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L — Rl NI S23R0 08K 1 45 & B HEL-28, URFIEDE T, & A R AR P41 2 A
BRIy AN SR 91 2 (R EE R A 2t — A B LA R R RS B S R s i B A AT
55 2 [ TR SR RS TR 41) 2 R AR 8 A BORE I AL 52 07 R & i B
i

2. — P NP SR IAKE 74548 A HEL-28 IgmigIE i, &2 F O FRFHz —

FPAVE A 1 IR HIRPA

SRR 1 BRE R DNA P20 BT 90% UL L RIS, H4mAdH 1] Zheg 8 (A 1 DNA
FP3

3. SAPRER 2 Prid 2k R B % R IB H AR

4. EABONER 2 ik FE D R0 3

B FTXIBURIEESR 1 ik 8 1 5 il 46 1) 25 R oR LK LIz Bt i o i s o3 it o

6. EFXTRURIER 1 prid i (AR R AL & V), Brid A & & AR T IR ) &=
FE IR P9 A s i, LA R 252 BT IR iAo

7. WRIEBCRER 1 Pk i) 8 AAEA B ARSI M A

8. MRIEBAER 1 Prik it & ALEA T AR P I

9. MRIEBMELR 2 il IR DR AE T BT IR 2 250 b IR R

10. ARIEBCRESR | Pk i) 8 e 2 B it A s I



CON 101724033 A WO P 1/20 Tt

AEMERIABFEEER HEL-28 R ERBER 5N H

A Sl
[0001] AR HETAEMEAR SRR HARRUL, AR BI9 — R g NS 2R 0L
¥ 455 5 LU K HEL-28 R Hogwbs 3L b 5 1

BEHEA

[0002] AN HH-20 NS IR A J T I 5 7 1 P08 () 1) R - — 7 T, Bk ON 7R SR AR, T A
2050 FHFIE R 9014 3 55— J7 i, Ptk A BAEH WA, KA 15% IR IGHFAEEARNT W@, K
EEFEAERE MR FAERIT 10 FERET, BRI AR IEE FK 0] 18 30%, L R R4 S —
oo HHEFR T AEZH LTI, PG BT TS G A 7 92 0 5% B0 IR R 0 15 I, ANt 20, AN ERER
FSE A AN 0T P g R0 I I A998 PR 5 = R o (B R PEARN T T R 5 1R AL SN = 2 FL 1) L 8 B
P, LA G 55 PR AR B A R i Ut e 2218, B B9k e T e 2Rt b1 AEYAE 2 e
Wr 5167 A EIERA ST HT R KB EASARE B RS R , T 2P A i ol s 22 L
SRS R ARG AR, AMUFEDR T 5 ST RET R] 5 %8 4, 1 HAFAEIR 2 52w {g i
FYETER 2, 5 T IEH AT IR PRGN KRR & BB G AR & . AR ESH
SR T UTE RS Al I £ 55 14

[0003] A5 A OV SR IE B T EURFE S FI IR BE AL, i N R R 5 A A7 ™
e RSN O CE I 60 42, 3 T F ALV, A B B IR AT B S 1 B KN A A
15-16 14 H BTA[ it NS IE R ke 245 i IR A PR, B “ R 224 T 107 (BRI AH 22 55
6o R B2 Sl SR B E A B S, DA AN [ EE VAN [ 2 Ik i 2
H 25 AL BRI Aok B AN BEA T B AR R RS .

[0004]  Pff=2 @ AE T A E B, BRSNS T 75 Bl 5 2 RO BE A T
M A Ge3R1F 1230 52k B AN i e 1E R R 8 LB IS5 24 Dhee. B =2 KRAH
200 RFH AR A SR TAHEAER, 2 5K 7 Rl 18, E2 AT IR 288 G i D Re . B
o 5T VR DG ) B 52 2R I E SO A B TS 53 M AR A R A A T, O AN
BIE RIS WIRIIR YT LA BT RO Bk 2 25 B AL 0 1 23 BEAR » [R5 0] BT PR S2ER 1T 1 55
P e 2 R T 1 SELBR R SR

ZIRAS

[0005] AR B EE —AN H 2 d At — ol i N R I S2 R 1A 1 456 82 1 HEL-28.

[0006]  —Fh NS SR IEKS 1456 88 HEL-28, & AP FIR P T4 2 MR IE R T4 8k
WA 2 W ZE IR TR I P 91 220 — D BU LA 2 BE R TR 2 I U Bk 2R Bl in B R A 574
2 W2 TR TR R EE 7 AR RIS M B 740 2 fiT A E A ek &2 K

[0007] AU BHIV B S22 W B A iy %4 O~ sHEL-28, HH 1663 A2 ZE IRk 2540 - HEL-1 2R
TEAEA 3/ NBEEALAL 575 16 /> N— 1 DY B BRI ALAL SR 52 AN BERRAL AT A3, A48 14> cAMP 4K
5 P £ B R R AT A, 22 AR AR 1 I 11 SRR AL AT AUFT 26 AN BRI C B R LA 2,
3 K A R BE I B AL A S T HL, 4 F S A 2 4 Anaphylatoxin BEEL, | 4~ Bipartite

3
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nuclearlocalization signal profile, 1 4> NTR ZhEEIH,

[0008] AR BHIIEE A B B2t gwht AR 2R A8 1 HEL-28 R &2 Tl
HIRITPINZ — -

[0009]  JF4I) P S 1 ) DNA 741, GenBank JEM5 2k :EU794602 ;

[0010]  #whd)FEA) 2+ SEQ 1D No. 2 F AL LT ;

[oo11]  S/@HIRHFA) 1 BRE I DNA JEA) HA 90 % LA [REYE, H9midAH R Dhfe s E )5
f¥) DNA 547

[0012]  FEZ P SEQID No. 1,4 cDNA FE41) 4 5091bp, EAL T A 19 S 41k |, 4hdd
1663 M2 LR, dnh 21 1 8 HEL-28, B 15 5 IR, LR A 4 4992bp, s — > 58 BE 1) 32
P HE .

[0013] AR BHIEE = J5 1, 34 T R A ZE R TREH R 4 LA N RS2 RIAR 7454 5
[ HEL-28 y& 1 2 IR 7 v, B A R 2 1 IR 75 30k, DL R 8 i AL Bl i
SHTE F4E.

[0014] AR BHIEEIY Jy i, 42458 T 5 Bk N R 520 A K 7 454 8 1 HEL-28 e e 45
AU, DRI R IR T B S2 D Re e B B AN B RE I 4 B2

[0015] AR BH ISR 107 [, 3 TR AP 2 BAEANRMBEREE F4E6EA
HEL-28 [ 7775, ©AHE R IRE 5 5 20 W B 1 R S PE DU AE — e 45 R SR FIPE A, W
SRR IR S &Y, A HURPURE SR S~ A e i R

[0016]  AJ BHIIAE /577 1, 345 1A i B a A b e ) I i o 9 AR R BH s ]
AR A WA B AE 1) 5 48 10 BUE A e F TR T AN EIE, BUE 8 T &8 Y i
ZZPR R Sy 5, BORE T AR 3k NP SRR 1A RS - 45 & B2 1 HEL-28 35 P RIS, 55
% T 2 0 )N SIS B 5B 2R A RS 145 A B2 9 HEL-28 3 PE A5 U, sl F 1 ke a1 it
Y TE . WRIE AR SR Ak 7 45 4 1 HEL-28 [ 4ntd 5 sk 20 4 BY, 7T ik 5 | sk 354
T PCR BRI IR A4AT, B FH T & B350 7 o AR & e n] T 254l &4, IE b
RS MRSy FH T AR 7 — PR B e JEU s AR A g DL K 88 S50 (1 250 o

[0017]  ARBHRIE L, 184t T —FMA G, b d 60 a & ARk HTR &N .
AR 74 A B 40 i, DL R 22 BT 42 (M 3idk .

[o018] AR BN FREME7E B 2 WRE Rt R IE, @ 67 TR 73K J5 IX 3k, BRI mT R 5508 O
WIS BN R % U E & — R RN & B 2 0K, 7] LT T e A B b IR E A&
B B FEARAR s i A CL R TR Al IR SR

B =135 RH

[0019] 1. HEL-28 5 I 7E AN+ B Sz 58t r

[0020]  ZLEA5OGC BT S5O0 B HEL-28 SR A7ER T ERELT 5
[0021] A ZH :FHPEXTHE, A3 2R HEL-75 S &5 & THEAMK 7 (LECKK) ;
[0022] B4 :[HHEX .

[0023]  C 41 :HEL-28 T A EAL, C3. Eon HEL-28 25 45 & 7Eks 73k 5 X 8k
[0024]  LEAIR :5mm.

[0025]  [&] 2HEL-28 & [RIZH 2136 15 R i
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[o026] 1 fff=Esk 2Bf=2fk 3R 4% 50 6M T 8Y 98 10PIME
i

[0027] & 3. HEL-28 & [ 7E My 2 R 1L 111 western blot 4558

[0028] M :Marker ;1 : [N RE, HEL-75 8 [ ;2 [ PR, /N RIS 3 :HEL-28 & [
[0020] A% B £ R 4R T I £ 11 22 KIS EL A AH [R] SSOREABL I A2 A0 2k B DD BE 1 A% S5
T, XA IR EHE (HIFART) A T RAFANAER TG AT GEFE R
1-50 4>, B A 1-30 A4, FAEHL 1-20 4>, SR 1-10 A4 ) ZERIER R AT, 7
Gh, Frids g sdim N () Wl RALE C Ruffl / 8k N R CREA 20 ANLLA, Bk
A 10 ANCAPY, BEAEREA 5 AN DL I 2 R RR SR A B N ), 7E A, Ak REAH T SR 1L
RAEFR AT BRI, B A S U E BRI D RE, $2 0L DhBeAH U B IR i fR ~7 M B e K 2
AT RN N5 A% B A R IR B EER R HE R ) N
(M) iR (V) s (L) iR (D 55 ANER F) R () B W)
T FRER W) CERRERR (© ik R R) Bz R K AR W) R KA
A O) HABNE Q) o HI EARE LR T & A BT ED, &2 B A
YRR T P45 B S VRS TE

[0030] A% BH (4% HF IR 8 51 8 3 1 LA PCR By, 4L vE sk T4 ki 7 3k . st
F PCR #3575, mIARY A% BT 2 A SR BE TR 7 515 0 L2 T I D) 1524 7 71 >R v v 5 |
V), AR AR N S IR 55 77 922 T ) 4% 1R) cDNA SCEEAE A BEA, 37 14 T A5 28741 o
T e L T N, TR ON AN M, AR S 8 Ik R T A IS B ) Rl iy AR
BFH KT

[0031] A< B A, A0 AR AT B AR N S 00 0400 L7 V25 A & s A R B 1 2] (1 I A%
B A4 AN B R, IR e VA AR AR RSN 4 DNA BoR, (AN A H RS

[0032]  FR &R n] F 5 Ah Bl uaih > ) I A% RN FLAZ 40 B, LIS BB R 1A Pl 5 1) AR
R ER T, 1 40 M mT DU SRR 41 B, Q4 B 40 Y, SO AR SR B R N MY, Qi REA L 5 B2
T EAZ AN, 0 B R A w] R AL G T B R E IR TR T B ER S LR
BAES  BEL RN S %

[0033] %% BH ()8R 70 40 i P R, 0 SRR, ] R P EC A B ) A 2 VR R E At e e i
R4y B NG R IE T, TR T 1 AU AR N R T BN IR o 3K 28 75 v (491 A,
FEEATR T M 2 A E B A DUE FAE L (CERMT 75 ) VB BB B
AR BB B Lo o JE BT R B E AT B A AT S R SGBAR R  ALE S R ST ROR
FOX LTRSS

[0034] AR BHIS A KE X B v BOE AR 7 1 1K 2 v BB AR R B v B A4, S A0 HE HL
A PGP A B G P, W B A BPUASS SR T R OR B ok B BT A5y
HIE7IRENS

[0035] A% BH R HT A AT LAIE I AR 4538 Y BR8N 85 A B R IEAT 4% o 491 G S 2 e
P alib 2R R = sl L BA TR MER B, W T3l LA 3 2 s E Bk i = A,
AR ARPUAE AT DR B g BEPUAR. R H g BEPT AT LLR 24 A8 B R AR il 4%

[0036]  JcBA NIEIE G — DRI, % e A TRt TSk G X (B 1) o RT-PCR &5
RERZEOERE ARSI HRREERK (B 2) . REALERNGHETRET A

5
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HEL-28 &2 [, e/, 3645 T HZPimiE. KA Western blot 78 b S2 A& R
F|—2% 187KD 44 (K 3) .

[0037] SR BH K 25416 PTHR IR 25 Al B2 ) J8e o5 BRI 2, 308 5 R R 25 0 AL S W il e nT v
| I Y s SR 2 B I 1 ) 0 s 1 1| B O L (WA 2 5 s RN = A LN TR
T2, M Ui AL HE 7R 25 5% E T B2 3R I e b, AR Ik B B 25 46 0 mT vl B DR 4
AR RN RS PR E R SR IR 45 25 77 SRR 2 0 08 8 AN 71 050 E AT It H
H T PR R 2R, A B ) ] DL A 25 3L R

[0038] T[4 HLAR S, 10F— 2 R A e B, N B 6 S 4] S H T BH A S B T AS
FH T BRI A R B TE L, B AR DA Rk, AR B SE ke R o AL 2 e B4
DNA F P2 2 IR R AR, 3 26 05 2 AU AR N 53 T ) o IR BB ARAE T 11 SCHk A 58
FEIHRIAR AU Sambrook (4> F S FE LI TR F) 5 AR (1989) s (DNA SEREN 5 T FEE 11 3%
(D. N. Glover %4k, 1985) ; (MRS ) M. J. Gait 4k, 1984) ; (BEEZ4AC) (B. D. Hames
FIS. Jo Higgins . 1984) s (A Al s JRHFISL B VA 2 Mt (Spring—Verlag,N.Y.),
DL (SIS s 22 TF N T-1V 2% (D. C. Weir 1 C. C. Blackwell %8 1986) 853, 1] UL MR,
VA R PR R U B AT

BIAKEAR

[0039]  SEjiiAs) 1. SKAFEER TREF A & NI 5258 1k 8 ) HEL-28

[0040]  EEPAI ve o Ko 741 3 i

[0041] X A% 552 56 25 A4 72 (%) N BfF 52 eDNA ST P 1F AT XL ) 0 3k, 3 B 3R 18 7 91) b
% (BST), M Al Unigene % #8 FE MEAT WL ¥ 50 [, 3843 A HEL-28 4= < cDNA. 1 /] Expasy
Translate tool (http://us. expasy. orghttp://us. expasy. org), InterProScan(http://
www. ebi.ac.uk/Tools/http://www.ebi.ac.uk/Tools/) Fl Protein #{
roteinblast (http://www. ncbi.nlm. nih. gov/BLAST/http://www.ncbi.nlm. nih. gov/
BLAST/) Z& ¥l HEL-28 Ik 741 AR 2 Th e SignalP (http://www. cbs. dtu. dkhttp://www.
chs. dtu. dk) , PSORTTT 11 WoLFPSORT (http://psort. nibb. ac. jp) ZEH {44 Hr P % & A
I E Sk XN E A7 - ProfileScan (http://myhits. isb—sib. ch/cgi—-bin/PFSCANhttp://
myhits. ishb—sib. ch/cgi~bin/PFSCAN) Tl N st LAV AN R AL AT A

[0042] X 3R1F ) A HEL-28 4> cDNA, R4 A= W15 )5 27 Tl 4 5 HEL—28 i 38 DK 1) 22k A
FERN i — XRS5 14 :FO1 :5° ~TTGGTACCGACGACGACGACAAG GGACCCACCTCAGGTC-3”, FO2 :
5" ~GOGGCGAATTC GTTGGGGCACCCAAA-3", b Ui 5 | it 73 73] 7 | 338 PR il 12 A U7 55 Kpn T
MEcoRT. S E¥gE T AV TR AR AR A G LA ST % M EE I P 52
CDNA SCE AR, PCR 734 HEL-28 HE[R Bt PCR W4 A :94°C FiE ¥k 10min, (94°C,
40s 355°C,45s ;70°C, 30s) 30 DM, TOCLEM 10min, 4'CIRAF. RV EEAR S 1. 0% BliEHE
IS FLUKAS TN I 23 B (R B B B N ve B 8044 pMD-18T Hr gk AT Il 7 2552 .

[0043]  EE4] HEL-28 3k K4tk

[0044] I3 %552 5 HEL-28 ZE K1 i Kpnl Fl EcoRT 47 s 5 22 R IA AR pET-32b (+) H,
i SRS AR D AE — 3. A RIEHAK pET32b (+) -HEL-28 #4 A\ E. coli BL21 (DE3) /&%
ZASYI N, A 7 PCR G Bk s b, TRERPETE 1mM IPTG, 32°C 4/ N % 4h )5, N ¥

6
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WA His—tag MEHE ML WDHEEMENTE" M EA HEL-28 & AT /r B alith .
MY, " B ENENT H T Ak EY Trx-HEL-28 B4 & H. REESEAHEA
e R, BB G AR . dec)E, I SR R I 4] HEL-28 B2 . 4k
Ja K EA 5 H M Bradford Bradford 1976) yAHT & &, A5 AR T TR

[0045]  SEiifs)] 2. Hi HEL-28 £ oL ia il &

[o046]  FHEEZH HEL-28 &5 [ i BALB/C /N il & ZHi. fpivl, i HE R T | RiE
550 u g EA R 5FHEM MR (CFA) « SRIGAES 15,30 F1 45 RiFEH 25 1 g B4l
A B A TS24 AT (TFA) nag . 25 60 RAMIRBREM, 43 & 95 5 H ELASA
Fl western blot 7 M BRI BN FIHF . ELISA 23 & B PTARh& 3] 1 ¢ 10000,
Westernblot S/ #2085 A PRS2 Al BRI R 2R HEL-28 #F B R AFRE .
[0047]  SEZjiifs] 3. A HEL-28mRNA ZHZ3 %53 AF 57

[0048] 4 T #fi € HEL-28 [ 3R A B X, R H 2F 7€ & RT-PCR 73 # HEL-28 ik [A 71 A Bff 52
SKVIRL R, AL, O, B R W, S, B SRR RIEZESS . A TRIzol (Tiangen, Beijing,
China) fil$%2 5 RNA, lug &2 RNA fH 20UAMV i #6 5¢l (Promega) F10. 3ugoligod,18 (Promega)
S i3 i cDNAe SR 5, 2ul A FGIK) cDNA ) FH 55 ERIRE 7 5 1) 35 AT PCR 150 20ul J B AR R
EA :2ul10 XPCR buffer (with MgCl,),2ul dNTP Mix (10mmol/L), lul £1~5] ul (25umol/
L), 1ul Tag DNAZEGEE (2. 5U/ul) , 2ul cDNA #iA LA & 11ulddH,0, PCR J N FIFE A :94°C,
10min ;94°C, Imin ;54°C ( %} HEL-28) /49°C (B —actin)30s ;72°C, Imin (35 {FFF ) ;72°C 4L
fiff Tmin, B -actin WEREAEANHNZ . A PCRY G 1. 5% B fiahl vk 7341 RT-PCR
SR BINZE O 2 AR R R IEEIRC.

[0049]  SEiifs) 4. A HEL-28 &5 AR LR Fu e 5 ' A

[0050]  HY A S PSR UK ) v, BT S 5O G o, o —Hi 4 WPt rHEL-28 £H1
(1 : 400), —Hi A FITC- brid EPiid 1gG (1 ¢ 200) , 40 iz A PT Jett. P faira bl
F80% HitiEr v, AR5 LR B (LeicaTCSSP2 AOBS) M%¢ s B, SEIG[A]IN LA/ BR 4
P BT IE AR — BRI

[0051]  =Zjif] 5. A28 AR S Western blot

[0052] 4 MNP S2 9 S B S BR324 20ug, H 15% SDS-PAGE 43 S, SR Ja i % 21|
PVDF Jii& I 4T western blot. T A HEL-28 ZHi H—Hi (1 © 5000), —Hi A HRP- §x
WFEPUR Ig6 (1 500) o BN ik S A0 B 1) 3 11 FH 1 58 Y HRP-DAB JEC 4 & €4 X 7 & 73 7
Westernblot /rHL A HEL-28 ZHUxf H 4L HT A1 N B 5295 P il B R AR HEL-28 #f 2 A
R AR e 1

[0053]  sEjifs] 6. A HEL-28 2 FA7ENS T F S5 9 ' e Aor

[0054] kS H PBS PRk JGIRAn T 1% B A4 g b, BRI, 2R 5 FH AP e [
SE 10 A Bh e SRS T RIEB A F 3% BSA ZEEIR N EFAT L/, 2R 5 A i ST HEL-28 251
(1 2 200),4°CIitE o TR/ B A B 24 %) B A PBST (PBScontaining0. 1% Tween—20)
PRI =K IOANIT NI FITC- brid 39T Tg6 =90 (1 & 200) o 3 v A PBST ¥h¥k =%, 2R
JaH 80% HitiEr e A Olympus BX-52 RIEEM %, HEL-28 &5 G 7EM T kJ5 X, T
RSO RA B s gl SRR K

[0055]  SEjifsl] 7. HEL-28 41 8% [ (KT B Vs 1tk

7
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[0056] 1z FH o I B ¥ B B2 (CFU) 23 A b B vl 1tk o o) S M o0, 1 0 35 92 19 E. coli
XL-1blue A=K FIHEY (0D600 = 0. 4-0. 5) J5H] 10mM PBS (pH 7. 4) #ike . K2y 2 X 10°CFU/
ml 4 & 7E 5 12.5 ~ 100ug/ml ) HEL-28 J& &, 37 CH5 7%, (EFFIRE 75 5 19 15, 30,60 FI
120min 73 B AEHURE . BEAE A 10mMPBS (pHT7. 4) A &R 5046, B FBEFE I 100ul AT T
LB B AR, 37 C 5 Rl 5 2 R R B 7% » B v 1 78200 DB I T 4w A7 3G 1 3 ek
N A - WAEE = (RO EEE R/ RAEE DA 5 /A5 1 e 20 X100,
SIS DL 10mM PBS (pH 7. 4) AR 2R 1 AL 40 g 48 8 [ PR e

[0057]  SEjiifs] SHEL-28 S5 iz 5tk LA S AR A1 52 45 1 OC R A 5T

[0058]  F|H] HEL-28 ZHidf W IE W AKG T, XSG AT FIa sh PERIR SN S RE 0 i o SEB 4%
W vitro life ARMEAR SRR 75T TS, K555 SpermRinse-30 T 37°C.
5% CO, B57& 1 /NEF3REE. ARG 1 ¢ 200 I EPT rHEL-28 £ 91, T 37°C.6% CO, B5F%
2 /NI REAT A o 3 P S BRKS 20 GPT 1 23, — 0y BN T AL B R ks 1 iis
sk J—#0 H GFert ¥E¥k 2 WK, JF R R 2R E H 1. 0X107cells/ml. A 100ul ¥
FFESE T 35mm 3 FR ML, K )5 78 si A0 BN 37°C 16 % CO, FHUFIVE FE BE 240 P A H
22 G-MOPS Ab P Ji7 Rl 51 BE 40 0 N IS HE 25 17 IO 52 RGP, 78 37°C 16 % CO, FHTLFIVE fE 15
FEAR R IS 2R O, B H il SRR R B a0l BL B PT SEE0 RISz /) Bt 3
PEN B XS

[0059]  J¥4IER

[0060]  <110> Z=#ic

[0061]  <120> ANZRMHSEREKE 74568 H HEL-28 X H gt BE k] 5 M

[0062]  <160>2

[0063] <170>PatentIn version 3.5

[0064] <210>1

[0065]  <211>5091

[0066]  <212>DNA

[0067] <213>Homo sapiens

[0068] <2207

[0069]  <221>CDS

[0070] <222>(33).. (5024)

[0071]  <400>1

[0072] ctgtcectet gaccctgeac tgtcecccagea cc atg gga ccc acce tceca ggt ccce 53
[0073] Met Gly Pro Thr Ser Gly Pro
[0074] 1 5

[0075] agc ctg ctg ctc ctg cta cta acc cac ctc ccc ctg get ctg ggg agt 101
[0076] Ser Leu Leu Leu Leu Leu Leu Thr His Leu Pro Leu Ala Leu Gly Ser

[0077] 10 15 20

[0078] ccc atg tac tct atc atc acc ccc aac atc ttg cgg ctg gag agc gag 149
[0079] Pro Met Tyr Ser Ile Ile Thr Pro Asn Ile Leu Arg Leu Glu Ser Glu

[0080] 25 30 3b
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[0081] gag acc atg gtg ctg gag gcc cac gac gecg caa ggg gat gtt cca gtce 197
[0082] Glu Thr Met Val Leu Glu Ala His Asp Ala Gln Gly Asp Val Pro Val

[0083] 40 45 50 5h

[0084] act gtt act gtc cac gac ttc cca ggc aaa aaa cta gtg ctg tcc agt 245
[0085] Thr Val Thr Val His Asp Phe Pro Gly Lys Lys Leu Val Leu Ser Ser

[0086] 60 65 70

[0087] gag aag act gtg ctg acc cct gece acc aac cac atg ggec aac gtc acc 293
[0088] Glu Lys Thr Val Leu Thr Pro Ala Thr Asn His Met Gly Asn Val Thr

[0089] 75 80 85

[0090] ttc acg atc cca gcec aac agg gag ttc aag tca gaa aag ggg cge aac 341
[0091] Phe Thr Ile Pro Ala Asn Arg Glu Phe Lys Ser Glu Lys Gly Arg Asn

[0092] 90 95 100

[0093] aag ttc gtg acc gtg cag gcc acc ttc ggg acc caa gtg gtg gag aag 389
[0094] Lys Phe Val Thr Val Gln Ala Thr Phe Gly Thr Gln Val Val Glu Lys

[0095] 105 110 115

[0096] gtg gtg ctg gtc age ctg cag age ggg tac ctc ttc atc cag aca gac 437
[0097] Val Val Leu Val Ser Leu Gln Ser Gly Tyr Leu Phe Ile Gln Thr Asp

[0098] 120 125 130 135

[0099] aag acc atc tac acc cct ggec tce aca gtt cte tat cgg atc ttec acc 485
[0100] Lys Thr Ile Tyr Thr Pro Gly Ser Thr Val Leu Tyr Arg Ile Phe Thr

[0101] 140 145 150

[0102] gtc aac cac aag ctg cta ccc gtg gge cgg acg gtc atg gtc aac att 533
[0103] Val Asn His Lys Leu Leu Pro Val Gly Arg Thr Val Met Val Asn Ile

[0104] 155 160 165

[0105] gag aac ccg gaa ggc atc ccg gtc aag cag gac tce ttg tet tet cag 581
[0106] Glu Asn Pro Glu Gly Ile Pro Val Lys Gln Asp Ser Leu Ser Ser Gln

[0107] 170 175 180

[0108] aac cag ctt ggc gtc ttg ccc ttg tect tgg gac att ccg gaa cte gte 629
[0109] Asn Gln Leu Gly Val Leu Pro Leu Ser Trp Asp Ile Pro Glu Leu Val

[0110] 185 190 195

[0111] aac atg ggc cag tgg aag atc cga gec tac tat gaa aac tca cca cag 677
[0112] Asn Met Gly Gln Trp Lys Ile Arg Ala Tyr Tyr Glu Asn Ser Pro Gln

[0113] 200 205 210 215

[0114] cag gtc ttc tcc act gag ttt gag gtg aag gag tac gtg ctg ccc agt 725
[0115]  Gln Val Phe Ser Thr Glu Phe Glu Val Lys Glu Tyr Val Leu Pro Ser

[0116] 220 225 230

[0117] ttc gag gtc ata gtg gag cct aca gag aaa ttc tac tac atc tat aac 773
[0118] Phe Glu Val Tle Val Glu Pro Thr Glu Lys Phe Tyr Tyr Ile Tyr Asn

[0119] 23h 240 245
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[0120] gag aag ggc ctg gag gtc acc atc acc gee agg tte cte tac ggg aag 821
[0121] Glu Lys Gly Leu Glu Val Thr Tle Thr Ala Arg Phe Leu Tyr Gly Lys

[0122] 250 265 260

[0123] aaa gtg gag gga act gcec ttt gte atc ttc ggg atc cag gat gge gaa 869
[0124] Lys Val Glu Gly Thr Ala Phe Val Tle Phe Gly Ile Gln Asp Gly Glu

[0125] 265 270 275

[0126] cag agg att tcc ctg cct gaa tcc ctc aag cge att ccg att gag gat 917
[0127] Gln Arg Ile Ser Leu Pro Glu Ser Leu Lys Arg Ile Pro Ile Glu Asp

[0128] 280 285 290 295

[0129] gge tcg ggg gag gtt gtg ctg age cga aag gta ctg ctg gac ggg gtg 965
[0130] Gly Ser Gly Glu Val Val Leu Ser Arg Lys Val Leu Leu Asp Gly Val

[0131] 300 305 310

[0132] cag aac ccc cga geca gaa gac ctg gtg ggg aag tct ttg tac gtg tet 1013
[0133] Gln Asn Pro Arg Ala Glu Asp Leu Val Gly Lys Ser Leu Tyr Val Ser

[0134] 315 320 325

[0135] gce acc gte atec ttg cac tca gge agt gac atg gtg cag gca gag cge 1061
[0136] Ala Thr Val Ile Leu His Ser Gly Ser Asp Met Val Gln Ala Glu Arg

[0137] 330 335 340

[0138] agc ggg atc ccc atc gtg acc tct cce tac cag atc cac ttc acc aag 1109
[0139] Ser Gly Ile Pro TIle Val Thr Ser Pro Tyr Gln Ile His Phe Thr Lys

[0140] 345 350 355

[0141] aca ccc aag tac ttc aaa cca gga atg ccc ttt gac ctc atg gtg tte 1157
[0142] Thr Pro Lys Tyr Phe Lys Pro Gly Met Pro Phe Asp Leu Met Val Phe

[0143] 360 365 370 375

[0144] gtg acg aac cct gat gge tet cca gee tac cga gte cce gtg gea gte 1205
[0145] Val Thr Asn Pro Asp Gly Ser Pro Ala Tyr Arg Val Pro Val Ala Val

[0146] 380 385 390

[0147] cag ggc gag gac act gtg cag tct cta acc cag gga gat gge gtg gcc 1253
[0148] Gln Gly Glu Asp Thr Val Gln Ser Leu Thr Gln Gly Asp Gly Val Ala

[0149] 395 400 405

[0150] aaa ctc agc atc aac aca cac ccc age cag aag ccc ttg age atc acg 1301
[0151] Lys Leu Ser Ile Asn Thr His Pro Ser Gln Lys Pro Leu Ser Ile Thr

[0152] 410 415 420

[0153] gtg cgc acg aag aag cag gag ctc tcg gag gca gag cag gct acc agg 1349
[0154] Val Arg Thr Lys Lys Gln Glu Leu Ser Glu Ala Glu Gln Ala Thr Arg

[0155] 425 430 435

[0156] acc atg cag gct ctg ccec tac age acc gtg gge aac tce aac aat tac 1397
[0157] Thr Met Gln Ala Leu Pro Tyr Ser Thr Val Gly Asn Ser Asn Asn Tyr

[0158] 440 445 450 455
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[0159] ctg cat ctc tca gtg cta cgt aca gag ctc aga ccc ggg gag acc ctc 1445
[0160] Leu His Leu Ser Val Leu Arg Thr Glu Leu Arg Pro Gly Glu Thr Leu

[0161] 460 465 470

[0162] aac gtc aac ttc ctc ctg cga atg gac cgc gee cac gag gec aag ate 1493
[0163] Asn Val Asn Phe Leu Leu Arg Met Asp Arg Ala His Glu Ala Lys Ile

[0164] 475 480 485

[0165] cgce tac tac acc tac ctg atc atg aac aag ggc agg ctg ttg aag gcg 1541
[0166] Arg Tyr Tyr Thr Tyr Leu Ile Met Asn Lys Gly Arg Leu Leu Lys Ala

[0167] 490 495 500

[0168] gga cgc cag gtg cga gag ccc gge cag gac ctg gtg gtg ctg cce ctg 1589
[0169] Gly Arg Gln Val Arg Glu Pro Gly Gln Asp Leu Val Val Leu Pro Leu

[0170] 505 510 515

[0171] tcc atc acc acc gac ttc atc cct tec tte cge ctg gtg geg tac tac 1637
[0172] Ser Ile Thr Thr Asp Phe Ile Pro Ser Phe Arg Leu Val Ala Tyr Tyr

[0173] 520 525 530 535

[0174] acg ctg atc ggt gcc age gge cag agg gag gtg gtg gee gac tcee gtg 1685
[0175] Thr Leu Ile Gly Ala Ser Gly Gln Arg Glu Val Val Ala Asp Ser Val

[0176] 540 545 550

[0177] tgg gtg gac gtc aag gac tcc tge gtg gge teg ctg gtg gta aaa age 1733
[0178] Trp Val Asp Val Lys Asp Ser Cys Val Gly Ser Leu Val Val Lys Ser

[0179] bbb 560 565

[0180] ggc cag tca gaa gac cgg cag cct gta cct ggg cag cag atg acc ctg 1781
[0181] Gly Gln Ser Glu Asp Arg Gln Pro Val Pro Gly Gln Gln Met Thr Leu

[0182] 570 575 580

[0183] aag ata gag ggt gac cac ggg gee cgg gtg gta ctg gtg gee gtg gac 1829
[0184] Lys Ile Glu Gly Asp His Gly Ala Arg Val Val Leu Val Ala Val Asp

[0185] 585 590 595

[0186] aag ggc gtg ttc gtg ctg aat aag aag aac aaa ctg aca cag agt aag 1877
[0187] Lys Gly Val Phe Val Leu Asn Lys Lys Asn Lys Leu Thr Gln Ser Lys

[0188] 600 605 610 615

[0189] atc tgg gac gtg gtg gag aag gca gac atc gge tge acce ccg gge agt 1925
[0190] Tle Trp Asp Val Val Glu Lys Ala Asp Ile Gly Cys Thr Pro Gly Ser

[0191] 620 625 630

[0192] ggg aag gat tac gcc ggt gte ttec tece gac gea ggg ctg ace tte acg 1973
[0193] Gly Lys Asp Tyr Ala Gly Val Phe Ser Asp Ala Gly Leu Thr Phe Thr

[0194] 635 640 645

[0195] agc agc agt ggc cag cag acc gcc cag agg gea gaa ctt cag tge ccg 2021
[0196] Ser Ser Ser Gly Gln Gln Thr Ala Gln Arg Ala Glu Leu Gln Cys Pro

[0197] 650 655 660
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[0198] cag cca gcc gee cge cga cge cgt tee gtg cag cte acg gag aag cga 2069
[0199] Gln Pro Ala Ala Arg Arg Arg Arg Ser Val Gln Leu Thr Glu Lys Arg

[0200] 665 670 675

[0201] atg gac aaa gtc ggc aag tac ccc aag gag ctg cge aag tge tge gag 2117
[0202] Met Asp Lys Val Gly Lys Tyr Pro Lys Glu Leu Arg Lys Cys Cys Glu

[0203] 680 685 690 695

[0204] gac ggc atg cgg gag aac ccc atg agg ttc tcg tge cag cge cgg acc 2165
[0205] Asp Gly Met Arg Glu Asn Pro Met Arg Phe Ser Cys Gln Arg Arg Thr

[0206] 700 705 710

[0207] cgt ttc atc tcc ctg gge gag geg tge aag aag gte tte ctg gac tge 2213
[0208] Arg Phe Ile Ser Leu Gly Glu Ala Cys Lys Lys Val Phe Leu Asp Cys

[0209] 715 720 725

[0210] tgc aac tac atc aca gag ctg cgg cgg cag cac gecg cgg gee age cac 2261
[0211]  Cys Asn Tyr Ile Thr Glu Leu Arg Arg Gln His Ala Arg Ala Ser His

[0212] 730 735 740

[0213] ctg ggc ctg gee agg agt aac ctg gat gag gac atc att geca gaa gag 2309
[0214] Leu Gly Leu Ala Arg Ser Asn Leu Asp Glu Asp Ile Ile Ala Glu Glu

[0215] 745 750 755

[0216] aac atc gtt tcc cga agt gag ttc cca gag age tgg ctg tgg aac gtt 2357
[0217] Asn Ile Val Ser Arg Ser Glu Phe Pro Glu Ser Trp Leu Trp Asn Val

[0218] 760 765 770 775

[0219] gag gac ttg aaa gag cca ccg aaa aat gga atc tct acg aag ctc atg 2405
[0220] Glu Asp Leu Lys Glu Pro Pro Lys Asn Gly Ile Ser Thr Lys Leu Met

[0221] 780 785 790

[0222] aat ata ttt ttg aaa gac tcc atc acc acg tgg gag att ctg get gte 2453
[0223] Asn Ile Phe Leu Lys Asp Ser Ile Thr Thr Trp Glu Ile Leu Ala Val

[0224] 795 800 805

[0225] agc atg tcg gac aag aaa ggg atc tgt gtg gea gac cce tte gag gte 2501
[0226] Ser Met Ser Asp Lys Lys Gly Ile Cys Val Ala Asp Pro Phe Glu Val

[0227] 810 815 820

[0228] aca gta atg cag gac ttc ttc atc gac ctg cgg cta ccc tac tct gtt 2549
[0229] Thr Val Met Gln Asp Phe Phe Ile Asp Leu Arg Leu Pro Tyr Ser Val

[0230] 825 830 835

[0231] gtt cga aac gag cag gtg gaa atc cga gcc gtt ctc tac aat tac cgg 2597
[0232] Val Arg Asn Glu Gln Val Glu Tle Arg Ala Val Leu Tyr Asn Tyr Arg

[0233] 840 845 850 855

[0234] cag aac caa gag ctc aag gtg agg gtg gaa cta ctc cac aat cca gcc 2645
[0235] Gln Asn Gln Glu Leu Lys Val Arg Val Glu Leu Leu His Asn Pro Ala

[0236] 860 865 870
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[0237] ttc tge age ctg gee acc acc aag agg cgt cac cag cag acc gta acc 2693
[0238] Phe Cys Ser Leu Ala Thr Thr Lys Arg Arg His Gln Gln Thr Val Thr

[0239] 875 880 885

[0240] atc ccc ccec aag tcee teg ttg tee gtt cca tat gte ate gtg ceg cta 2741
[0241] TIle Pro Pro Lys Ser Ser Leu Ser Val Pro Tyr Val Ile Val Pro Leu

[0242] 890 895 900

[0243] aag acc ggc ctg cag gaa gtg gaa gtc aag get gee gte tac cat cat 2789
[0244] Lys Thr Gly Leu Gln Glu Val Glu Val Lys Ala Ala Val Tyr His His

[0245] 905 910 915

[0246] ttc atc agt gac ggt gtc agg aag tcc ctg aag gtc gtg ccg gaa gga 2837
[0247] Phe Ile Ser Asp Gly Val Arg Lys Ser Leu Lys Val Val Pro Glu Gly

[0248] 920 925 930 935

[0249] atc aga atg aac aaa act gtg gct gtt cge acc ctg gat cca gaa cgc 2885
[0250] Ile Arg Met Asn Lys Thr Val Ala Val Arg Thr Leu Asp Pro Glu Arg

[0251] 940 945 950

[0252] ctg ggc cgt gaa gga gtg cag aaa gag gac atc cca cct geca gac ctc 2933
[0253] Leu Gly Arg Glu Gly Val Gln Lys Glu Asp Ile Pro Pro Ala Asp Leu

[0254] 955 960 965

[0255] agt gac caa gtc ccg gac acc gag tct gag acc aga att ctc ctg caa 2981
[0256] Ser Asp Gln Val Pro Asp Thr Glu Ser Glu Thr Arg Ile Leu Leu Gln

[0257] 970 975 980

[0258] ggg acc cca gtg gece cag atg aca gag gat gee gtc gac geg gaa cgg 3029
[0259] Gly Thr Pro Val Ala Gln Met Thr Glu Asp Ala Val Asp Ala Glu Arg

[0260] 985 990 995

[0261] ctg aag cac ctc att gtg acc ccc tcg gge tge ggg gaa cag aac 3074
[0262] Leu Lys His Leu Ile Val Thr Pro Ser Gly Cys Gly Glu Gln Asn

[0263] 1000 1005 1010

[0264] atg atc ggc atg acg ccc acg gtc atc get gtg cat tac ctg gat 3119
[0265] Met Ile Gly Met Thr Pro Thr Val Ile Ala Val His Tyr Leu Asp

[0266] 1015 1020 1025

[0267] gaa acg gag cag tgg gag aag ttc ggc cta gag aag cgg cag ggg 3164
[0268] Glu Thr Glu Gln Trp Glu Lys Phe Gly Leu Glu Lys Arg Gln Gly

[0269] 1030 1035 1040

[0270] gcc ttg gag ctc atc aag aag ggg tac acc cag cag ctg gee tte 3209
[0271] Ala Leu Glu Leu Ile Lys Lys Gly Tyr Thr Gln Gln Leu Ala Phe

[0272] 1045 1050 1055

[0273] aga caa ccc agce tet gee ttt geg gee tte gtg aaa cgg gea cce 3254
[0274] Arg Gln Pro Ser Ser Ala Phe Ala Ala Phe Val Lys Arg Ala Pro

[0275] 1060 1065 1070
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[0276] agc acc tgg ctg acc gee tac gtg gte aag gte tte tet ctg get 3299
[0277] Ser Thr Trp Leu Thr Ala Tyr Val Val Lys Val Phe Ser Leu Ala

[0278] 1075 1080 1085

[0279] gtc aac ctc atc gee ate gac tee caa gte cte tge ggg get gtt 3344
[0280] Val Asn Leu Ile Ala Ile Asp Ser Gln Val Leu Cys Gly Ala Val

[0281] 1090 1095 1100

[0282] aaa tgg ctg atc ctg gag aag cag aag ccc gac ggg gte tte cag 3389
[0283] Lys Trp Leu Ile Leu Glu Lys Gln Lys Pro Asp Gly Val Phe Gln

[0284] 1105 1110 1115

[0285] gag gat gcg ccc gtg ata cac caa gaa atg att ggt gga tta cgg 3434
[0286] Glu Asp Ala Pro Val Ile His Gln Glu Met Ile Gly Gly Leu Arg

[0287] 1120 1125 1130

[0288] aac aac aac gag aaa gac atg gcc ctc acg gee ttt gtt cte ate 3479
[0289] Asn Asn Asn Glu Lys Asp Met Ala Leu Thr Ala Phe Val Leu Ile

[0290] 1135 1140 1145

[0291] tcg ctg cag gag gct aaa gat att tge gag gag cag gtc aac age 3524
[0292] Ser Leu Gln Glu Ala Lys Asp Ile Cys Glu Glu Gln Val Asn Ser

[0293] 1150 1155 1160

[0294] ctg cca ggc age atc act aaa gca gga gac ttc ctt gaa gcc aac 3569
[0295] Leu Pro Gly Ser Ile Thr Lys Ala Gly Asp Phe Leu Glu Ala Asn

[0296] 1165 1170 1175

[0297] tac atg aac cta cag aga tcc tac act gtg gecc att get gge tat 3614
[0298] Tyr Met Asn Leu Gln Arg Ser Tyr Thr Val Ala Tle Ala Gly Tyr

[0299] 1180 1185 1190

[0300] gct ctg gee cag atg gge agg ctg aag ggg cct ctt ctt aac aaa 3659
[0301] Ala Leu Ala Gln Met Gly Arg Leu Lys Gly Pro Leu Leu Asn Lys

[0302] 1195 1200 1205

[0303] ttt ctg acc aca gcc aaa gat aag aac cgc tgg gag gac cct ggt 3704
[0304] Phe Leu Thr Thr Ala Lys Asp Lys Asn Arg Trp Glu Asp Pro Gly

[0305] 1210 1215 1220

[0306] aag cag ctc tac aac gtg gag gcc aca tce tat gee cte ttg gee 3749
[0307] Lys Gln Leu Tyr Asn Val Glu Ala Thr Ser Tyr Ala Leu Leu Ala

[0308] 1225 1230 1235

[0309] cta ctg cag cta aaa gac ttt gac ttt gtg cct ccc gtc gtg cgt 3794
[0310] Leu Leu Gln Leu Lys Asp Phe Asp Phe Val Pro Pro Val Val Arg

[0311] 1240 1245 1250

[0312] tgg ctc aat gaa cag aga tac tac ggt ggt gge tat gge tct acc 3839
[0313] Trp Leu Asn Glu Gln Arg Tyr Tyr Gly Gly Gly Tyr Gly Ser Thr

[0314] 1255 1260 1265
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[0315] cag gcc acc ttc atg gtg ttc caa gee ttg get caa tac caa aag 3884
[0316] Gln Ala Thr Phe Met Val Phe Gln Ala Leu Ala Gln Tyr Gln Lys

[0317] 1270 1275 1280

[0318] gac gce cct gac cac cag gaa ctg aac ctt gat gtg tcc cte caa 3929
[0319] Asp Ala Pro Asp His Gln Glu Leu Asn Leu Asp Val Ser Leu Gln

[0320] 1285 1290 1295

[0321] ctg ccc age cge age tcc aag atc acc cac cgt atc cac tgg gaa 3974
[0322] Leu Pro Ser Arg Ser Ser Lys Ile Thr His Arg Ile His Trp Glu

[0323] 1300 1305 1310

[0324] tct gece age cte ctg cga tca gaa gag acc aag gaa aat gag ggt 4019
[0325] Ser Ala Ser Leu Leu Arg Ser Glu Glu Thr Lys Glu Asn Glu Gly

[0326] 1315 1320 1325

[0327] ttc aca gtc aca gct gaa gga aaa gge caa gge acc ttg teg gtg 4064
[0328] Phe Thr Val Thr Ala Glu Gly Lys Gly Gln Gly Thr Leu Ser Val

[0329] 1330 1335 1340

[0330] gtg aca atg tac cat gct aag gcc aaa gat caa ctc acc tgt aat 4109
[0331] Val Thr Met Tyr His Ala Lys Ala Lys Asp Gln Leu Thr Cys Asn

[0332] 1345 1350 1355

[0333] aaa ttc gac ctc aag gtc acc ata aaa cca gca ccg gaa aca gaa 4154
[0334] Lys Phe Asp Leu Lys Val Thr Ile Lys Pro Ala Pro Glu Thr Glu

[0335] 1360 1365 1370

[0336] aag agg cct cag gat gcc aag aac act atg atc ctt gag atc tgt 4199
[0337] Lys Arg Pro Gln Asp Ala Lys Asn Thr Met Ile Leu Glu Ile Cys

[0338] 1375 1380 1385

[0339] acc agg tac cgg gga gac cag gat gce act atg tct ata ttg gac 4244
[0340] Thr Arg Tyr Arg Gly Asp Gln Asp Ala Thr Met Ser Ile Leu Asp

[0341] 1390 1395 1400

[0342] ata tcc atg atg act gge ttt get cca gac aca gat gac ctg aag 4289
[0343] Ile Ser Met Met Thr Gly Phe Ala Pro Asp Thr Asp Asp Leu Lys

[0344] 1405 1410 1415

[0345] cag ctg gcc aat ggt gtt gac aga tac atc tcc aag tat gag ctg 4334
[0346] Gln Leu Ala Asn Gly Val Asp Arg Tyr Ile Ser Lys Tyr Glu Leu

[0347] 1420 1425 1430

[0348] gac aaa gcc ttc tcec gat agg aac acc ctc atc atc tac ctg gac 4379
[0349] Asp Lys Ala Phe Ser Asp Arg Asn Thr Leu ITle Ile Tyr Leu Asp

[0350] 1435 1440 1445

[0351] aag gtc tca cac tct gag gat gac tgt cta get tte aaa gtt cac 4424
[0352] Lys Val Ser His Ser Glu Asp Asp Cys Leu Ala Phe Lys Val His

[0353] 1450 1455 1460
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[0354] caa tac ttt aat gta gag ctt atc cag cct gga gca gtc aag gtc 4469
[0355] Gln Tyr Phe Asn Val Glu Leu Tle Gln Pro Gly Ala Val Lys Val

[0356] 1465 1470 1475

[0357] tac gcc tat tac aac ctg gag gaa age tgt acc cgg tte tac cat 4514
[0358] Tyr Ala Tyr Tyr Asn Leu Glu Glu Ser Cys Thr Arg Phe Tyr His

[0359] 1480 1485 1490

[0360] ccg gaa aag gag gat gga aag ctg aac aag ctc tge cgt gat gaa 4559
[0361] Pro Glu Lys Glu Asp Gly Lys Leu Asn Lys Leu Cys Arg Asp Glu

[0362] 1495 1500 1505

[0363] ctg tgc cge tgt get gag gag aat tge ttc ata caa aag tcg gat 4604
[0364] Leu Cys Arg Cys Ala Glu Glu Asn Cys Phe Ile Gln Lys Ser Asp

[0365] 1510 1515 1520

[0366] gac aag gtc acc ctg gaa gaa cgg ctg gac aag gce tgt gag cca 4649
[0367] Asp Lys Val Thr Leu Glu Glu Arg Leu Asp Lys Ala Cys Glu Pro

[0368] 1525 1530 1535

[0369] gga gtg gac tat gtg tac aag acc cga ctg gtc aag gtt cag ctg 4694
[0370] Gly Val Asp Tyr Val Tyr Lys Thr Arg Leu Val Lys Val Gln Leu

[0371] 1540 1545 1550

[0372] tcc aat gac ttt gac gag tac atc atg gcc att gag cag acc atc 4739
[0373] Ser Asn Asp Phe Asp Glu Tyr Ile Met Ala Ile Glu Gln Thr Ile

[0374] 1555 1560 1565

[0375] aag tca ggc tcg gat gag gtg cag gtt gga cag cag cge acg tte 4784
[0376] Lys Ser Gly Ser Asp Glu Val Gln Val Gly Gln Gln Arg Thr Phe

[0377] 1570 1575 1580

[0378] atc agc ccc atc aag tge aga gaa gecc ctg aag ctg gag gag aag 4829
[0379] Ile Ser Pro Ile Lys Cys Arg Glu Ala Leu Lys Leu Glu Glu Lys

[0380] 1585 1590 1595

[0381] aaa cac tac ctc atg tgg ggt ctc tce tece gat tte tgg gga gag 4874
[0382] Lys His Tyr Leu Met Trp Gly Leu Ser Ser Asp Phe Trp Gly Glu

[0383] 1600 1605 1610

[0384] aag ccc aac ctc agc tac atc atc ggg aag gac act tgg gtg gag 4919
[0385] Lys Pro Asn Leu Ser Tyr Ile Ile Gly Lys Asp Thr Trp Val Glu

[0386] 1615 1620 1625

[0387] cac tgg ccc gag gag gac gaa tgc caa gac gaa gag aac cag aaa 4964
[0388] His Trp Pro Glu Glu Asp Glu Cys Gln Asp Glu Glu Asn Gln Lys

[0389] 1630 1635 1640

[0390] caa tgc cag gac ctc gge gee ttec acc gag age atg gtt gte ttt 5009
[0391] GIn Cys Gln Asp Leu Gly Ala Phe Thr Glu Ser Met Val Val Phe

[0392] 1645 1650 1655
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[0393] ggg tgc ccc aac tga ccacaccccce attcccccac tccagataaa gettcagtta 5064
[0394] Gly Cys Pro Asn

[0395] 1660

[0396] taaaaaaaaa aaaaaaaaaa aaaaaaa 5091
[0397] <210>2

[0398] <211>1663

[0399]  <212>PRT

[0400] <213>Homo sapiens

[0401]  <400>2

[0402] Met Gly Pro Thr Ser Gly Pro Ser Leu Leu Leu Leu Leu Leu Thr His
[0403] 1 5 10 15
[0404] Leu Pro Leu Ala Leu Gly Ser Pro Met Tyr Ser Ile Ile Thr Pro Asn
[0405] 20 25 30

[0406] Ile Leu Arg Leu Glu Ser Glu Glu Thr Met Val Leu Glu Ala His Asp
[0407] 35 40 45

[0408] Ala Gln Gly Asp Val Pro Val Thr Val Thr Val His Asp Phe Pro Gly
[0409] 50 55 60

[0410] Lys Lys Leu Val Leu Ser Ser Glu Lys Thr Val Leu Thr Pro Ala Thr
[0411] 65 70 75 80
[0412] Asn His Met Gly Asn Val Thr Phe Thr Tle Pro Ala Asn Arg Glu Phe
[0413] 85 90 95
[0414] Lys Ser Glu Lys Gly Arg Asn Lys Phe Val Thr Val Gln Ala Thr Phe
[0415] 100 105 110

[0416] Gly Thr Gln Val Val Glu Lys Val Val Leu Val Ser Leu Gln Ser Gly
[0417] 115 120 125

[0418] Tyr Leu Phe Ile Gln Thr Asp Lys Thr Ile Tyr Thr Pro Gly Ser Thr
[0419] 130 135 140

[0420] Val Leu Tyr Arg Ile Phe Thr Val Asn His Lys Leu Leu Pro Val Gly
[0421] 145 150 155 160
[0422] Arg Thr Val Met Val Asn Ile Glu Asn Pro Glu Gly Ile Pro Val Lys
[0423] 165 170 175
[0424] GIn Asp Ser Leu Ser Ser Gln Asn Gln Leu Gly Val Leu Pro Leu Ser
[0425] 180 185 190

[0426] Trp Asp Ile Pro Glu Leu Val Asn Met Gly Gln Trp Lys Ile Arg Ala
[0427] 195 200 205

[0428] Tyr Tyr Glu Asn Ser Pro Gln Gln Val Phe Ser Thr Glu Phe Glu Val
[0429] 210 215 220

[0430] Lys Glu Tyr Val Leu Pro Ser Phe Glu Val Ile Val Glu Pro Thr Glu
[0431] 225 230 235 240
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[0432] Lys Phe Tyr Tyr Ile Tyr Asn Glu Lys Gly Leu Glu Val Thr Ile Thr

[0433] 245 250 255
[0434] Ala Arg Phe Leu Tyr Gly Lys Lys Val Glu Gly Thr Ala Phe Val Ile
[0435] 260 265 270

[0436] Phe Gly Ile Gln Asp Gly Glu Gln Arg Ile Ser Leu Pro Glu Ser Leu
[0437] 275 280 285

[0438] Lys Arg Ile Pro Ile Glu Asp Gly Ser Gly Glu Val Val Leu Ser Arg
[0439] 290 295 300

[0440] Lys Val Leu Leu Asp Gly Val Gln Asn Pro Arg Ala Glu Asp Leu Val
[0441] 305 310 315 320
[0442] Gly Lys Ser Leu Tyr Val Ser Ala Thr Val Ile Leu His Ser Gly Ser
[0443] 325 330 335
[0444] Asp Met Val Gln Ala Glu Arg Ser Gly Ile Pro Ile Val Thr Ser Pro
[0445] 340 345 350

[0446] Tyr Gln Ile His Phe Thr Lys Thr Pro Lys Tyr Phe Lys Pro Gly Met
[0447] 355 360 365

[0448] Pro Phe Asp Leu Met Val Phe Val Thr Asn Pro Asp Gly Ser Pro Ala
[0449] 370 375 380

[0450] Tyr Arg Val Pro Val Ala Val Gln Gly Glu Asp Thr Val Gln Ser Leu
[0451] 385 390 395 400
[0452] Thr Gln Gly Asp Gly Val Ala Lys Leu Ser Ile Asn Thr His Pro Ser
[0453] 405 410 415
[0454] GIn Lys Pro Leu Ser Ile Thr Val Arg Thr Lys Lys Gln Glu Leu Ser
[0455] 420 425 430

[0456] Glu Ala Glu Gln Ala Thr Arg Thr Met Gln Ala Leu Pro Tyr Ser Thr
[0457] 435 440 445

[0458] Val Gly Asn Ser Asn Asn Tyr Leu His Leu Ser Val Leu Arg Thr Glu
[0459] 450 455 460

[0460] Leu Arg Pro Gly Glu Thr Leu Asn Val Asn Phe Leu Leu Arg Met Asp
[0461] 465 470 475 480
[0462] Arg Ala His Glu Ala Lys Ile Arg Tyr Tyr Thr Tyr Leu Ile Met Asn
[0463] 485 490 495
[0464] Lys Gly Arg Leu Leu Lys Ala Gly Arg Gln Val Arg Glu Pro Gly Gln
[0465] 500 505 510

[0466] Asp Leu Val Val Leu Pro Leu Ser Ile Thr Thr Asp Phe Ile Pro Ser
[0467] 515 520 525

[0468] Phe Arg Leu Val Ala Tyr Tyr Thr Leu Ile Gly Ala Ser Gly Gln Arg
[0469] 530 535 540

[0470] Glu Val Val Ala Asp Ser Val Trp Val Asp Val Lys Asp Ser Cys Val
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[0471] 545 550 555 560
[0472] Gly Ser Leu Val Val Lys Ser Gly Gln Ser Glu Asp Arg Gln Pro Val
[0473] 565 570 575
[0474] Pro Gly Gln Gln Met Thr Leu Lys ITle Glu Gly Asp His Gly Ala Arg
[0475] 580 585 590

[0476] Val Val Leu Val Ala Val Asp Lys Gly Val Phe Val Leu Asn Lys Lys
[0477] 595 600 605

[0478] Asn Lys Leu Thr Gln Ser Lys Ile Trp Asp Val Val Glu Lys Ala Asp
[0479] 610 615 620

[0480] Ile Gly Cys Thr Pro Gly Ser Gly Lys Asp Tyr Ala Gly Val Phe Ser
[0481] 625 630 635 640
[0482] Asp Ala Gly Leu Thr Phe Thr Ser Ser Ser Gly Gln Gln Thr Ala Gln
[0483] 645 650 655
[0484] Arg Ala Glu Leu Gln Cys Pro Gln Pro Ala Ala Arg Arg Arg Arg Ser
[0485] 660 665 670

[0486] Val Gln Leu Thr Glu Lys Arg Met Asp Lys Val Gly Lys Tyr Pro Lys
[0487] 675 680 685

[0488] Glu Leu Arg Lys Cys Cys Glu Asp Gly Met Arg Glu Asn Pro Met Arg
[0489] 690 695 700

[0490] Phe Ser Cys Gln Arg Arg Thr Arg Phe Ile Ser Leu Gly Glu Ala Cys
[0491] 705 710 715 720
[0492] Lys Lys Val Phe Leu Asp Cys Cys Asn Tyr Ile Thr Glu Leu Arg Arg
[0493] 725 730 735
[0494] Gln His Ala Arg Ala Ser His Leu Gly Leu Ala Arg Ser Asn Leu Asp
[0495] 740 745 750

[0496] Glu Asp Ile Ile Ala Glu Glu Asn Ile Val Ser Arg Ser Glu Phe Pro
[0497] 755 760 765

[0498] Glu Ser Trp Leu Trp Asn Val Glu Asp Leu Lys Glu Pro Pro Lys Asn
[0499] 770 775 780

[0500] Gly Ile Ser Thr Lys Leu Met Asn Ile Phe Leu Lys Asp Ser Ile Thr
[0501] 785 790 795 800
[0502] Thr Trp Glu Ile Leu Ala Val Ser Met Ser Asp Lys Lys Gly Ile Cys
[0503] 805 810 815
[0504] Val Ala Asp Pro Phe Glu Val Thr Val Met Gln Asp Phe Phe Ile Asp
[0505] 820 825 830

[0506] Leu Arg Leu Pro Tyr Ser Val Val Arg Asn Glu Gln Val Glu Ile Arg
[0507] 835 840 845

[0508] Ala Val Leu Tyr Asn Tyr Arg Gln Asn Gln Glu Leu Lys Val Arg Val
[0509] 850 855 860
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[0510] Glu Leu Leu His Asn Pro Ala Phe Cys Ser Leu Ala Thr Thr Lys Arg

[0511] 865 870 875 880
[0512] Arg His Gln Gln Thr Val Thr Ile Pro Pro Lys Ser Ser Leu Ser Val
[0513] 885 890 895
[0514] Pro Tyr Val Ile Val Pro Leu Lys Thr Gly Leu Gln Glu Val Glu Val
[0515] 900 905 910

[0516] Lys Ala Ala Val Tyr His His Phe Ile Ser Asp Gly Val Arg Lys Ser
[0517] 915 920 925

[0518] Leu Lys Val Val Pro Glu Gly Ile Arg Met Asn Lys Thr Val Ala Val
[0519] 930 935 940

[0520] Arg Thr Leu Asp Pro Glu Arg Leu Gly Arg Glu Gly Val Gln Lys Glu
[0521] 945 950 955 960
[0522] Asp Ile Pro Pro Ala Asp Leu Ser Asp Gln Val Pro Asp Thr Glu Ser
[0523] 965 970 975
[0524] Glu Thr Arg Ile Leu Leu Gln Gly Thr Pro Val Ala Gln Met Thr Glu
[0525] 980 985 990

[0526] Asp Ala Val Asp Ala Glu Arg Leu Lys His Leu Ile Val Thr Pro Ser
[0527] 995 1000 1005

[0528] Gly Cys Gly Glu Gln Asn Met Ile Gly Met Thr Pro Thr Val Ile
[0529] 1010 1015 1020

[0530] Ala Val His Tyr Leu Asp Glu Thr Glu Gln Trp Glu Lys Phe Gly
[0531] 1025 1030 1035

[0532] Leu Glu Lys Arg Gln Gly Ala Leu Glu Leu Ile Lys Lys Gly Tyr
[0533] 1040 1045 1050

[0534] Thr Gln Gln Leu Ala Phe Arg Gln Pro Ser Ser Ala Phe Ala Ala
[0535] 1055 1060 1065

[0536] Phe Val Lys Arg Ala Pro Ser Thr Trp Leu Thr Ala Tyr Val Val
[0537] 1070 1075 1080

[0538] Lys Val Phe Ser Leu Ala Val Asn Leu Ile Ala Ile Asp Ser Gln
[0539] 1085 1090 1095

[0540] Val Leu Cys Gly Ala Val Lys Trp Leu Ile Leu Glu Lys Gln Lys
[0541] 1100 1105 1110

[0542] Pro Asp Gly Val Phe Gln Glu Asp Ala Pro Val Ile His Gln Glu
[0543] 1115 1120 1125

[0544] Met Ile Gly Gly Leu Arg Asn Asn Asn Glu Lys Asp Met Ala Leu
[0545] 1130 1135 1140

[0546] Thr Ala Phe Val Leu Ile Ser Leu Gln Glu Ala Lys Asp Ile Cys
[0547] 1145 1150 1155

[0548] Glu Glu Gln Val Asn Ser Leu Pro Gly Ser Ile Thr Lys Ala Gly
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[0549] 1160 1165 1170
[0550] Asp Phe Leu Glu Ala Asn Tyr Met Asn Leu Gln Arg Ser Tyr Thr
[0551] 1175 1180 1185
[0552] Val Ala Ile Ala Gly Tyr Ala Leu Ala Gln Met Gly Arg Leu Lys
[0553] 1190 1195 1200
[0554] Gly Pro Leu Leu Asn Lys Phe Leu Thr Thr Ala Lys Asp Lys Asn
[0555] 1205 1210 1215
[0556] Arg Trp Glu Asp Pro Gly Lys Gln Leu Tyr Asn Val Glu Ala Thr
[0557] 1220 1225 1230
[0558] Ser Tyr Ala Leu Leu Ala Leu Leu Gln Leu Lys Asp Phe Asp Phe
[0559] 1235 1240 1245
[0560] Val Pro Pro Val Val Arg Trp Leu Asn Glu Gln Arg Tyr Tyr Gly
[0561] 1250 1255 1260
[0562] Gly Gly Tyr Gly Ser Thr Gln Ala Thr Phe Met Val Phe Gln Ala
[0563] 1265 1270 1275
[0564] Leu Ala Gln Tyr Gln Lys Asp Ala Pro Asp His Gln Glu Leu Asn
[0565] 1280 1285 1290
[0566] Leu Asp Val Ser Leu Gln Leu Pro Ser Arg Ser Ser Lys Ile Thr
[0567] 1295 1300 1305
[0568] His Arg Ile His Trp Glu Ser Ala Ser Leu Leu Arg Ser Glu Glu
[0569] 1310 1315 1320
[0570] Thr Lys Glu Asn Glu Gly Phe Thr Val Thr Ala Glu Gly Lys Gly
[0571] 1325 1330 1335
[0572] Gln Gly Thr Leu Ser Val Val Thr Met Tyr His Ala Lys Ala Lys
[0573] 1340 1345 1350
[0574] Asp Gln Leu Thr Cys Asn Lys Phe Asp Leu Lys Val Thr Ile Lys
[0575] 1355 1360 1365
[0576] Pro Ala Pro Glu Thr Glu Lys Arg Pro Gln Asp Ala Lys Asn Thr
[0577] 1370 1375 1380
[0578] Met Ile Leu Glu Ile Cys Thr Arg Tyr Arg Gly Asp Gln Asp Ala
[0579] 1385 1390 1395
[0580] Thr Met Ser Ile Leu Asp Ile Ser Met Met Thr Gly Phe Ala Pro
[0581] 1400 1405 1410
[0582] Asp Thr Asp Asp Leu Lys Gln Leu Ala Asn Gly Val Asp Arg Tyr
[0583] 1415 1420 1425
[0584] Tle Ser Lys Tyr Glu Leu Asp Lys Ala Phe Ser Asp Arg Asn Thr
[0585] 1430 1435 1440
[0586] Leu Ile Ile Tyr Leu Asp Lys Val Ser His Ser Glu Asp Asp Cys
[0587] 1445 1450 1455
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[0588] Leu Ala Phe Lys Val His Gln Tyr Phe Asn Val Glu Leu Ile Gln

[0589] 1460 1465 1470

[0590] Pro Gly Ala Val Lys Val Tyr Ala Tyr Tyr Asn Leu Glu Glu Ser
[0591] 1475 1480 1485

[0592] Cys Thr Arg Phe Tyr His Pro Glu Lys Glu Asp Gly Lys Leu Asn
[0593] 1490 1495 1500

[0594] Lys Leu Cys Arg Asp Glu Leu Cys Arg Cys Ala Glu Glu Asn Cys
[0595] 1505 1510 1515

[0596] Phe Ile Gln Lys Ser Asp Asp Lys Val Thr Leu Glu Glu Arg Leu
[0597] 1520 1525 1530

[0598] Asp Lys Ala Cys Glu Pro Gly Val Asp Tyr Val Tyr Lys Thr Arg
[0599] 1535 1540 1545

[0600] Leu Val Lys Val Gln Leu Ser Asn Asp Phe Asp Glu Tyr Ile Met
[0601] 1550 1555 1560

[0602] Ala Ile Glu Gln Thr Ile Lys Ser Gly Ser Asp Glu Val Gln Val
[0603] 1565 1570 1575

[0604] Gly Gln Gln Arg Thr Phe Ile Ser Prolle Lys Cys Arg Glu Ala
[0605] 1580 1585 1590

[0606] Leu Lys Leu Glu Glu Lys Lys His Tyr Leu Met Trp Gly Leu Ser
[0607] 1595 1600 1605

[0608] Ser Asp Phe Trp Gly Glu Lys Pro Asn Leu Ser Tyr Ile Ile Gly
[0609] 1610 1615 1620

[0610] Lys Asp Thr Trp Val Glu His Trp Pro Glu Glu Asp Glu Cys Gln
[0611] 1625 1630 1635

[0612] Asp Glu Glu Asn Gln Lys Gln Cys Gln Asp Leu Gly Ala Phe Thr
[0613] 1640 1645 1650

[0614] Glu Ser Met Val Val Phe Gly Cys Pro Asn

[0615] 1655 1660
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