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L A IE S B 2 R0 e i & T4 B2 W 2 e R & P B R B A
M AHMES B 2 BRGNS A RIS HE S B 2 BRI e e R & s T B 1 2 Iz B R )7
F4n SEQ 1D NO :1 Fi7R 5

4 PTIRAT I A MEEE 1 2 B A R M 1 2 AR S e 1R &, BT IR HT A)
NUTE 1) 8L 2) Piow -

1) Gleason ¥4y K 4 ~ 6 A IRIRT AR  Gleason YE4Y A 7 43 I HT 41 i « Gleason 1F
434 8 Y IIRT AR EK Gleason Y43k 9 ~ 10 43I RT 41 IRIE

2) U A BRr e R B B PR (R AT A e s B3k iy 470 e S M i B 2 1LY T T A R
FEMEDURIKEE /DT T 10ng/ml s Frak 51 1) B e M BRI 2 2588 P 41 an SEQ 1D NO 2 fip
7N 3

Pt A HESR 2 BB IR fe e 120 & RIS I PTE HEER B 2 R e B LR T Eok

WRRIPUEMEE O 2 (2 s REDUA PRV S B A G2 L ) PR DRV S 20T
JE A R B R DAL K

FIT IR 45 % 1 8 E Tk B BN Tk PR S BN A /K A A 5 T T e R A T 3 0, 49 4% o 94 109
FEoh 1. 59g/L, Brid ik BR S AN 71 Fr ik B0 4 22 Pl T R FE A 2. 93g/L

FITIRPE % B2 P FH AL B SR B R A A B IR — U Tween20 HIUZKAL K &4k
BAAE FITIR PR 2 P T R A2 8g/L, AL BRAE TR PRV 22 Pl T IR B 2 0. 28/, B TR
A MR PTIR VG R M TP I B 2 1. 44g o/ L, BEIR A BT IR PR 22 p R P UK
2 0. 24g/L, Tween20 {EFTIRVERFZE M P ML 0. 1% (R E 73 HD 5

JIT IR 3} P ER T I s G R AF IV B B VAL, 28 1T B 8T A P B PRV
1&/%7’7 10g/L H

FTIR 2 1B 2M IR FR 7K W

PR AR DA HRP A ic (1) L 250 B PTA

BT IR AR E LSO TR B PR S B B s 8 2 A A MESR A 2 WA R B W F 3%
W :100,50,25,12.5,6.3,3. 1 F1 1. 6ng/ml ;

Pk E HESR 1 2 FBRIEC o 2 R & b, I Bk B2 i 5 Pk RIS I B s e 2
A 2 B2 salE SR PRI 8 630ng/ml VAR T 3t S BRORIBE I BTE HESR A 2
()55 e B DA A SCHT AR B R Bug/ml VR s ik 35 T 5 B bt 7R 2 i B A A4 ok i
A 80ng/ml (K

2. —Ff F T i W A 40 e I A e R &, B LN ALk PR HEER T 2 1Y
PO FRAE S TR AR 22 P B PRV DR 2 VR 2 RN BEARLAR s ITaR B4 Bk
WEPUEMEE A 2 MR EDVAR ERIFERIPUEHEE O 2 (N2 D

JIT IR 49 % 1 R Tk B N Tk PR S BN A K AL 5 I T Tl IR 0 T 3 0, 4 % o R P P9
FEoh 1. 59g/L, Tk bk B 4 71 BT il Bk 22 il T R FE A 2. 93g/L

FITIR e 2 PR FH AL SR B IR A A B IR U Tween20 MK ALK s &AL
BAAE FITIR PRV 2 PR T R T S 8g/L, SALBRAEFIT IR BEVR 22 P T R T 2 0. 28/, B TR
A AR PTIR VG SR P MK B 1. 44 g/L, BEIR S B AEIT IR PRV 22 ph R IR
72 0. 24g/L, Tween20 {EPTIRBERS G2 P AR B 70 BE A2 0. 1% 5

JIT I 35 P ER P 3 s G R AF IV ) B VAL, 28 IV B 8T B A P PRV P

2
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WEEN 10g/L

PR 20380 20 R R K TR s T IR BEAR PR 4 HRP FRac ¥ L =50/ BRI

JI ARV S T IR B A S IR B HEER O 2 AR MEER O 2 W AR~
7 :100,50,25,12.5,6. 3, 3. 1 Fl 1. 6ng/ml ; Il B 4% 22 ol 5 P i kIR BT HEER A 2
(1% o B PUAR AL BT AR IR FE ol 630ng/ml IV AT iR B 5 ORISR PUEMES A 2 1)
By FEDUA A BRI L R Sug/ml WIS Pk 35 TS B bR DT AR 2 e AR e AR IR B A
80ng/ml (KT «
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SPON2 HYETFH iR

F A s
[0001] A& AH K SPON2 HHr i .

EEHEA

[0002] R4 B e AL 36 [ 5K 58 Mk rb i LI P R -2 — 5 2008 4F 3 [F B iy i2 4 1 51 i
B R AR BT A S R FR 10 25 % o R TR, BB N\ D Z5 435 55 20k, 1T 51 i
Jegs 140 08 R ABAE R 8 1

[0003]  JWJ8d L35 bR S A2 B RTAIFFE R B o AR JH g I 375 A AR A% 40 Ry
W BENE X Ay A R AR, BEAE FH T IR S W, 5 VR TR R L SASER BiES BE S A TR 1
I R 73 S PEAS , BEA8 FH T8 K136 7 ROCR VR AL, Befe H T TN A osd e B 5 2R

[0004]  PSA & Hai I H BCA T2 [R5 5 IR VS bR &4 . RS PSA T &7 ok T 15 2 1At
(HIE A Sk i 52 DR BUBE o I RBSE Sk, S B PSA R0 (1) 56 7 471 By I S ke 22, MR T
A1) R BE A R 51 IR 28 BB I IS PSA B A T o BRIGZZ 4b, I3 PSA KA 4 ~ 10ng/
ml 22 [B)J& T AKX, HE LA 73 5 A1 R ) R P A2 5 A i AR o 3 — S8 FR ), B IR Y
AR, 88 BRA R IR B, SRR X PSA B0RAD PSA Bk A MLIE 12 Wibr &) 2
+ 3 LE

[0005]  HESE A 2 (SPON2, Spondin—2, Mindin, DIL-1) J&4H M4 N I i 8 1 52k, R 7 Ar
e AR g = R RIS M4 . FMHEE A 2 MEIERTH) 4 SEQ 1D NO :1.
[0006]  FZIMREEFPEDLR (PSA) 25/ P41 4n SEQ 1D NO =2 PR

AMRAE

[0007] Ak WA H M FIUEHER A 2 BT I HESR B 2 1R &
B,

[o008]  HUHHME I 2 MIPTIRIIHT AT A PUAHEST 1 2 IIHTIARAE H 5% AL T4 B iz Wi iy 470 iR
] Rnrl e S VASE

[0000]  FTARPUAHER 1 2 MIPTAADTUAHES (1 2 IS B HTIAM / Bt EMEER 2 12
A EARENE

[oot0]  FTARHUAMES A 2 (R S REDTAN RO BUEMEER B 2 R SO BUIR s Tk at
BHMEEE 2 M2 RN FRIERPURHER A 2 2 s Ediik.

[oo11]  EIRHLIRIN R MNRDIRIRG B PUIR, Sie i 4 U RSN 5 IR 15 BRI BT 5 PR
MHTEHER I 2 2 B HUA RAARTIE 8 R&D 2], 7= 5 B 354 AF-2609 ; FORIERIHTE
HER B 2 B9 se SR BRI B Abnova Zvw], 74 H 3% %5 4 HO0010417-MO1J .

[oo12] A INEHEST F 2 I & il 2 A N ME B2 E 2 I n) & AE il 25 ] i Bhi2
U T 470 Bt e PR ) P O R

[oo13]  KrINEHESTH 2 MBI & MR HEE B 2 FUBRIRC S e ulon & sk I ME B 9 2
K e B AR
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[o014]  HFMESE A 2 7E WA / Bkl e F T4l B2 Wi 00 e 10 ) & b B S A J& T AR
R ORAE o

[0015]  FlRAF— Bk A il AE Al 2 1 2 PO S i 1250 6 7 ) 25 FH Tl B2 Wi i 471 i e
[P S, TR RTA IR A W 1) B 2) B

[0016] 1)Gleason PPk 4 ~ 6 7 I RT A IEJE Gleason ¥4 7 70 BRI RT 1) I .Gleason
4k 8 A3 T A I Y Gleason ¥E4F K 9 ~ 10 43 HIHT 41 e

[0017]  2) HUZMRRE S PEHUE B PE T 20 e

[oo18] A MESR A 2 BT G A I HME 2R 1 2 1) S0 e 20 A0 R & e )25 FH T4 Bh 2 Wi
AT A Mg AR & P N R, BT AT A IR o W R T B 1T B 1T o

[0019]  T.Gleason W53k 7 ~ 8 73 HIRHT I e L Gleason ¥4 < 6 23 AT HINRSS 5
[0020]  TT.WHO ¥¥734 2 ZLIHT 41 e

[0021]  TITHHEHIRT 5

[0022]  FRAT— P A A a0 2 PTG S i 1R S A0 W) & 1 Sl B2 W i 27 i e
(AT G b B S b P BT 50 IR S P D B 12 Sy it 37 T ) B e P B R N T S
+ 10ng/ml.

[0023]  FRAT— P A A A a0 2 I S i 1R G A0 ) & 1l B2 W i 27 i o
AT B R A BT IRAS A ME SR (1 2 PRI S 2 R & bl RUCRIR I BUA HER B 2 19
BrEBEPUA . FERIEIPURHES 3 2 192 5w BEDUR AR S R AL 2 B PR
BRI 28 1L I DS TR AR DL A 2L %

[0024]  Fpadk A 40k 5 o 80 E ok PR A ok TR S M AR 7K 2L i 5 o sk 8 0k 7 P S B A 2% o
[RIARFE A 1. 59g/L, Prid ik B S AN 75 BT iR B0 45 22 Pl R FE A 2. 93g/L

[0025] AR UL e il o SN L AL B0 B IR A B IR — &P L Tween 20 FIZK 4L, 5
SALBNE BT IR Ve 2 PP (IR FE 2 8/ Ly AL BIAE BT IR PRI 2% il b (VR FE 42 0. 2g/L,
IR AR — N LE TR YR 2 P R B 1. 44g /L, BEIR — S8R 70 T iR e 15 28 i P )
WS 0. 24g/L, Tween 20 7EPFTIRVEER M MR EE 2 0. 1% (AFRH )

[0026] ATk IV i AT IR e iA G2 R BRI 2F I 13 85 I 4, A I3 1 2R 1 A8 BTl B
ISR 10g/L

[0027]  JITIRZE VA 2M AR PR ZK B 5

[0028]  FrREGFRHLAA A HRP Fric i L =EHi s BT

[0020]  PITIRAmifE St s v A IR B PRV T B ME R 1 2 A B 2 IRIEAS RN an
Y :100,50,25,12. 5,6. 3,3. 1 Fil 1. 6ng/ml,

[0030]  BRAGINA HESE 1 2 PRI He 23R S R0 e i AL A R e v N IR 723 3
R MER 2 R A AR S B AR L A B e AR, BAR T DU
H A2 S B A T, 77 H &5 8 PV-9003.

[0031]  FRAF— Pk i UG A 2 1 2 ARG S iz 500 S 70 ) 25 F 1 02 Wi iy 71 i e
(R P 1 SR AR, TR ARSI A 2R 1 2 I S R R SR, BTN B 22 R S BT A
FRIFERIPUEMES 1 2 1) 2 S REHUR AT R A 630ng/ml RISV s Ik 5 VS BRR
PRI BT MESE 9 2 1 B s FE DU bt AR MR B2 R Bug/ml (IR s T il B PRV 5 b b i 40
R BEFRPUIAMR 0 80ng/ml RIS
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[0032]  FTiRBMERR A 2 RIZEIEER 401 SEQ 1D NO <1 FTzs s ik i ) B S5 MR &=
FEWR P43 SEQ 1D NO =2 Flf7R.

[0033] AR 5 —AN B A2 S gt — i A T4 Bhi2 Wi it 1) B i B e S 2 1R
[0034] A% BH B 4@ AL A T4 B2 W iy &) Bides PR B IR S e 12500 & bl LR 4k, - Bk
E—FriRPrEHEE 1 2 (KPR FRVE SV T A A 2 b VR 3 DD VAR R0 S TR % 1 RV
IS/IRE

[0035]  FREEER S e il & b, iR P iAoh BURIEIPUEHESR A 2 B9 e BEPLIAFI ok
WPUEHEE A 2 ME DA

[0036] BT £ 49k 9 o 8 EE ok R AN ok R 8L AN AR 7K AL 1l 5 B sk 8 b 4 T S B A 2% 1
[FIAEE A 1. 59g/L, BTl ik B2 S AN 75 T iR B0 4 22 Pl IR FE A 2. 93g/L

[0037]  FITR Pl i S L S B0 B R S R — S0 Tween 20 FIZKZH A 5
FALBNLE BT IR YRR G2 R (I FE A2 8g/ L, FALEAE BT IR YR G2 i IR P A2 0. 2g/L.,
R AT T IR PRI M P IR B 1. 44 g/, B IR — SR T R BRI 2 i rh i
WREAE 0. 24g/L, Tween 20 7EJTRLEG MBI HIREE R 0. 1% (ABE S ;

[0038] ATkt AV i AT I i 8 R RR 2B I3 13 8 I 4, A I 3E (2R AR BT B A
R R 10g/L

[0039]  PTIRZE 1A 2M (KB R KV

[0040]  PITiREEFRHLAAR N HRP FRic i L =EHi s BT

[0041] PR ARitE St s A PR B PRV IR B MEER 1 2 2 B 2 IRIEAS RN an R
W :100,50,25,12.5,6. 3,3. 1 Fl 1. 6ng/ml .

[0042]  FRAE— PRI S B iR b BT B B S R S iR SRR I B MEER B 2
(1) 2 SCIE DR BT ARHR B 630ng/ml IV s BT B P S RIS DU HESR B 2 19
v BRI IREE A Sug/ml IRV s BT I 3 PRV 5 AR B A 4 SRR B A4 Tk 2 R
80ng/ml K1V -

[0043]  SZEGTERH, ARSI SPON2 (1M G B &0t 13 1 155 N, 4 91 K7 i 4 i 2k
72 5 HIT A M R A Y P K SPON2 EAT ARSI, 45 SR AT A e R 2 b SPON2 & BB = T
TE 3 NGB R A 20 8 A 3, 26 B AE 1A 00 1335 b SPON2 (12 & 1] LIS W il 41) e - G H:
FEH I/, SPON2 7E Gleason VP4 4 ~ 6 43 I RTAI M B 3 LS (1 & B 5 1IEH N ZE R
2%, SPON2 7E PSA 7K°F-/NF 10ng/ml FTAIBYE & IS P & &5 1IEHE AN E SR EE, E
B ] SPON2 2 W7 Aij 41) Fifee K 1 S B vy SEHERF o

[0044]  SZEGIAUEBH, FIRIN SPON2 f Ha i ZHAL T S5 10 49 1E 3 AT 51 BRdEE 55 2 48 19
o] B 1 A 41 BR 4 2R R0 44 9 5 1 BRI . 25 3 SPON2 fE fT 41 it 4R B B L 1B
Y 2R R PR AT A RS A 2 2R BH P R T, SRR s TS I, SPON2 7Ei2 T Gleason
PEAr (7~ 8) JWHO 732 2 2R TR A1 Wbt « A A2 5 6 1T i 47 e 4L 2 rp L R 650 B 52 2%, T
i3 SPON2 [ iR E 5 PSA 2 IEAH O, (BRI 5 R w48 72 55 8 &, im i Ak PSA.
TIEBH FH SPON2 127 A17 471 JitJes A% 1 2 5 fey S M

M (=] 5% AR
[0045] & 1 X0y ELISA V26 I SPON2 ¥ B (R FRvEE I 25 o

6
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[0046] 5] 2 2y SPON2 7 iy 1) M i85 ML v 850 A AR B M 70 M 2 8 1 8 1
MERARK P BUE, Z= 7 H Willcoxon Two—Sample Test iHATSE1T 40T

[0047] & 3 2y SPON2 H B 1% PSA K /T 10ng/ml R 41 e 3 (K2 1 .

[0048] 4 Ay2f:5E i RT-PCR HESE SPON2 fAE AR FHYEF 1T 21 iy 4l L R rh 2k

[0049] 5 M M Sh 1 Western Blot JiE5E SPON2 {XAE AR FH 4 1y T 47 i 4 g & rh 3R ik
[0050] 6 kBT A1) JI5EE FR S 24k A Th PSA [ e {5, 7 BE FT SPON2 i e €0, 5 B2 52 TEAH
Ko PAEH Spearman AHGHATIHE . (r = Spearman fHCREL) .

[0051]  [&] 7 & SPON2 I PSA 7F 1E ) /7 41 iR 1218, B PE R4 B AR 4 ZURIAN ] Gleason VF
2RI WHO 4 21 TN 43 ST BT 51 B 21 80k fy e i o T HE e AR B0, W T
BESY R AZUE R AL R A

BiExiA N

[0052] i Skt 51 B A Y 0 SE 36 T R RS R B 5 38008 L T

[0053] I~ St 51 A F AR RIS A JERe R Ut B, 225 m] RIS AR A5 31
[0054] I~ St 51 A5 T PR R 86 S DA AL 2RI

[0055]  44FK it igs)
[o056]  SALEN ] 43 Hr 4

[0057]  GUALEf ] 43 Hr 4

[0058]  BHPRE — M ] 43 Hr 4

[0059] MR &4 ] 43 Hr 4

[0060] Tween 20 ] = 43 A7 4l

[0061]  HRP #ric th =50/ R AZ G 7B-2305
[0062]  IgG(H+L)

[0063]  SPON2 2% i Pifk R&D 45 ) AF-2609

[0064] (Anti—human Mindin
[0065] Antibody)

[oo66] (I PvEAEdbidAFI G PEENEY PV-9003
[0067] ‘iz E BRI SR TSN AEY ZL1-9061
[0068] (0.0IM PH=17.2~17.4)

[0069]  FriRIREEDLIRE I (0. 01 AL B D ZL19064
[0070] M PH=6.0)

[0071]  DAB BikH& A2 WY ZL1-9031
[0072]  HiAIRRIE 4IRSy PRy s AR, (45 PRSOT)
[0073] - HIZE [ = 3 #r 4l

[0074] AP ] 43 Hr 4

[0075]  HAE hAZ G ZL1-9610

[0076]  Z(/K [ 7= #r

[0077]  TEREAN ] 43 Hr 4

[0078] A MiETEEEH (BSA) £ E Proliant 2vH] RF101

7
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[0079]  WIVAPESALS; TMB IR RAREHE PA107-01
[0080] W

[0081]  ¥fii ] 43 B 4

[0082]  SPON2 Fi B va [ HL 4 Abnova H00010417-M01]

[0083] (SPON2 monoclonal
[0084] antibody (MO1]), clone 3C6)

[0085] SPON2 FrE i (SPON2 Abnova H00010417-P01
[0086] Recombinant Protein(P01))
[0087] PSA £ ifEdHifk R&D 73 7] AF1344

[0088] (Anti-human Kallikrein
[0089] 3/PSA Antibody)
[0090] ARSI oA A I R A AR AW -

[0091] iz HE AL B AEY) ZL1-9305
[0092] 96 FLEEFRHR Corning Costar 9018
[0093]  IX70 % ef8 & Biss Olympus

[0094]  EEECAS X Bio—Rad

[0095]  sjtifs] 1\ T2 WA 41 Mbses 1) 55 &

[0096] A St 491 v, A I A A< SPON2 B PSA {97 & AE I A M(Q) Fr, M RIRFEA
SPON2 75 #2405 Q R AEAH SPON2 Fr & (1 DY 2 7 5k il B, B Q = Ui E S~
DY o357 B4 2 7 PR 44 0

[0097]  — AFIE 4Lk

[0098] L. EBEHLIR SERISKIBUEMER A 2 2 wBEPIE (SPON2 =2 sifEHiE ) o

[0099] 2. &5GHifk  BORIEKBUEMHER A 2 BReREDIAR (SPON2 R SO FEHTIE ) o

[o100] 3 briENM EHESRE 2. BB SEHEED 2 A8EMERND 2 WA R K0T
i :100,50,25,12.5,6.3,3. 1 F1 1. 6ng/ml

[0101] A B4 2 1 R - PR B R B0 Tk B S8 AR 7K 2L 1 5 T 3 Tk 2 0 o A 4 G o g
(R EE A 1. 59g/L, Tl ik B U M 75 I iR B0 4 22 P R FE A 2. 93g/L

[0102] 5 PRS- LR SR BEIR A — 4 IR — &80 L Tween 20 FHZKZL 5
SUALENAE P IR PE G R o R B 42 8/ L, SALBAE FITIR WE VA 2R i MR B 42 0. 28/,
IR S — AN AE PR i 2 Pl h IR B2 1. 44g/L, B IR — SV E T IR PE s G2 i v P IRk
FEFE 0. 24g/L, Tween 20 7EPTIRGEFRMBP RIKREERZ 0. 1% (EARH L) 5

[0103] 6.3 IV = H1 TR PRig 22 P BURD 4 1 ¥ 13 8% A 4Lk, 2F 10 8 A AE T iR 3 1
RN 10g/Lo

[0104] 7 2 1EVE :2M HITR R /K VW

[0105]  S.JEMIVER ML - VY AL ZR % (3,37,5,5” ~Tetramethylbenzidine, TMB) [{]
TR o

[0106]  9\BEFRHLAR HRP FRic i) =5/ ERprif.

[0107] 1041 N

[0108] 1) 4R PLIA BRIV - tH AP S 5 WA R 4 s, ST IARTERS W rh IR A R

8
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630ng/ml ;

[0109]  2) S5 EPUIARIVER - HB IR S5 55 G DUAA R, 55 G PR T IR E Dy bug/
ml ;

[0110]  3) B AR BT AR BTV = HH 3 PH VS 6 b D0 4 20 R, B8 s B A4 A0 v T IR S A
80ng/ml .

[o111]  —RFI &4

[0112] R £h A0 A 28 P iRH% B A R 7 AR < 1) 900ml B F/K N 1. 59g iR AN Al
2. 93g TRIREVEN, 22 T/KERR 1L,

[0118]  ELISA $E¥ZZrhyE (PBST) #Z M40 T J5 ALl < ) 900ml Z& 18K in A\ 8g G4,
0. 2g SALHH, 1. 44g BEIRE 41, 0. 24 WEIR &1, I PHAE 2 7. 4, HIZARUKER 2 1L, &
JEKW G IR E=E, I 0. 1% (AFH 3 ) Tween 20 WFHNRA fEEH

[0114]  ELISA &PV : ] F3&R ELTSA Pk Z2 i i m A 10g 4=y B A (BSA) , A ELISA
VR IMTBER R 1L,

[0115]  ELISA M2 178 < 2M Tl B K VS L

[o116] = X5 & N H

[0117]  (— ) SPON2 XL3&.0» ELTSA fnf i £k ity 2 37

[o118] 1. H Bk PR £k £ #% 2% i ¥ ¥ B SPON2 = £ ¢ [ $t /& (Anti—human Mindin
Antibody) 630ng/ml, & THEHAR H&FL 1000 1 A CHEMETH ;

[0119] 2. A ELISA e B E eI 3 I 5

[0120] 3. HHA ELISA &M 1001 1 #:4L,37°C 2h ;

[0121] 4. J1] ELTISA 35 JH & B2 B B¢ SPON2 Arvfli it (SPON2 Recombinant Protein (P01))
W PE 73 4 100,50, 25, 12. 5, 6.3, 3. 1T L. 6ng/ml, BUAR BIFRHE S K ELTSA 35 PRI A 45 A
TR, R R . AL 100 0 1B TR, 37°C 2h

[0122] 5. H ELISA YEZE BRI 3 K 5

[0123] 6. ELISA 35} PH Y& Hi B SPON2 F 8 7 [ Hi & (SPON2monoclonal antibody (MO1J),
clone 3C6) % 5u g/ml, &fL 1001 1 & TEGHEH T, 37°C 2h ;

[0124] 7. H ELTSA e b BEeiR 3 1K ;

[0125] 8. H] ELISA &AM R HRP FRic Ll =BT/ B 1gG (H+L) 22 80ng/ml, fFfL 1001 1 &
THEEHeAR T, 37°C 2h ;

[0126] 9. ELTSA eV e PE IR 3 1K 5

[0127] 10 FFLANN 100 1 1 AT TMB H4H 73 ISV, B 15-20min ;

[0128]  11.f0 N ELTSA by fefL 100w 1 ik RV

[0120] 12 1EHUEEFL 450nm G, 982 570nm JEIR RS, B 1L RS, UM A fL
(K9P SAEAE A I P (4

[0130] 13BN A1 B50ak 22 25 1 0 HE GBS » EURT 48, 55 b v ot I B8 TR R LA e 1
[0131]  FRTEMIFRAEMZRWIE 1 iR, Y = 1. 5763x+2. 5237, R* = 0. 9768.

[0132] (=) FHEESZHIRLr ELTSA VEAGIN & 35 175

[0133]  #I 89 f3 A MG FRAS, FLHE 13 B 1EH 24 A (Normal) , 4 ] K 74 Al 51) B 38 4= 5

9
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Z (BPH) , 72 15 /i 41 Bibdes BB 3 LY (PCa) o IMILTE R A SR B 28 0k B 3 0 E i 2 4E A (]

B

[0134]  AGIN 5 VEUWIR

[0135] 1. fH ok M& b f0 #% 2% b 9 #% BE SPON2 2F £ ¢ % PL /& (Anti—-human Mindin
Antibody) 630ng/ml, & THEHCHR H&EfL 1000 1 4 CHBIH ;

[0136] 2. ELISA YEZE BB IBERR 3 K 5

[0137] 3./ ELISA Hf P 100 0 1 &4L,37°C 2h ;

[0138] 4 FAFINIMLYE (ELISA B = 1 © 2 FBA LG , BOR DbriE it 1K) ELTSA A1
W A X . AL 1000 1 B TR, 37°C 2h

[0139] 5. ELISA eV e b BEmetR 3 iK% ;

[0140] 6. ELISA 35f A% 6 8¢ SPON2 §il B8 70 [ BTk (SPON2monoclonal antibody (MO1]),
clone 3C6) % 5u g/ml, &fL 100w 1 & TEEHEHT, 37°C 2h ;

[0141] 7. ELTSA eV e b eBEeiR 3 I 5

[0142] 8. H] ELTSA & FIVE#G B HRP bric (i =EHi/ Bl TgG (H+L) & 80ng/ml, fpfL 1001 1 &
T RGN, 37°C 2h

[0143] 9. ELISA R ZEM B BE IR 3 1K 5

[0144] 10 EFFLIIN 100 1 1 HI¥%EPE TMB B2 /0 MW, BE6 15-20min ;

[0145]  11.J0 A ELISA HP 1By EEFL 100w 1 Hak Vs

[0146] 12 EHUCEEFL 450nm JEMRSCEEEL, ik 2s 570nm JEIR AL, BRI 1 FLIEAR

[0147] 13 AL RO 2 25 N IEBUR , BUR S, AR N bRufE 2R, B 3 X 1g™ (AR
&k TS ) BEA I SPON2 ¥R

[0148] FWillcoxon Two—Sample Test Gt 4347 1E i B4R SPON2 15 & 5 /i 41 i Je &8
E A SPON2 & &% 2 W

[o149] £ L4nEE | N 2 froR. 521 [T 41 s A i b SPON2 & BHBUEH NS
B R IPERRA A B FIE Geek, P /NF0.001) . W Willcoxon Two—Sample Test fifjih
HERBEAGUE . KW, 7T ULANZIAGR &2 Wan 51 e .

[0150] 3R 1. A0 ELTSA A5l SPON2 76 1E 55 A o R P4 A8 35 R0 A1 47 s 28 35 10 o
12 7RIS (BAL ng/ml)

Case M(QgR)
Number
[0151] Benign 17 0.55(7.15)
Normal 13 0.45(5.19)
Malignant PCa 72 20.19(23.86)***

[0152] (=) LL&IEH AME A ) SPON2 WKk JE 5 AN Gleason VP43 B 41 i & & 1 L35
SPON2 ¥ Ji

[0153]  Gleason V143 70 9§y 471 bl FR 3, 70 iR 2 R ITR 6 4% F SNK ¥2: (q K558 ) it
AT IE BEAA T SPON2 14 B 5 AN [H] Gleason VA I HT 41 tses £ 35 BE (A rh SPON2 (1) £ & 22

10
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TG EE .

[0154] 4 IEH AL K SPON2 ¥R FE 5 ANF] Gleason V431l 41) i 53 1 L35 SPON2 ¥k
FE T B g Rk 2 :SNK Vv (q Ka e ) RIS Gleason W5y (4 ~6 73,7 4,8 73,9 ~
10 43 ) [RIHT AR M35 SPON2 RIS &= FIEH A (0, FFRA R 24 E X 51fi Gleason
S84~ 6 S HIET AR B () M9E SPON2 ik T Hifth Gleason ¥F4r4H (7 43,8 43,
9 ~ 10 7)) HFHEAG U FE X,

[0155] & 2 W AW JE.0 ELTSA Kl SPON2 7 1E 5 N FIAN[F] Gleason V173 BRI 41 i 6 3
My % FRKE (P47 ng/ml)

Case Number M(Qr)
Normal 13 0.45(5.19)
Gleason Score 12 25.75(53.31)*"
[0156] 4~6
Gleason Score 7 30 18.70(34.78)*
Gleason Score 8 13 20.00(23.14)*
Gleason Score 15 23.11(13.33)*
9~10

[0157] (DY) 1E% A& %) SPON2 ¥k fE 55 MLiE PSA << 10ng/ml HT 41 Bt Jes A8 25 (1) 195
SPON2 ¥ J& Lt 5%

[o158] ML 37 HP T 41 MR 4R S 1tk Pe S PSA VR B RS DN 5 v N A H AR AR R ORI, i
RocheElecsys 2010 4> H zl AL 2% R 6 50 9% 20 BT A FLBCE 1) PSA 3057 ( B 5SS E A
FEEEE B 2 WA B A m AL ) 5 SATE SO AR o A 28 1 i 8% R LR S A 4
PRERRIEAT o

[0159] % 1F AIMyE i) SPON2 K & 5 M35 PSA << 10ng/ml A 41 ifda &5 3 R 0% SPON2
WM T L, R XA AT IS PSA 3 MAL T thist. 25 5E :PSA < 10ng/ml (%) [¥I AT %)
JiJes S8 R PSA > 10ng/ml (%) BT A Bty £ 35 H SPON2 ZKF3 B (2 s F1E & 2 4F A
N Willcoxon Two—Sample Test ffiE H B G2 E X (p 4075 T 0. 0013 F10. 0001) .
IMAE PSA < 10ng/ml FJEEFHH,PSA KPS IEHEFAHTLHEES (p=10.2852) . UiH :
SPON2 A3 Bl % 1M1L35 PSA 7K F-/F 10ng/m1 [T HT 41 Bt 53 14032 W, 1 3% £ 17 471) e A5 3 A Il
HPSA KEHIEWE A EZE s (B 3K 3) .

[0160]

11
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& 3. NMAMIEL ELISA #&i SPON2 #EIE® A . PSA<(10 ng/ml BRI FAR
JEBEF PSA>10 ng/ml BIBIFIBRE BE M FPAIE R FTIX (BAL ng/mD)

Case Number | SPON2 M(Qgr) | PSA M(Qgr)
Normal 13 0.45(5.19) 0.40(2.30)
PCa PSA<<10 ng/ml 9 16.01(15.06)* 3.94(5.16)
PSA>10 ng/ml 61 21.53(27.24)* | 88.50(274.78)

[o161]  SEifs) 2. SPON2 740 fu () ik

[0162]  ~f- & & RT-PCR ¥l SPON2 7 # Ff 41 41 W Jeg 40 . &R P R IS 15 0. Me4b & A

Western Blot il SPON2 75 & Py 41) fitJed 48 i & Hh 3R A O

[0163]  BPH /& R MERTHINRBG A AL, LNCaP F1 C4-2 40 Mo 2 [E Br b A& DA B T 20) R Jee ik 93 40

HAEAY . PC3 S BT A RS 1 5 0 A At RS AR, i 32 52 PR 91 5C4-2B 2 HY LNCaP 372 ik,

NEERBRA R, FAE B S AR M T, AR B sDU145 2 115 471 i i 4 7 1

MR, MBS R

[o164] 25Ul 4 MKl 5 Fros. G5 R0, SPON2 HLA {41 Hibdes 40 i Z s e 1, (A AR B

PR AT 51 e 4 e R AR Ak

[0165]  Sjtifh] 3. Sz 2l AkiZ 2 Wiy &) e

[0166]  —. SPON2 7ERT A AR LU rb i S sE H SUL 22 G 0 b (HZUS ) HiEIR -

[0167] 1 &, ARG iME 2K : 28 120min, — A2 1T 20min, 100 % Z % 5min, 100%

L% 5min, 95% L ¥ bmin, 90 % £ % 5min, 85% A bmin, 75 % L% bmin, 23 5 17K bmin ;

[o168] 2 HFTEFIRRERBIFATHIRIER ;

[0169]  ATAF R EhAE R AT W

[0170]  A. 0. IM MIAKIRVS R FRHL 21. 01g MIMKIR (CoH0; « H,0) %5 T 1000ml Z& 17K o

[0171]  B. 0. IM MIMKBRANHS L PR 29. 41g FIBKIREN (CHNas0, < 2H,0) ¥ T 1000m1 257

KA

[0172]  FPAEFRERAE ST TAEWE B OmIA AT 41ml B N 450m1 Z&1R K+, ¥ pH A

Mk 6.0) .

[0173] 3 AALZEBE & S N IX I3, 3 I S E/K R R WY 10min

[0174] 4. PBS ¥t ¥ (& 4L B4 (NaCl)8g, S 4k B (KC1)0.2g,12 K & B IR = — ih

(Na,HPO, * 12H,0) 3. 58g, Tl — &40 (KH,P0,) 0. 24g, EEFKERZE 1L, A Iml Tween20

TRAJEIA] ) R4k & BLYE 3 UK, BFIK Smin ;

[0175] 5. P A SHFHUAR B IR BE RD /A ) SPON2 £ Fuf%H14K (Anti—human Mindin

Antibody) & TAEWE 4ug/ml ;

[0176]  FHAZEMPUARREI  FH TBS (Tris &y (TBS) (25mol/L Tris L1l ) , K& T

7K 800m1, & 4k4h 8g, Tris Bl 3g, Kel 0.2g H Hel 8 PH & 7. 4, MAKERE 1L, & K K,

FIRARAT ) B PBS K IE B AR S B M Bk 24 5-10% (B L & 10-20 £k ) 1

TAE BT BIPTAMRE M . — A IS PR PR Bk IE B0 1) I o

[0177]  6.—Fi (B R&D A7) SPON2 2 wufEHu ik TAEW ) Whl R brA0 (30-501 1),
12
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BB PR S PR RAR O Smin fi5,4C AR ;

[0178]  7.PBS P AEAIAL & Ik 3 IR, BHK Smin ;

[0170] 8.3 Ml == — vkl & iR L (RGBSR —, - SIS, #2/K 5min,
37°C 20min ;

[0180] 9. PBS WL AEZAL & Yk 3 ¥R, FHK Smin ;

[o181] 10\ fik 7 2 (AR BEFR 10 BT = TeG 2 B 4K ) — W, AR L4k S, # /K bmin,
37°C 20min ;

[0182]  11.PBS PEifELLL & BLYE 3 ¥K, K 5min ;

[0183] 12 %% Ui B-P SR HE4T DAB &{4 ;DAB & (il Bc i 5 ¥ 25 LL/D & TBS %1% 50mg3,
37— TRGEREIE LY Eh R R (DAB) , SR )5 I TBS AP 2 100ml, 7853 VR AT, 1# DAB FI& MR E K
0.05%, i385 S EAFTIMA 30% H,0, 35u L, i s yiiE el .

[0184] 13 B AN AREE T, Ytb 1-2min ;

[0185] 14\ HRAKIE L IARZRIFE, £ 2-3 K, KB T /K 5min ;

[0186]  15./04LiE T (T0% ZEE/K¥AVE 985mL NN 15 Z T+ lmmol/L 3hFR/K¥TR ) 2l
10 7, FARAIR ;

[0187] 16 G MEAVE IR R R RO A e Az g g sl (RS ) (70%
LEEKEH S KL 100 2Tt :0. 5 ZFHATR LIRSV ) Smin, 238 T /KL 3 1K
[o188]  17.F} A Wi /K :75% £ ¥ 5min, 85 % £ B% 5min, 90 % £ ¥ 5min, 95 % £ B% 5min,
100% B 5min, 100% ZEF 5min, —FZE 1T 20min, —FFZE 120min ;

[0189] 18 FRANH VL 1 Z ARk 2 W MR, self s B, TR A B A
[0190] 19 AF 2 A~/IEFLLE, B8 F %R,

[0191]  PSA 5 - J7v: 5 Bk —30, AFIFZ P4 R&D 2 H] PSA =2 weEHifk, H A2
S PUARRB MR 2 TR Sug/ml.

[0192]  — RGINBS RIS RS A

[0193] 1. SPON2 fIZH LM T

[0194]  BRVGEZADRHA FRA TR AT FI RAL 20N - PROT 1, & 1IEH AU 41 2
23 349, 5 e S5 2R T ), RAPERT A RIS A2 (BPH) FRA 20 41, BT 4IRS (PCa) #5450
i Horb 6 A0 51 Mg A A T e AR I BSOS L B HT A1) MR e A 2R, 1 46 Rk i A1) S AR bR AR
HERE o AR SIS0 Y K IE S U1 A B8 43 il SPON2 i PSA HiAREAT T e 2H 234k 2
t, AER AR — 9K se A R 220 ) HE e g

[0195] (1) T4 SEEARAE 5% N X & A4 40 55 SPON2 & 75 e o HEAT T 4 8, 5 H4r A 1
P C—) 9B (£) MM (), gt 55 Rk 4, Gt 45 R K A Fisher K ik 502
(Fisher’ s Exact Test) AT 7, RILAERTFI NS & SPON2 [FRHPEZR B & & T 15 %
IR i 270 e 14 A AR

[0196]
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F 4-BIFIIRFRA  SPON2 FKiZRVLAL T 9 Hr(FRTER)

Staining with Tissues WHO Grade Metastasis
SPON2 1EH &R PCa <2 >2 No Yes

Antibody | SHE(BEAE
—&+ 17(58.6%) | 13(29.5%) | 4(22.2%) | 7(36.8%) | 8(29.6%) 4(25;6%)

+ 12(41.4%) | 31(70.5%) | 14(77.8%) | 12(63.2%) | 19(70.4%) | 12(75.0%)
P 0.017 0.476 1.000
[0197]1  (2) 7E 40X W5 T, X5 B RAFE R BENUER 5 4> i, 3P R 3 TR, =

H Image-Pro Plus 6.0 #MAtHHE LR 5 DS I 635 (Integral optical density,
10D) Z i, BUF SR A A BN EE SR ) TOD SUM. 32 1] SAS 6. 12 BAEX IEH 414% (fo555m 5%
HIR ), RUERTHINRIE LR, FRTH MR 2R 10D SUM @ AT 438 (38 5) , Jetang fE Al b
frg (VYo frZimeE ) BIM(@Q) KR, P(CHi Square) << 0. 05 WARK SN A ZE A
WM, &5 RAEFTH IR A 2R A SPON2 YL (i 1F 5 2 2R AT 471 B 3G A8 20 233504 B (R 4
B, 1M PSA [RIEZE A B2 SRZ S AR I AT DL k2 Wi an 21 B o

[0198]

5. BIFIBR#RZAH PSA 1 SPON2 RizRALT R 4 FRokBEZM
10D SUM)
Staining with SPON2 Case Number | SPON2 M(Qr) | PSA M(Qgr)
Antibody
IEH &I 5% 10 14442(13143) | 83524(44509)
A 19 9753(16097) | 89009(42693)
PCa 44 27293(42318)* | 90279(52385)
P(CHi Square) - 0.0044 0.8630

[0199] = :SNK i (q x4 ) R WIATHI s b SPON2 Ze BT B i T 1E W A [ H A2 i 471 iR
AR, IR EE

[0200]  (3) izH SAS 6. 12 BAFXS IEH AN (WFEFESSFAN) , RIEATSI IR AR, FIA
[F] WHO 73 2% (WHO Grade) RIS ALEZAR) 10D SUM AT 204 (3K 6) , Genm A M(Qy)
%7K, P(CHi Square) < 0.05 AR & ANHLZ MR Z A W, 4558, SPON2 1 WHO 73 4%
A2 I LR et G s R A B 2, T PSA TR LRI R IA 72 e e R M.

[0201]

< 6. BISIBRFRZAS Hh PSA 0 SPON2 FRiEHYLBLAR R 94 RO AZEZ N
IOD SUM, #R#EBIFIERTE WHO 24k 53 35)

14
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[0202]
Staining with SPON2 Case Number SPON2 M(Qr) PSA M(Qgr)
Antibody
Normal 10 14442(13143)  83524(44509)
BPH 19 9753(16097) 89009(42693)
PCa(WHO Grade<2) 5 27187(34535)  75730(25578)
PCa (WHO Grade=2) 13 52544(49740)* 97077(30483)
PCa (WHO Grade>2) 26 20003(32443)  84587(64459)
P(Chi Square) - 0.0098 0.9237
[0203] s :SNK i (q frd ) KW WHO 7324 2 2RIV 51 e b SPON2 B2 B i 1 IE

R HEE ARSI RA L, FFRA G E X

[0204]  (4) iz SAS 6. 12 X IE AR (S AL ), RIERTFIIRE =421, FiA
[F] Gleason PF43 (Gleason Score) [FRTFIMRIEALZRN T0D SUM iz A SAS AT 408 (3K
7)), R M(Q F7n,P(CHI Square) < 0.05 AR S NH MK ESA BEM. 4
R, SPON2 7E Gleason P43 R 7 ~ 8 43 A ZR " Yuta MG o i Ay BH 5, 117 PSA 75 & 41 IR ) 3R 1k
R wE .

[0205]

R 7. BIFIARFRZASH PSA F1 SPON2 RiFMBLTHE oth (Mo XEE
10D SUM, IRIEEIFIARYE Gleason 7 7 %)

Staining with SPON2 Case SPON2 M(Qr) PSA M(Qgr)
Antibody Number
Normal 10 14442(13143) 83524(44509)
BPH 19 9753(16097) 89009(42693)
PCa(Gleason Score <6) 16 27293(48462)"  84686(64020)
PCa(Gleason Score 7~8) 14 38186(44453)*# 99232 (63566)
PCa(Gleason Score 9~10) 14 23071(30368) 84278 (65793)
P(Chi Square) - 0.0059 0.7392
[0206]  * :SNK i% (q #2465 ) KB Gleason PF53 4 7 ~ 8 43 Wi 41 itde 7 SPON2 44 ] i

s T IEE AT YIIRAR, I B G X

[0207]  #:SNK % (q Ko ) R EHPTH Gleason FEAF<< 6 431 7 ~ 8 43 IIHT 41 s SPON2

Peta B B T R AR AT R R, FF R A G R E L.

[0208]  (5) iz SAS 6. 12 X IEF AR (I F A, RERT 5 IRE A 20 28, firfy

R TR A I T 51 B 4128 0%) 10D SUM 3B FH SAS BT 204 (36 8) , Yeta s

M(Qp #7R, P(CHi Square) << 0.05 AR SN BIMERA BEME. 455, SPON2 /£
15
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R B HT A e A 2H e 1 5 A B S, T PSA 7R 2R B R IA 22 7 A W
[0209]
8. BIFIRRFRAS+ PSA 1 SPON2 FKizBYAL S R oth FRHoXEEZH
IOD SUM, RIFFIVIRES EEB LS )
Staining with SPON2 Case Number SPON2 M(Qr) PSA M(QRr)

Antibody
Normal 10 14442(13143)*  83524(44509)
BPH 19 9753(16097)  89009(42693)
PCa( ¥ #4t) 27 27187(41979)  88979(48485)
PCa (A##4L) 16 33295(49743) *  87436(67536)
P(Chi Square) - 0.0072 0.9544

[0210] :SNK ¥ (q KuMo ) M1 B R 0T 91 B i SPON2 ] 38 T B2 e 8822 T 91
BRALSL, I RS X

[0211]  (6) X 44 4 i 41 ftdes AL 2R i B A ORI 1R PSA R SPON2 ] TOD SUM 134T 7347,
LR IR R IR (H6).

[0212]  (7) ZLHR T IEA 4140, B HERTFUNRE A 414 K AT WHO 5282, I Gleason ¥4,
TR Y T D M2 04T 1R HE (1 3E 6 £, PSA Yo SPON2 He T HE e 6,7 XELE U] e
FIREEL G 40X H9BE T Xt T, 45 L 7.
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[0001]

110> BN RAFTUCE EF e R ¥R A Y TR 55T

<120>SPON2 ({151 FHi&

<160>2

[0002]

210> 1
211> 331
<212> PRT
213> 1

<400> 1

Met

1

Leu

Ser

Gly

Pro

65

Tyr

Phe

Ala

Val

Glu Asn

Leu Leu

Ile Cys
35

Lys Trp

50

Pro Ala

Ser Met

Ala Glu

Gly Glu

115

Pro Ser

130

Pro Ser

Ala Thr
20
Ser Ala

Ser Gln
Gln Trp
Trp Arg

85
Arg Gly
100

Ala Leu

Gly Thr

Pro

Leu

Arg

Thr

Ser

70

Lys

Glu

Gln

Gly

Ala

Ala

Ala

55

Ser

Asn

Ala

Ser

Gln
135

FFHIR

Ala

Ala

Pro

40

Phe

Leu

Gln

Trp

Val

120
Thr

17

Ala

Ala

25

Ala

Pro

Leu

Tyr

Ala

105

His

Ser

Leu
10

Gly
Lys
Lys
Gly
Val
90

Leu

Ala

Ala

Gly

Gln

Tyr

Gln

Ala

75

Ser

Met

Val

Glu

Lys

Pro

Ser

Tyr

60

Ala

Asn

Lys

Phe

Leu
140

Ala

Leu

Ile

45

Pro

His

Gly

Glu

Ser

125
Glu

Leu

30

Thr

Leu

Ser

Leu

Ile

110

Ala

Val

Cys Ala
15

Gly Glu
Phe Thr
Phe Arg
Ser Asp
Arg Asp
95

Glu Ala

Pro Ala

Gln Arg
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¢l

&

Arg

145

Trp

Arg

Ser

Thr

Phe

225

Leu

Val

Glu

Val
305
Glu

<210>2

<211>227

His

Phe

Glu

Gly

Val

210

Tyr

Val

Leu

Thr

s Gly

290
Arg

Glu

<212> PRT

Ser

Val

Gln

Phe

195

Thr

Tyr

Arg

Pro

Pro

275

Gly

Val

Leu

Gly

Ala

180

Thr

Glu

Pro

Leu

Ser

260

Leu

His

Gln

Ala Glu

QI ANLFY)

<220>
[0003]

Val

Val

165

Ala

Phe

Ile

Arg

Arg

245

Arg

Asp

Cys

Pro

Cys
325

Ser

150

Asp

Leu

Ser

Thr

Leu
230
Gln

Asp

Cys

Gly

Ala

310
Val

Phe

Ser

Asp

Ser

Ser

215

Lys

Ser

Asn

Glu

Arg

295

Asn

Pro

Val

Leu

Leu

Pro

200

Ser

Ala

Pro

Glu

Val

280

Leu

Asn

Asp

18

Val

Asp

Tyr

185

Asn

Ser

Leu

Arg

Ile

265

Ser

Gly

Gly

Asn

Arg

Leu

170

Pro

Phe

Pro

Pro

Ala

250

Val

Leu

Thr

Ser

Cys
330

Ile

1565

Cys

Tyr

Ala

Ser

Pro

235

Phe

Asp

Trp

Lys

Pro

315
Val

Val

Asp

Thr

His

220

Tle

Ile

Ser

Ser

Ser

300
Cys

Pro

Gly

Ala

Ile

205

Pro

Ala

Pro

Ala

Ser

285

Arg

Pro

Ser

Asp

190

Pro

Ala

Arg

Pro

Ser

270

Trp

Thr

Glu

Pro

Arg

175

Thr

Gln

Asn

Val

Ala

255

Val

Gly

Arg

Leu

Asp

Ser

Thr

240

Pro

Pro

Leu

Tyr

Glu
320
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3/3 1

223>

<400>2

Met

1

Ala

Lys

Val

His

65

Phe

Pro

Pro

Pro

Glu

145

Glu

His

Thr

Cys

Trp
225

Trp

Ala

His

Cys

50

Cys

His

His

Gly

Ala

130

Pro

Pro

Val

Val

Pro

Ser

35

Gly

Ile

Pro

Pro

Asp

115

Glu

Ala

Glu

Ile

Phe

195

Val

Pro

Pro

Leu

20

Gln

Gly

Arg

Glu

Leu

100

Asp

Leu

Leu

Glu

Ser

180

Met

Ser

Val

Ile

Pro

Val

Asn

Asp

85

Tyr

Ser

Thr

Gly

Phe

165

Asn

Leu

His

Val

Leu

Trp

Leu

Lys

70

Thr

Asp

Ser

Asp

Thr

150

Leu

Asp

Cys

Pro

Phe

Ser

Gln

Val

55

Ser

Gly

Met

His

Ala

135

Thr

Thr

Val

Ala

Tyr
215

Leu

Arg

Val

40

His

Val

Gln

Ser

Asp

120

Val

Cys

Pro

Cys

200

Ser

19

Thr

Ile

25

Leu

Pro

Ile

Val

Leu

105

Leu

Lys

Tyr

Lys

Ala

185

Arg

Gln

Leu

10

Val

Val

Gln

Leu

Phe

90

Leu

Met

Val

Ala

Lys

170

Gln

Trp

Asp
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