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T A% AR HI4 AN HEL-6 2% (A A M2 ShRE I
Tridie XM AITE A2 O R E RERIA,
HEEETERE T LG5 W a2k, A Zs K
FEETAER . HEL-18 B A Al b e gk 24 1)
WA, BA K 53 PR AN B RE I R 2 W7 5 va 07 i e R
1o 25T HEL-18 &5 [ FF A& R AF AV 5 PR B 2 1 il
Tid, W T2 T AR B IR 2T 5 AT
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L — R NI S23R 08K 1 45 & B HEL-18, FURFIEDE T, & A FFAIR P41 2 (&
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 AR SR IENS 74548 1 HEL-18 [4aB 3k, & 2 F ARSI —

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
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AEMERIEBFEESER HEL-18 RERBERS N

F AR G
[0001] AR H)E T AR B4, B, A % 53— R 9 A E I 2%k
KEFEEGEO HEL-18 M Hgmh it 5 M H

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 RS, T 2 b= A i il 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 T UAE A SR TAHEAER, 5K 7 Il 72, (H2 AN IR 288 G i D ge . 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

ZIAAE

[0005] AR B EE —AN H 2 d At — ol i N R I S2 R IAK 1456 82 1 HEL-18.

[0006]  — it N R 52 R0k 145 68 A HEL-18, & B P4 R P41 2 (MR 741 u),
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 IR FERIREE 7 5\ AR RIS R (0 H P 41 2 A AR 16 2 R Bk 2 ik

[0007] AR BB 5250 Wb B (A Ay 44 4 :HEL-18, H 406 P2 B IRk AL 4Lk . HEL-18 85
TFEA 1 ANBRIZALATL 5, 7 A N= DU REBEIEARAT s R0 11 N ER AL AT A, ALFG 5 AR AR (1
TT BEERALAT S F 6 AN BT (I C IR ALy . 1 H, 22 FH & | /> Homocysteine 4
A UyREsk.
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[0008] AU BHIIEE — A H 2 gt NS 2R IAK 745 5 50 HEL-18 &R, &
& P ERITAZ— -

[0009]  J54F B 1 ¥ DNA JE51), GenBank M5 2y :EUT94592 ;

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

[o011]  S/@HIRPFA) 1 BRI DNA JEA)HA 90 % DL [FEYE, H4mhdAH R DhRe s E )i
f¥) DNA 747

[0012]  JEH)Z (K SEQID No. 1,4>K: cDNA FEAI A 2515bp, EA7 T A 5 Stk b, 4l
406 PZAIETR, g b 85 4 HEL-18, 15 Tk, H IR EEHE R 1221bp, 52— S8R (1) 32
P HE .

[0013] AR BHIISE = J5 1, 34t T R A ZE R TREH R il 4 A N RS2 RIER 7455 5E
H HEL-18 35t Z Ik 77, CHESH Ll 2RI A BUER, DL IR B AR AL 85
SfE E4 .

[0014] AR BHIEEIY Jy 1, $245E T 5 Bk AR S2 R IAKE 7 454 8 HEL-18 e et 45
AU, DRI R IR T B S2 D Re 5 B B AN B RE 4 Bh i

[0015] AN J B 56 T 5 0, #8458 TR DA AR th 2 AP N R SR IEKE 745 E B
HEL-18 (17775, CAHE A IRE 5 5 20 W B 1 Ry S PE DU AE — e 45 A R SR FIVE A, W
SRR IR E &Y, A HURPURE S St~ e i R

[0016] AU BHIIAE 7577 1, 3@ 1A A B a A g b e ) I i o B AR R B a ]
AR A WA B AE 1) 5 48 10 BUE A e F TR T AN EIE, BUE 8 T &8 Y ik
ZZP R 1, Bk TR A2 3k NS s2 3R 18 8 3 HEL-18 Y& PRl slckl H T
IEAHI NP SR IANG T 455 B 3 HEL-18 V& PRI FE B, Bipl FH T IRFRaC B % « 4R
NI 23R KE 7456 8 1 HEL-18 [ 4m it 7 41 sl I 7 B, ml evt 5 | sk B84t F -+ PCR Bl
B Al B Tl RS e ARB&E RG] H T AWAEY, UIVE a2
g3 s FH T AP — Fioet P R i A ik g LS8 S5 5 IR 25400 o

[0017]  AREHRIE LW, 184t T —FMA G, b A6 W e & ARk HTR &N .
A RITH) ) s e, DL R 2% ERT B a4

[0018] A& B (1 REME 7E B 5B N RE R R IA, 8 7 TR 73K 5 8, BRI IR ] e 5 4 B iR
WA K. B R R R E B 2 K, 7T LA AT g8 B & s E L, Ak B ) HARAR
SURTBLR (R PR 4 AR 3R %0

F (= 152 AR

[0019] . IHEL-18 R ATE ARG T _E [ S 5 ' e A7

[0020] £ Bonks 1% s 4r .58t s HEL-18 S A ERS 1 LIREAL 5
[0021] A 41 :PHMEXTIR, A3 BoR HEL-75 2 A4 & TR 7+ (XECAE) |
[0022] B4 :[FHHEXTHE.

[0023]  C 41 :HEL-18 &R 4547, C3. &7~ HEL-18 &% (A4 & 10k 3k /G ah X 4
[0024]  LEAIR :5mm.

[0025] ¥ 2HEL-18 FERIH 2R K ik Kl

[0026] 1 Pff=2sk 2 PHSEfR 3 P2 4 S2AL 506 IF 7T IR 8 B 9 F 10 BMHEXT MY

4
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[0027] & 3. HEL-18 R A 7E My 2 R 1L 111 western blot 455

[0028] M :Marker ;1 :FHPEXTHE, HEL-75 817 52 : X HE, /D BRLIMYE 53 :HEL-18 2R (1
[0020] A% B EE EELHE T I £ 11 22 KIS EL A AH [R] SSOREABL I AR A0 2k B DD BE 1 AR S
A, X 5 AR (EHFART) AN FRAEAMNEER TIEE T CGEFEN
1-50 4>, B A 1-30 A, FAEHD 1-20 4, SR 1-10 4 ) ZERIH R AT, 7
Gh, BTk E I (3G h0) W] RAELE C Rl / 80N Ky (IEHA 20 NLLN, B EHD
A 10 ANCAPY, BEAEHEA 5 AN DL B S R RR SR A B N ) , 7E AR, Atk REAH T BSORE AL
QAR IAT BRI, 8 A S SUR E B R 1 D RE, 42 4 Dh R A AL EU R 1 AR ~1 M B e 2
AU TR N5 A% B AR B EER % - HER 6 N
W) Az R (V) ezl (L) rsezdlg (D 55 ANz R F) Bz () Oz o)
T PR M) ENERR © Wb iR R iR K VAR ) IR RA&
A O) KA Q) o HIN EABE LR T & A BERTEY, &2 % Bakiir A
YIRE T s B AR T

[0030] A% BH (A% 1B /540 38 5 1] LA PCR 93k B AN T8 I 7 3k 158 . Xt
T PCR 435, AIARYE A% % B BT 23 A AL 1P IR 7 915 G G2 T I D) 1524 7 1) >R v o 5
V), AR AR N S IR 55 R 77 922 ) 4% 16) <DNA SCEEAE A AR, 37 14 T A5 28741 o
T e L v B N, R ON AN, AR S 0 Ik 0 T v IS B e R4l iy AR
EFEP SR

[0031] A< B A, A0 ARSI B A N B3 00 0400 L7 V20 A 2 s A R BH 1) 28 (1 I A% 7
B 7 A4 N B R, X 28 77 VA FE A R RS 41 DNA BoR, (AN B H RS

[0032]  FR &R n] H 4 Ah Bl Ll 2 ) R A% R FLAZ 40 ., LIS L BB R 1A Pl B (1) AR
R ER T, 1 40 M mT DU SRR 41 B, Qi B 40 e, BSOS R AN MY, G RE 4 s Bl
R EAZ AN, 0 B R A . n] R AL G T B R E IR TR T B ER S LR
B S  BEL RN S %

[0033] A BH )8 70 40 M Py ZR A, G SRR 22, W] OR) FH LA B (R A A R R At R 2 ot
TG B ANAAL R T, TR T 1 AU AR N R T I o 3K 28 5 v 49 A
FEAEAPRT A A B E LR S P TE AL 2 (3R 535 ) VB BB R
BB B O o IR E AT R E T L SR R AR E AT A &R E TR
JOXEE TR S

[0034]  AS B A FE 0 Er 1 B B HA R e 1 I 22 S LA B v FE LA, Ie RS A
A e PR PUA v BEsSUk S PUE, 1A BPTARES S e e R IR B ok BN BT 4y
HOE7IRENS

[0035] A% BH LA ] DU I AU BN G2 A0 25 P R IEAT il 2% o 9 2, 4liq
()55 ER = s L A P s e 1 B R T3 LA 3 22 s B B iR 1 7 A2, Ak B
PR E T LU g BEPUIAR . RS B g BT AT DL 24 A8 S R AR 1l 4%

[0036]  JxBH NGB LA — 0 R I, % 8T e AL T OGRS TSk 50 (B 1), 78 B 22
OFARAEMERE (K 2), RIALE R R ERE T N HEL-18 = H, HH A5/
P T HZHME. RHAH Western blot 7B S2 AT IN 2] —4% 40KD 245 4571 (K
3) o
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[0037] AU BH K 25416 P HR IR 25 il B2 ) J8e o5 BRI 2, 308 5 R R 25 0 AL -6 0 il e nT v
| I e U s SR 2 B A I 1) 0 s 1 1| B L (WA 5 s RN = A N TSR
T2, M B AL A6 7R 25 5% E T s 3R I e b, ARk B B 25 4060 mT vl s DR 4
AR RN RS PR EUR BUR IR 45 25 77 SRR = 0 08 i N 71 0 ) E AT It H
M T PR 2R, Ak B ) AR ] DL A 25 3L R

[0038] [l 4 HLAR S, 13F— 2 R A e B, N B 6 S A S T BH AR S BH T AS
FH T BRAAS & B Ta ] BRAE S5 A R, A% B SE i K H o A2 2 A e B4
DNA FI P2 2 IR R AR, 3 26 5 i AU AR N 53 I ) o IR B8 ARAE T 1 SCHk A 58
AR B0 Sambrook (4r T rulESEER TR EI) 5 AR (1989) s (DNA SEFEN S [ FIEE 11 2%
(D. N. Glover %4k, 1985) ; (AL H RS R M. J. Gait 4aiE, 1984) ; (% 4AT) (B. D. Hames
F1Se Jo Higgins guf. 1984) ; (ER A4l ; JRBEAISLBN S 2 it (Spring—Verlag,N. Y. ),
AR (SEB6 50 28 24 T I-IV 4% (D. C. Weir Al C. C. Blackwell Zi%E 1986) i, nJ LI ik
VA R PR R U B AT

BAXHEA

[0039]  H.4AkSji X

[0040]  Sijfs] 1. SR IR TRERAH] 2 N K 2R 188 1 HEL-18

[0041]  FEPAIFERE K740 3 i

[0042] X A% S 56 55 A4 A (1) N B 52 cDNA ST PR JE AT X BB 7 0 3%, 3R B R I8 7 51 b
% (EST), M) H Unigene #4457 i 1E 4T W1 ¥ 50 B, 3815 A\ HEL-18 4 K cDNA. 1 A 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& 9l HEL-18 Ak 741 B Al 2 ThEE . SignalP (http://www. cbs. dtu. dkhttp://www.
cbs. dtu. dk) , PSORTIT FI WoLFPSORT (http://psort. nibb. ac. jp) &34 #r PRIN% 2 (A
K& 5 Ik SN B AL . ProfileScan (http://myhits. isb—sib. ch/cgi—bin/PFSCANhttp://
myhits. ishb—sib. ch/cgi—bin/PFSCAN) FHll N ¥ b B4k A B AL AT 55

[0043] XT3RS ) A HEL-18 4> cDNA, Hi2 #i A= 44) 15 J8 %7 10 9 15 HEL-18 (1) 2 K] )7 471
W — X F 7 514 :FO1 5" ~TTGGTACCGACGACGACGACAAG CCACCCGTTGGGGGCAAA-3”, FO2 .
5’ =GCGGCGAATTC CTGTGATTTGAATTTTTGTT-3", b 955 |40 v 3 53] 5 | 3k PR 12k P9 1) A7 o
Kpnl 1 EcoRT. 51#H Bifg A TAY) TR RS AR AT G LAAR SIS % MR I A B
52 cDNA SCFE A HSEA, PCR 4719 HEL-18 HE[K Jr Bto PCR S W45 :94°C AL % 10min, (94°C,
40s ;55°C, 455 ;70°C, 30s) 30 MEH, 7T0°CLEM 10min, 4 CLRAF . MEEHG, 1. 0% B laH
T Jie FELUIRSTIN I F43 2 m s E 9 B, F N e B AR pMD— 18T A B AT I /7 45 5 o

[0044]  FE4 HEL-18 | &KL L4tk

[0045] 7 %552 J5 HEL-18 &A@ I KpnT 1 EcoRT 437 i 5o B 22 RIS E K pET-32b (+) H,
5 Bl G AR D A — 3, B4R IAER pET32b (+) ~HEL-18 # A\ E. coli BL21 (DE3) /&
ARG, A BT PCR G Pt 5o, TREBBRTE 1mM IPTG, 32°C 454 N5 F 4h Ji, N ¥
WA His—tag MEH R AEL " WEEEMENTE" MEHHEL-18 & AT /- B alith .

6
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MY, " B ENENT H T Ak EY Trx-HEL-18 B4 & H. REESEAHEA
1l 2, B R 2E . JE, s TSR RN [ HEL-18 F5 . 4lifk
Ja B 208 (A ] Bradford (Bradford 1976) ykiEAT & &, SR 5 VA TR T IR AT

[0046]  SCjtifdl] 2. Hi HEL-18 % w35 [ i 5%

[0047]  FHEE4H HEL-18 &5 [ BALB/C /N il & ZHi. fptivl, i HE W T3 | RiE
50 n g EARH 5 EREEME LT (CFA) o« 2RJGTES 15,30 F1 45 RiFHf 250 g EA
W E A E A SRR AR (IFA) Inssss. 55 60 R MAREREUM,, 7325 M3 5 A ELASA
Fl western blot 7 MBI RN FIds 1. ELISA 23 R BTk ) 1 ¢ 10000,
Westernblot S # 20 85 [ A A PRS2 96 P A B R AR HEL-18 #F B R AFARE
[0048]  SEjiifs] 3. A HEL—18mRNA 2 2R & tA 1A 57

[0049] K T s HEL-18 ¥ R ik K55, K FH 2F 5 & RT-PCR 43 #7 HEL-18 L [Al 76 A it 52
SKVIRL R, SEAL, O, B R W, S, B SRR RIEZESS . A TRIzol (Tiangen, Beijing,
China) fili#2 4 RNA, Tug 5t RNA F 20UAMV 15 4% %8 (Promega) F1 0. 3ugoligod,18 (Promega)
S5 5% cDNAo BR i 5 2ul A ) cDNA I ZE BRI 5 5 | 384T PCR P71 o 20ul SONAR R 25
A :2ul 10XPCR buffer(with MgCl,),2ul dNTP Mix (10mmol/L), lul &:/5] ul (25umol/
L), 1ul Taq DNAZE AR (2. 5U/ul) , 2ul cDNA BEHR DL & 1 1ulddH,0, PCR S N FEF A :94°C,
10min ;94°C, lmin ;54°C ( % HEL-18) /49°C (B —actin)30s ;72°C, lmin (35 fF¥F ) ;72°C 4E
i Tmin, B -actin FIRIAMENN S, JT PCRY M= 1. 5% S IRHE Ik 3 HT o IAZEA
[*) mRNA 76 A\ B 52 J e 2R rp R IK B AR IK

[0050]  sgjifs] 4. A HEL-18 2 (ALELLZR I e 9 Y e Ar

[0051]  HUA S B2 LR UK v, S AT S 5O o, o —Hi 4 Pt rHEL-18 £4H1
(1 1 400), —PiA FITC- FricEPT il TG (1 ¢ 200) , 4HHuiZ A P1 4o, Bt )5 A v A
H 80 % H it A, 285 LR AR BABE (LeicalTCSSP2A0BS) WA 4E . SEEG [RINT LA/ il 5
P2 BT IE AR —HL/E A P

[0052]  sEjfs] 5. A= SRS Western blot

[0053] 4 M AP S2 9  f B8R 24 20ug, H 15% SDS-PAGE 43 S, SR Ja i % 21|
PVDF fii I8 4T western blot. R $iT A HEL-18 ZHi k—Hi (1 : 5000), —- i 4 HRP- by
WFEPUR Tg6 (1 & 500) o B ik 4 1k g 1 375 1 FH 15 9 A0 HRP-DAB i & (4 i) & 70
Westernblot W7nPi A HEL-18 2 X T4 & 11 A A B S35 U R R HEL-18 B AT
R AR e 1

[0054]  SEZjififs] 6. A HEL-18 2 FAAEKS 1105 9 6 2 A

[0055]  WHEKS+HI PBS PRIk JG AT T 1 % IR0 4k 148 v b, B 2RI, SR )5 A PR B[]
SE 10 A Bh e SRS RSB A F 3% BSA ZEEIR N EA] L/, 2R 5 BT rhBD32 25T
(1 ¢ 200),4CiER o Fo IR/ BRI f5e B e XS 18 o F PBST (PBScontaining0. 1% Tween—20)
PRI =K IO N FITC- brid 39T 1g6 =90 (1 & 200) o 3 v A PBST ¥h¥k =k, 28
Ji I 80% Hithdsf Fro H Olympus BX-52 BAFBEM %%, HEL-18 5 (45 A ERs T 10k f5 3, v]
RE 5SS IR U Ko

[0056]  Sjifdl] 7. HEL-18 41 8% [ (KT s v 1

[0057] iz H 50 I W1 7% T A SR A (CFU) 43 AT b s Pk i S i U, i A 5 92 1Y E. cold

7
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XL-1blue 4K BX % (0D600 = 0. 4-0. 5) 5 H 10mM PBS (pH 7. 4) Fi%¥. K% 2X 10°CFU/
ml 4 & 7E 5 12.5 ~ 100ug/ml [ HEL-6 V& &, 37 C 5 9%, 1EIF LR KT 97 /5 16 15,30,60 Al
120min 43 A AEECFE o A% 1OmMPBS (pH7. 4) i &R A F6 B, B A0 AL HL 100ul ¥ An T
LB BfIG 1A, 37 CHE 721 2T B TR ¥ S B8 V&IN5, BB I A 4l B AP0 T e ik
R A - W AEE = (EOAAHEEE W/ Ra s BT 5416 1 v 2 X100,
SEE DL 10mM PBS (pH 7. 4) AU Hr 0 AL Bl B A 8 B MHEXT

[0058]  SEjifs] SHEL-18 S5k5 iz 5tk LA S AR A1 52 45 1 ¢ R A5

[0059]  FH] HEL-18 ZHidf I IE W AN+, XSG AT R e sh PERIR SN 2 RG 0 #ro SEB %
M vitro life ArvfiAF SR ELM T AT . UL, K5+ S5 H SpermRinse-30 T 37°C.
5% CO, ¥55% 1 /PN ERRE. ARJEHEME 1 ¢ 200 DA BT rHEL-18 241, T 37°C.6% (O, F57%
2 /NI REAT AT o ) P 5 IR 20 IGMI 1 23, — 3y BN T AL B R ks 1 iis
k. F—#5r M G-Fert YE¥ 2 K, HREER LAY 1. 0X 107cells/mlo JIA 100ul H
THESL T 35mm FRIRF IR LA, SR 5 78 ma A0 BTN 37°C (6% CO, FIAIE FE B F7 40 WA H o
28 G-MOPS AL Z i it 324 N BRI 0 N P01 S5 ¥ 45 10 1R S2 K ¥ 0, E 37°C 16 % CO, PRI T 5%
FEAA TP RTINS GG O, B H il SRR R B DL LA B S [ FH Sz /T /) BRI
PEN B XS

[o060]  JFAIFK

[0061]  <110> Z=#iE

[0062]  <120> AZEH=2RIAKE 1456 8 H HEL-18 S gmidAEp 5 v H

[0063] <130>11

[0064] <160>2

[0065] <170>Patentln version 3.5

[0066] <210>1

[0067] <211>2515

[0068]  <212>DNA

[0069] <213>Homo sapiens

[0070]  <220>

[0071]  <221>CDS

[0072]  <222>(106).. (1326)

[0073]  <400>1

[0074] ataaagaggc aggctgegga ctcggagecag cteggggetg cgecageggga aggetegecet 60

[0075] agtcggtccg catccgtgte gaccacctgt ctggacacca cgaag atg cca ccc gtt 117
[0076] Met Pro Pro Val
[0077] 1

[0078] ggg ggec aaa aag gcc aag aag gge atc cta gaa cgt tta aat get gga 165
[0079] Gly Gly Lys Lys Ala Lys Lys Gly Ile Leu Glu Arg Leu Asn Ala Gly

[0080] 5 10 15 20

[0081] gag att gtg att gga gat gga ggg ttt gtc ttt geca ctg gag aag agg 213
[0082] Glu Ile Val Ile Gly Asp Gly Gly Phe Val Phe Ala Leu Glu Lys Arg

8
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[0083] 25 30 3b

[0084] ggc tac gta aag gca gga ccc tgg act cct gaa get get gtg gag cac 261
[0085] Gly Tyr Val Lys Ala Gly Pro Trp Thr Pro Glu Ala Ala Val Glu His

[0086] 40 45 50

[0087] cca gaa gca gtt cge cag ctt cat cga gag ttc ctc aga gct gge tca 309
[0088] Pro Glu Ala Val Arg Gln Leu His Arg Glu Phe Leu Arg Ala Gly Ser

[0089] hh 60 65

[0090] aac gtc atg cag acc ttc acc ttec tat geg agt gaa gac aag ctg gag 357
[0091] Asn Val Met Gln Thr Phe Thr Phe Tyr Ala Ser Glu Asp Lys Leu Glu

[0092] 70 () 80

[0093] aac agg ggc aac tat gtc tta gag aag ata tct ggg cag gaa gtc aat 405
[0094] Asn Arg Gly Asn Tyr Val Leu Glu Lys Ile Ser Gly Gln Glu Val Asn

[0095] 85 90 95 100

[0096] gaa gct gct tge gac atc geec cga caa gtg get gat gaa gga gat get 453
[0097] Glu Ala Ala Cys Asp Ile Ala Arg Gln Val Ala Asp Glu Gly Asp Ala

[0098] 105 110 115

[0099] ttg gta gca gga gga gtg agt cag aca cct tca tac ctt age tge aag 501
[0100] Leu Val Ala Gly Gly Val Ser Gln Thr Pro Ser Tyr Leu Ser Cys Lys

[0101] 120 125 130

[0102] agt gaa act gaa gtc aaa aaa gta ttt ctg caa cag tta gag gtc ttt 549
[0103] Ser Glu Thr Glu Val Lys Lys Val Phe Leu Gln Gln Leu Glu Val Phe

[0104] 135 140 145

[0105] atg aag aag aac gtg gac ttc ttg att gca gag tat ttt gaa cac gtt 597
[0106] Met Lys Lys Asn Val Asp Phe Leu Ile Ala Glu Tyr Phe Glu His Val

[0107] 150 155 160

[0108] gaa gaa gct gtg tgg gca gtt gaa acc ttg ata gca tce ggt aaa cct 645
[0109] Glu Glu Ala Val Trp Ala Val Glu Thr Leu Ile Ala Ser Gly Lys Pro

[0110] 165 170 175 180

[0111] gtg gca gca acc atg tgc att ggec cca gaa gga gat ttg cat gge gtg 693
[0112] Val Ala Ala Thr Met Cys Ile Gly Pro Glu Gly Asp Leu His Gly Val

[0113] 185 190 195

[0114] ccc ccc gge gag tgt geca gtg cge ctg gtg aaa geca gga gca tcce atce 741
[0115] Pro Pro Gly Glu Cys Ala Val Arg Leu Val Lys Ala Gly Ala Ser Ile

[0116] 200 205 210

[0117] att ggt gtg aac tgc cac ttt gac ccc acc att agt tta aaa aca gtg 789
[0118] Ile Gly Val Asn Cys His Phe Asp Pro Thr Ile Ser Leu Lys Thr Val

[0119] 215 220 225

[0120] aag ctc atg aag gag ggc ttg gag get gec cga ctg aaa get cac ctg 837
[0121] Lys Leu Met Lys Glu Gly Leu Glu Ala Ala Arg Leu Lys Ala His Leu



i M B

CN 101724046 A 8/10 7L
[0122] 230 23b 240

[0123] atg agc cag ccc ttg get tac cac act cct gac tge aac aag cag gga 885
[0124] Met Ser Gln Pro Leu Ala Tyr His Thr Pro Asp Cys Asn Lys Gln Gly

[0125] 245 250 255 260

[0126] ttc atc gat ctc cca gaa ttc cca ttt gga ctg gaa ccc aga gtt gcc 933
[0127] Phe Ile Asp Leu Pro Glu Phe Pro Phe Gly Leu Glu Pro Arg Val Ala

[0128] 265 270 275

[0129] acc aga tgg gat att caa aaa tac gcc aga gag gcc tac aac ctg ggg 981
[0130] Thr Arg Trp Asp Ile Gln Lys Tyr Ala Arg Glu Ala Tyr Asn Leu Gly

[0131] 280 28b 290

[0132] gtc agg tac att ggc ggg tge tgt gga ttt gag ccc tac cac atc agg 1029
[0133] Val Arg Tyr Ile Gly Gly Cys Cys Gly Phe Glu Pro Tyr His Ile Arg

[0134] 295 300 305

[0135] gca att gca gag gag ctg gcc cca gaa agg gge ttt ttg cca cca get 1077
[0136] Ala Ile Ala Glu Glu Leu Ala Pro Glu Arg Gly Phe Leu Pro Pro Ala

[0137] 310 315 320

[0138] tca gaa aaa cat ggc agc tgg gga agt ggt ttg gac atg cac acc aaa 1125
[0139] Ser Glu Lys His Gly Ser Trp Gly Ser Gly Leu Asp Met His Thr Lys

[0140] 325 330 335 340

[0141] ccec tgg gtt aga gca agg gec agg aag gaa tac tgg gag aat ctt cgg 1173
[0142] Pro Trp Val Arg Ala Arg Ala Arg Lys Glu Tyr Trp Glu Asn Leu Arg

[0143] 345 350 3565

[0144] ata gcc tca gge cgg cca tac aac cct tca atg tca aag cca gat gge 1221
[0145] Ile Ala Ser Gly Arg Pro Tyr Asn Pro Ser Met Ser Lys Pro Asp Gly

[0146] 360 365 370

[0147] tgg gga gtg acc aaa gga aca gcc gag ctg atg cag cag aaa gaa gcc 1269
[0148] Trp Gly Val Thr Lys Gly Thr Ala Glu Leu Met GIn Gln Lys Glu Ala

[0149] 375 380 385

[0150] aca act gag cag cag ctg aaa gag ctc ttt gaa aaa caa aaa ttc aaa 1317
[0151] Thr Thr Glu Gln Gln Leu Lys Glu Leu Phe Glu Lys Gln Lys Phe Lys

[0152] 390 395 400

[0153] tca cag tag cctcgataga agctattttt gatgaatttc taggtgtttg 1366
[0154] Ser Gln

[0155] 405

[0156] ggtcacagtt cctacaaata cggaaaaggg ggttaaaaag cagtgetttc atgaatgceca 1426
[0157] tcctacacat attattgeta ttacctgaac aaaatagaat tacaaatagce acttgataat 1486
[0158] tttaaagtat gttttagaaa ttttcttagg agcaaaataa gtacaaagta aatcttgaac 1546
[0159] aggttcacta agcacccacc ctgtgaaaag tattatggaa atcactgetg cacaggaaaa 1606
[0160] gtaattcaga tgttaatgcc acttgaagaa gttggtagge tagcaaagag gatgagacat 1666
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[0161] gaactgtcat aaaggactca gcaaccagcc agggacagat aaagcecgcetat ggaaagggge 1726
[0162] ttccaagttc ttttgaacat gacccttagt aacaaacaca atttatataa tgacccagca 1786
[0163] aaacacatca catcttactg tcgaaattaa atgtgtgatc catcctagta ttttctgtte 1846
[0164] cattcctttt cattctattt catttataaa acatgctagt tgagactttt caaatggatt 1906
[0165] tttatgacce actactgggt ttggatccac agtttgaaaa atattgctac aagacactta 1966
[0166] aggagaccat cctgtttaag tttattctta taagtaggtc agtcatatga gacctgatca 2026
[0167] ataaatatcc aatacccaga gtcctgetet cagagttett ctgtttegtg acccactttt 2086
[0168] ctaccagtaa aagacataga ccaatgggga ggaggggagg agagatggat atttcagcecce 2146
[0169] tctccatect agtcaacact ggatccacct agtgectctg ggeccataagg ctgagcagag 2206
[0170] tgagcttgta ttagttggta gecttttaaaa aatataataa gaaaaaagta gagattctcc 2266
[0171] aaactctagc ctggtttcet agattgagaa ctatgatatt tttctctgat aatttaatat 2326
[0172] ctactctcct acaaaagctc aagcctgaag atacaagact attagaagaa acatgactac 2386
[0173] cctcagtgta ttagaaaaga ggtcatgcag ctttctaaac attattgaat tgtttgaget 2446
[0174] gttttgaaat tgtaattctt ttcagctatt aaaaagaaga gcaatgagac tataaaaaaa 2506
[0175] aaaaaaaaa 2515
[0176] <210>2

[0177]  <211>406

[0178]  <212>PRT

[0179] <213>Homo sapiens

[0180]  <400>2

[0181] Met Pro Pro Val Gly Gly Lys Lys Ala Lys Lys Gly Ile Leu Glu Arg

[0182] 1 5 10 15

[0183] Leu Asn Ala Gly Glu Ile Val Ile Gly Asp Gly Gly Phe Val Phe Ala

[0184] 20 25 30

[0185] Leu Glu Lys Arg Gly Tyr Val Lys Ala Gly Pro Trp Thr Pro Glu Ala

[0186] 35 40 45

[0187] Ala Val Glu His Pro Glu Ala Val Arg Gln Leu His Arg Glu Phe Leu

[0188] 50 55 60

[0189] Arg Ala Gly Ser Asn Val Met Gln Thr Phe Thr Phe Tyr Ala Ser Glu

[0190] 65 70 75 80

[0191] Asp Lys Leu Glu Asn Arg Gly Asn Tyr Val Leu Glu Lys Ile Ser Gly

[0192] 85 90 95

[0193] GIln Glu Val Asn Glu Ala Ala Cys Asp Ile Ala Arg Gln Val Ala Asp

[0194] 100 105 110

[0195] Glu Gly Asp Ala Leu Val Ala Gly Gly Val Ser Gln Thr Pro Ser Tyr

[0196] 115 120 125

[0197] Leu Ser Cys Lys Ser Glu Thr Glu Val Lys Lys Val Phe Leu Gln Gln

[0198] 130 135 140

[0199] Leu Glu Val Phe Met Lys Lys Asn Val Asp Phe Leulle Ala Glu Tyr
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[0200] 145 150 155 160
[0201] Phe Glu His Val Glu Glu Ala Val Trp Ala Val Glu Thr Leu Ile Ala
[0202] 165 170 175
[0203] Ser Gly Lys Pro Val Ala Ala Thr Met Cys Ile Gly Pro Glu Gly Asp
[0204] 180 185 190

[0205] Leu His Gly Val Pro Pro Gly Glu Cys Ala Val Arg Leu Val Lys Ala
[0206] 195 200 205

[0207] Gly Ala Ser Ile Ile Gly Val Asn Cys His Phe Asp Pro Thr Ile Ser
[0208] 210 215 220

[0209] Leu Lys Thr Val Lys Leu Met Lys Glu Gly Leu Glu Ala Ala Arg Leu
[0210] 225 230 235 240
[0211] Lys Ala His Leu Met Ser Gln Pro Leu Ala Tyr His Thr Pro Asp Cys
[0212] 245 250 255
[0213] Asn Lys Gln Gly Phe Ile Asp Leu Pro Glu Phe Pro Phe Gly Leu Glu
[0214] 260 265 270

[0215] Pro Arg Val Ala Thr Arg Trp Asp Ile Gln Lys Tyr Ala Arg Glu Ala
[0216] 275 280 285

[0217] Tyr Asn Leu Gly Val Arg Tyr Ile Gly Gly Cys Cys Gly Phe Glu Pro
[0218] 290 295 300

[0219] Tyr His Tle Arg Ala Tle Ala Glu Glu Leu Ala Pro Glu Arg Gly Phe
[0220] 305 310 315 320
[0221] Leu Pro Pro Ala Ser Glu Lys His Gly Ser Trp Gly Ser Gly Leu Asp
[0222] 325 330 335
[0223] Met His Thr Lys Pro Trp Val Arg Ala Arg Ala Arg Lys Glu Tyr Trp
[0224] 340 345 350

[0225] Glu Asn Leu Arg Ile Ala Ser Gly Arg Pro Tyr Asn Pro Ser Met Ser
[0226] 355 360 365

[0227] Lys Pro Asp Gly Trp Gly Val Thr Lys Gly Thr Ala Glu Leu Met Gln
[0228] 370 375 380

[0229] Gln Lys Glu Ala Thr Thr Glu Gln Gln Leu Lys Glu Leu Phe Glu Lys
[0230] 385 390 395 400

[0231] GIn Lys Phe Lys Ser Gln
[0232] 405
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