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ALMERERBFEESEH HEL-45 RERBERSNA

F AR G
[0001] AR H)E T AR B4, B, A % 53— R 9 A E I 2%k
K54 HEL-45 K Hgmho 5t e 5 v 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

XAAE

[0005] A WIS — A H 2R B 1 AR S2RIAKG 745 5 82 11 HEL-45,

[0006]  —Fit NI SEIENE ¥ 4545 10 HEL-45, ‘& RA PR D P4 2 (5L 741 B
R 2 R SR e o) 2ot — A U LA R R IR S HO U SRR slids i R 5 7471
2 RSB IE P FIAR RS TR H e A1) 2 AT AR ER e Ik

[0007] AW B 52 0 Wb SR A i 44 0 <HEL-45, 1 474 NI BRI AE 4 . HEL-45 &
FIAFAEAT 1A N AL 50, 9 4> N- - DU BB RAL A R 8 NBRIRALAL 5, £045 3 Bk ET
PlE 1T BERRALAL /4 AN E T C IR AL AT 1 IR S BRI B A IR A AL A5

[0008] A< A WK A RT-PCR J5 ik, #rdll 7 2 P 4L 2140 i b AR PN S2 RTINS 745 A A
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HEL-45 [P 25 R R k7K1, 45 F R B :mRNA 7E B S22 2R 3 08 S 70 S2 Mt A3 R 0k, (HL f 52
[0009] AU BHIIEE — A H B2 gt NS 23R 18K 745 6 0 HEL-45 &R, &
& P ERITIZ— -

[0010]  JF4) P4 1 ) DNA 741, GenBank JEM5 4 :EU668322 ;

[0011] 4w )FE5) 2+ SEQ 1D No. 2 F ALK LT

[0012] 5@ HIRFA) 1 BRI DNA JEA)HA 90 % LA L [REYE, H9midAH R DhRe s E )5
f¥) DNA 547

[0013] R4 SEQ ID No. 1, 424 cDNA J7-41) 24 1924bp, AL TN 4 YOk I, 4ihd
AT4 DAFETR, g 82 H 04 HEL-45, AN EHE 5K, IS SEHE 2 1425bp, 2 — 588K
A HE .

[0014] AR BHIIEE = J5 1, 34 T R A ZE R TREH R 4 oA N RS2 R IAK 7454 5
H HEL-45 35 1% Z K 75, A &0 LR 2T RIF 8K, DLW R84 5id%
SHTE F4E.

[0015] AR B UY Jy 1, 424 15 Bk AR S2R A K 7 454 82 1 HEL-45 ¥ e 45
AP, LR H T R T M SR 2h R R I SO A B IE A B2 Wi o

[0016] A BH R 177 [, $ TRIAE AP 2 B EANRMBEREE F4E6EA
HEL-45 {17775, ©AHE SR IRE 5 5 20 W B B R e PE DU IR AE — e 45 R SR FIPE A, W
SRR IR E &Y, A HURPURE S S~ A e i

[0017] AR BHEIAE /S T7 1, 345 7 A A B L A g e A I i o B AR R B aR ]
AR A WA B AE 1) 5 38 20 BUE A e F TR AN EIE, BUE 8 T 8T Y i
ZZP R Sy ¥, BiRk T AR 3k AP SRR 1A RS - 55 5 B2 1 HEL-45 3G PR RIS, B
- 2B 0 )N SIS B 5B 2R ARG 145 A B2 1 HEL-45 35 PR S UR, sl F T ke o i
Y TE . HRIE AR SRR T 45 48 11 HEL-45 [I4RT5 7 51 s L B B, W i 2 |4 skt
T PCR BMZ R A4AT , o FH T & JE R0 o AR & e n] T 254l &4, I E i
PR LAY s FH T AR 7 —RioRT B IR ik A= g Jek s DL R I8 S5 5008 11 245400 o

[o018]  AREHIIEE LM, 1eft T —FMA G, b A G5 WE & ARk HITR K& A .
B BRITH) K s e, LR 25 BRI a4

[0019] AR BH IR 2R (1 RENE 75 B 52 N RE R R IE, s 6 TR 730038, (81 G nT B8 5 G B 31
Ko BT R R IR E B 20K, v ELAU AT e HA 8D B E FH , 45 2 B HeAd AR A
AL AELT B4R 3R %0

M3 =i BR -

[0020] 1. HEL-45 25 FI4E NG T L 1 5 5 5 6 2 AL

[0021]  ZLEATOCERK T 05O BoR HEL-45 SR A7ER T ERELT 5
[0022] A ZH :FAMEXTRE, A3 IR HEL-75 SR 456 TR 7~ (XEOKE) ;
[0023] B4 :[HMHXTIE,

[0024]  C 41 :HEL-45 & (5841, C3. TEon HEL-45 8% 145 & 70k T30l X 85K
[0025]  LEAI R :5mm.
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[0026]  [&] 2 HEL-45 JEPRIZHZA KA IS

[0027] 1 fff5Esk 2Bf=2fk 3R 450 50 6M T 8Y 9% 10PME
X

[0028] & 3. HEL-45 R (A7 M 2 R 1A 1Y western blot 4558

[0029] M :Marker ;1 :[APEX IR, HEL-75 2 [ ;2 : B PEGTHR, /N RIS 53 (HEL-45 & [
[0030] A% B £ R 4R T I £ 11 22 KIS EL A AH [R] SSOREABL I A= A0 2k B D BE 1 A% S
T, XA IR AEHE (HIFART) A T RAFEANAER TG HE T GEFE R
1-50 4>, B A 1-30 A4, BAEHL 1-20 4, SR 1-10 A4y ) ZEBRIE K GaAFIRA. 7
Gh, Frids g skdm N () Wl RALE C Ruffl / 8k N K CREA 20 ANLLA, Bk
A 10 ANCAPY, BEAEREA 5 AN DL I 2 R BR R B S N ) , 7EARssrh, FH 1t REAH I BORH LAY
RAIEFRIAT BURIN, 8% A4 UL 2 B IR 1 D BE, P L D) REAR L2 2R BR 1) IR 51 1 B # e 2
AT R T 5 HE B AL EHNEER K - HER 6 NAR
W) Az R (V) ezl (L) esezdlg (D 5k KNz R F) Bk ) Oz W
T TRER ) EPEEER (O it SRR R) JBZER K) AR M) R KA
A O) HREWEE Q) o HIN EAERCRE T EAN T BERTED, &2 % BT
YR T B B B A AEE T

[0031] A% %2 BH (A% HF IR 8 51 8 3 0 LA PCR B8y, 4L vE s T4 ki 7 V358 . st
T PCR #3857, nIARYE A% B T 2 A SR L TR IR 7 515 G L2 S T ) 152 A 7 271 >k v vt 5 |
V), AR AR N S RN 55 77 325 T ) 4% 1R) cDNA SCEEAE A AR, 37 14 T A5 28741 6
TR e L T B N, TR NN ML, AR S 8 Ik R VR B B IS s R A A e
G KT

[0032] A< B A, A0 ARSTUERE A A F2 0 0 B V2K s A R B 1 2] (1 IR
B 7 A4 N B R, X 2 77 VA FE R AR B RS 4 DNA BoR, (RN A H RS

[0033]  FR &R m] F 5 Ah Bl e > 1 R RN FLAZ 40 B, LIS L BB R 1A P w5 1) AR
REHRER T, 1 40 M mT DU SRR 41 B, d 4 B 40 e, SO AR SR B AN MY, Qi REA L 5 Bl
R EAZ AN, 0 B A A . w] R AL G T B R E IR AR TR T B ER S LR
B S  EL RN S

[0034] %% BH )8R 70 40 i R, T SRR, T R P EC A B ) A 2 P R E At e 2 i
TG B ANAAL R IE T, TR T 1 AU AR N R T BN IR o 3K 28 75 v ()49 A,
FEEATR T M 2 A E B A DUE FAE L (CERMT 75 ) VB BB B
AR BB B Lo o JE BT SR E AT B A AT S R BGBAT E T AL E S R ST ROR
JOX LT VEI 4

[0035] A% BHIS A KE X 1 B v BOH AR 1 1 2 v B DU AR B e BE B, I G H
A e idm PP BESUR G PUA, Wl BTk S & AR AR B ok BN IRt 4
HOE7NENS

[0036] A% BH BT AR AT LU I AR N BN 58 LA 45 AR AR IEAT il 2% o 49 2t 4lid
(B PR = Wy el S A B B, w30 LA 5 2 e B BUIR I A, AR B
OE7RE N AT = R 27T N | o= Sl - R NI W S D PR o 5 N 3 B

[0037] &I NIEIEAIFSCIE— 20 R L, 1% 8 e T Rk T IS X 3k (& 1), RT-PCR
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SR ERNZEATEANERAERES (B 2) . KRPAEKRBFE B EIE T A HEL-45 &
A, AN SRR T2 PtiniE. KA Western blot 78 B SR I B — 4%
ATKD 25445 (& 3) o

[0038] S BH K25 AL & P AR HE 25 Al 2 i) J3e o5 BRI 2, 308 5 m DR 25 0 AL S W il e nT v
| I Y U s SR 2 B I 1 )0 s 1 1| B L (WA 2 5 s RN e A LN TSR
T2 M Ui AL HE 7R 25 5% E T B2 BRI e b, ARk B B 25 46 0 mT vl B DR 4
AR RIS RS PR EHUR SR IR 45 25 77 SRR = 0 08 A AN 71 100 E AT i H
N T HREHZECR, AR RS A a2 L R A

[0030] Tl 4 HLAR S, 10F— 25 R A e B, N B 8 S A S H T i BH A S B T AS
FH T BRAAS & B G ], BRAE S5 A R, A% I SE i R H o A2 A v B4
DNA F 02 2 IR R AR, 3K 808 i AU AR N 53 T ) o IR B R AE 1 T SCHk A 58
FERAR BT Sambrook (4> ¥ rFESEIR TR ) 5 AR (1989) ;(DNA SERE) 5 1 FIEE 11 3%
(D. N. Glover 4w%, 1985) ; CEZ RS ) M. J. Gait gk, 1984) ; (HZ L& Z44AC) (B. D. Hames
IS Jo Higgins gwf. 1984) s (oA Ralifl ;JR BRI SL B EE 2 M. (Spring—Verlag,N. Y.),
DA Rz (S8 S 35 2 T T-1V 4 (D. C. Weir A C. C. Blackwell #w%E 1986) B, 7] LAz it
VA RS P vl BT .

BRLHEA R

[0040]  SEjfsl 1. SRAHFER TREH A S & NI 23R L 8 1 HEL-45

[0041]  FE[AI SERE S 740 o3 A

[0042] X A 5256 55 4 A 1) N B 52 cDNA ST PR JE AT X BB 7 0 3%, 3R IR I8 7 51 b
%% (EST), FJ H Unigene £ #7 JiE E 4T M1 ¥ 3o B, 313 A\ HEL-45 42 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& ¥l HEL-45 Ik 741 AR 2 Th . SignalP (http://www. cbs. dtu. dkhttp://www.
cbs. dtu. dk) , PSORTIT FI WoLFPSORT (http://psort. nibb. ac. jp) 534443 #r PRIN% B (A
HIE Sk XN E A7 - ProfileScan (http://myhits. isb—sib. ch/cgi—-bin/PFSCANhttp://
myhits. ishb—sib. ch/cgi—bin/PFSCAN) Fll N i b BEAk A B AL AT 55

[0043]  XF3RAZF A HEL-45 424 cDNA, AR AE (5 5 2= TN 4wt HEL-45 f 3Tk i 25 (R
BT — X 5 519 :FO1 :5” —TTGGTACCGACGACGACGACAAGGCCACCAACTGGGGGAGC—3, FO2
5" ~GCGGCGAATTC CACAGGGTATGGGTTGTCCA=3", & FUlfi 514 ot 43 73l 5 | 128 FIR il 1k PN DI BAHASE o5
KpnI F1 EcoRTo 5|4 Fig A TAY) TREBARIRSS A BR A w) G . PAA SR 3 2 I B
52 cDNA SCIE A, PCR 4735 HEL-45 JEBK v Bro PCR MV 45 A :94°C HIAZ 1% 10min, (94°C,
40s 555°C, 455 ;70°C, 30s) 30 MBI, TOCLEM 10min, 4 CHRAFE. RNV EHRIG, 1. 0% B gl
T s LIRS I 43 = R E 9 B, F N e B AR pMD— 18T A iE 4TI /7 45 5 o

[0044] T4 HEL-45 & (K& &4k

[0045] 7% 52 Ji HEL-45 JERIE T KpnT F EcoRT 437 i 5o B 22 R 1A 24K pET-32b (+) H,
5 Bl G bR D A — 3. B4R IR E K pET32b (+) ~HEL-45 #4 A E. coli BL21 (DE3) /&

6
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AN, P R ¥ PCR i e B 7O, TREBARTE 1M IPTG, 32°C444F T i F 4h J5, N ¥
A His—tag M EE 4 8 Ol L “ PP FENTE” M EH HEL-45 SR T 3 gifh.
M, BRI E T T4 b B Trx-HEL-45 & . ARG RS & O H 47
B, R A AR . B)n, s S DR ENT” B E 4 HEL-45 tr . aifb)5 =
A A A Bradford (Bradford 1976) VAT & &, 85 AR T TR 17

[0046]  SEifsl] 2. B HEL-45 £ oL g Kl &

[0047]  FHEE4H HEL-45 &5 [ % BALB/C /N il & ZHi. fpivl, i L2 T3 | RiE
550 u g EA R SRR (CFA) « SRJGAES 15,30 H1 45 RiFEH 25 1 g B4l
AR B A TS AR KA ) (TFA) sz, 28 60 R AMHIRIREUAL, 43 & M35 5 H ELASA
Fl western blot 73 MrHUAR KM FIksE S % . ELISA 23 M2 B PT AR &3] 1 ¢ 10000,
Westernblot 7Ry B 41 H A BT S298 P Al BV R AR HEL-45 HRHAT R IRE S
[0048]  SiZjififs] 3. A HEL-45 mRNA ZHZR 3K 1ERF 57

[0040] by T i € HEL-45 [ R IE A 2, K H 2F 7€ & RT-PCR 73§t HEL-45 Zk Al 75 A By 52
SKVIRCVRE, B2, O, B BB W, S, B AP RIRIEZES . ] TRIzol (Tiangen, Beijing,
China) fifi$2 5 RNA, lug 2 RNA FH 20UAMV i #4356l (Promega) F10. 3ugoligod,18 (Promega)
S5 T cDNA. SR, 2ul & R cDNA R SE R 7 5 [0 10E4T PCR &85 . 20ul RN AR R
A :2ul 10XPCR buffer(with MgCl,),2ul dNTP Mix (10mmol/L),lul £-1~5] ul (25umol/
L),1ul Taq DNA ZE4HEE (2.5U/ul),2ul cDNA AR L& 11ul ddH,0. PCR RN HIFEFN -
94°C, 10min ;94 °C, Imin ;54 °C ( X} HEL-45) /49°C (B —actin)30s ;72°C, Imin (35 fH¥F ) ;
T2°CHEMH Tmin, B -actin [FJRIEVEANS . P PCRY W 1. 5% Bila b ik 7547
SR ERZEAEMERRRIEEA.

[0050]  SEzjififs] 4. A HEL—45 25 75 L) 55 ¢ ' 78 A7

[0051]  HU A SEHL B SEA LUK YD) v, BT S 5O g o, o —Hi 4 WPt rHEL-45 251
(1 : 400), —Hi A FITC- brid EPiid 1gG (1 ¢ 200) , 40 iz A PT Je . et faira bl
F 80 % H b E F, ARG AL R A BAEE (Leica TCS SP2 AOBS) W& 45 . S5 [FI A DL/ R
o2 0 ME A — PR A B AT HE

[0052]  =ZjiEf] 5. AP AEEEU S Western blot

[0053] 4 A B 529 42 B S 2 B Al 3240 20ug, H 15 % SDS-PAGE 73 &5, 2R 5 Vi 5% 31|
PVDF i 34T western blot. $i A HEL-45 ZHh—PF1 (1 © 5000) , —Fi k HRP- brid 2t
bl TgG (1 2 500) o AR A0 B )3 1 FH 1 9 28 HRP-DAB iR 0 (151 & 43 A Western blot
WIRPIAN HEL-45 250 F A 2 B S rh B 2R HEL-45 #SHAT RUF s ek
[0054]  SEjifs] 6. A HEL-45 2 (ALENS T F S5 9 6 e Ar

[0055]  WCHEENS T H PBS PRI JG iR AT T 1 % B 208 b, B AR I, 4R i P I
[ 52 10 20 8he AN TR I A A 3% BSA 76 %1 T3 1 /N, 4R 5 s 0 BT rhBD32
Zyt (1 1 200),4Cik . FRear/ RumyE X 8. H PBST(PBS containing 0.1%
Tween—20) PEE =K, AN N ) FITC- FricFEHi L TeG —H1 (1 ¢ 200) . ZIK A A PBST
vk =%, ARG F 80 % Hhdt Ao I Olympus BX-52 B4z M8, HEL-45 B (45 &0k 1
X B, A RE H AT ISR A K.

[0056]  SiZififdl 7. HEL—45 541 2 [ (50 i v 1k

7
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[0057] iz Al 5e I W V& T2 B A7 (CFU) 73 B Bt B 1t o ] B0 M i, 1 O R Y E. cold
XL-1blue £ K FIXFE ] (0D600 = 0. 4-0. 5) J5 Fil 10mM PBS (pH 7. 4) Fké. K25 2X 10°CFU/
ml 40§ 7E5 12.5 ~ 100ug/ml ff] HEL-45 V@&, 37 CHi 5. {EHFUREEFRI 1) 15,30,60 and
120min 43 AIEEURE o KAE Ak 10mM PBS (pH 7. 4) MR SRS, B MR FEEL 100ul YA T
LB BEIE T4, 37 CRE TRl 2 T LB BV o G vk B 7580 PR T F 40 B 705 B B Jr ek
o AN %A= CRACHG/AE R/ REEB AP SAAE R R X100,
[0058]  SLE DL 10mM PBS (pH 7. 4) AU Hr A AL FH 40 B 4R 4 B

[0059] Sl 8 HEL-45 S5k T-iz stk LL A ARSN SR 9% R BIF 5T

[0060] A HEL-45 ZFids Al iE 5 AKG 1, RS BEAT RS T ia sh MEAIAR SN 205 70 B o SR 4%
W vitro life dr#Eil @R Bt EREAT . S, K5 125 Ml SpermRinse—30 J- 37°C.
5% CO, B57& 1 /NEF3REE. ARG 1 ¢ 200 B PT rHEL-45 £ 91, T 37°C.6% CO, B5F%
2 /NI IEAT B P o B DA RS 5 2 P B 23, — BB LA LV AL B R G ks T [ is
Bk. B H G-Fert Yk 2 WK, IR RLIRAE R 1.0X 107cells/ml. I 100ug K
TR T 35mm RS IR, AR5 A8 i A7 N 37°C 1696 CO, M AN B B JR A0 A5 H o
8 G-MOPS AL P I jse 384 O BEAH 0 A\ PIUSGHE A U (1 52 K5 T 5 4 37°C 16 % CO, AT AIE B2 1%
IR IR M RGO, B R R B 0. LB 25 (R S /iy /s B
R R B PEXS A

[oo61]  JPHI3k

[0062]  <110> Z=Ri

[0063]  <120> NRM=2RIAKS 145 & BE 1 HEL-45 J H 4w 5L 5 i A

[0064] <160>2

[0065] <170>Patentln version 3.5

[0066] <210>1

[0067] <211>1924

[0068]  <212>DNA

[0069] <213> AJ@ AFP (Homo sapiens)

[0070] <220>

[0071]  <221>CDS

[0072]  <222>(87).. (1511)

[0073]  <400>1

[0074] acgagggagg ccccgeeecee tgageetggg tageggegeg agggeeggga gaaccgtteg 60
[0075] cggaggaaag gcgaactagt gttggg atg gec acc aac tgg ggg age cte ttg 113

[0076] Met Ala Thr Asn Trp Gly Ser Leu Leu
[0077] 1 5

[0078] cag gat aaa cag cag cta gag gag ctg gca cgg cag gcc gtg gac cgg 161
[0079] Gln Asp Lys Gln Gln Leu Glu Glu Leu Ala Arg Gln Ala Val Asp Arg

[0080] 10 15 20 25

[0081] gce ctg get gag gga gta ttg ctg agg acc tca cag gag ccc act tece 209

[0082] Ala Leu Ala Glu Gly Val Leu Leu Arg Thr Ser Gln Glu Pro Thr Ser

8
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[0083] 30 35 40

[0084] tcg gag gtg gtg age tat gee cca tte acg cte tte cee teca ctg gte 257
[0085] Ser Glu Val Val Ser Tyr Ala Pro Phe Thr Leu Phe Pro Ser Leu Val

[0086] 45 50 bb

[0087] cce agt gee ctg ctg gag caa gee tat get gtg cag atg gac tte aac 305
[0088] Pro Ser Ala Leu Leu Glu Gln Ala Tyr Ala Val Gln Met Asp Phe Asn

[0089] 60 65 70

[0090] ctg cta gtg gat get gtc age cag aac get gee tte ctg gag caa act 353
[0091] Leu Leu Val Asp Ala Val Ser Gln Asn Ala Ala Phe Leu Glu Gln Thr

[0092] 75 80 85

[0093] ctt tcc age acc atc aaa cag gat gac ttt acc gect cgt cte ttt gac 401
[0094] Leu Ser Ser Thr Ile Lys Gln Asp Asp Phe Thr Ala Arg Leu Phe Asp

[0095] 90 95 100 105

[0096] atc cac aag caa gtc cta aaa gag ggc att gcc cag act gtg ttc ctg 449
[0097] Tle His Lys Gln Val Leu Lys Glu Gly Ile Ala Gln Thr Val Phe Leu

[0098] 110 115 120

[0099] ggc ctg aat cge tca gac tac atg ttc cag cgc age geca gat gge tee 497
[0100] Gly Leu Asn Arg Ser Asp Tyr Met Phe Gln Arg Ser Ala Asp Gly Ser

[0101] 125 130 135

[0102] cca gcc ctg aaa cag atc gaa atc aac acc atc tct gec age ttt ggg 545
[0103] Pro Ala Leu Lys Gln Tle Glu Tle Asn Thr Ile Ser Ala Ser Phe Gly

[0104] 140 145 150

[0105] ggc ctg gee tee cgg ace cca get gtg cac cga cat gtt cte agt gte 593
[0106] Gly Leu Ala Ser Arg Thr Pro Ala Val His Arg His Val Leu Ser Val

[0107] 155 160 165

[0108] ctg agt aag acc aaa gaa gct ggc aag atc ctc tct aat aat ccc age 641
[0109] Leu Ser Lys Thr Lys Glu Ala Gly Lys Ile Leu Ser Asn Asn Pro Ser

[0o110] 170 175 180 185

[0111] aag gga ctg gce ctg gga att gee aaa gee tgg gag cte tac gge tca 689
[0112] Lys Gly Leu Ala Leu Gly Ile Ala Lys Ala Trp Glu Leu Tyr Gly Ser

[0113] 190 195 200

[0114] ccc aat gct ctg gtg cta ctg att gect caa gag aag gaa aga aac ata 737
[0115] Pro Asn Ala Leu Val Leu Leu Ile Ala Gln Glu Lys Glu Arg Asn Ile

[0116] 205 210 215

[0117] ttt gac cag cgt gce ata gag aat gag cta ctg gcc agg aac atc cat 785
[0118] Phe Asp Gln Arg Ala Ile Glu Asn Glu Leu Leu Ala Arg Asn Ile His

[0119] 220 225 230

[0120] gtg atc cga cga aca ttt gaa gat atc tct gaa aag ggg tct ctg gac 833

[0121]

Val

Ile Arg Arg Thr Phe Glu Asp Ile Ser Glu Lys Gly Ser Leu Asp
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[0122] 235 240 245

[0123] caa gac cga agg ctg ttt gtg gat ggc cag gaa att gect gtg gtt tac 881
[0124] GIn Asp Arg Arg Leu Phe Val Asp Gly Gln Glu Ile Ala Val Val Tyr

[0125] 250 255 260 265

[0126] ttc cgg gat ggec tac atg cct cgt cag tac agt cta cag aat tgg gaa 929
[0127]  Phe Arg Asp Gly Tyr Met Pro Arg Gln Tyr Ser Leu Gln Asn Trp Glu

[0128] 270 275 280

[0129] gca cgt cta ctg ctg gag agg tca cat gct gec aag tge cca gac att 977
[0130] Ala Arg Leu Leu Leu Glu Arg Ser His Ala Ala Lys Cys Pro Asp Ile

[0131] 285 290 295

[0132] gce acc cag ctg get ggg act aag aag gtg cag cag gag cta agc agg 1025
[0133] Ala Thr Gln Leu Ala Gly Thr Lys Lys Val Gln Gln Glu Leu Ser Arg

[0134] 300 305 310

[0135] ccg gge atg ctg gag atg ttg ctc cct gge cag cct gag get gtg gee 1073
[0136] Pro Gly Met Leu Glu Met Leu Leu Pro Gly Gln Pro Glu Ala Val Ala

[0137] 315 320 325

[0138] cge cte cge gee ace ttt get gge cte tac teca ctg gat gtg ggt gaa 1121
[0139] Arg Leu Arg Ala Thr Phe Ala Gly Leu Tyr Ser Leu Asp Val Gly Glu

[0140] 330 335 340 345

[0141] gaa ggg gac cag gcc atc gee gag gee ctt get gee cet age cgg ttt 1169
[0142] Glu Gly Asp Gln Ala Ile Ala Glu Ala Leu Ala Ala Pro Ser Arg Phe

[0143] 350 3565 360

[0144] gtg cta aag ccc cag aga gag ggt gga ggt aac aac cta tat ggg gag 1217
[0145] Val Leu Lys Pro Gln Arg Glu Gly Gly Gly Asn Asn Leu Tyr Gly Glu

[0146] 365 370 375

[0147] gaa atg gta cag gcc ctg aaa cag ctg aag gac agt gag gag agg gcc 1265
[0148] Glu Met Val Gln Ala Leu Lys Gln Leu Lys Asp Ser Glu Glu Arg Ala

[0149] 380 385 390

[0150] tcc tac atc ctc atg gag aag atc gaa cct gag cct ttt gag aat tgc 1313
[0151] Ser Tyr Ile Leu Met Glu Lys Ile Glu Pro Glu Pro Phe Glu Asn Cys

[0152] 395 400 405

[0153] ctg cta cgg cct ggc age cct gee cga gtg gtc cag tge att tca gag 1361
[0154] Leu Leu Arg Pro Gly Ser Pro Ala Arg Val Val Gln Cys Ile Ser Glu

[0155] 410 415 420 425

[0156] ctg ggc atc ttt ggg gtc tat gtc agg cag gaa aag aca ctc gtg atg 1409
[0157] Leu Gly Ile Phe Gly Val Tyr Val Arg Gln Glu Lys Thr Leu Val Met

[0158] 430 435 440

[0159] aac aag cac gtg ggg cat cta ctt cga acc aaa gcc atc gag cat gca 1457
[0160] Asn Lys His Val Gly His Leu Leu Arg Thr Lys Ala Ile Glu His Ala

10



CN 101724036 A i BB 9/10 7
[0161] 445 450 455

[0162] gat ggt ggt gtg geca geg gga gtg gea gte ctg gac aac cca tac cct 1505
[0163] Asp Gly Gly Val Ala Ala Gly Val Ala Val Leu Asp Asn Pro Tyr Pro

[0164] 460 465 470

[0165] gtg tga gggcacaacc aggccacggg accttctate ctetgtattt gtecattecte 1561
[0166] Val

[0167] tcctageeet cctgaggggt atcctectaa agacctccaa agtttttatg gaagggtaaa 1621
[0168] tactggtacc ttcccccage tttccatctg aggaccagaa aagttgtgte tcccttagat 1681
[0169] gagatctaga cgcccccaaa tecttgagat gtgggtatag ctcagggtaa getgetcetga 1741
[0170] ggtaaaggtc catgaaccct gecccactee tgtcagecee tcatcagect tttcageagg 1801
[0171] ttccagtgee tgacttggga taggactgag tggtaggagg agggggaglg gaggggeata 1861
[0172] geettteeet aattctgeet taaataaaac tgcattgetg attcaaaaaa aaaaaaaaaa 1921
[0173] aaa 1924
[0174] <210>2

[0175]  <211>474

[0176]  <212>PRT

[01771  <213> NJ@ AFP (Homo sapiens)

[0178]  <400>2

[0179] Met Ala Thr Asn Trp Gly Ser Leu Leu Gln Asp Lys Gln Gln Leu Glu

[0180] 1 5 10 15

[0181] Glu Leu Ala Arg Gln Ala Val Asp Arg Ala Leu Ala Glu Gly Val Leu

[0182] 20 25 30

[0183] Leu Arg Thr Ser Gln Glu Pro Thr Ser Ser Glu Val Val Ser Tyr Ala

[0184] 35 40 45

[0185] Pro Phe Thr Leu Phe Pro Ser Leu Val Pro Ser Ala Leu Leu Glu Gln

[0186] 50 55 60

[0187] Ala Tyr Ala Val Gln Met Asp Phe Asn Leu Leu Val Asp Ala Val Ser

[0188] 65 70 75 80

[0189] Gln Asn Ala Ala Phe Leu Glu Gln Thr Leu Ser Ser Thr Ile Lys Gln

[0190] 85 90 95

[0191] Asp Asp Phe Thr Ala Arg Leu Phe Asp Ile His Lys Gln Val Leu Lys

[0192] 100 105 110

[0193] Glu Gly Ile Ala Gln Thr Val Phe Leu Gly Leu Asn Arg Ser Asp Tyr

[0194] 115 120 125

[0195] Met Phe Gln Arg Ser Ala Asp Gly Ser Pro Ala Leu Lys Gln Ile Glu

[0196] 130 135 140

[0197] TIle Asn Thr Ile Ser Ala Ser Phe Gly Gly Leu Ala Ser Arg Thr Pro

[0198] 145 150 155 160

[0199] Ala Val His Arg His Val Leu Ser Val Leu Ser Lys Thr Lys Glu Ala
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[0200] 165 170 175
[0201] Gly Lys Ile Leu Ser Asn Asn Pro Ser Lys Gly Leu Ala Leu Gly Ile
[0202] 180 185 190

[0203] Ala Lys Ala Trp Glu Leu Tyr Gly Ser Pro Asn Ala Leu Val Leu Leu
[0204] 195 200 205

[0205] Tle Ala Gln Glu Lys Glu Arg Asn Ile Phe Asp Gln Arg Ala Ile Glu
[0206] 210 215 220

[0207] Asn Glu Leu Leu Ala Arg Asn Ile His Val Ile Arg Arg Thr Phe Glu
[0208] 225 230 235 240
[0209] Asp Ile Ser Glu Lys Gly Ser Leu Asp Gln Asp Arg Arg Leu Phe Val
[0210] 245 250 255
[0211]  Asp Gly Gln Glu Ile Ala Val Val Tyr Phe Arg Asp Gly Tyr Met Pro
[0212] 260 265 270

[0213] Arg Gln Tyr Ser Leu Gln Asn Trp Glu Ala Arg Leu Leu Leu Glu Arg
[0214] 275 280 285

[0215] Ser His Ala Ala Lys Cys Pro Asp Ile Ala Thr Gln Leu Ala Gly Thr
[0216] 290 295 300

[0217] Lys Lys Val Gln Gln Glu Leu Ser Arg Pro Gly Met Leu Glu Met Leu
[0218] 305 310 315 320
[0219] Leu Pro Gly Gln Pro Glu Ala Val Ala Arg Leu Arg Ala Thr Phe Ala
[0220] 325 330 335
[0221] Gly Leu Tyr Ser Leu Asp Val Gly Glu Glu Gly Asp Gln Ala Ile Ala
[0222] 340 345 350

[0223] Glu Ala Leu Ala Ala Pro Ser Arg Phe Val Leu Lys Pro Gln Arg Glu
[0224] 355 360 365

[0225] Gly Gly Gly Asn Asn Leu Tyr Gly Glu Glu Met Val Gln Ala Leu Lys
[0226] 370 375 380

[0227]  GIn Leu Lys Asp Ser Glu Glu Arg Ala Ser Tyr Ile Leu Met Glu Lys
[0228] 385 390 395 400
[0229] Tle Glu Pro Glu Pro Phe Glu Asn Cys Leu Leu Arg Pro Gly Ser Pro
[0230] 405 410 415
[0231] Ala Arg Val Val Gln Cys Ile Ser Glu Leu Gly Ile Phe Gly Val Tyr
[0232] 420 425 430

[0233] Val Arg Gln Glu Lys Thr Leu Val Met Asn Lys His Val Gly His Leu
[0234] 435 440 445

[0235] Leu Arg Thr Lys Ala Ile Glu His Ala Asp Gly Gly Val Ala Ala Gly
[0236] 450 455 460

[0237] Val Ala Val Leu Asp Asn Pro Tyr Pro Val
[0238] 465 470
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