

Cys

His

Ile

Met

160

val

ser

His

Ala
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[0041]

Ala

225

Gln

ASD

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

Thr

Lys

370

Asn

Lys

Tyr

Thr

Ser

450

Ile

Gly

val

Thr

Ala

275

Thr

ASp

Leu

AsSn

His

355

Ser

Ala

Gly

Lys

Pro

435

Asn

Asp

Glu

Pro

Asnh

260

Lys

Lys

val

Pro

Thr

340

Leu

Leu

Lys

Gln

Lys

Thr

Cys

Ala

Lys

Thr

245

Ile

Glu

Ash

Phe

Asp

Lys

Pro

Gly

Gly

Glu

405

Lys

Glu

Cys

Glu

LYS

Ala

Leu

Leu

Ser

val

310

val

val

Glu

Glu

Pro

390

Leu

Leu

Leu

Ser

Leu
470

Ser Arg Leu

Asp

Ser

Pro

Arg

MetT

val

Cys

Leu

Cys

Ala

Ala

Ile

455

LYsS

Leu

Lys

Glu

280

Phe

Thr

Leu

Asp

Phe

360

Cys

Leu

Ala

Glu

Lys

440

Ash

AsN

Glu

Cys

265

His

Glu

Tyr

Pro

Asp

Lys

Asp

Ser

Ile

57

ser

250

Cys

Thr

Asp

Phe

Thr

330

TYyr

ser

val

Lys

TYr

410

Leu

va'l

FPro

Leu

Asn

235

val

Glu

val

Cys

Met

315

Asn

Thr

Lys

Glu

Glu

395

Ser

Lys

Asn

Pro

Leu

Leu

Ser

Lys

Cys

Pro

Lys

rhe

val

ASp

380

Leu

Glu

Ala

Lys

Leu
460

TIle

Pro

Ala

Leu

285

Gln

Ala

ASp

Glu

Leuy

365

ser

Ser

Asnh

Lys

Arg

Tyr

Lys

Leu

Ser

270

Cys

Glu

Ala

val

Leu

350

Glu

Thr

ser

Thr

Leu

430

ser

Cys

Ley

Ala

255

Glu

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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[0042]

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

<400>
Met Glu
1

val Ser
Arg Cys
Phe Gln

50

Asn Leu
65

Gln Tyr
Gly Ala
Leu Ala
Thr Gly
Ser Ser
145

Leu Ala
Ile Ala

Phe Pro

Glu Arg

16
375
PRT
A

16

Arg

Ala

val

35

Cys

Glu

Ala

Ala

Tyr

115

Thr

Leu

Glu

Gln

Ala

195

Gly

Thr

20

Cys

val

Pro

Asp

Gln

100

Ser

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

Arg

Gln

Ser

sSer

Ala

Leu

Glu

Ser

val

55

Lys

Lys

Ala

Lys

Leu

135

Asnh

Trp

Pro

Leu

Ala
215

Leu

Pro

Glu

40

Glu

Arg

Ala

Gln

Glu

120

Pro

va'l

Leu

Ala

Asp

200

Leu

Leu

Cys

25

Pro

val

val

Leu

Leu

105

Leu

Leu

Ser

Lys

Phe

185

Leu

Cys

58

Leu

10

Glu

Gln

Glu

ASp

Arg

90

lLeuy

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

Asn

Arg

Pro

ASp

Trp

45

Ala

Ala

Arg

Ala

ASp

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

sSer

Leu

175

Arg

Leu

Ala

His

Phe

Ala

Leu

Arg

80

val

val

Leu

Trp
160

Ser
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[0043]

GIn Asn Leu
225

Cys Ala Ala

Ser His Asn

Met Trp Ser
275

Glu Gln val
290

Ser Cys Asn
305

val Asp Asn

Ala Leu Pro

Ala Arg Ser
355

Gln Gly Ala
370

<210> 17
<211> 396
<212> PRT
<213> A

<400> 17

Met Gly Ala
1

Trp Ala Pro

Thr ser Asp
35

Gln val Lys
50

Ala

Leu

Ser

Pro

Arg

Leu

His

340

Thr

Arg

Pro

Ser

20

Glu

Asp

Leu

Ala

245

Leu

Ala

Lys

Leu

Thr

325

Glu

Leu

Gly

val

Gly

Thr

His

Arg Asn Thr Gly Met
23

Ala

Arg

Leu

Gly

Asn

310

l.eu

Gly

Ser

Phe

Ala

Ala

val

Glu

Ala

Ala

Asnh

Leu

295

Arg

Asp

Ser

val

Ala
375

Leu

Asn

val

Asp
55

Gly

Thr

Ser

280

Pro

Ala

Gly

Met

Leu

Leu

Ala

40

Ser

val

val

265

Leu

Ala

Pro

Asn

Asn

345

val

Leu
Ser
25

Gly

Ser

59

Gln

250

Asn

Ash

Lys

Gln

Pro

330

Ser

Ser

Leu
10
Gln

Gly

Leu

Glu

Pro

Pro

Leu

l.eu

Pro

315

Phe

Gly

Gly

Leu

Asp

Thr

Gln

Thr
His
Ser
Ser
Ar

30

Asp
Leau
val

Thr

Leu
ASp
val

Trp
60

Pro

Ser

Ala

Phe

285

val

Glu

val

val

Leu
365

Phe

ser

vall

45

Ser

Thr

Leu

Pro

270

Ala

L.eu

Leu

Pro

Pro

350

val

Ala

Gln

30

Leu

Asnh

Gly

Asp

Arg

Gly

Asp

Pro

Gly

Ala

Leu

Cys

Pro

LysS

Pro

val

240

Leu

Cys

Leu

l.eu

Glu

320

Thr

Cys

Leu

Cys

Trp

Cys

Ala
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Gln

65

Ile

Asn

Met

Gln

Thr

145

Leu

Ile

Thr

val

Ile

His

Asn

Pro

Lys

Ser
305

Gln

Gln

val

Pro

Lys

Ala

Thr

Gln

Phe

Asn

210

Glu

Pro

Pro

Leu

Ser

290

Tyr

Thr

Leu

Ala

val

115

Pro

Thr

Trp

Glu

GIn

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

Asn

Arg

Leu

Thr

230

GIn

Gln

Gln

Thr

Tyr

Gly Glu Lys Arg

Thr

Glu

Lys

Asp

Gly

Glu

Lys

Tyr

Glu

Pro

Gly

Ser

120

Tyr

Ser

Gln

Lys

Gly

Thr

Leu

Leu

Ser

280

Gly

Leu

His

Glu

105

Leu

Lys

Ser

Glu

Thr

185

Asp

Ala

Ala

Leu

Trp

Ala

Cys

Asn

60

Glu

90

TYr

val

Ser

Gly

Leu

170

Phe

Gly

ASp

MeT

Leu

250

Glu

Leu

Thr

val

Ala

75

Leu

Thr

Thr

Ser

Ser

155

His

Thr

Ala

Arg

Lys

Ile

Ala

Asn
315

Leu

Ser

Cys

val

Leu

140

Lys

Gly

val

Asn

Ser

220

Arg

Cys

Glu

rhe

Thr

300

ASp

Arg

Ile

Ser

Leu

125

Arg

Pro

Glu

Ser

Tle

205

Thr

Pro

Glu

Gly

Pro

285

Ser

Pro

ASp

Ser

Ile

110

Gly

Glu

Ala

Pro

ser

190

val

Ser

Asp

Gly

Ser

270

Phe

Asn

Ser

Ash

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

Asnh

Gly

val
320
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Pro

Phe

Leu

AsSp

Gln
385

Ser

Ile

Ile

Asp

370

Ser

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

<400>
get Gly Ala Pro

Cys

Pro

Lys

Pro

65

Asn

Ile

Phe

Ile

Cys

Trp

Arg

Ser

Thr

Pro
130

Ser

val

Arg

Ala

Gly

18
398
PRT
A

18

Trp

Thr

35

Gln

Gln

Asn

Met
115

GIn

Ser

Phe

340

His

Pro

Gly

Ala

20

Ser

val

Gln

Gln

val

100

Pro

LYS

Ser

325

Leu

Lys

Asp

Asp

Ala

Pro

Asp

Lys

Thr

l.eu

85

Ala

val

Pro

Thr

L.eu

Gly

Ala

Asp
390

Ala

Gly

Glu

Asp

Leu

70

val

Leu

Arg

Ile

Tyr His Ala Ile

Leu
Thr
Asp
375

Lys

Ser

Gly

Thr

His

55

Tyr

Thr

Ala

Thr

Tle
135

Ile Met
345

Tyr Leu
360

Thr Ala

Lys Glu

Leu Leu

Ala Asn
25

val val
40

Glu Asp

Phe Gly

Ser Thr

Asp Glu

105

Ala Lys
120

Thr Gly

61

330

l.eu

Thr

Ile

Tyr

Ley

10

Leu

Ala

ser

Glu

Pro

90

Gly

Ser

Tyr

Ile

Ile

His

Ile

Phe
395

Leu

Ser

Gly

sSer

Lys

His

Glu

Leu

Lys

Gly

phe

Glu

Asn

380

Ile

Leu

Gln

Gly

Leu

60

Arg

Glu

Tyr

val

Ser
140

Gly

lL.ey

Ala

365

Ala

Ley

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

l.eu

Asn

Asp

80

Ser

Ile

Gly

Glu
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[0046]

LysS

145

Ala

Thr

Ser

Cys

Gln

225

Pro

Arg

val

Leu

Met

305

Pro

val

His

Gly

Gly

Asp

Arg

Arg

val

Ser

210

Arg

Pro

Gly

Pro

Asn

290

Gly

val

Ala

Tyr

Ser

370

Gly

Thr

L.eu

Ile

Thr

195

val

His

Asn

Pro

275

Lys

Ser

Pro

Phe

Leu

355

Asp

Gln

Thr

Gln

180

Phe

Asn

Glu

Pro

Pro

260

Leu

Ser

Tyr

Ser

Ile

340

Ile

Asp

Ser

Thr

Trp

Glu

Gln

His

val

Arg

val

Lys

Asp

Lys

Ser

325

val

Arg

Ala

Gly

Leu

150

Arg

Asp

val

Glu

Leu

230

Glu

Pro

Met

Ser

Ala

Ser

Phe

His

Pro

Gly

Asn Cys Gln

LYS

Pro

Thr

Ser

215

Tyr

Gly

Gln

Thr

Tyr

Ser

Leu

LYS

Asp

375

Asp

Gly

Ash

Thr

Gln

Gln

Gln

280

Thr

Tyr

Thr

Leu

Gly

360

Ala

Asp

ASp

Gly

Glu

Lys

Pro

Lys

Tyr

265

Glu

Tyr

Thr

Tyr

Leu

345

Thr

Asp

LyS

62

Ser

Gln

170

Lys

Asp

Gly

Thr

Leu

250

lLeuy

Ser

Gly

l.eu

His

330

Ile

Tyr

Thr

Lys

Ser

155

Glu

Thr

Asp

Ala

Ala

235

Leu

Trp

Ala

Cys

Asn

315

Ala

Met

l.eu

Ala

Glu

Gly

L.eu

Phe

Gly

220

Met

Leu

Glu

Leu

Thr

300

val

Ile

Leu

Thr

Ile

380

Tyr

Ser

His

Thr

Ala

205

Arg

Ile

His

Lys

Ile

285

Ala

Asn

Ile

Ile

His

365

Ile

Phe

Lys

Gly

val

190

Ser

Ser

Arg

Cys

Glu

270

Phe

Thr

ASp

Gly

Phe

350

Glu

Asn

Ile

Pro

Glu

175

Ser

Ile

Thr

Pro

Gly

Pro

Ser

Pro

Gly

Leuy

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>
Arg Ala Met
1

Met

val

Phe

Pro

65

Thr

Pro

Ala

val

val

145

Leu

Glu

Ala

Ala

Phe

Gln

Pro

50

Glu

Asp

AsSh

Ser

Pro

130

Glu

Pro

Gln

Asn

Phe

19
1210
PRT
A

19

Leu

Gln

35

Phe

Pro

His

Glu

Asn

115

Ser

Glu

Pro

Asp

val

195

Pro

Glu

Leu

20

val

AsSp

Thr

Arg

Gly

Lys

val

Gly

Leu

Glu

180

Glu

Arg

Pro

Leu

Pro

Glu

Phe

Ile

85

His

Leu

Pro

Asp

His

165

Arg

Glu

Leu

390

Leu

Lys

Thr

Tyr

ser

70

Ile

Ile

Gly

Lys

Pro

150

Ile

val

Lys

Arg

Leu

Phe

Ile

Phe

55

Trp

Pro

Ser

Tle

Phe

135

Ile

TYr

Tyr

Asp

Thr

Leu Gly

Ser Lys
25

Ile Lys
40

Gln Ile

Thr Lys

Ser Asn

His Phe
105

Ala Met
120

Pro Lys

val Leu

Trp Met

Met Ser

185

Ser Arg
200

ITe val

63

Arg

10

Ala

Gln

Glu

Asp

Ash

90

Gln

ser

Glu

Pro

Asn

170

Gln

Ash

Gln

395

Tle

ser

Cys

Gly

75

ser

Gly

Glu

Lys

Cys

155

Ile

Lys

Asp

Lys

Leu

Glu

Lys

Glu

60

Asn

Gly

Lys

Glu

Ile

140

Ash

Glu

Gly

Tyr

Met

Ile

Tle

val

45

Ala

Pro

Thr

Tyr

TIle

125

Asp

Pro

Leuy

Asp

Cys

Pro

val

Pro

30

Gln

Lys

Phe

Phe

Pro

Pro

Glu

Leu

190

Cys

Met

Tyr

ser

val

Gly

TYr

Arg

95

Cys

Phe

Leu

Lys

His

175

Tyr

Phe

Lys

Leu
Ser
Ala
Asn
Phe
80
Ile
Phe
Ile
Glu
Gly
1
Ile
Phe

Ala

Leu
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Thr

225

Leu

Gly

Gln

Ala

Gln

305

Ala

Lys

Leu

Asn

Pro

385

Tyr

Asn

Glu

Phe

210

val

Pro

Glu

val

Lys

Asp

Thr

Lys

Cys

Arg

Gln

Ile

Asn

Phe
450

Asn

Pro

Ile

AsSp

Glu

Lys

His

Pro

Glu

355

Ser

Glu

Cys

Asp

Tyr

435

Ala

ser

Thr

Leu

260

Trp

Asn

Gly

Asp

Gln

340

Ala

Pro

Ile

Glu

vall

420

Ala

Ser

Ser

Glu

245

Leu

Asn

Tyr

AsN

Phe

325

Ser

Glu

val

Ser

Ala

405

val

Thr

Pro

Asn

230

Ser

Leu

Lys

Gly

Tyr

His

Ala

Gly

Asp

Phe

390

Ser

Asp

val

Glu

215

sSer

Gly

Glu

Ile

Lys

Arg

val

val

Glu

Asn

375

Thr

Asn

va'l

val

Ala
455

Ile

Ser

Cys

Gly

Thr

Cys

Ile

Tyr

Pro

360

His

Asn

val

Arg

Gly

val

LyS

Glu

Phe

265

Leu

Thr

val

Ser

345

Gln

Pro

Leu

His

Pro

425

Tyr

val

64

Gln

250

Ala

ASp

Lys

Ala

Glu

330

Thr

Pro

Phe

Gln

Gly

410

Leu

Ser

Ser

Arg

Ser

Glu

Leu

Ile

Ser

315

Glu

Gly

Thr

Ala

Pro

395

Thr

Ile

Ala

Trp

220

Lys

Ile

Gly

Pro

Glu

300

Asn

Pro

Ser

Ile

Ile

Glin

rhe

Gin
460

Pro

Thr

Leu

285

Ash

Phe

Pro

Ash

Lys

365

Asp

His

Leu

Thr

Leu

445

LYs

Lys

ITe

Pro

270

Gly

val

Leu

Arg

Gly

Tep

val

Thr

Ala

Lys

His

val

Leu

Leu

255

Thr

Arg

Ser

Gly

Trp

335

Ile

Arg

vall

Ala

Asn

415

Asp

Cys

Glu

Leu

240

Lys

Pro

Glu

Tyr

Thr

320

Thr

Leu

val

Phe

val

400

Ala

Gly

Glu

Glu
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val

465

Leu

Trp

Ile

Pro

His

545

Phe

Asn

Cys

Thr

Arg

Asn

Glu

Thr

Ile

His
705

Lys

Gln

val

Arg

Lys

Leu

Glu

Leu

Ser

val

610

Gln

Ser

Pro

val

Ala

690

His

Pro

Glu
Asn
515

L.eu

LYys

Thr

Ala

595

Leu

Asn

Asn

Gly

Ile

675

val

Leu

Asn

Asnh

500

Ala

Mis

Asn

Ile

580

His

Asp

Arg

Ile

Asn

Thr

Glu

Arg

Ala

Thr

Met

Ser

Thr

val

Ser

Ser

645

Trp

Pro

Glu

Pro

Gly

Thr

Ile

Lys

l.eu

Leu

550

Thr

Ash

Ala

Pro

val

630

Glu

Glu

Leu

val

Pro
710

Arg Arg Tyr

Thr

Gly

Leu

Glu

535

Lys

Glu

val

Leu

Asp

615

Arg

TYr

Glu

Ala

Gly

Ala

Glu

Lys

Leu

Asp

Thr

Asp

600

Pro

Leu

Ile

Leu

Pro

680

Arg

Ala

Glu

Thr

505

val

His

Ser

Gly

Leu

585

Ser

Pro

Thr

val

Thr

665

Phe

Ser

Pro

65

His

ASp

480

Ala

S5€er

Cys

Trp

Ala

Glu

Trp

Glu

650

Arqg

val

Gln

Asp

TIle

475

Ala

val

Pro

Glu

Ser

555

Ile

Asp

Ala

Asn

Glu

635

Phe

val

Arg

Pro

Arg

TYr

Gly

Thr

Lys

Ser

540

LyS

Ile

GlIn

Asp

Leu

620

Ala

Glu

GlIn

Tyr

Ser

700

Ash

Glu

Ser

Ala

AsSh

525

Lys

Asp

Ile

Gly

Ile

605

His

Gly

Gly

Gly

Gln

685

Gln

Pro

Asnh

Tyr

Asn

510

Pro

Cys

Gly

Asp

ITe

590

Thr

Leu

Ala

Asn

Lys

670

Phe

Pro

Gln

Gly

Ser

495

Leu

Arg

Asp

Glu

Gly

TYr

Gln

Ser

Asp

Lys

655

Lys

Arg

5er

Ash

Thr
480
Cys

Asp

Ser

Ala

560

Ala

Cys

val

Glu

His

640

Glu

Thr

val

Asp

Ile
720
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[0050]

Arg

Leu

Trp

Asn

val

785

Ser

Ile

Ser

Ile

Tyr

Thr

val

Asn

945

Thr

val

LyS

Lys

His

770

Lys

val

His

Thr

Asn

850

Glu

Pro

Asn

Pro

Tyr

GIn

Ser

Pro

755

Thr

val

Thr

Gly

val

835

Trp

val

Ser

Ser

Glu

915

Lys

Asn

Glu

Ala

Met

740

Gln

Leu

Gln

Leu

val

820

Pro

Trp

Asnh

Leu

Lys

Gly

Asp

Leu

Ile

ser

725

Glu

Gly

Arg

Ala

Tyr

805

Asp

Lys

Lys

Ile

AsSD

Gly

val

Thr

Thr

GIn

Gln

Ala

val

Ile

790

Ser

val

Asp

Thr

Leu

870

Ala

Ala

Pro

Ala

Pro Lys Glu

Asnh

Pro

Met

775

Asn

Gly

Tle

Arg

Arg

Phe

Gly

Glu

Thr

935

TYr

Leu

Gly

val

760

Thr

Gln

Glu

AsN

val

840

Ser

Phe

Ser

Pro

Gln

920

Leu

Leu

Asn

Pro

745

Glu

Pro

Leu

Asp

Ser

825

His

Leu

Ser

Glu

Glu

905

Pro

Ser

Leu

Asp

66

Met

730

Gly

™rp

Ala

Gly

Tyr

810

Thr

Gly

Leu

Gly

Phe

890

s5er

Thr

Trp

Gln

Ile
970

Ile

Leu

Glu

val

Ser

795

Pro

L.eu

Aty

Asp

Gln

875

His

Glu

Phe

Gly

Tyr

955

Asn

Ile

Glu

Glu

TYr

Gly

Asp

val

Leu

Gly

Arg

Leu

Pro

Leu

Leu

940

GlIn

Ile

Lys

Tyr

Glu

765

Ala

Pro

Thr

Lys

Lys

Arg

Ash

Thr

Tyr

Ile

Thr

Trp

Arg

Thr

Pro

Asp

Ala

val

830

Gly

Thr

Ser

val

Ile

910

val

Lys

Ile

Thr

Glu

735

val

val

Tyr

Pro

Pro

815

Thr

Tyt

His

Gly

Leu

895

Phe

Ile

Lys

Ash

Pro
975

Pro

Thr

Thr

AsSp

Gln

800

val

Trp

Gln

Pro

Met

880

Ala

GlIn

Lys

Leu

Asp

960

Ser
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[0051]

Glu

Ile

Phe

Trp

Gly

Trp

Leu

Ser

Ser

Lys

Pro

Gly

Ala

Glu
1010

ser
1025

Glu
1040

Arg
1070

Phe
1085

Leu
1100

val
1115

val
1130

Pro
1145

Thr
1160

Ser
1190

Thr

995

Ser Ser Thr

Gly

Pro

Asp

Glu

Ile

Thr

Lys

Lys

Leu

Glu

Leu

Lys

Phe

val

Gly

Asn

Tyr

Gly

val

Glu

Asp

Lys

Ser

Phe

Glu

Pro

Ash

Ala

Asp

Ala

Leu

Cys

Lys

Glu

Gly

Ala

Ser

LYS

Leu

1000

Leu Gly Glu Gly Ser

Leu

Glu

Ser

Gly

MetT

Phe

Glu

Thr

Ser

Asp

Glu

Gly

Arg

1015

Thr
1030

His
1045

Ile
1060

Leu
1075

Cys
1090

val
1105

Asp
1120

Phe
1135

Leu
1150

Ser
1165

Asp
1180

Ser
1195

Ala

Gln

Ile

Phe

Tyr

LYS

Leu

Gly

Arg

Leu

Gly

val

67

Lys

val

Gln

Asp

Ile

Arg

His

Glu

Ser

val

Ser

Glu

Thr

Arg

Asp

ASp

Ala

Asn

Pro

Tyr

Leu

Glu

Phe

ser

Lys

His

Leu

val

Ile

Leu

Arg

Asp

Ser

Asn

Tyr

Ile

Asn

1005

Gly Ile Gly Lys

1020

Pro
1035

Met
1050

Ile
1065

Ser
1080

Leu
1095

Gly
1110

Pro
1125

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

Ash

Arg

Gly

Leu

Tyr

Gln

Glu

Gln

Asp

Ala

Thr
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[0052]

120

<210>
<211>
<212>

5

20
449
PRT

<213> A

<400>

Met Met
1

Ser Gly
Glu Met
Ala val

50

Glu Glu
65

Lys Glu
Glu Leu
Cys Lys
Cys Arg

1

Asn Gln
145

Ser Leu
Gln Asp

Asp Arg

Phe Ser

20
Lys

Gln

Ser

35

Asn

Arg

Asp

Pro

Pro

115

Ser

Ser

Leu

His

Phe

195

Leu

Thr

val

20

Asn

Gly

Lys

Gly

100

Cys

Gly

ser

Glu

Phe

180

Phe

Pro

Leu

Leu

Gln

val

Thr

Leu

85

val

Leu

Ser

Pro

Ash

165

Ser

Thr

His

Leu

Gly

Gly

Lys

Leu

70

Asn

Cys

Lys

Gly

Phe

150

Asp

Arg

Arg

Arg

1210

LLeu

Asp

Ser

Gln

35

Leu

Glu

Asn

Gln

L.eu

135

Tyr

Arg

Glu

Arg

Phe val

Gln Thr
25

Lys Tyr

Ile Lys

Ser Asn

Thr Arg

Glu Thr

105

Thr Cys
120

val Gly

Phe Trp

Gln Gln

Ser Ser

185

Pro Gln
200

Pro His

68

Gly

10

val

va'l

Thr

Leu

Glu

90

Met

Met

Arg

Met

Thr

170

Ile

ASp

Fhe

Leu

Ser

Asn

L.eu

Glu

75

Ser

Met

Lys

Gln

Asn

155

His

Ile

Thr

Phe

Leu

Asp

Lys

Ile

60

Glu

Glu

Ala

Phe

L.eu

140

Gly

Met

ASp

Tyr

Phe

Leu

Asn

Glu

45

Glu

Ala

Thr

Leu

Tyr

125

Glu

ASp

Leu

Glu

His

205

Fro

Thr

Glu

30

Ile

Lys

Lys

Lys

Trp

110

Ala

Glu

Arg

Asp

Leu

190

Tyr

Lys

Trp

15

Leu

Gln

Thr

Lys

Leu

95

Glu

Arg

Phe

Ile

va'l

175

Phe

Leuy

ser

Glu

Gln

Asnh

Asn

Lys

80

Lys

Glu

val

l.eu

Asp

160

Met

Gln

Pro

Leu
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Ile

225

His

Ala

Glu

Arg

305

Ala

Leu

Leu

val

val

Thr

Glu

210

val

Ala

Met

Phe

His

290

Arg

Lys

Thr

Asn

Ser

370

val

val

Thr

val

Arg

Met

ASp

Ile

275

Asn

Glu

Leu

Arg

Thr

355

Arg

Thr

Thr

val

Ala
435

sSer

Phe

Ile

260

Arg

ser

Ile

Arg

Leu

Thr

Glu

Pro

420

Glu

Leu

Gln

245

His

Glu

Thr

Leu

Arg

Tyr

Ser

Ala

val

val

405

val

Lys

Met

230

Pro

Phe

Gly

Gly

Ser

310

Glu

Asnh

Leu

Asn

Ala

390

val

Glu

Ala

215

Pro

Phe

His

ASD

295

val

Leu

Glu

Leu

Leu

375

Ser

val

val

Leu

Phe
Leu
Ser
s
Leu
Asp
Asp
Leu
Glu
360
Thr
His
Lys

Ser

Gln
440

Ser

Glu

Pro

265

Asp

Arg

Cys

Glu

Leu

345

Gln

Gln

Thr

Leu

Arg

Glu

69

Pro

Met

250

Ala

Arg

Met

Ser

Ser

330

Lys

Leu

Gly

Ser

Fhe

410

Lys

Tyr

Tyr

235

Ile

Phe

Thr

Lys

Thr

315

Leu

Ser

Asn

Glu

Asp

Gly

Asn

Arg

220

Glu

His

Gln

val

300

Asn

Gln

Tyr

Glu

Asp

380

Ser

Ser

Pro

Lys

Pro

Glu

His

285

Gln

Ash

val

Gln

Gln

365

Gln

Asp

ASp

Lys

Lys

Leu

Ala

Pro

270

Arg

Cys

Pro

Ala

350

Phe

Tyr

val

Pro

Phe

430

His

Asn

Pra

Glu

Asp

Ser

Glu

335

Lys

Asn

Tyr

Pro

Ile

415

Met

Arg

Phe
240
Gln

Thr

Lys

Gln

320

Arg

Met

Trp

Leu

Ser

400

Thr

Glu

Glu
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<210>
<211>
<212>

21
274
PRT

<213> A

<400>

Met Gln
1

Gln Asp
Pro Phe
Arg Ile

50

Phe His
65

Gln Ala
Thr Glu
Ile Arg
Lys Cys
Gln Ala
145

Arg Leu

Met Leu

Trp val

o g

21

ASp

Arg

Ser

35

val

Ala

Met

Phe

His

115

Arg

Lys

Thr

Asn

Ser

195

val

His

Phe

20

Leu

Arg

Met

Asp

Ile

100

Asn

Glu

Leu

Arg

Thr

180

Arg

Thr

Phe

Phe

Pro

Ser

Phe

Ile

85

Arg

Ser

Ile

Arg

Lys

Ser

Leu

Thr

Ser

Thr

His

Leu

Gln

70

His

Glu

Thr

Leu

Ar

15

Tyr

Ser

Ala

val

Arg

Arg

Arg

MeT

55

Pro

Phe

Gly

Gly

Ser

135

Glu

AsSDh

Leu

Asn

Ala

Glu

Arg

40

Pro

Phe

His

ASD

Cys

120

val

Leu

Glu

Leu

Leu

200

Ser

Ser

Pro

25

Pro

Phe

Leu

Ser

105

Leu

Asp

Asp

Leu

Glu

185

Thr

His

70

ser

10

GIn

His

Ser

Glu

Pro

90

Asp

Arg

Cys

Glu

Ley

170

Gln

Gln

Thr

Ile

Asp

Phe

Pro

Met

75

Ala

Arg

Met

Ser

Ser

155

Lys

Leu

Gly

Ser

Ile

Thr

Phe

Phe

Thr

Lys

Thr

140

Leu

Ser

Ash

Glu

ASp
220

AsSp

TYr

Phe

45

Glu

His

Gln

val

Asp

125

Asn

Gln

Tvyr

Glu

Asp

205

ser

Glu

His

30

Pro

Pro

Glu

His

Cys

Gln

Asn

val

GlIn

Glin

190

Gin

Asp

Leu

15

TYIr

Lys

Ley

Ala

Pro

95

Arg

Cys

Pro

Ala

Trp

Fhe

TYr

val

Phe

lLeu

Ser

Asn

GlIn

80

Pro

Glu

Asp

Ser

Glu

160

Lys

Asn

Tyr

Pro
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[0055]

Ser Gly val Thr

225

Thr val Thr val

Glu Thr val Ala

Glu Glu

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

<400>
Gly Ser
1

Gln Gly
Thr 1le
Lys Glu

50

Glu Met
65

His Gly
Gly Pro
Leu Asp
Ile Ser

130

Asp Gly

22
253
PRT
A

22

Ser

val

Leu

35

Gly

His

Asp

val

Thr

115

val

Arg

260

Glu

Gly

20

Thr

Ser

val

Gly

Phe

100

TYF

Met

Trp

Glu
Pro

245

Glu

His

Ser

Ser

Ile

His

Ile

85

Gly

Pro

val

Thr

val val val Lys Leu

230

val

Lys

Leu

Ser

GlIn

Trp

Phe

70

Ala

Ser

Asnh

Ash

Glu
150

235

Glu val Ser Arg Lys

Ala

Lys

Ser

Tyr

Asnh

55

Lys

Leu

Lys

Asp

Ash

135

Leu

Leu GIn
265

Arg Glu

Met Pro
25

val Arg
40

His Gln

val His

Trp Tyr

AsSp Ash

105

Glu Thr
120
Gly Ser

Ala Gly

71

250

Phe Asp Ser Asp

Asn Pro Lys

Glu Tyr Arg Lys Lys
270

His Ser
10

Leu Trp

Leu Thr

Pro Cys

Gly Thr

75
Thr Arg
90
Phe His
Thr Glu

lLey Ser

Cys Thr
155

Leu

Asp

Pro

rhe

60

Gly

Asp

Gly

Arg

Tyr

140

Ala

Ile

Phe

Asp

45

Leu

Lys

Arg

Leuy

val

125

Asp

Asp

Lys

Gln

30

Glu

Lys

Lys

Leu

Ala

110

Phe

His

Phe

Pro
Phe

255

His

Pro

15

Gly

Arg

Asp

Asn

val

95

TIle

Pro

ser

Arg

TIle
240

Met

Arg

Tyr

Ser

Ser

Trp

Leu

80

Pro

Phe

Tyr

LYS

Asn
160
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Arg

Thr

Asp

Ala

l.eu

225

Trp

Asp

val

Ile

Gly

210

Phe

Thr

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

<400>

His

Met

Thr
195

Thr

GIn

LYS

23
501
PRT
A

23

Met Gln val
1

Ala

Gly

Arg

Leu

65

Asn

Glu

Glu

Ile

Ala

Ile

50

Thr

Glu

Ile

Lys

Asn

Arg

35

Gly

Trp

Leu

Gln

Thr
115

Asp

Thr

180

Gly

Gly

l.eu

Ile

Cys

Thr

20

Gly

Gly

Glu

Gln

Asn

100

Asn

Thr

165

Asp

val

Asp

Met

Glu
245

Ser

Ala

His

Met

Ser

Glu

85

Ala

Glu

Phe

Leu

Arg

Leu

val

230

Pro

GIn

Pro

Arg

Met

Gly

70

Met

val

Glu

Leu Ala val

Glu

Leu

Ser

215

Glu

Ser

Pro

Pro

val

Lys

Gln

Ser

Asn

Arg

Asp

Pro

200

Asp

His

val

Gln

Ser

Pro

40

Thr

val

Asn

Gly

Lys

Lys

185

Thr

Asn

Thr

Asn

Arg

Ala

25

Leu

Leu

Leu

Gln

val

105

Thr

72

Gly

His

Fro

Phe
250

Gly

10

His

Thr

l.eu

Gly

Gly

90

Lys

l.eu

Tyr

Glu

Tyr

Asp

Asp

Leu

Cys

Asn

Glu

l.eu

Asp

75

Ser

Gln

l.eu

Ser

Trp

Tyr

Ile

220

Glu

LYS

val

Ala

Ala

phe

60

Gln

Lys

ITe

Ser

Arg

Lys

Phe

205

Ile

Glu

ser

Arg

Ala

Cys

val

Thr

Tyr

Lys

Asn
125

Gly

Asn

190

Gly

Ser

Asn

Glu

Ser

30

Lys

Gly

val

val

Thr

110

L.eu

Cys

Ala

Met

Ile

Gln

15

Pro

Asp

l.eu

ser

Ash

95

Leu

Glu

Leu

Ser

Lys

Asp

Ser

Gly

Ser

l.eu

Asp

80

Lys

Ile

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
130
Lys
Trp
Ala
Glu
Arg
2

Asp
Leu
Tyr
Lys
Leu
290
Ala
Pro
Arg

Cys

Pro
370

LYS

Leu

Glu

Arg

Phe

195

val

Phe

Leu

Ser

275

Asn

Gln

Pro

Glu

Asp

355

Ser

LYS

Lys

Glu

val

180

Leu

Asp

Met

Gln

Pro

260

Arg

Phe

Gln

Thr

Ile

340

Lys

Gln

Lys

Glu

Cys

Cys

Asn

Ser

Gln

Asp

Phe

Ile

His

Ala

Glu

325

Arg

Cys

Ala

Glu

Leu

150

Lys

Arg

Gln

Leu

Asp

230

Arg

Ser

val

Ala

Met

310

Phe

His

Arg

Lys

Asp Ala Leu

135

Pro

Pro

Ser

Ser

Leu

215

His

Phe

Leu

Arg

Met

295

Asp

Ile

Asn

Glu

Leuy
375

Gly

Cys

Gly

Ser

200

Glu

Phe

Phe

Pro

Ser

280

Phe

Ile

Arg

Ser

Ile

360

Arg

val

Leu

ser

185

Pro

Asn

Ser

Thr

His

265

Leu

Gln

His

Glu

Thr

345

Leu

Arg

73

Ash

Cys

LysS

Gly

Phe

Asp

Arg

Met

Pro

Phe

Ser

Glu

Glu

Asn

155

Gln

Leu

Tyr

Arg

Ala

235

Glu

Arg

Pro

Phe

His

315

Asp

Cys

val

Leu

Thr

140

Glu

Thr

val

rhe

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

Thr

ITe

Asp

Phe

270

Pro

Met

Ala

Arg

Met

350

Ser

Ser

ser

Met

Lys

Gln

Asn

His

Tle

Thr

255

Phe

Tyr

Ile

Phe

Thr

335

Lys

Thr

Ley

Glu

Ala

160

Phe

Leu

Gly

Met

Asp

240

Tyr

Phe

Glu

His

Gln

320

val

ASD

Asn

Gln
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val

385

Gln

Gln

Gln

Asp

Lys

Ala

Trp

Phe

Tyr

val

450

Pro

Phe

Glu

Lys

Asn

Tyr

Pro

ITe

Met

Lys His Arg

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

<400>

24
240
PRT
A

24

Met Leu Ala
1

Asp

Glu

vall

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

GlIn

Arg Lys Tyr

Thr

Arg

Thr

Thr

455

val

Ala

Ser

Asp

Tyr

ASp

33

Leu

Leu

Ser

Leu

Thr

440

Glu

Pro

Glu

Cys

Ser

Ala

40

AsSp

Asp

Ala

Ser

Ala

val

val

val

Lys

Leu

Ala

25

Lys

Gly

Ala

Pro

74

Ash

Leu

410

AsSh

Ala

val

Glu

Ala
490

Leu

10

Glu

val

Ala

Ala

Arg
90

Glu

395

Leu

Leu

Ser

val

val

475

Leu

Leu

Pro

Thr

Leu

Gln
75

Leu

Glu

Thr

His

Lys

ser

Gln

Ala

Asn

Glu

His

60

Pro

LYs

Leuy

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

AsSp

ser

Ash

415

Glu

Asp

Asp

Asn

Ala

15

ser

Gln

Cys

Thr

Ala
95

Tyr

400

Glu

Asp

ser

Ser

Pro

480

Lys

Ser

Ala

Glu

Gln

Gly

80

Phe
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[0059]

Phe

Ile

Gly

Ala

Gln

val

His
225

Ala

His

Pro

130

Phe

Gly

val

Ala

val

210

Ser

<210>
<211>
<212>

<213>

<400>

Leu

val

115

His

Gly

Leu

val

Ser

195

Gly

Glu

25
134
PRT

A

25

isp Leu Gly

Arg

Thr

Thr

Ser
65

His

Phe

Glu

50

Ser

Pro

Pro

35

Ser

Ser

Glu

100

His

Tyr

Asn

Ala

val

180

val

val

Arg

Thr

Asp

20

Gly

Arg

His

Gly

Gln

Asn

Phe

Ala

165

His

Glu

Cys

Lys

Leu

Glu

Phe

Gly

His

Phe

Phe

Pro

Ala

150

Ser

Ala

Asn

Gly

LYS
230

Ser

Ala

Phe

Ser

Pro
70

Pro Thr Glu

Gly

L.eu

135

va'l

Leu

Gly

Gly

Pro

215

Arg

Gly

Ala

Ser

Glu

55

Gly

Asp

120

Ala

Arg

Ala

Glu

Asn

200

Gly

Arg

Ile

Phe

Pro

40

Ser

Ile

105

Leu

val

Asp

Gly

185

Ala

Leu

Arg

Gly

Phe

25

Met

Gly

Ala

75

Pro

Ser

Pro

Gly

Pro

170

Asp

Gly

Trp

Glu

Thr

10

ASp

Ley

Ile

Glu

Asn

Gln

His

Ser

155

His

Leu

Arg

Glu

Ser
235

L.eu

Thr

Gly

Phe

Phe
75

sSer

Gly

Pro

140

Leu

Ser

Gly

Arg

Arg

Glu

Asp

Ala

Glu

Thr

60

Pro

ser

Cys

Gln

Trp

Ile

Arg

Ley

205

Gln

Cys

Gly

ser

Phe

45

Ash

Ser

Ser

110

Glu

His

Arg

val

Gly

Ala

Ala

Lys

Phe

Thr

30

val

Thr

Arg

Arg

Ser

Pro

TYr

Cys

Arg

Ala

Arg

15

Gly

Ser

LysS

Gly

Thr

Gly

Arg

Asn

Cys

Glu

Ala
240

His

Lys

Glu

Glu

Lys
80
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[0060]

ser

Gly

Gly

Ala

Ser

Asp

Ser

Lys
130

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

<400>

Ser

Ser

Glu
115

Ser

26
223
PRT
A

26

Leu val His

1

Ala

Pro

val

Gln

65

Ser

Leu

Asn

Asp

Glu
145

Leu

Leu

Phe

50

Ser

His

Ser

Thr

Phe

130

Glu

Tyr

Trp

35

Leu

Ser

Asp

Glu

Thr

115

Pro

Cys

TYr
Thr
100

Ala

Arg

Gly

Thr

20

va'l

Gly

val

Leu
100
Ser

Asp

Glu

Ser
85
Phe

Asp

Pro

Gly

Ser

Leu

LysS

val

Asp

85

Ile

Cys

Thr

His

Lys Gln Phe Thr

Glu Ser Lys Ser

105

His Glu Gly Thr
120

val

Pro

Gly

Thr

His

Arg

70

Gln

His

Ile

Ala
150

Cys

His

Ala

Asn

55

Ala

Met

Pro

Ile

Gln

135

Tyr

Asp

Leu

Ala

40

Leu

val

Leu

Leu

Leu

120

Cys

Pro

Lys

Leu

25

His

Arg

Ile

Leu

Pro

105

Gly

Ala

Gly

76

Ser Ser Thr Ser

Tyr Lys Met Ala

His Ser Thr Lys

Thr

10

Cys

Cys

Gln

His

Arg

90

Leu

Trp

Tyr

Gln

Ser

Gly

Lys

Arg

Pro

75

Leu

Glu

Gly

Ile

Ile
155

His

Gly

Lys

Glu

60

Asp

Ala

Arg

Lys

His

140

Thr

125

Pro

val

Pro

45

Ser

Tyr

Arg

Asp

Thr

125

Leu

Gln

Tyr

Leu

30

Asn

Ser

ASp

Pro

Cys

Ala

val

Asn

Asn
95
Glu

Gly

Gln
15

Ile
Ley
Gln
Ala
Ala
95

Ser
ASp

Ser

Met

Arg

Ala

His

Ala

His

Gln

Glu

Ala

80

Lys

Ala

Gly

Arg

Leu
160
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Cys Ala Gly Asp

Gly Gly Pro Leu

Gly Asn

val Cys
210

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

<400>

Ile
195
Arg

27
204
PRT
A

27

180

Pro

Tyr

His Thr Asp Leu
1

Thr Asp

Phe Thr

Leu Phe

50

Lys Glu

Thr Ser

Ser Trp

Pro Leu

Pro Lys

Asp Arg

His

Leu

35

Ser

Arg

LysS

Glu

val

115

Ile

Ser

val

20

Cys

Tyr

val

val

Ser

100

LysS

val

Gln

Glu
165
val

Cys

Thr

Ser

Ash

Phe

Asn

Gly

Ile

85

Ser

Lys

Leu

Ser

Lys

Cys

Gly

Asn

Gly

Leu

Arg

Thr

Glu

70

Glu

Ser

Gly

Gly

Phe
150

Tyr Gly Lys Asp Ser
170

Gly

Ser

Lys

Ile

Ala

Gln

55

Tyr

Lys

Gly

Leu

Gln

135

val

Asp

Lys

Ile

val

Thr

Tyr

40

Gly

Ser

Phe

Ile

Arg

Glu

Gly

His
185
Glu

Gln

Phe

Pro

25

ser

Arg

Leu

Pro

Ala

105

Gln

Gln

Glu

7l

Leu

Lys

Lys

val

10

Leu

Asp

ASp

Tyr

Ala

90

Glu

Gly

Asp

Ile
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Pro

Thr

Phe

Glu

L.eu

Asn

Ile

75

Pro

Phe

TYr

Ser

Cys

Gly

Gly

Ile
220

Pro

Lys

ser

Glu

60

Gly

val

Trp

rhe

Tyr

140

Asp

GIn

Leu

val

205

Gln

Arg

Pro

Arg

45

Ley

Arg

His

Ile

va'l

125

Gly

Leu

Gly
val
190

Tyr

Ala

Glu

Leu

30

Ala

Leu

His

ITe

Asn

110

Glu

Gly

Tyr

Asp
175
Ser

Thr

Lys

ser

15

Gln

TYyr

val

Lys

Cys

95

Gly

Ala

Lys

Met

Ser

Trp

Asn

val

Asn

Ser

TvYr

val

80

val

Thr

Gln

Phe

Trp
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Asp Ser val

Pro Leu Pro

Arg Gly Tyr
195

<210>
<211>
212>
<213>

<400>

28
227
PRT
A

28

Met Arg val
1

Leu

Ala

His

Pro

65

val

Lys

Thr

vall

val

145

Ala

Leu

Ser

Ser

50

Glu

Gly

Ash

Gly

Ala

130

Leu

Arg

Thr

Leu

35

Thr

Lys

Pro

Asn

Glu

115

Pro

Met

Arg

Leu
Ala

180

val

Ala

Phe

20

Gly

Lys

His

Lys

val

100

val

Phe

Gly

Leu

Pro
165

Asn

Ile

Gly

Tyr

Ash

Pro

Phe

Ile

85

Gly

Leu

Ile

Thr

Ile
165

Pro

Ile

Ala

val

Leu

Pro

Ala

70

Cys

Arg

Asp

Glu

Tyr

150

Ala

Glu Asn Ile

Leu

Lys

Ala

Ile

Phe

Arg

35

Phe

Leu

Gly

Thr

Phe

135

Asp

Asp

Asp

Pro
200

Lys

Ser

Ala

40

Tyr

Lys

Glu

Ile

Lys

120

Leu

Asp

Leu

Leu

Gln

25

Arg

Lys

Met

Asp

Asn

105

Tyr

Lys

Gly

Gly

78

Leu
170
Gln

val

val

10

val

Ser

Cys

Ala

Asn

90

val

Phe

Ala

Ala

ser
170

Ser

Ala

Trp

val

Phe

Ala

Gly

ser

75

val

Ala

Asp

Ile

Thr

155

Thr

Ala Tyr GIn Gly Thr
175

Leu Asn Tyr Glu Ile
190

val

Ala

Glu

Leu

Ile

60

Gly

Leu

Leu

Met

Gln

140

LyS

ser

val

Ile

Asp

45

ser

Ala

MeT

Ala

Trp

Asp

Leu

Ile

Ala

Lys

Ala

Ser

AsSn

110

Gly

Gly

Asn

Thr

val

15

Met

Ala

Ala

Ash

Gly

95

Gly

Gly

Thr

Asp

Asnh
175

Phe

Asp

Ala

Cys

val

80

val

Lys

Asp

Ile

Glu

160
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Gly Phe

Lys Ser

Tyr Glu
210

Lys Gln
225

<210>
<211>
<212>

Arg

Pro
195

Gly

Asp

29
398
PRT

<213> A

<400>
Met Gly
1

Cys Cys
Pro Trp

Lys Cys
50

Pro Ala
65

Asn Arg
Ile Ser
Phe Thr
Ile Pro

130

Lys Asp
145

29

Ala

Trp

Thr

35

Gln

Gln

Ile

Asn

Met

115

Gln

Thr

180

Phe

Trp

Pro

Ala

20

Ser

val

Gln

Gln

val

100

Pro

Lys

Ala

Asp Ash Trp val Phe %gg Gly Gly Lys

Glu GIn His Ile Lys Asn Asn Lys
200

Ppro Glu val val Glu Met Glu Gly
215 220

Ala

Pro

Asp

Lys

Thr

Leu

85

Ala

val

Pro

Thr

Ala

Gly

Glu

Asp

Leu

70

val

Leu

Arg

Ile

Leu
150

Ser

Gly

Thr

His

55

Tyr

Thr

Ala

Thr

Ile

135

Asn

Leu Leu

Ala Asn
25

val val
40

Glu Asp

Phe Gly

ser Thr

Asp Glu

105

Ala Lys
120
Thr Gly

Cys Gln

79

Leu

10

Leu

Ala

Ser

Glu

Pro

90

Gly

ser

Tyr

Ser

Leu

Ser

Gly

Ser

Lys

75

His

Glu

Leu

Lys

Ser
155

Leu

GlIn

Gly

Leu

60

Arg

Glu

Tyr

val

Ser
1490

Gly

205

Cys

Leu

Asp

Thr

45

Gln

Ala

Leu

Thr

Thr

125

Ser

Ser

ITe Lys Thr

190

Thr Asn Lys

ITe Pro Gln

Leu

Asp

30

val

Trp

Leu

Ser

Cys

110

val

Leu

Lys

Phe

15

ser

val

Ser

Arg

Ile

95

Ser

Leuy

Arg

Pro

Ala

Gln

Leu

Asn

Asp

80

Ser

Ile

Gly

Glu

Ala
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Ala

Thr

Ser

Cys

Gln

225

Pro

Arg

val

Leu

Met

305

Pro

val

His

Gly

Gly

Arg

Arg

val

Ser

210

Arg

Pro

Gly

Pro

Asn

290

Gly

val

Ala

Tyr

Ser

370

Gly

Leu

Thr
195

val

His

Asn

Pro

275

Lys

Ser

Pro

Phe

Leu

355

Asp

GlIn

Thr

Gln

180

Phe

Asn

Glu

Pro

Pro

260

Leu

Ser

TYr

Ser

Ile

340

Ile

Asp

Ser

Trp

Glu

Gln

His

val

Arg

245

val

Lys

Asp

Lys

Ser

325

val

Arg

Ala

Gly

Arg

Asp

val

Glu

Leu

230

Glu

Fro

Met

Ser

Ala

310

Ser

Phe

His

Pro

Gly

Lys Gly aAsp Gln

Pro

Thr

s5er

215

TYIr

Gly

Gln

Thr

TYr

Ser

Leu

Lys

Asp

375

Asp

Asn Gly

Leu Lys

Thr Pro

Gln Lys

Gln Tyr

Gln GTu

280

Thr Tyr

Tyr Thr

Thr Tyr

Leu Leu

345

Gly Thr

Ala Asp

AsSp Lys

80

170

Lys

Asp

Gly

Thr

Leuy

250

Leu

Ser

Gly

Leu

His

Ile

TYr

Thr

Lys

Glu

Thr

Asp

Ala

Ala

Leu

Trp

Ala

Cys

Asn

315

Ala

Met

Leu

Ala

Glu
395

Leu

Phe

Gly

Asp

220

Met

Leu

Glu

L.eu

Thr

300

val

Ile

Leu

Thr

Ile

380

TYr

His

Thr

Ala

205

Arg

Ile

His

Lys

Ile

285

Ala

Asnh

Ile

Ile

His

365

Ile

Fhe

Gly

val

130

Ser

Ser

Arg

Cys

Glu

270

Phe

Thr

Asp

Gly

Phe

350

Glu

AsSn

Ile

Glu
175
Ser
Ile

Thr

Pro

Gly

Pro

Ser

Pro

Gly

Ley

Ala

Ala

Pro

Ser

val

Ser

Ser

Phe

Asn

Ser

320

Ile

Gly

Lys

Glu
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