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SEQ ID NO :1 /s E 741 i

SEQ ID NO :11 Rtz i r41) .

2. GmtSARIE R | MPURRA R, Bk A Fid Pyl — .

SEQ 1D NO :12 FrriZ HIRF41

SEQ ID NO :13 iRt IR T4 sl

PR kg 5 0 - 3 MR i 43 79 5 SEQ ID NO 12 1 13 AS[R] H & 4065 SEQ 1D NO -1 8¢ 11 fF
INRIER T IR IT ) o

3. HABCFER 2 SR R B Bk

4. FIBCRIEESR 3 I B 2 AL B T B A3 B AL TR0 rE =40 .

5. BURIESR | PR R AT BBCR R 2 (KR A 3%, SLAH 6048 T b= 5 -

R Al D BT

6. PURIE R 5 [, HAFHEAE TACRE R 1 BTid T R R AT SBCR R 2 (L R E
il 2% FH TSI R e i v b B S B ok g ) v R

7. BURIESR 5 (1, HRFIEAE TR E R 1 TR (TR R A SRR B R 2 S5 7
i) 8% P RS 00 R e 95 B SR R & R A

8. BUREESR 1 BIHT 5 A7 BUBCR) B K 2 A2 DR 7 a4 A6 0 fisk g F 2547 v f) D 2
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— M B SRR EREGEREER R

B

[0001] A B R e e o R 1 AL A ARG e e 2 k. LRy K —Fi B B i)
RAL H G N S 3. SR A, 3 e NHEAE ARG D (cathepsin D) HURRALX K
HgbeRL DA, DL I 2 JIRAE 5 € e /6 105 o B S iR i & .

BEREAR

[0002] B & HiiALTEDLH 5 40 M P 40 MR i R Al e A PR B e BR S 1, B BBk T]
DL A R I, B R] DR SRR ) o AT B S PR i A7 A0, 8 TSR ZBIET 1
M. LR ThRE S, B B BT B 2 B, BB R EEMER) T, B, B
SRR & B B HURRE MR . XTI SRS Wi 5, 455 A BE
SRR, B S PUAMMERA2H A S RBimirE . (K, B S Rz rEEy B S
A5 LR, A E SE A LRRERGR, 2003, (02)) .

[0003] it JLAEBF ST S R BRITE o I B & Biik A2 B 5 o m e —Fe ik, B 5Pk
] DL IRAE 9008 R4 kAR S i eS8 ) LA 8 Wi P98 (Belousov, P V. 25 A, (2008)
Biochemistry (Mosc) 73,562-72) 1. HElCE&AEZ P AR RS IR B S Piik, fFE G
Je KM  FLMRIER « A0 91 M JHF e o O SR8 R e R g b M s 2 SR B IR 56 o

[0004]  HEHUARMKIBURY RIS B S HUR, B S P2 3 S hufkr= A r e, 85
PR AT DL SE A EH B U8, 1] DR COXC8 T B 40 M a2y 5 Bl e & A2 19 - BB
B, Wb Jes 4 e oy sl VB8 B0 ot o IR B B PR, 6 2 A8 PR o A 1 SRS B, iR
0 o N B IR B mh 2 7 A TR A S i, F i DA i R ) 7 v A I 21, AF2 AL A
BEXTIX LS 5 B BT T AR ) E 5 BURES Sz R G IR A7 AE1E 5 1 AR 8O K
17 BE AE PR 4l B N B MV 3R T (Purcell, A 28 A, (2004)Mol Cell Proteomics 3,
193-208) , iXFift B & G mT LA L6 st LB FERs I 21 A R AL T 1085 2844 1) g AH G Hi
J& (Hanash, S. (2003)Nat Biotechnol 21,37-8) .

[0005] 3 Ah—2Efhy i, 45 g o 5 B 1, ANME B B 7R e sk, 3F BT DL AL
AR T A R R 1 ) B B DU, 1K 5 S PR T R (RS I B R ) R Ry
7% (Covini,G %N, (1997) Hepatology 25,75-80) o EAIIH:, Fik T4 o 52 i 126 A1 25 52 1
ErHUAR AR BUR, KGR T2 5 e S 2 A2 W R T K A R S

[0006] % EHMEIA

[0007]  WIRTATE, B S PUARAE A o9 R G5 IR sk 38 i A7 LR (5 5 I AR O, A X 1
T T DL HIAZ A T s 40 i sl MR 2R o, R R X RS, BT G ] L A 56 B
EYHUIRIRIAE AR RS e () A2 e BB B0 AU S8 J0EAT VP R0 PN, EH O R RIS i AH K
AT, St Hh, Be 0% STEEL AR IR 78 PN R R SR SRS I R T

[o008]  {H;2& H A T #izk A S HiA U H 24 i B i A R R T H,
PRI A TR AR P 1 — 28 B S PR & AR AR AR, MR AR B B Huik U2 R Sk
s H S PUAR B S PR RIEA R BR H ATASTEIR HE AR N il CTL 3R 2 MHC
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A 2 IR WA R T — 20 B G P, i X 28 5 5 Bt JU A nT LT 90 48 20 22 b 2 i)
(http://www2. licr. org/Cancer ImmunomeDB/) 1521, {H /&bl & &l & & R H AR A
Wr &, X EEHT JFUE Iz AN e AL H 2 B 1 Il BRI R

[0009]  1fiy H.5¢ 3BT IR K 4 8 5 75 B w b ik Rk B LR A 2 A PR, BRI
CLURJE T ol A= faifh H B AR (ZhuH %8 N, Global analysis of protein
activities using proteomechips. Science,2001,293(5537) :2101-5) , {HJ2& W14a] i %% &
JiEIF HA DhRETS M se B EADUR KOS TN BT FEE b T3 41, Hl 4 53
BRI AR B it (Andresen HZE A, Functional peptide microarrays for specific
and sensitiveantibody diagnostics.Proteomics,2006,6(5) :1376-84) ,

[0010] [k, Ak B 1) H 2 — w21 ] LU R 5E 3 A S PR B B S PR R4, U
2 HA e e M AR e B B B PR B B & R R AL, B R ALK R BT R R AT, 7T LUk
DRI N AR R B B GBS AE s 2 R R B O, 49 a0 E 5 s PRI AR TS
Fr b A 22 (A AR M T R 2 o7 B 1 S Ak L R ), S R AR 3R A B
A, B 1 Ay 5 0 I G 2 IR RO S B A BB 1R 23 T A I 9T LR, X B B PR AT 4
(RIRIEE, 33 DR A LM eE 245 0 4 (R ) A FH A A

[oo11] T E@BIHL, HIE NHEAT TIR ARSI, 25 58 3 I8 AH D Ht JsUi & 2 1y
BRI E AR, BT MRS o RN, 8 2R 1A 5 I8 AH BT R 25 5 AL
R RS, A H SPiik. PRI, w CUIE ik Bt 1 oA %8 e s e = MR, A oAk
FRE S HEPUR IPURRAL, ARG 5 50 B 5 PRI e B8 g AT 5% 2448, gh] DU
BRI S S B S PN B S PURR .

[0012] 4% JRIX— & B4 A, A% B FR il R A I3 B A B 7248 &R, AR I
WE TR B T 1E B AEENE HZR a i E A . Bl 5 20 7SR A Shotgun  LC-MS/MS
SDS-PAGE  HDMS P ft-F-AT ) 85 1 0T 4H 2 3 B SKEms , 4 AT 7 L Tk i 2 PRV Mk e 2L 2 1) 4
WhER AL, T TR 2 2R e 1 43 A R L A

[0013]  7F Shotgun LC-MS/MS SR, FRIE A K o e S JL AR 1 IR, DA R IE 5 ik
HERK A2 FEAR S EIRA 1 Wb 8t VAT TR AL, ¥ B D) = 285 AR = RO A i
I3, e VPRI SRS I 20 4 B BT TS 402, dl ik SEQUEST KA MT o 404l , 3R15 16 %
IR 20 2R 43 b . 1) J 4 B Tk e 2 2R R e 9 b i 1 A

[0014]  HEiE ALK A T FAT T Shotgun LC-MS/MS 5B (¥ SDS-PAGEHDMS DL /a7 % 5 £ 45
(78 o AR (5 R . ELiRkHE, His A\ T8 SDS—-PAGE HDMS i A SFmE X 2 15 it sea . 1 461 1F 3
FERR DL % 3 490 1E 5 IR R4 AR 55 VR A 11 0 W B VAT 43 0T, 2 J5 N Masscot 838 — 4 i
BT HARE, AT 15 IR 20 B R A B TR e A 2R | 1 o Wb B R A

[0015]  FEiE A4 I it Shotgun LC-MS/MS HEARFilE =R EH L EMFANED ;e d
SDS—PAGE HDMS £ A W& % i — R LA b [ 2 i o v {5 R I s A 20 e 0 o b e
Jio &5 5 NS ff e T AL 246 AN ET I IE TR R AL 2R b B AL NS B 729 AN ER
(1) g isie b B R A . I ZE 9o BT, AR 169 A8 [ AN H R T 1E 3 IR R AL 23 53 v 2
1 5T AL Rk e - W i 1 B AL, PRI e 25 a8 T 2 570 A iy W E B IR B R M s o
SR UL EE A

[0016]  HIiE A KR N Rs e M IR B o e e B S PR “Hus R e, Hook B LA B

4
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B PSR E (1) 570 A g e 41 20y e o b B 1 I T IR B

[0017] 22 J5 H1 i N H Autospot [ 51 & s AN A5 75 40 £ 4 35 5 3% 1 & i bk IR P &
B IIER 3 IR B, 49 258 50 53 TR 22 TR IR 1) o SR FHAZ R 20 0T Jok g s 28 28 109 3B AT 7 2k
L TAF R T R LU TR B B PR — A BURER AL, IE RSN R I Z AR A R A R
D )5 33-50 A7 i & FE R, R FE R P 41 4 :RRTMSEVGGSVEDLIAKG (SEQ 1D NO:1) . i%
TR R 1 g 5 R R FE A1) O 157 —CGCCGGACCATGTCGGAGGTTGGGGGCTCTGTGGAGGACCTGATTGCC
AAAGGC-3" (SEQ ID NO :12), £Fi8 it Pepscan £ R AT IHE N K2 N, K IZ TR F A7
RTMSEVGGSVEDLIA (SEQ ID NO :11) BAAMHFMHURKAL ZhEe, Hgmbd)F 5% :5” CGGACCATG
TCGGAGGTTGGGGGCTCTGTGGAGGACCTGATTGCC3” (SEQ 1D NO :13) , b4 At T fod B Jed B S5 7k 1)
H S PR BIPURERAL, 5E 8 T AR

B =L B -

[oo18] &1 4 SEQ 1D NO :1 [ B SHPr A B, Jorr (A) S5 12 49 fi it g 1L 3 Gz 0] 5
Ho (B) MEFAT 8 i fd Fe A B 25 5L .

[0019]  [&] 2 4R H Pepscan HiARIUE AN AL 8 Al D 1 B 75 B sEsif 3 3R15 1 8
SHURRM K Rz & GG HERRI A R Hd () F B) h 55 B S PUR R IR 85 1
MEZAZHIGE R, (C) K5 1@ Rt B G 24 A8 45 3L

[0020]  REHFIA

[0021]  ARBH—NJ7 1, 208 T R 2 -

[0022] 1. HURRAL, HiEH FRFHC—

[0023]  (a)SEQ ID NO:1 &k L1 Ai/niEIEm T4

[0024]  (b) HAMENALRE AR D KPUREAM DY EeR . H 5 SEQ IDNO 1 83 11 i
NIRRT ) A 95 % UL L [FIVR M I 2 R R P )R i 2 R R S 1) 5 i

[0025]  (c) HAMEANHALE AR D MHTREBALKDIRERT « H 28 iR sk 2 Bis il — A4
s LN SEQ 1D NO <1 8K 11 BRI 2 ZE 1R 7 F1 M) i I 2 B35 1R 7 471 o

[0026] 2. ZwASIIH | FIPTIRRA FIEER, Lk B N b FIlz — -

[0027]  (a)SEQ ID NO :12 i7xii4mhs SEQ 1D NO :1 FIRZH IR T4 5

[0028]  (b)SEQ ID NO :13 fi7niI4uhd SEQ 1D NO :11 % H R F41 5

[0020]  (c) Zmtd FRAERRTH NIRRT H) Jrd & 50772 R A E AR E O
D PR FALITh B ol 5 SEQ 1D NO :1 s R FEER P4 HA 95 % LA FVRE R
BT AR U Z R T

[0030]  (d) Zwtd FARAERRTHNIZETRRITS) PR =5 R 77 2 A E AR EH
B D BT R AL I DD RE « B 2 B BRI I — N8O LN 2 2R FR 11 SEQ 1D NO =1 B
()2 EE TR T A AL U 2R R P )

[0031]  (d) PRIy ~fig F-PE MG 20 ) 55 SEQ ID NO :12 F1 13 AS[E] fH 2 4%A% SEQ ID NO -
1 8% 11 PR s B 1R 74 KL R 741 o

[0032] 3. &AM HEK 2 (EER KA B A

[0033] 4. HIUH 4 MEH B P B A5 B 00EHE TR 400

[0034] 5. TiH | MHUERMIE 2 (EEE A&, HH THl% TdEiRz — -

5
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[0035]  (a) ZHEZRE IR D NPURRAT 5

[0036]  (b) ZHZUER ARG D ) E IR I PUR RAT

[0037]  (c) Kol N2 (Il D IPLiR A

[0038]  (d) ¥&Wi.

[0030] 6. HWiH 5 KINH, HAFEAE T E | Frik PR R Ao 5 2 fIEERIE & H T
S W e LY TP ) S AR B 50 o R P A

[o040] 7. TiH 5 WM, HAFMEAE T E | frk iR R Areim 5 2 fsER7ER &M T
o W g s 1T T B B R B i

[0041] 8. fgfips Al 7y v, AR E 1 MPUR R E 2 5K .

[0042] M TR IEE AR ME, (BT &7 SEQ 1D NO :1 Fing St 41 1) 2 ik A BLak
SARAA, WNHLARSF IR AR R AR PE A Be AT AR, RENZ 2 IR B Be ek 2 IR ARk S AT iR &
SR A VR TELE 95% UL L, B T A K BRI e FE 2 4.

[0043]  H.fAdh, Prid o8 v A8 2 L R 7 A0 P 2 R IR ) % i N BB e s e, XF TR
PR OR ST PR OO, PR 46 1 28 2 1R LA i 2 B PR AHABA PR 485 A A 2 1 5, G FH S 2 PR S
Ftouzd R, AR ] HA JEIR P R .

[0044] Pk B S HUR KA T LR E A 2 Ik KRR 2 IKEE 2 Ik, 1T LR RAR 44 1t ™
V), SRS R ), B B R AR R B R e 3 (a0 4R B R SR
V) BRI AL ) A

[0045] AR BHE S A—T5 1, ¥ K4S SEQ 1D NO :1 Fion i) B B Fi R RAL ISR A
PR FE R ] & SEQ 1D NO :12 PR 2 IR [FIYETE 70-100 % MZ TR F41 o

[0046] M TIPSR YE, B SEQ 1D NO :12 iR 2R IA, HE 5% 2
TR EA 95% LA BRI, )8 T AR RIS 7). RETRIZ T RRIT 513 A KL
o1 b S L 5 1) 22 TR e A0 AN B 240 B 7R AR B AR TE L 2 Y

[0047]  ARBH—ANT7 1, b R —Fr & H dahs SEQ 1D NO : 1 Jros i) B S PR R AL K2
PR Y B 20 A8 A, DL BT 6 S A 3 Ak e S sl G A9 B I st A% TR AL T E 4 e
[0048]  “HR AR Fig A AT AN P 20 B TR UG8 BT 1S < IR R TR L RELAA) 40 PR S B I LB A 4N
MosEE (a0 R TE A e ) Bl Ah k. EAR R B T A RS HA R T 72
WP P RIEIET 7 JA3)F IR IS AR FL BN 40 f I8 () peDNA3. 1 2R FIfE B
WP R IE FRYE T AR EE 1 pFastBac 2k

[0049]  AATUIHEL AN 51T LR FH #8050 16 77 VR A 5 9w AN & B (BT JEL SR AL 1) DNA T3 %)
RGNS / B o R B k.

[0050] X477y FEAASN T L DNA £ A JDNA & i R R BB H AR SE . Fidk (1) DNA JF
IR ROE BRI R B AR P IIE 31, LI F mRNA & . X485 3+ AR 4]+
A KF W lac B trp A3 T W RAR PL B3I 7 s JAZ A 30 T84 OV 285301
HSV Ji 1350 5 31 5N ) SV40 J3 811 SO KW EE ) LTRs R H Al — 28 AN ] 4%
il 255 PR i i A B sl L AZ A M s i B T R IR R Bl 1

[0051]  AHKBAR o5 — AN J7 1 W BB & & H 9% SEQ 1D NO -1 R EEZH 244 118 3= 41 il o
TEA R, g5h5 SEQ 1D NO :1 1) B B PSR AL 1) 2 - IR B & 0 1% 2 1% F R 1 S 4 2k
A AL B 5 N 40, DA S AL B B A B R R R AR A A

6
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[0052] i F= 40 M ” 4 A% 40 Mo, 40 48 R 40 i 5 BOR AR S B A M, T BRAE Y s B
GRAZA M, W I A . AR MEW A KT B, R R R 4 Al e 0 R A R
VPGB s L b 40 M an i BF sHa A 40 0 B i e SR S2 B8R SE9 s B 4 i an CHO. COS B
Bowes S 200 40 w2,

[0053]  EASJ B o, AU R AN 52 mT BAAT ST R A SEQID NO 1 [ DNA J7 41|
S A BTIA DNA J3 31 1) 25 4 3 Mk e A 1 - 40

[0054] 475 3= 0 IR A% A U K AT v B, BENRHC DNA 18632 25 40 B mT e i B K3 s Ui
), H CaCl, VAAL PR, sl W] Ik b 6 A8 F MeCl,o 4n BER5 22, i m] A vl 27 L I D7 VEREAT B
o 75 T2 FLAZ AW, Rk A AR BRI JLUTTE T, B B AU 7 v S A
ZE AL R B S5 70 N I DNA 3% 44

[0055] T T 28 ok i A5 X6 AR A B I 7 VR IEAT VE AN R U0 B, AN I A R BT SR AR 1
FHAS a3 R ok £ S 7t 441

BRLHEA

[0056]  SEjtifh] 1 -3RAF KPR

[0057]  JikJitdes B e viig 1F 5 TR IR 65 20 R FE AR T F R B AK 10 7380, AR A2 & D)
AP SRR /ANA AP, 73 NS L% RE R R ) L-15 35782k (W H Invitrogen 24
H ) BRI &M R TAEG , BUGHE B L, NN SmL PR, 1 R IR ZH 2
B AP B R TP IR R

[00581  FHTFF AR A% Mok Mt 0 L5 JBE IR 2L R 1) A 2mm® 2045 PRI/ N B TRON LR e Js 3 Rl e
VARE I, 4 CUKFETRCE 2-3 /NI DUE BRZH 2B BE o UKAR R H P LSS 5 /> Coii
2 R ) LHC-9 LG R 7758 (MW H Invitrogen AH], B R EAKH F HERER JHE
F2%), P A R b,

[0059] Mg REFR MBI FEE T, BAEH 50% N,,45% 0, Fl 5% CO, HIVRE M, B £ 1E
Fede BRI EIAEREIR b, AR 3-4 IR /min, 36. 5°C, 4% CO, JE4H 15 9% 48-72h.
BRI IR AE T ok B 15 F R R0 g e 20 2R 1 23 Wb B 1 T

[0060] [ J5 43 IS A Shotgun LC-MS/MS F1 SDS-PAGE HDMS P4 F-F-A4T ()& (1 B 2H 2 0 i
WS, o3BT T L T B A R i e 2 2R 1) o3 v B 1 T, FEAf e T IR AL 2R R 11 )
W A .

[0061]  Shotgun LC-MS/MS %3E J5i% «Ffat k1 e i fes B FL&RIm IE# MR, LA &% 3 i 1E
W IR R A R A

[oo62]  H.{Ath, {ff FHIERRLE 37 B4 Pl Uik ga /i e . B 16 1 g BEDI =4t
SAHBESR AR A [GE Ettan MDLC (GEHealthcare, Piscataway, NJ, USA) | 7355, Ze e

AT s 258 , Ui i SEQUEST 3R A-f##T

[0063]  FEMMEFFEIEAEAR [B &AL b8 M LHC-9 Tl g 72k (W H Invitrogen 2
H, TR EAEKEFVHEBED VRS RS )] R T kU E B AR B R,
HIRAF BB R

[0064] &5 = IKFAT M), 20 Al 3 41 1E 5 R IR 41 2R 43w B3R v 258 HH 40 AP R

7
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( =GB o iR 45,49 AT 49 B ), @ W4 L, A L 90 IE B R AL 2R 3 b i
YR 20 RAPER O (ZIRHTINEE R0 508 28,22 F1 21 Fhdg ) e N4 2, 7 1 9 iR IR
HA W EiE 2E 270 M (=R EIEE R4 A 277,287 F1 271 Fig ), 08
N 3.

[0065] 3 ZIFEARM KT EAHEN 27% . AH 9% MEA%ER 2 kL E,

[00661 T i iy %8 E Hdhs )78 i FE AN T 5 BE, His NIER A T-FAT T Shotgun LC-MS/MS
FEBE 1K) SDS-PAGE  HDMS ARG 43 M 1 2 491 R M « 1 490) 15 MRt LA A 3 461 1 5 il i A 2R 55
VRGN WE . Bk, /W8 A4 SDS-PAGE 43 B 5, IR VI T 43 155 g P A ] 1) 2 1
gy, TERERE Y )5 43 7 2855t NanoLLC-MS/MS on Acquity™ Nano UPLCsystem 1 Synapt =k
FE s o3 Mr e N Mascot 483 — i By 408 2, e SR e 45 R

[0067] L EZHZY W BB 2 S E B 179.89.515 1 252 AN . HIT HDMS Ay A e
B B B s, A RS2 B S e O R R R

[0068]  Jfy T 3RAS =i nI 5 B ) 1E 5 TR LA SR e 1) o wlh a1, HOE NI R PR 2 1 e
(K18, A BT 258 B A2 LT S I A B i e b mi B FE SR A, FF AT LA N HiE
NEESL I 3 W 8 A PR 05 1 - (1) Shotgun LC-MS/MS HiARFREE — K E B 52 M H ;8L
(2) SDS-PAGE HDMS H R HEmg— R LA EXEERIEE A

[0069] R AH LB IFRHE, HIH ARGE 78L& 246 A8 AW IR R4 230w 82 1 R AL A
BE 729 NE ARSI E AR, St ZE o, KB 159 s A RN TR
Ik i 28 2353 8 1 o 2R R R e o v i 1 R AL, IR T e 486 T L8 570 MR EE E T
JER e e e 0 Wb E L LA

[0070]  FPE KBTI 43 AR 5 0 IR R e s S PR R BB o2 M T e B B e « B SH LR AR
RrPE”, Hook B T BL 8 1 B4 il 1 AR % 08 I e AL R0k e b i 1 (B70 AN ) T A
KB, B EZ) 2000-3000 >0 B IRBACRE R 2-20 DMERR, P2 3-6 N2 Ik 1 M
FBe 7R 1 HE ARG 28 T R a1 0 20 2 AR SR v i 45 e R IR B o

[0071]  H1IE A Autospot FEFIG AN ( fE [ INTAVIS /A7), Cologne, Germany) fEVE{L
AR R A e IR K, 15 305 A 2K 2 IKBE41) .
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H 1 HZA 2008 4F 12 F 30 HIE], K& FFH B0 SARBATAEATIRTT K0 30612 1 e 2R
FyE 12 60, 55 7B, 25 B EEY 41 ~ 70 B, PR 61 % ok B b E B AR AR AL 5T
PRI B 2 Bt g B Bt B e AR R R 2007 4F 8 H 1 H 42 2008 4 8 J1 1 H [a], {g e B BRI 8
o, Ferh 55 5 48], 2o 3 46, AE IS 30 ~ 64 %, IRALAERS 61 % o BT WO SR 19 35 3 A A A [
BAE RS E RS,

[0075]  SEJtAs] 3 «HU I PR AL I 1%k S L P 5 i e

[oo76]  ASHill 12 5l 151l 12 Ay g Mo 5 A s AR 3 1LY Hh i B B oA, A 8 i R 1Y Dy
FH XS R SR FH e BNV EAS N B BTt o B S 1 A A 1 2 IR I 4 4 22 i 5
JEE T 100% . 75% 1 50 % K] LBEH % 5 438 a, SR G Lt TR B3R a) —h) -

[0077] a) W T 1 XPBS(137mM NaCl, 2. 7mM KC1, 10mM Na,HPO,, 2mM KH,PO,, pH 7.4)
30 738 ;

[0078]  b) LA 5% [l a4 #hdt AT 4 M, S B 2 /M

[0079]  ¢) 1 XPBST(137mM NaCl, 2. 7mM KC1, 10mM Na,HPO,, 2mMKI,PO,, 0. 2% Tween—20, pH
T.4) RIRAYERE 1 IR

[0080]  d) AUAFH IXPBST#% M 1 © 1000 Mk & A A S HUARRIARIN TS, E\RIFE 1 /D
N s

[0081] e) 1 XPBST ¥t 10 7%k X3 K ;

[0082]  f) A 1 © 5000 #ikE HRP #ricEdHi A 16 Ptk ( 3£ JacksonImmunoresearch
Laboratories &% = i, #E'5 :109-005-003, West Grove, PA, USA) , Z{EIFE 1 /DN
[0083] g) 1 XPBST ¥t 10 73%P X3 K ;

[0084]  h) FHWR/KLEZ: BRI R HNRAA NS , BCL B, X e, B3 . e .

[0085] #5532 UK 2, mI AN 12 43 Ji it B 5 b, b Wi 5 ¥ B8 5 SEQ  IDNO =1 JifF 7R /7 4
AEEA RN, RN 41.7% (5/12) 51 FliMiEHES SEQ 1D NO :3 H &5 A MW, FHEH R
8.3% (1/12) ;1M iERES SEQ ID NO :4 H 454 MY, BATEZN 8.3% (1/12) ;1 FliERE
5 SEQ ID NO :8 454 N, BHTHER N 8.3% (1/12) . 8 Filf Hext I MyE h, 1 4] i e 5
5 SEQ ID NO :8 H & A N, FHMEZFR K 12.5% (1/8) (K 1) . & 1 Fizn, SEQ ID NO :1 &
%oy 5 RN B3 35 B Bk gs &, 1 HAR R FUE b R R IR 455 o

[0086] £ 2

[0087]

10
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MR & fo i R A

SEQ ID N0 A& RAKARAFF 13 &,
=R CES TR P
1 RRTMSEVGGSVEDLIAKG 33-50 41.7% 0
2 YSQAVPAVTBGPIPEVLK 55-72 0 0
3 QVFGEATKQPCITFIAAK 177-194  8.3% 0
4 EATKQPGITFIAAKFDGI 181-198  8.3% 0
5 TAAKFDGILGMAYPRISYV 191-208 0 0
6 ISVNNVLPYFDNLMQQKL 206-223 0 0
7 DPDAQPGGELMLGGTDSK 236-253 0 0
8 ATGAVPLIQGEYMIPCEK 314-331  8.3% 12. 5%
9 PCEKVSTLPAITLKLGGK 328-345 0 0
10 GKGYKLSPEDYTLKVSQA 344~361 0 0
[0088] ﬁﬁ%mwu@%ﬁmﬁ$ﬂmU)Mﬂ%%?ﬂ%Aﬁ%%E%M$Qm

NO :3) U5 33-50 AR EEIR Bn 41, e e NSV e D 5 R B B otikr=4:
FHOS, RN R 4 B & I IR 18 iR, TR 2 ) TR T BOL AL & BT B, HE3RAT A
HOAHAL e HE 1 N ALZ R B D AR, PRI AR e ) D8 3 0 a2 s L 2 SR P i S0
fiti iz F 59U AR kst TR B B ouiARAL TR,

[0089]

ST 4 < IR S T SR [ PR S 0 20 B 2 23 6 1 i D IR DAL T

@Ak 1ipl5, FEP 4 11, 238bp, Fifdd A4 412 DEFER . HARERTIIN -

[0090]
[0091]
[0092]
[0093]
[0094]
[0095]
[0096]
[0097]
[0098]
[0099]
[0100]
[0101]
[0102]
[0103]
[0104]

10 20 30 40 50 60
MQPSSLLPLA LCLLAAPASA LVRIPLHKFT SIRRTMSEVG GSVEDLIAKG PVSKYSQAVP
70 80 90 100 110 120
AVTEGPIPEV LKNYMDAQYY GEIGIGTPPQ CFTVVEDTGS SNLWVPSIHC KLLDIACWIH
130 140 150 160 170 180
HKYNSDKSST YVKNGTSFDI HYGSGSLSGY LSQDTVSVPC QSASSASALG GVKVERQVFG
190 200 210 9220 9230 240
EATKQPGITF TAAKFDGILG MAYPRISVNN VLPVEFDNLMQ QKLVDQNIFS FYLSRDPDAQ
250 260 970 9280 9290 300
PGGELMLGGT DSKYYKGSLS YLNVTRKAYW QVHLDQVEVA SGLTLCKEGC EAIVDTGTSL
310 320 330 340 350 360
MVGPVDEVRE LQKAIGAVPL IQGEYMIPCE KVSTLPAITL KLGGKGYKLS PEDYTLKVSQ
370 380 390 400 410
AGKTLCLSGF MGMDI PPPSG PLWILGDVFI GRYYTVFDRD NNRVGFAEAA RL
¥ B AutoSpot s AE 1A R, & FLN ( L HH Pepscan $ K, 2 Il Kopecky EM %

N,.Mapping of FVIII inhibitor epitopes usingcellulose—bound synthetic peptide
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arrays[J].J ImmunolMethods,2006,308(1-2) :90-100) & i NHLVE AR D 5e 83 R
JEA IR B 1) o

[0105]  H4kHl, ¥ ANARE M D A e BERERIT (412 MR ) %I 18 MiEEs:
FIER A B — KB BT E AN SR CAH BLAS B 15 ANEUIERR, KA 133 KB

[0106] K5 Aifr) 133 AN KB 5 oo IR 2 56 1R TP IR RE R IR TP IR R RN AT Y i 1, B
R A 120 1975 daHE, D a—g WO e, 1507 — AN IR BON B 14 5 9 0 HE
AR 5 A, I REHESS 14, PHESE b 47, Hgw 'S b bl fEZLT 42, M al TH
IR IR S AEAR TAS B i KRB, B tn all 1 al2 iX—4RBE 0 SR AP, al2 BIET 156 ek
5 all ()5 16 MR EES.

[0107] ARG Rk a5 N A28 1 D 25 A 53 2 R P 1 1K 133 AN IR B IR s ri 1)
SFUEF R 5 5 BRI B TR A IS Rk B B 5 B0 i BRAS 1 fiE REE R  ai
T A& A B RN IR ATR A S SL I T . AR5, AT 4E 2R SE R IR E T 100 % .75 % il
50% ¥ SEEP 25 5 380, B T P A I TS AN RIS, R 5 5eiif] 3 ivb 3 &) -h) 1k
YEARTA

[o108]  fPZERIESE R (2 WK 2) Box, e S & WINE 5 EALE, E TR APk
PR R A4 T all al2, c13 ~ 16, g12 Fl g13 (& A F1 B) S8 fIKEL s HEXt i MyF 5 NC
AT, 138 B P IR AL S A7 T c13 ~ 16.g12 Fl g13 (& O) 58 FIIILBLX
o FRAERHMELS S ARARAL M E S E B IR T AR N PR R R AL

[0109] T~ DL b figs i A4 FREdt B IMVE 20 A8 45 1, L afE T N2 Al D se Bz AL IR
JEA 3 AN B JE 4 kK A7 :RTMSEVGGSVEDLTA (SEQTD NO =11 : A 41232 (118 D [ 55 34-48
R, FEXT R B GRS % B R 7 41) R 57 CGGACCATGTCGGAGGTTGGGGGCTCTGTGGAGGACCTGATTGCC
3’ (SEQ ID NO :13) ;ASALGGVKV (166-174aa) Fil TVFDRDNNRVGFAEAAR (395-411aa) . H: 1,
RTMSEVGGSVEDLIA JIKBt (34-48aa) 45 7 P M43t Jo i 1 J8 it B B ok U] (all Fal2 BHE
15540 ), M HAZIKBOE & A7 T SEQ 1D NO : 1 ( AZHZVER ARG D 158 33-50 fr g Em ) b
T AT E 75, $278 SEQ 1D NO =11 J& R RE 5 0B s R A7 A = QB3 4, A
ST LME PR R AL o

[o110] TRV H

[o111]  AKRHKE SPURFA VN T B &5 HUAS 0 B 5 Sz 5o A ST bras i, i
A AH AR B AT EETT 1 FEVT 2500, SIVEBAAH L, A% B ISR AL IR 1) A 5
B AT RS 1 B 5 vy o

[o112] P4k

[0113]  <110> 7 [ B= 2Rl B Mg i 5T i

[0114]  <120> —Hi S HrIERAL g IR L H %

[0115]  <130>IDC090031

[o116]  <160>13

[0117] <170>PatentIn version 3.2

[0118]  <210>1

[o119]  <211>18

[0120]  <212>PRT

12
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CN 101885758 B it B
[0121]  <213> NLF¢%)

[0122]  <400>1

[0123]

[0124] 1 5

[0125] Lys Gly

[0126] <210>2

[0127] <211>18

[0128] <212>PRT

[0129]  <213> A TLJF¢%

[0130] <400>2

[0131] Tyr Ser Gln Ala Val Pro Ala Val Thr
[0132] 1 5

[0133] Leu Lys

[0134] <210>3

[0135] <211>18

[0136] <212>PRT

[0137]  <213> A LJ¢%

[0138] <400>3

[0139] GIn Val Phe Gly Glu Ala Thr Lys Gln
[0140] 1 5

[0141] Ala Lys

[0142] <210>4

[0143] <211>18

[0144]  <212>PRT

[0145]  <213> N L%

[0146] <400>4

[0147] Glu Ala Thr Lys Gln Pro Gly Ile Thr
[0148] 1 5

[0149] Gly Ile

[0150] <210>5

[0151]  <211>18

[0152]  <212>PRT

[0153]  <213> A LJ#4

[0154]  <400>5

[0155] Tle Ala Ala Lys Phe Asp Gly Ile Leu
[0156] 1 5

[0157] Ser Val

[0158] <210>6

[0159] <211>18

Arg Arg Thr Met Ser Glu Val Gly Gly Ser Val Glu Asp Leu Ile Ala

13

10 15

Glu Gly Pro Ile Pro Glu Val
10 15

Pro Gly Ile Thr Phe Ile Ala
10 15

Phe Ile Ala Ala Lys Phe Asp
10 15

Gly Met Ala Tyr Pro Arg Ile
10 15
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[0160]
[0161]
[0162]
[0163]
[0164]
[0165]
[0166]
[0167]
[0168]
[0169]
[0170]
[0171]
[0172]
[0173]
[0174]
[0175]
[0176]
[0177]
[0178]
[0179]
[0180]
[0181]
[0182]
[0183]
[0184]
[0185]
[0186]
[0187]
[0188]
[0189]
[0190]
[0191]
[0192]
[0193]
[0194]
[0195]
[0196]
[0197]
[0198]

<212>PRT

213> NLJF%

<400>6

Ile Ser Val Asn Asn Val Leu Pro Val
1 5

Lys Leu

<210>7

<211>18

<212>PRT

213> N7

<400>7

Asp Pro Asp Ala Gln Pro Gly Gly Glu
1 5

Ser Lys

<210>8

<211>18

<212>PRT

213> NP5

<400>8

Ala Ile Gly Ala Val Pro Leu Ile Gln
1 5

Glu Lys

<210>9

211>18

<212>PRT

213> N7

<400>9

Pro Cys Glu Lys Val Ser Thr Leu Pro
1 5

Gly Lys

<210>10

<211>18

<212>PRT

213> N3

<400>10

Gly Lys Gly Tyr Lys Leu Ser Pro Glu
1 5

Gln Ala

<210>11

14

Phe Asp Asn Leu Met Gln Gln
10 15

Leu Met Leu Gly Gly Thr Asp
10 15

Gly Glu Tyr Met Ile Pro Cys
10 15

Ala Ile Thr Leu Lys Leu Gly
10 15

Asp Tyr Thr Leu Lys Val Ser
10 15
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[0199]
[0200]
[0201]
[0202]
[0203]
[0204]
[0205]
[0206]
[0207]
[0208]
[0209]
[0210]
[0211]
[0212]
[0213]
[0214]
[0215]
[0216]

211>15

<212>PRT

213> NLJF%)

<400>11

Arg Thr Met Ser Glu Val Gly Gly Ser Val Glu Asp Leu Ile Ala

1 5 10 15

<210>12

<211>54

<212>DNA

213> N7

<400>12

cgeceggacca tgtecggaggt tgggggetet gtggaggace tgattgecaa agge 54
<210>13

<211>45

<212>DNA

213> N3

<400>13

cggacca tgtcggaggt tgggggctet gtggaggacce tgattgee 45

15
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patsnap

TRBI(E) —MESRERN, HELDERREAR
RIF(DE)S CN101885758B NI (»&E)B 2014-04-30
RiES CN200910136343.X RiEH 2009-05-11

RIERB(RFR)AGE) FEEZNZRM BT
RF(EFR)AGE) T EEZF N B BT
HARBFEARAGE) PEEFNZEMETZAR

FRIRBAA RABERR
A
Py
PAEM
pUbZ
A=
Ll
kL8
ZHAR
£y

REA BB
1%
IR
7%
A5
i
K2
ELES
E28

IPCH %S C07K7/08 C12N15/12 C12N15/63 C12N1/19 C12N1/21 C12N5/10 C12P21/02 GO1N33/53 GO1N33/86
C12Q1/68 GO1N33/574

HE R (1§) BT
H At 0 FF 30k CN101885758A

SNEBEEE Espacenet  SIPO

BE(X)
AEPEFREFNTF, BEERAFNHBERRAE. EAESR-—HEFHRRMY. AEBERARERR, EE4H , PRAAR
EHBMD(cathepsin D)IIRRMUX R HEFEBER , URXHSHAELERREREMBES B SHERHNAR.
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