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L B S I BRI SR . (BPLP) S M IR A A4, e b Bl IR AT A4 R 7 771
CQRFSR T G1pRFSR ZH ji.

2. BUFIEER 1 W BRATAEY), HoH 7 71 CQRFSR 4 .

3. BURIER 1 IRAT AN, HoH 731 GLpRFSR ZH AL

4. b BRI R 2 FIRRAT R IR -

5. AT vl / BERIE M BE, Frdk 885 drbd BURI LR 2 KT AR -

6. G5 IR BURE R 2 IR AT AV R RZ B BUBCR EL R 5 (AR I 1 40

7. — PP H T4 NEP B APN 254 51, HA S BRI ESR 1-3 45— TR kAT A4 LA
Je 25 FHPT 252 (R a8 d

8. — R AMA AW, HAL S HbSBURE R 2 IR AT A AZ IR, B35 R IE g tg il
FIESR 2 BIIRAT AR RZ R (A

9. T I E I A B IH W EE ) (BPLP) 1 R 4™ W 1) SR AVT A2 W AE i) & T T BT B8V 9T FH
NEP 1 APN 413 (K998 I 254 v 18 F g, i IR AT A5V HH 7 %71 CQRFSR B G1pRESR 21

10. FbBBURE SR 2 B IRAT AV RO RZ BR £ 61 £ F] T TB Bt 7 AUR) 223K 9 H Bir g Ui
P im H 25 P (R 2%
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fiT5E B A BPLP ZEH BBk . 4RAD IR BRAY B A% B BR AN ST X PR
U NEHE RS

[0001]  ACHIE & HE H A 2005 4E 03 H 18 HAHIE 54 200580015689. 4 bRl A “ A4
H A\ BPLP 25 [ (K 9 AL ot JUR 1) 22 A% B BN ET 0 BT JOR B Bro 4™ 16 PR s 119 43 8 R iR
[0002] Ak BHVE J BPLP &5 (A BT AT AR AR N8 1 4 S8 A IR B A BRI R IR o A R BH 0 %
Y hd B IR 1K) 2 A% R DA S B0 Bt 5 Fr i IR A e 4h, AR BHPE J2 N BPLP E2 A H BT
FT AR IR S LA G N BPLP 8 [ BRI BT A8 B IR 1 22 2% 17 IR DA A% BPLP 5 18K
FCRTRT A I BRI BT AR 2 W PR RN YR T PR R &

[0003]  7EIEPRZHA 7L, Ot 7 —Ph = ZAE ORI RIS iR (SMG) ARG 21 i
FILI 2 HEB T I3 (Rosinski—Chupin 28, 1988 FIFERM L H] 0394424) . FE[K 2L
AR E A5 IR KR 223 (submandibular rat protein, SMR,) , HA k7 =Fh 454 FAESR
AR, W 5 o i R AL R 5% (LR (pairedbasic amino acid-converting enzyme) X Hif
A5 R 2 AN s SR AT AAEAR N FEPE R AE BT IR IR (Rougeot &, 1994) o
[0004]  7F 5L MR AE dr 24 RO F A b, E2 R BT N FLah WAk P A770 34T 41 i 1) Bk
B EAT (RO SMRY BT8R J5L BT A2 R e 24 10 B IK , IRAERRAE 9 Sialorphin (/73]
QHNPR) ) $HEIE4E 70 e D Re Ahili o PRI, 7EMEBR 1, Sialorphin x&—Fhoh 2l IHTA 43
WG 5, B R IA 323G AR F B RERCER 1%, JF B H 89 55 & 52 B4 T 3 58 R
HES A FHINZ P &K1 (Rougeot 5§, 1997) o

[0005] 7 P i 2 () B H, 55 S e B2 T B 155 3 R B Y017 A P . 4 A 2 R d 2 TR
(¥} Sialorphin, X HEIE B 7 — Pl Ui, BD A5 5 4% T/ i Al BB A8 — L8 5 A T Ay o0 1 AR 3
MAT NEEAFRB T — 2 MAIEM. Bk, fHE/EZE TS T Sialorphin fEHEEMEAT
155 X T P53 (R R e, LB R R B A T i N RIS RE B A S AR A DA R ks -
(socio—sexual) A HAEH . FraRfFHEHE 27~ Sialorphin BAES A FIEIR K HH R
(P57 b SR A B SR BE 775 B DA S A PEASE ST 7 e PR AT 9 B 0 ()42 33
/ NHIER , BEARAE BT A B & 3T BB W i PR e B B Bl PRI, 3 T 52 IR PR A
BT Sialorphin A BT /E F T35 2 00 SRR S22 1 RO F i ML 8] 1~
7, IXARHE T 5 = 0

[ooo6]  [EPRELHIHIIE WO 01/00221 FIR T SMR1 [ R M TY6 97 N ok RAIAT AR
I 9o () FH 388, Pk 2 9o B0, 465 12 P o

[0007]  BbAk, IXEEAEE R I SMRT B = Wik 4 B L RE S SR Al AL s, iX 5 Y
FIREEEAM . ERLHRHE WO 98/37100 ik T SMR1 By I T i 8GIT 5
NAE N BB AE N 1 < B - SR A A O 1R s (X 0%

[0008]  VE AT R BMETY REHIMNZS, Sialorphin 4 SR B 2 A 35 1 H 4 B 1 i i
FHOCEE RS (Rougeot &5, 1997) o fEE CLAIIESE Sialorphin FEAR W Br4h & 1 32 %2
Y0 MR 1 7 2 M o8 1 JE b — WK NEP - (BHZ& N IR \Neprilysin EC 3.4.24. 11) .
B MERES (Rougeot et 1.,2003) . U4, Sialorphin I H & NEP 3% 4 (R 44 41 () 4
HE A A0 5 A5 R A ] VA R G 264k 1 B NEP RN T 7 %6 6 I DGNPA (Dansy 1-G1y— (pNO2)

4
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Phe— B Ala) {1 v Ji ¥ i 44 41 A I 7% o By 0 58 21 1 NEP T Sialorphin 2 [8) Y EL$2 1 AH
T.AE F A Sialorphin 414 NEP 3% M (Sialorphin Y 1C50 Jy 0.6 uM) #2144t 7 B EIEHE.
Sialorphin /&% 4 7EMs 1 28BN BT 45 52 B 19 55—~ NEP— i M JDR 186 v 2 1 A 2 17 i) 7]
(Rougeot %5 , 2003 FIRKM L F|H4E EP 1216707) o

[0009]  NEP fir T-Hh£2 20 2314 5 2 23R 4l M 1, Ferb ekl 21 1 AR SR I B 22 Dl e, B
TR KB A 228 JER RN 8 5 JO P 4390 i I B A o NEP () 32 2 f A HE A 5% JEC 40 A2 o eI L P 420
JRFRC 55 FEIRE (ANP) o X SETTFLENE 5 Ik T2 Z200 S PO P 0 ) R PR JR 0  RE T4 B))
kK 73R ) R FRAS O o AR FR A DL AR B0 B A RVR T W 05, BT O AE 3 2
PE LA S NEP 4B AE Vi 35 H D B R 7 Hh (1) DG B A A 45 a8 ik A Js e il 2 ke i 9 5 3R e
IR AT RE RSB 2 21 .

[oo10] I AN [FI I 0 FAT N2 2 B AL, /3 O WoR H A B A it Sialorphin
FEAR A1 e B L6 S8R B R NEP B4 A FL 90 b AR 38 AH OGP 490 5 R0 FR 4 B o R IR )
Sialorphin #)I] P ¥R BRI TCME N 0. 4-1 uM, FEE G VR AL HSN (C8E) BR A4
S CEREE T AR BT FI IR GSML B ) (MR ZS A M NEP 158 G R AT ) I /EH
TEAR W, ik Sialorphin 78 RRG5 15 T B0 S PEARISK 3 AR AT 0 B (R o
TS CHUBR PSR B2 ) FdE R AR (A2 PRt ) ) W #fRe Bl Rt T SR 3 55 R
Sialorphin BT S RVBERIEH ZREGE v 0 6 BR324k, 1IX 5 IMERk e i ia 1 72 h 2230
S BN NPRTER 2 AR A — 3. B b, R R S5 T WIRYERT 7 8815 5 6 aniiMERR (NEP
FIZUKEG APN 7] DK X LE i MER ) LA S AR IR YRR - anng e (225w By 3244840 TAE
M) Wiz, 4507, Sialorphin ML AEAR ]G AE — BaMEIR BRI ORGP 1 7245 5 s
Jii FORE TR HE B PR PR R R, FEERT A T NI B AR A o S 4h, WIRTERT R ( Bk
Hixg 6 — Bl R EIEAE ) W SHHBAT NI RGO, Bl anid i {8 H o A 48 B8 AT B A Y
(omIETEVK IR ) , 1B R B Sialorphin 7ERE R H 7R tH 7 B W B FLHIARTS 14 . Sialorphin
Je B AT LB BT 4 2 ) NEP 3 PR S — AN RAR I A 4 Bis R JE T R, eah,
FRAL T e R A 5 I IR 0 R 1 A ER R e )L DA AT BB B B B P A 2 AR AN B 4
A7 AT A I RTRIESE (Rougeot %5, 2003 EP 1, 343,519 FEP 1, 343, 520) .
[0011]  Sialorphin a4 1E FH 5 3 58 4 FH Lk Y Fii Ml fok o2 At 6 el i PR O 1140 K9 2% o 71
A, PR A1 R NEP AT APN R DK =1 K #8023 (FEEORD B A ) RS IR HENK o 55 A — 0 A2
R B AT AN AR NEP 757 (09 (#1401 Thiorphan) B A& APN ¢ 51 (4
Wi Bestatin) #IHIH. AR RIHEAH BB I HFEIEM . HFit, KR Sialorphin
& NEP 1 APN 4 & #M K NEP 1T APN [ A= PR 1F) 00 EE H11 7], b4, 34N X B2 30A & 38 b PR
JREE RT3 WA PEAT 5 {5 158 A BT O T s 590, I L e R R FH BG4 R UEE NEP/APN
R (41 Kelatorphan, 183 i 84 77 v5 B & 4060 55) ) BB IE I SE 5. BT b,
BRSSP R B, Sialorphin AR5 & & T HAE & A L B9 A9 A7 R AE
N — LW B, R AN . 451X 52, M DhBe PR i) A A 225 22 1 DA & 3R
ST RIS, B Sialorphin Brifi 79 (1) D B I A2 4 2 15 B ME (R AF A 50 R0 45 5 A P9 ) B
Sialorphin [ A ¥E T D BE A A AE B OB o

[0012]  Sialorphin & ME——Fh7E FL 20 ¥ vh By B8 45 € HH B 45 5 110 o Ml O 16fg it 12 1)
AR 2SRRI KRR 7R MO LR S A7 AR AR IR R TR
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£ NEP— AN IRt AU 0 751 o R v U MR A S M D T8UR S P Y AE 55 PR A AR e YK o
TR T Fo % ISP QHNPR ik (Sialorphin) (Rougeot %5, 1994) o {H %, 22 & B EE AT
RFFATHEN AEAAE A CRR SR AE NMEVR N ) A7 £E76 $1 NEP A1 IR BV PR AR 07 &2 o
(< 3000Da) o RAEEAHEMRAEHIXF (1KLL ) MERLH 5, HAR/EIX PP (X2 ) AFnHE/R
e A &/ 1 il 0 400 A P M R A L B R IAE DG 22 5% (Marini and Roda, 2000) o 4 A
TRVE I A XM DL AR AL T R B 38 A0 A B b T 565 52 B B4 0, G AR BT R e VR 43 )
RFE Sialorphin [ 3= LA ORI 43 W BIFR AT o

[0013]  #ht Sialorphin [ SMR,HI A4 [ B DA Jg T 2 JE R 0%, fE A D58 T 1%
FIERI R T o AESE, 7E AR IR BT R B R SMRL JE K (4wA5 SMRL [¥) VCSAL) [ A
FH K stricto sensu (cDNA b [T AFEKIH 94T ) o MbAb, FF7E5% B Sialorphin $lE%E 2 HY
N NEP ( \HIZIRRZH MR (LNCaP) PRIk ) B4 2% 77, {H 22 L AESUME 14 55507 NEP (6K
B ) FTRAR MR ITEARL) 10 fif . B RE R AT NEP BAAH 2 w27 5 I (4
85%) FIF5E, i Sialorphin FTNEP M. [H) B D BEAH TLAE A b R e B 22 20 0 4 A1
. 546, it i Sialorphin [IRTR (SMR1) [ IR BT & 1) 22 255 R 5 e A 1 N S8 2E IR
bR A NAE N AFAEE IZ R — BB D, Horh R AE ) = AL [ RIJE K] hPB hPBI
M1 BPLP, ‘EAIT % S AEAH [F] A G (AR X ek ( BISE 4 5 B4 1Y q13-21 X)) (Isemura, 2000)
(Isemura and Saitoh, 1997) (Dickinson and Thiesse, 1996) .

[0014] AR IFHBAL CAEEH VBB, HA A 7y SMR1- Tifik Sialorphin Ry Dy gEME
PSS PE/R

[0015] A< BH 25 FirUScAR B ) K S8 #SSCRR B IR (PP 1) QRESR) 5 E BPLP 223 ( “Hdiik
EIHERIEWERA (Basic Prolin-rich Lacrimal Protein)”).

[0016] M Dickinson %2 (Dickinson and Thiesse, 1996) Fff 7ol 3R E 2 ) cDNA H1 7] DA
T HH g bs 201 N EERR (AR IME S IK) B2 K752 K BPLP. A THNR
AART PR ALFE D BPLP. 7EPT I KPP 3121, SEQ IDNo. 1 Z&7R<4h4 BPLP () cDNA 551,
SEQ ID No. 2 %75 BPLP (KA IR TF 5.

[0017] AR W1 fR AR 1 SMRL B M0 6L SiaLorphin (BB T4 R AT L 52 4002
BPLP & [ e RS I N R I X COR BRI Z T8 ) H LRI A

[o018] {3l 1, i 4 3 [ A7 i 4 4 € D HA {5 5 IR T 75 e 21 16 IX 4 (45 5 IR 2R A Aor
o PLRCAE BT R-R B RO Bl B3 S b B ()57 e R ) g Reoned Tt P 2 5 1R 2 Xl 1
TAEES.

[o019]  FEIREEILFELT i b, AR B Dk 2 1 45#) |5 KR QINPRSialorphin B AH
KT QRFSR,

[0020] & RIZAKR, FF A 7 HANEI A B NEP IS (BRI P BT ) HIREAEIIRE ST .

[0021]  SRJGiZIEH N Sialorphin B ARKITEESSAI .

[0022]  AKHIHE A BPLP &5 [ ATA I RAE Juidh 1 48 AR IR s e 401 61 771

[0023] B {4, A WP M BPLP 25 F A 70, 483 52 QRESR JIR LA R IR AT A= A
B, B ads ik S AT AR P MURSEAUL ) B3 S i 22 A 93 Wi IR A S ROV S P adk 15 1S 4% /1 7 O
[R)f i (B aimMERR ) (@ B / B¢ Na/Pi/Ca/H,0 ) FERIFRA S (HIAREAIK ) o
[0024] AR S b v ik IR IR AT AE DI 2 025 1R DA S Bt o Pk IR B L ik iy

6
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EVRIPUE.

[0025]  IAb, A K BB A2 A BPLP & . A BPLP 25 AT 4 F Ik A0 HE AT A ) B AsEdul 4 i
SRR TT P, BAAgRAS A BPLP 82 . A BPLP 8 AT AE B SRR HL R AT A4 B AR
(1) 2 1% R LA ST 5 A\ BPLP 25 11 A BPLP 2 [ 87 AR [ R AL R AT A2 0 B oA 1632 W e
HITHER &

[0026] N0 AR & BRI RE S 2 1 BUR IR A2 3 B8 IR B2tk (1 T X

[0027] M4RMEEADK (BFEIUE) BUZTRRIT IR, “Aitb FIR 5 B MRE e
TN FREEAR BRI E R 5 F—RRAAE . KB “Auny” 7Rk th RN AE R D
75% T & [ AH [FIE R AR P 4+, SEARR I b 2 /0 85% TE & A7) S AL b 42 /D 95% T & DA M A
i tha b 98% B . “H B B AL I SRR 2 KL IR T He e A B AE
HEREM B IR Z RS FRZR ST 852, Jrid a5 DR — SR SRt
M £ 0 P AR AAE BT B B B 43 o

[o028] ik

[0020] X} AR I B A, “BE” & — Pl B & BB I 28 MEFED & B 1 R L IR R L 1 28 1
ST TR B 4 F o X B2 PR R 51 T] DT b AL FRR K, RIG fnai i Ak 22 B v DL R 2R P
IR A S BB PR T S B R M e o A R B I3 B JBR mT DAL R &) 3 N 312 500 N FR
PRideth N2y 3 A2 100 NEIERR, DA EAR G LT 3 DNRIZ) 50 NEIER, Bl & AL 3
BN 15 ANEIERR, I HIE 7] LLAFE 4 = B g 4544 UL e 5 e IR B AR AR AR 27 1
SFRGES . R FHPIEEA ] DO, (HA R T, 2 s (Banimid s ) simt
BAH A AR A BUKPEAE TR A L A S AR TR A B IR AT A

[0030]  7EIXEEJE T, It N KR4k / L34k, AT DAEL e Glp A Gln.

[0031] AR H—A B B, HATAE B A BPLP & A, JF B4t &8 4 kg 2 A U8 1595
P 5 45 ) A i 2

[0032]  “fiT4: 9 A BPLP 5 1”7 &8 HALHE BPLP 8 (A F B B3t A b i BPLP 25 [ 1 BX#d)
Ji~ BCHH BPLP 88 A BEA Rl FEARIE B St 77 =UH, BT 2 HH 3 2112 150 AN LB ko
L, Frid o2& B> T 100 SR BR A A»

[0033]  HAAH, A B9 —AN H A5 A& BPLP 25 (A 1 BG4 K LR AT A9

[0034]  FF HLAKHL, A K B BK, FTid Bk AR & 2 BRI L 1 (BPLP) Y =4 Bk
i e M B IR AT AR, e BRERIR AT AR MR Bt ot < J& AP IR ( Lde a2 NEP AT / B
APN, DA S SEARIE LS NEP) [ 401751 1 g

[0035]  “ R Je 22 R IR BRI BRI 2 TR e A I BRORH D% () A BRSO B PR 2 B R
fEBE (B30 furin,PC #£ 4L BT i1 PACE4 (Seidah, 1995)) X} BPLP 2% [ R {4 i 24 @ T 13 2
IR o

[0036] A A IRELHE “REATAEN .

[0037]  “PRATAHE” & B AR A MK Z AR B IK, fide B A 028 AR i — > 29
ANEIER IR, B e MR e A R & A 0 T 16 DMEER, S &4 AT 10 Mt
B2, AH 2 AR TR ARG A Rr A/ B2 S M. “IREE SR A BRI &5 A 17
7EM R INRE S BT R B 2 TL R I BE 5 BPLP 3= M b () — Fh T BPLP B4 52 A 45 5
SR LA, Hop 7 2 /0 2 4B BPLP 3= — Rl IR S A 7T B+ 2 —, BEAR e HE

7
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F 2, PR e S DA ] o D0 MBS PR 55 G PR 45 A S S RS I 2 1 T SR X
IXEESERN I E o “OREESEANR A B2 M7 RONREE T £ — BPLP ¥4 & I i
R A ks (H AR S NEP A/ B APN, 55 B & NEP) , 95 A0 4K Jm 38 R 4 B 7
RAE PR AL/ BN RLEI S+ PR AR S N I BE 77 AE AUl BRI R S0, BE3E4H
UG T 0 S PR T I e TR R 5

[0038] A% HH (¥ IR LG IR SR AT A4, LA HE P 51 X1-X2-Arg-Phe-Ser—Arg. JE AR I 7
7l X1-X2-Arg—Phe-Ser—Arg 4 i« BY FH 7 51 X1-X2-Arg-Phe—Ser-Arg ¥, H i, X1 8% H
JRFBE Tyr BAEER, X2 83K Gln B Glp (24 X1 & HEF ), 33 X2 /83K Gln (24 X1 A& Tyr B¢
Cys ) o AR IR EFEBIEAR /T 51 X1-X2-Arg—Phe—Ser-Arg I, FTiR 7 51 /&
AR HEIIKI C R4y

[0039] A<k BH HIH % 1 IR 045 7 7)) QRFSR, JEAS | B 7 51 QRESR #4) i, % HH /7 51) QRFSR 44
Fi o

[0040] B EAdkHh, A% B IK 2 HH 7 %1 QRESR (SEQ 1D No. 3) 4 Ik

[0041] AR BHIF) 53— PR /2 HH 721 YQRFSR (SEQ 1D No. 4) 4RI IK

[0042] A BHRIATS 55— Ik A2 HH 7 %)) CQRESR A4 Ik

[0043] R4,

[0044]  Glp ZEERAR ;

[0045]  Tyr 3% Y j2fRE I ;

[0046]  Gln BX Q /2 A%

[0047]  Arg BY R JEFEEE

[0048]  Phe BY F 2 K HAM ;

[0049]  Ser B{ S R Z A ;

[0050]  Cys BY C /& P aE A

[0051]  JH 3L 75 YRORH B [T AH Hh 928 BT 75 3 5 AN (R R R BR R A 1 e 2 (FEVRAH AN
At Bl C Aty , B FE A M C R um B N K ) RIS R, FH 8 F D7 20 & T AR B
Ik, o e SR TSt P T N A i R s I PR A %

[0052] T [EAH & Bl &, EAKH AT A Merrifield PRk gdAR. B, tha] LUE
Houbenweyl 7F 1974 4 Frid B A

[0053]  BHZ M40 LAZE WO 98/37100.

[0054] Al gt 4% T RE 5 ikt n] ASRIS A R B 1K

[0055] DL M) (OHEIRBLIAND ) (RES T 1 B AR AR (HEIRATAEY ) 4
AR/ BUAE SR B TR S R T ORARIE R et RE (kR A
R AN AR B SR ) B4 BTN AR R B IR S B IR ER AR T L A ), L%
M HER SRR IR . D R SERIUR L Z LR A B IR S HE U M MR A L Bl
‘BB, He i B E RS, EART AL 1 b A B s B — N B2 A B A /
S AR AL 3 2 B — AN B 2 N SRR B B AR R RS T N K €
Ao ) — DB A KB — N B AN EE, AT/ B AP A E R R 5N/ BOA
ARVEF AL/ BZARE: 7 DA W AN/ B G2 A T RE i .

[0056] MR HE A & BH (1) UK Fir 428 ) 1) 4 A0 Kl 1 45 A IX I dr i 45 4 R H SNLEE B 24

8
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Wik R RG] LAAR BB (Oefner &5 (2000) ;Gomeni %5 (2001) ; Jones %
(2002) ;Kan (2002)) .

[0057] L% BB A A0 5 S L T B3 38 58 o) Il Bae e ) e 12 i s ) 2 i 2 A A iR 28
AT DA B B 3 3 b 23 25 MDA R B0 7 S M RE AR A, LR A0 45

[0058]  —fH L S IR BE R BRALAE ] (COOH) Bl i Wi e AL AE I (COOH) A1 / B 2 R4k A H
(NH2) BR/E NH2 2R o 8 I e B 5 Tk () B 7K B (- 47 NH2 R COOH 27K J: 4]

[0059]  — CO-NH Bt fide B 11 sz 7] {30 o7 57 A A B0 e T e AT 1) FR S AR AR L ( Bl W R L
AR OmIL)

[0060] — L ZJIEMRXS D &I BN

[0061]  FT A 3% LL AR R 7E A AR 2 T RN o DRI, 45 5 70 BE BT IR B K 7 21, ARSIk A 1
RRIRC T IR AR B 5 I S M R SR M B LR I 25 SRR AR AN/ B304 28 2 PR AR (DL
#11, Horwell %5 | (1996) . Liskamp %, (1994) | Gante %5, (1994) . Seebach %5 , (1996)) .

[0062] AR “BPLP JIK” 7fE AR (1) 72 A K B ¥ BPLP &5 1 fi74 T BPLP /K. BPLP 4 fik
MRAT A SAEY) CBREIRA ) .

[0063]  AKRIABI Ko TEEW, HAHE

[0064]  —<J@ ARG SZ A4 e ) A2 NEP SZAARE APN 5244 Hr il /& NEP 5244 (¥) BPLP &5 18K
HR =) (B14n QRFSR) (K45 &0 55

[0065] — BPLP & [ BH: 4™ 4, %l 41 QRFSR.

[0066]  FZI& .\ eIk T IF AR I T V2

[0067] 475 & BB AL 205 B T H PR, gmbs an o IR CBFERATAEY ) 1z (W
FRVE 2 K% 1 ) 15701 DNA BE RNA 9T 02 A% % B — 349

[o068] [t AR PHER ML T gt AT A B N BPLP 25 [ I IR A BRAT AE M AR TR

[oo69]  H {4 i, A & B 4 T 4% Y K 00 % IR, B A K B R b R B
X1-X2-Arg-Phe-Ser-Arg. #& A b B /3 %1 X1-X2-Arg-Phe-Ser-Arg #) . 5% B 5 1
X1-X2-Arg-Phe-Ser—Arg f4 il « 44 & B Ik FE B L A | HH 7 %1 X1-X2-Arg—Phe—-Ser—Arg
A RS S BT e 3 AR R B B IR IF) C AR il 9o AEARIE B SE e 5 5 rp, A B3R 1 gmbd ik
AL, BTt K545 /7 %1 QRFSR B AR | HH 771 QRFSR 44 1 B 7 51 QRFSR 74 il o £E B I
e S 7 s, AR IR AL T 4R AD QRPSR (A% PRI 4R 5 YQRFSR A% R «

[0070]  AKHMIZIROFEEbRAER 28 22 560 (PRt Ry s g Mgtk ) TRl THE—
IR H B TAN T BT

[0071] %I QR IZ IR 7 Be A5 A & BUIR B A1V 758 2 19 264 (L Sambrook
5 ,1989) N EH RS FIRKIE—ER, WAKIRS TP R T "R —MZR s+ . B
FER 58 JE M F0f T T 2R 2SI “TBAG 7o ST 0005 [FIYEAZ IR, ] LA AT BT Tm (f#
FEEE ) N 55 °C IR ™A% 1 2R 28 2511, 41 W12 5xSSCL0. 1%SDS. 0. 25% Wk LA S 3% A ik
fi ;B 2 30% F I fiZ . 5x SCC.0. 5%SDS o HH S5 P A& ) 28 28 A1 X BT B =1 ) T, 457] 201 40% H
B A 5x B 6x SSCo 1™ A I 2R A 2 A4 LT de iy () T, 45150 50% FRBER% L 5x B 6x SCC.
SCC 72 0. 15M NaCl.0. O15MATER RN - ACHE 75 E P PMZ IR & A TLANTH1, AR T 58
R0 7R T, S R (R R TBC A T BB IR o 2RSS AL IR )5 T ) P A% PR AR T A% PR B K B2 DA A L
FNPIFRLE AR AR AR A R o PIMZ IR 7 51 2 (8] A ALK P BRI IR M O A B B, L
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A IX L 7 HIZ R 71 Z2 A8 16 Tm ABLRE TE &1 o AR A AR AR PR (O 2T B8 &5 (1) Tm)
A4 B8 T T PR YR DTG :RNA: RNALDNA: RNALDNA:DNA. f TR kIt 100 NMEHBRIIZAE, T
S35 T A o (A (L Sambrook %, UL 12, 9.50-9.51) » X THEEZE ( RISEZE
BR) BIZAS, FETC AT R RS B R E 2L, IF HSE IR WA voE T HAs = (L Sambrook
B, Wb, 11 7-11.8) o AIRAIRIR M B /MR E N A2 10 NMZH R, ik 2 /029 15 A
AR .

[0072]  7E4F Sl 7 S, RIE“DRAEZ A S4AF7HR B0 Tm 2y 55°C, FHEH B P i sE
2 1F . AEDLE RS 77 20, Tm A2 60°C o E AL RS 77 204, Tm 42 65°C . 7E4F I
SERE 2, “ R RS R PR I AR AR 68°C 0. 2x SSC R, £E 42°C . 50% F kA% 4x SSC R, BLE
FEWR T 554 T IR LLAEIX TR A 25 AR T BT8R B 2R A8 /K R 264 S 2R A8 AN/ BRI 5% 1
[0073]  ARHHIEH KT EM / SR IA A REA K A AZIR P 5 I 3AE, BA G AR
FEA R B B B B P R B (7 i, BD %8s 1 Hoh 2 /b —Fh ik i 5 240 . A
R RIS B BFERID AR CBRERATAEY ) S AMNZRT Y, iRz 5
R HRIE o A ME S . i BE L&A B3+ 75, T A sh i b3 i
M55« AR 0 A X, HLAE s 40 iR N AT LU G IEiRE 2 1. BTid
B S AT EANERES.

[0074]  HR4E7E L4 M PT DL PRI AR [F 945 5, - H o] DO Hodd N B BT e 40
P BE B3R E B EAR N, SR 2T LA B AR 1 32 10 6 DR 2 N I 34 P o

[0075]  fi F- 40 M ] DASE SR A% 20 M BRCEAZ 20 MY, A0 FRAECAS IR T- 40 1 T BR B AL A 4 e 1
AT A T LS A i, A T AL AT SRS A bR . i 32 40 B AP % SE B & COS—1HEK 4H
e\ 293 41 Bk CHO 4 e .

[0076] A& WA —AN B R4 BT A2 s 41 BPLP K 5 vk, e rp i 28 2 344 % e
Fridfe E 400, I HAEZS VT BPLP JIRFRIA M 464 N5 7R Pk i 240 . R AT AT R iR A
1 HL 2 LB PR U Ve BUTE S @ P AREAT 01 240 B A i G

[0077]  #RJ5 BN 2titk 7 v ] DARCEE IR 4lifb 82 AV BRUIE < 5 A HPLC (e qiy e 5
PO I G2 1 PN A S AT DA R VR B4 B 2 OO L AR 7 i 1 35 P Al A HY 2 TR B
c{=

[0078] AR EHIEP B ARSI FRINAN / BUS W R 772, Ho b A R B A% R 7 ) BT A Tk
(IR BB PR I 58 & B, G 7 8 1 1 A B A A, B BPLP 2 (R K P B i % 5+
o

[0079] AR HH AL IRAL T H-F PR / B2 Wik & BPLP BUE FIAT— B 2= M i 7= A 1
AR 99 A% 5 TR 77 V2 AR A DU 50 G 1 AR 2 P 1 BPLP RIS A S I =
A/ BEE T

[0080]  AIE “FHIM” T 0 A2 f e B DA R A s BORE A8 (1) P Be 2k

[0081] 7k HH B ELAA I IE Ko ke i) BPLP J PR () i B 7 16, AR DL R A 18

[0082] —1ERVFAEMZARES TSI DNA 551 ARSI R B 5 DNA A 22
5 VR I A B 4 BPLP DA )R S I SEAZ EF BR i, e b DA AS AL S B & Y
DNA J R AT 42T (1), 38 4 A2 AT = A8/

[0083]  —4" 3§ firik DNA ;

10
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[0084]  —Ha I 344

[0085]  —H B 1S B HIH 3G W5 B 1R 6 BRI AR 2 i i BIr A3 B9 15 7 47 EL
P IEAS I H BPLP J: PRI A [ AT B8 (1 70 o

[0086] AN HH A 5 vt A 2 460 D0 BPLP 32 D] ) %% S vp 1) S, 38 3 B RT-PCR
14 HH AR A R B B mRNA

[0087]  [RIL, AN R EH I 55— AN EH I H TR BPLP % s ) o (1) 0 B 71, WIS Rl e
N, HAFE D IR -

[0088]  — M AW AL BT 2 I mRNA HH AR % cDNA

[0089] —AEZRVF T W5 BTk cDNA 2R 58 5640 T, 1 BTk cDNA 5 25 Vi 4 38 B 3 850 45
BPLP & [K] )% S (1) e SR A% B H i

[0090] —4 34 FTiA cDNA ;

[0091]  —H&GIH 3G =4 ;

[0092]  —HF B R BIHIY 3G M5 F I W BRI A V02 i B A3 B9 15 7 kAT ER L,
P HeAsE ) Y BPLP o PR 4% S Wb (B AT BB I S o

[0093]  MAEWIZAAE S T RS A 3G 7 1) 5 MR & W2t i Bk 1y 8- M <
[E) T IX o LS A2 8 B LUEO / BIOB TR LU A AE fa— P& Ol A, 4 a4 AR e 2052
TRk 0 e R A PR i PR S 3 A AT DA S e P

[0094]  AATIREL AR N RAEE TG R s IE T2 i W) 485 B & A 1) DNA LR T8
Wrigt A& 5 (7715 AT LAS 3 22 Fh 4T B DRI L 93 B 1) S s

[0095] it , AT LAFH DGGE J5v2: (A2 AR REEERL FLUk ) VB SSCP 7% (BRI R Z A1)
o BPLP 22 (R (1) e o AR, SRERAE X e vk 2 S I A2 EL B 7 o ] BABILSE A RT-PCR
VAR I BPLP % S0 Hh (1) 5, BROR e e 6 281 B AT) AR 461 40 4 I~ Bk BR B 15 67 st P 38
TG T VR LB DI G R [FIRE, AR A TR R BN T . B R I A DNA G
Jr BEE AR AT DA St RS2 A T 0 BPLP 22 R HH 1) 75

[0096]  FH Tl BPLP J PRl Bl H: 4 s b (1) e 5 )3 8 7 V2R a3 FH T 568 S8 1 B e T B
(1) BPLP 25 [ BB A= W) RAZ , LA AR e i id B TR AN AT / B2 Wi , v BT ik o=
Sk S BPLP A,

[0097]  3XLLPp I S A2 AE “ YRy R T A B S| IR

[0098]  HUAAAIRS I 5 v2:

[0099] AR HHICHEAL 7R B0t CEDSr SR ) ) BPLP & A PR . A K Bt 1
R o CERRr il ) Bmprk ik CaREIRATAY ) Wik,

[o100]  [AIth, AR R B4R B XATAE 5N BPLP &5 [ AR SO BRAT AR i i

[o101] B H f& Hh, 4% & B $& AL 1 B 6 IR B9 Bk, Bk IR AR o B SRS B
X1-X2-Arg-Phe-Ser—-Arg. & A | H /¥ 71 X1-X2-Arg—Phe-Ser-Arg # . B HH 7 71
X1-X2-Arg-Phe—Ser—Arg #4 il « 244 K B B Kk 5 B IE A | 271 X1-X2-Arg-Phe-Ser—Arg
4 RIS, BTl e 51 e A B B IR I C R 3l 7o AE DL B SC it 7 X Hp, AR B AR AL 141 4f
CEPRR SRR ) BRASHTAE, BT IR A FE 771 QRESR. BE AR I FH 7 51 QRFSR #4) i« B HH P31
QRFSR A4 pfo  AE s LA () 2L 7 2, AR BB AL 1 &t CRIRR IR ) ) QRFSR (444 Bk
EEaF CRIEESPRIR 7)) YQRESR BHTARBEr X ( BIAE PR R ] ) CQRFSR HIHTAA

11
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[0102]  ANFEITEZRRIARTE “Fudk” 7245 122 S BR & 1 71 M e 3R A 7 I f ) o
TR 9, BB A PR ES S A siBCEAME 3T Bl Piid o+ e B SE 3R EE a7
T A SRR R Bk B M R SR 2 I BB 4, A A R 1 S 40451
41 Fab, Fab’ \F(ab’ )2 f1 F(v) .

[0103]  FIil BPLP Rt ™ Myl I kAT AR 45 e 52 Ak B A BAE F B P 2 55 A
[0104]  EARA] DUT A 2 50 B B dd, (ER P e Mo A A 55 s B o s, DR e AN I7E ) 43
B R R EE M

[0105] AT AR Z seFE SRR VA & AR . — s, ik 45 B vl == A S B N A AR
R EABUE (BFREEAK) 7TV X 5k, Brid 1 % 5 5T O 248 Ui DUE SRS %
SERTILIG « A LAZE DA R RIEAL B 5220 5 ADNASE AL, VESH N A S AR E U 50 1 1
PR . SR E RES G 5 B, 46 %+ Ui, 3 BRI E B E, & 6 A SR+ K
i B AT R S ) e K AR 5 AR EE AH R S AT 2 BR aRAk 3 IR SRS AESEA S 1Y
10 RSCEE MLIEFE o AR5 I AH R B TR AR R 40 i, Je sk oy A 3 v A LT PR [l 22
T EPUA. 1F E.Harlow,et. al., editors, Antibodies:A Laboratory Manual, ColdSpring
Harbor Laboratory, New York(1988) w ik J iX i H T4 % se B SR R TG B Ty
o

[0106]  AN[EIEVEE N “ B BE SR 48 102 5 — MrRe S Rr R R A 0% I B () Fri 4
SEhr S BEPUE S Bos FEHUR TR BRI 5 BT % R B R A R
&G RN T B BETURRIL R LS B 2 MRS 6 6 s o+, A4S G40
AR T AR A (RIXUR: R B ri R A ) o

[0107]  FH T ffil] £ 52 v 2 Profs 1K) S 56 26 5 VAAE ARSI A R0 (L, 49140 Harlow 55, AL
) ok G FLAN G /N B B S L =R N SRR DA BT XA 4K BPLP 28 W BPLP Y
s R AT A (AR A I BPLP Ik ) B s FE DR (Mab) o 4355 HH S i AL sh ik
P F= UAR 40 B, R 5 B Bl BT B B AN RS, DME AR B AC Al i (5508 ) .
7 B A AR (1) 29 2 9 2 AR A 1 P 5 B S B AR R R

[0108]  EHAFH ZR AR 3557 1T LAAE Rl Mab , {ER AR i BH AN 52 BERR ] o tH T 1 2 il i Rk
MARAZ 8 TR v B B AL ER BT P A (1 Mab [RGB, 3RIA 2% 2898 B 43 WA 1 0 F I AZ BR AT LA
W R 2 T — PR AR I, DAAE R AR o A AR AEZE R AN [A) T BT I 580, HR B
WA Al A K B B B4R 73 A0S BEAN T4 23— 1 S 0 P v B, HE X 2T 24 58 8 e 43 Wl
)5rFo Ak, SCERE AL T TR A Pud  NIRAL i dd | SR 44 S5 2 T Ltk 1) #0292 1
il i B AR AR BT 1% o B RIX SeER A A R AE AR B T R 2 N, FER AR — P A,
R FF 225K T HUAR (KR e 1, o AR 5 B B A HE KRS B AR R A5 7

[0109] AR BHIEVE Je — Bl T SN2 W TI000 B0 5 i 22 1 2E J 10 7 V%, Frid il 22 88 %
BPLP BB (AR — B g™ M AR B oA CRE ™ A Lo B G/ b B in ) o T B Fefs il
BT 2 O R B AP A R K BPLP 27 [ B ™ )RR 2 QRFSR) , 44 H 5 0k
XTGP e A R B 4T BB

[0110]  3XLL9pq A8 () SEAf & 7E “ VR T PR IRL A 52757 R B e 21 1920

[0111]  “AEWP2EAE 7 e A G0 — PR AR, A0 4G L3 0V 6 BE VAL 8 VR PRV FLE
LA LY M 2 S R AT = Ry oA (IR DTN S = AN = 1N 1171 N N 2

12
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S B I IRAARE R B R IR AL 2 L LIRS

[0112]  “XF 47 B “ B E 7 BB, WA AL 30, ik @& A, AR A= ws L ) fil—
FOIRGL o o ADHE JLEE AR Lo IR ST DLAATREIR, AT ARG A N AT BB R AE R B A2 o R
A LA PR B AR A P 6 R Bl L s HE R B AR PR IR O R

[0113] X FEUNT G 7] DU {8 RE AT G BB A AT AR M08 R0 5%, FIrid s ] LAY B¢ BPLP
B AT RSP Rl T W S BPLP B B A K — b 9 A K 3R e,
TG BPLP 2R A B A 2= 4 () 2Rk LA Rl o ) 078 508 2 S5 38— U Gk I AT
IR T AR BN A I R RS R A . T AN INAL RS R 2 R b AL,
PLR— RS2 S 7E R W B R BT B 25 B0 LE RS 00 o 0t HEOE 42 Fig 1) A2 AH T
(I S B3 iR 1) A2 “ AR R AT 57

[0114]  RiE “iZWr” §8 B2 8 BUF AT SR B B0 A2

[0115]  ARiE “Fiill (prognosis) ” i M 8 B A IR B A2 1 AT BEE

[o116]  JEILAEI BPLP &5 (B B =4 ml LA 2 “BPLP & A B A= W) 1R 1A 8™
[0117]  IXELRG I 7 V5B F G A2 S e B P b 5 5 p BT 5 19 BPLP S B
FET )RR A2 QRESR) AH TAE A A B4l . 45 GBI 2 huis, Hal g2
8 T vt B U4, A0 A PR S B B AR

[o118] AT AR 40 b ATk B9 2L TV 97 B BuAR M 5 i ml DAk e o3& T A e A T
A B 2 W BRI 7 V2 BB AA

[0119] {51 1, 30 b K7 AR 2 A 5 5 S PR TR BPLP 8 1 1 470 4 B30 2 e S e 10 31 L el
7 CRe )2 QRESR) BB — & s & mT RUR I H BPLP 28 1 BYCE AR — o™ M B
(1) ST FBR AT I AF AR B AE ) 7 FH B 1 Pk BB AR 1) B[ 42 1) S 02 12 I 452
A FLATHE G A YA G0 o 4 28 L B S N R | B = I YA B Vs . X SRS YA S, (R
PFRT Western EIZRVE . BEAE LG  BEEAR 1L (ORI A 3 0 S A IV A9 an ELTSAL AR 2/ B e
R R Y S O A U248 B ) R TR0 PE RIS G2 O BRUTAR 12 1 BPLP &5 1B 19
fE—REF=) (R L QRESR) S A IV | s Bk s S Ui ie S5 IONL I A0 55 R
PG W76 I Ak 2 R U PR B AR TE B e Lo B e TR A R AN 5 2 s B ()
itk B AR B 772

[0120] i [ T £/ K (A0S DMV 00 8 5 B R 45 60 1Y) BPLP 2R (1 BUE I R 45 & 1K R 3A=
(A e R 45 A 1 QRESR) AL & T [ A8 A (1945 e B AR A 45 6 19 BPLP & A B 1)
(R AE QRFSR) & 7] LA T4 & B S 1 (3] A SRR 048 SCRe 0 i 2 4 4 R
(Bl E R e L) RE O (WA BUMESL)  RRCHILE (BnER B E
TR ) R L ERALR. IR T LR B S N RS2

[0121] [k, £E—ANRRBR I SCit 7 SUrp, FIARSUR 72 DRI 7%, R SE M dsAm]
PLMAE )2 it v 25 25 MG I HE 45 BPLP 2 A B 88 (R 22 QRFSR) HIAF1E, BT
R RS SV EFE T — P, BTl TR R 2 A T R I B AR 19 0 ERAR 1 A A
Bl IR PE T BRI BRI . AR5 F G0 A B e A AR R mT A A 5 481 o B R B8 R K S
T EHERIAE I 7 20, R ARSI R LRI 5 v AT BASK it S 4 AL ELTSA R
[0122] 7 S b 1H] i B9 e B A v AT DASR AL ELA A3 9 0 B -1 R0 B R0 A 4
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A A A ) CEAERUAER ) RS MR B A B ) S s R I, R St m]
DA A G AR e A G R AR (B 22 iR S ) o R 3% 80
A DASK 1 BT i B AR ) S A I o

[0123]  ZEPRIVGRYT

[0124]  HRABEAK ], M CEDEGINEED ) S 40 A i LA A BT R T8CH 1) BPLP
AR &, B RIS ST RRRE A E i B SRR CEFERIRRT A ) AT BASE
A B4 8 AN IR Y Vi 4% . J83d F BPLP SRAABUABER IS BPLP 8 1 \BPLP B = skan |-
SE X CAHERRRTAEY ) (3K (I tn#k DNA BUR B8 E 1R ) AT LSeal 3 20 e Y
(19 LA S M T BB R T80 HH (1) BPLP 2 (BRI 2 380« R4 B2 mT BB A HE 2 b T B
E XK CBAERATAEY) )

[0125] DLt , AR LRI L T B — 89 X Ea ke 0465 )7 51 n] 4 ok
B gbs e T AR TR BT ik Fe s 1 38044 v i e (O A8 Y 1) 2 1 BRI K R 35

[0126] XX AE— P A4 (1) 52 A A 45 & P B4R i R m o R A L PN (R ] A& o Adk 252 ) 40 i
P ) RS, FF ELBE 3G N B2 £ Bk 20 i o e T, IXATAR RIS RF A R T AR - A AT
Re. bk, AT BRRE— AR T F B N BIAE R R BAR P, X 300 1697 YT AR

[0127]  FrAREAART DORASFSRIRE, R B S it a3l (fuikth 2 A24ie) . 78
AR B — A0 R St 7 2R, B P R0 B AR mT DA 1 s 2 L 00 2 SR s 13 L IR D%
F (AAVY) I 2R EAIRE S (OW) JEERES . AP EElR T ST
FEURAZ IR 7 0 R IR0 B 0 S FE B AAV HIV 77 AR 1300 4% SR g B 804 (1) 3804k

[0128] %R BH DRI 0 R AT — EE4E 093 75, LA il s A\ 10 DR ZH N 1 46 BPLP 22
BPLP e384 MpEitnn b Firse K CBEEIRATAY) ) BRI IT 1.

[0120]  fLifdth, A % BH 1) B 2E 0 753 2 Bk e 55, L 222D Bl = A B L 40 B o3 52 161 P ok s 53
B #1551

[0130] W e Hb i A A T R B . AAV B B 20 300 4% S B S T 2R I A R R IR 4%
BRF 51

[0131]  7E 1995 4F 10 H H iz i BR LRI SCHk WO 95/28494 rhfiIR T 48 A B R 4% iE .
[0132] B, LIRS o] DO AEAR N I N Bk it 22 (0420, g 1 I8 B AE 44
HMOAE RN Yz B 77 T R IR o FEARR AR “ 2 A1) 7 B ARt 7 oS TR Bk
EE.

[0133]  7EAKPY 51 ANHE DNA ORI UM Bkt 2 AT BRI

[0134] A A #0048 O %0 19 75 5 AT DI T 225 IR 3R 977 19 R DINA 2844 51 N 31 B 3 19 7
340 Mo P, B g R E LS B B B 3 4 IR AL DEAE SR OBE . T R S DT UE
Lipofectamine® g ffj 5L K M . 5L 1 DNA 344535 14

[0135]  ZWH &

[0136] ] LL#E BPLP- Jik ( RIFEAY A2 BPLP & A 14T BPLP RMIK ™. i b L)
JIk LR IR AT AE AR ) B A L8 BPLP— JBk B9A% 12 LA S BT 06 Birik BPLP- Ik ik 5
25 FH AT 552 [ 3Ak — i B R R 25 oW . B, 29 S & o TR Es R 5 T %
b BRI T VA& BE IR G 2555 .

[0137] AR —AE B L5 AR BPLP- KB AR R S A 5 .
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[0138]  fLifeith, X IRIE B T RAKFIIRAZIR 1 38R 1 — 70

[0130] it , ZyMNAL G147 nl 4 24 FI 3t H - BE A i 10 ) 22 v g 34

[0140] A& MLl G W) B A A& S5 5K A o T 0 SRV (IR & — BB 3 &Lk
B G BUBR S B SE ER IR 5 0) (BTN CRERIE R T AW, FEIX R G DL, 7 2
IR TETE /K BCAE B AR K DAE 25 VR R R SHA L

[o141]  BEAI Tt AT 9 BPLP— ik 44 BIOA IR 1A 57 & AT AAE 9 AN TR 2 4000 bR 20 R il 2 A
A P FH Rt A 2 A S99 22  BOPT /5 ¥ 7 AR 5 482 1) 1) e

[o142] 5 7 il & M TRV I 25 AL &4, R LOR A RCE 1 BPLP- RV B 73 BT 25
AR AR BUR A B

[o143] "N Mt 1 2GBTS HISEH .

[0144]  Z5W 4 & W45 245 F n] % 52 M BAR BOK A ot o 19 20& 1 BPLP- Jik A% BR BT
.

[o145]  “ZGHIM” BL“ZGHIn #5210 7 fa =2 B R 4 (B8N REAZ A
R SO B e AR SR ) 735 SER AL S

[o146]  “Z4 HI [ 4232 (A AL L EFE AR AT BRI FTAT BV 7R 0 180 B T = 7 U T 71
AN R A7 S SR AR R SRS o X AR D 28 i PR ) P s A2 A A sl
LRI o AT 1 BRAEAT 53 PEZL 70 ASHE A S 10 H A i sl R A i alr e 25 0 4l 5
Yarb R o R PR B RIS TR 2 B S BIA SN .

(01471 3& A T35 I B 2 0 s A 16 T T A 7R R B o A » A1 79 B 5 2 Rl e 2R
T B PE T B S DR e P 1] 6 A0 T VA S VA VR B 0 FBOH R TE T A A o AE P A A L o 5 Al 57 4
e T I, AR AR IS IS SR o EAEA P RS A6 F N LA
FRETE 5 - EL AT AU A 0 181 S 240 T M T 0 i (R

[o148]  RJ DAE-55 R ik P 771 91 G 2 R 21 4 23 24 VR 45 M) 7 o o 6 HE A D i 8 Tl e 245
ARSI ER TR PEAL S T ] DA VRS 3R £ 8 AR 54 DA S o i 2
O AL R REAF AR AT 26 AF T, 3 LG 11 7025 A By LS A 0 2 K A B T 771 o

[o140]  FAA Al L2 & AT Bl QK. 48, 2 ol (I rH il 79 B AR R 4
) VHAER AW ULEAEY D VA B B o AR R (Bl e ElE ) i R
FF IR BRTRL AN O T2 B i & ) DA K I 1o e Y 2 o vl 2R 500 P AR & i sl
A8t 240 T 77 A0 0 T 770 9] G JE T < = SUBU T B ORI o) BB BRI L SR AID 7k A T DA
B A IRIAT o AEZ R DL, DL A 45 A Sk R dn R B A By . AR A S
57 FH S AR I AR 3] B s T 7 B AR PR T DA S Ky 5 2542 (T IR AL

[0150] AL AE A I& 7 o B A P 7 B T VEAL S LS Rl i B s i e 4l oy, A
LB e (I 7 o ) DA At T TR TR SA . R % T 13 TEAL o B S B A 2
A7 B S5 CAB P 75 11 P B f EAR 2 0 (R TS TR A P Rl AR & L 3 BSORE TFRE T
i % T T ROV S VA VR R TE B R AR 1 5 DO A ) 48 T3 ¥ A L TR AR TR TR, He A
J 5 i PR N b T e 1 TS B SR AR BRI BT R AL (KR R

[0151]  FEFCHZ ), m] BLRAS 70 & Hi A E & 077 30 AL IR A3 3 it VA m)
LA i st it Y 25 b 750 S A QR0 790, 4610 I T P 3 P 9 SRR VSR 2, (ELRE B ] BRI 254
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[0152] T /KVEVR I M A1t ) an SR 75 22, B9 IS BOE S 22 v ik, IF HoE e H 2
W% 1) 36 BT 40 BE [ AR S R BN O SRR I TR XX SRR IR IR 7KV VR & A T Kk Y
WL N R MU IE N 45245 . AERZ RS &b, AT LR H B9 B KA BN 15 AUl 91 45
FHIG R U B 2R N G DAY B, mT RO 1 AR ET Iml 85K 9 NaCl 5 W
H, 3F HL AT UKL N E] 1000m1 Bz T R R BGE VRS B ) B ARG E B, (L, B
“Remington’ sPharmaceutical Sciences”, 15 it, 55 1035 31| 1038 TUAIZE 1570 3] 1580 71 ) »
MR FTIGIT I R IER AR, RS RN E FI— 48 7 TR, MIth 2 AN N
PR G E A TG HI I E

[0153] A< BPLP— ik AT LA il 7 s 7 IR A, S = B 529 0. 0001 F 100 257
BZ)0.001 #) 0.1 27 50£ 0. 1 8] 1.0 SR £ 4 Img B 10mg BLHE 4 10 F 100mg. 5
AU 2. RIERFIERML 0.1 v g/kg FIZ) Img/keg, FEAREIM 1 1 g/ke FIL
100 v g/kg, LA A s ALz A2 10 0 g/kg B 100 1 g/kg.

[0154]  F& 7 H TWadben 2 (Ao anss ik i BOULE ST ) 15028, Hoqh 25 F mT 4252 9B 2K
BFE 0 T TR 2419 A AR B LA [ A T o 4 551 28 L G o B BT ] LAt 3 FH T 28
AFEALE.

[0155] A 1 HiAt (45 291450, A0 4 S i B 55 771 AU 55 R B N 77 B3 T B EL I A
AL BRI E U KA B R 5.

[o156] 7R HLEe s 75 =, FUHE T R AR AT / B ok A -T-K BPLP— BRI 71 BA S A% BR %k
BT T\ BI 15 40 M P B %

[0157] AR & LI e CZE A, ARG BPLP- Kt A 1E H 158 24
o

[o158]  VAYTPERLH]

[0159] [ BTk (%) BPLP— Jik $ii r ik BPLP— Ik A B4 B 4 RS ik BPLP- JIk A% BR e T
TR BT B3I 97 5 9o BOTAE » A TSRO I 4 4 R B ek 1 R 4, S B AR LR X IR - B4R
JUkH (45140 NEP FI1APN) (KI5 PR (R 44

[0160]  RARMY NEP A I B IRBE IaMEIR . P W) SR BIK L L& 55k 2% 11 A0 5 )
BRI, B AN TAE F3 ) R PR R R SR O RORE BB T R A B R/ BB bk FK 0 T ER AR 3
TREAERH (Roques 5%, 1993) .

[o161]  BH HL{AHh, B4 ]y IKEG NEP 24-11 73 A7 TWH AL R 2 A 2300 & [l 213, 78
JA R AL, B AGEE IR R 2] 2Urh, 41 o R 10 119 4 8 KRS NEP 2= 5 1 i
R A B P G 8 R T IR IR SRR B 3 W S RS o e a4 4 PR B A 1 Y K
[R5 T 7KF, NEP 4% T eI A B 2R SITE R . DR, A 2 19 NEP S 518 T F
TEP 5T s T« i ) 78 Vs PR IR A8 G0 P A o~ B3R (BKD) Lo B FIIAAIIE (ANP) SR8 B5 5K 2=
IT(ATT) SR ANVE / G Ui 15 IR 1 P 45 A BK A1 fMet-Leu—Phe (FMLP) ;5% )R] A S 4
2k Met A Leu— iiMEAK (Enk) DA ASRIIET 50 28 RV AR R 25 U 15 IR 481 21 ANP, C 284
FIEAIK (CNP) A1 B BUFEAAR (BNP) o {H &, AN AN AE 5 ZURE B H 1K L PR Bl He ol i & 1 ik
[RVRE TR IX £ X 3, d 3 NEP 75 TR/ FEAA AT AR I L IR [ 7K

[0162]  M-—ARALIW £ E , NEP AE 253 e e fa il b S sh ik sk 73185 L JORE BAZRIK - B
Vs LR s i AL ER IR BRI &S VS TR K o IR 5 B, IXESE [ NEP
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T B MBI IR A T ) — P LR 2 M EE R FSE . 90, S ] NEP, 4 3G T AR
B JE] [ P P 9 A R A B4 FE B K P R i) 7], it n] DASRAS R AR B AR E R « B0
T IR E ATT BT ECRT P )5 W BK KT ANP K35, witn] PASRASS & 100 s RV AR PR 1
250 o TS NEP 06 7R AZ 1 P 5 R DR 09 B 14 32 A0 A2 AN AE R AR RS Bl ol 3
(W52 4k bA 2 R AR, IF Be 20T AE PR 5T AT A 3 AR 38 K SOBOIRAS 2 5
Bt A B R SRS 7K 77 BRI K B (Roques %5, 1993) .

[0163]  [& T NEP LAAMIH FLBh VIR 4 Jm IR () S 41 2 ECE (N B2 R ALl ) (37l /2 ECEL
1 ECE2) « £1 41 i 41 B 3% 1 32 AR Pe S KELL A5 X 32 B P AR T 12 & 100 i 2 4] 2895 AH 9C [1) PEX
BRI LA S ACE (I8 ok R LA RG ) AT APN ( ZUIKBE N) o

[0164] 3 ACE 1 / B ECE (I £E VYT i il e AN TR K vy 7 s bk s A A 77 1 Ay 5 o
VA

[0165] S APN BXA NEP [fI4IIHI7E V67 S AN MAICIE 77 A & B 2R .

[o166] S AHICNR 4 @ Kl B4 il AEVE 7 Mol (anon S8, B4 B g i el B AR R R
Ji ) kRS B R AR/ BRI R AR R T A BT E R o XA R & SR IR
A R e SR T AR A YR ITE R . N S R R X e h A E R R R (H 2
XTI 8 PR IR T O T AR B T B A AR

[0167]  BhAb, X4 T B B3 <08 IR Bl ()47 i A0 H A Po s et H

[0168] < )& JIK A 595 SR A4 0t i A 2R 4 28 DA S S FH R MR R D7 i S 21 1 B AR
FH 5 451 G A P P A SR T A A1 P ML T 2 R P W . T AR g i 12 o

[o169]  UbAh, A& EBIKEE (Rl e e & Bkl ) 768 A RE TR I o R 5% U7 1
HAERERZEHN, Pridd = bl a2 RIEMHE N FR (RIEBEEHT ) FATG R A R
KRR,

[0170]  H:fth & J& BK B AE 25 Fh & G5 an HIV Fr 5l S ) @ qe e 3 7 E 2 /EH PR
2707169) .

[0171]  J. Potempa Fl J. Travis ] G8 &I 1 & [ B 5145 V6 T7 40 B B0 55 PR AE 2
1)

[0172]  4E Turner %2, 2001, Kenny 2§, 1977, Kenny 2§, 1987, Beaumont 2% , 1996 [ iA
T & B KBRS R ER

[01738]  AKIE—A B2 b Bk Kva T 7 PR IR B0 B8 1 S B R B A 1) 5 A i
L aE k] AT REAN / BOFEE EAKCE A ) NEP AT APN, 45 3 in 7 Ao R B [
PR PERT R CERERMEEIR ) BRI 7K P S R SRt [A]

[0174] AR BITUA 1 &R K TRBT BB IT , 4 e SIS AR P E 8 MR i 2
IR o

[0175]  SMAEARIZK — A7 4 o 2R 4 B TPy BG 7 2 AR R B B bR AEEE M) 20w H, 7] BLAS,
FEHH K — W) A e 5 ARSI 5 B IR FRCIR S5 Tt Tt 1« BRI T 270 o A e e
[0176]  EL4AHh, foim Al LAt [ v B FUIR 55 BRALE B BgiAs R R 2% AU F 4 A L B 45
AMEEHRAR.

[0177]  XF AFpoR & KAT NEERSPEZOR TP BOG I RA2 FHIR I . 78 W002/051434 HhfiA
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T BB -

[0178]  HARHL, AN KR AW S ATATIE 5 BA T WRIH Rl [FEAS (avoidance disorder) &
IR [#AS (decreased awareness disorder) INJIE. JLE L BIHE (attentiondeficit
hyperactivity disorder). Hospitalism. A x5 5 I 88 B A5 LA S 5 40 1 5 & [ A5
(impaired interpersonal functioning and relationship to the externalworld) .
G AP R N A% B G K b 4 2LE X BE BT 0 % B B (X (decreasedinterest in
environment) 5 HAH R A A VE BN BENG A VEAT NS (CBFREFIS AR T ) M.
[0179] P sRIGEm (LR iR & Jm IR 005 ) A4 i i s B bk s AR A 4k | i
Jei RIS R A o

[o180]  tHAFEXTEYLHIIRIT o FrAliE, £E J. Potempa H Travis oA DU IRER 3 g 4101 il 57
TEIEIT A B A B PR e s I B 22

[o181]  F I FTIAR) BPLP— Ik Sk Bz IRt 5 F T4 il S % — 2O0E N o

[o182] 41 b5 SLI BPLP— JIK . HiAk BAZ B 1 e F AR 9 RN 7 B8R PR

[0183] AR 5 —A B W2 B E AR BRI E e T 23l A (22 20k
KA RS IE

[0184] AL |, W50 O R 246 F 1) 5y PR DL R 22 5 (reward) R 25 HO I 1K K
A 72 /DR Ay A IR PERRT A 3R G0 I SE AT AFAE BTS2 I R i/ BRI 45 R . AEIX AT
[, 1) FH B8 38 558 A 3050 P R 10 4 FH (5 BPLP— JIR BROAZ B 1% ek 2> k] BEL by 42 1 M Tl B3 o v R &2
AP AR EMER (ZH0R B SRBARAE )

[o185]  HR#E A I, 75 E9 /> BPLP— JIAT NEP B4l /5 H , 491t e 1 A A 470 BPLP 2 [ 3K
IR BIHUAA o X NEP 5 14 (38 5 7536 7 R 22 1B AT TR 52995 191 2015 i M AR A2 1A 9 A 2 1R 5 9 B
IE 7 2R A R . Fsk b, O WA A1 Neprilysin (#1428 4 Ik, NEP B
RS ) BFEIRIE I T e e B K (Newell %, 2003) o Leissring &, 2003 ik
/38 T Neprilysin fERREZE To A ()R L DR () B2 RIS B HFRAIC T A B /KF, 1EIR B 5843
1B T Ve R B BT R DA S 5 2 A SR R 40 I B, O ELAERC T AETE M EE R TR SR 1 A
FR/N R T EA I FIEIA .

[0186]  4E 595 BT 52 Ml 1 2H 23 v B L AR A7 & IR T Ve A B AL I UL AR B e e R
BEI 5 B B 90 IR AR 2 AN P A PR B BORT B AS BTV 14 1) a1 a2 AR N, A R i B
JRIE SRR A OC. TEM R B O B I L I BCR AN AL T DA B B ] 2 B
RIRIEAE o VE A 12 AR P 93 1) S48 A0 5 AELAS PR T 4 By e o 461 4 0 1k 28 PR 22 R TR
Jol . BLEK S (R S SR Ve My B2 AR 2 4 295 (Portuguese) AL LR AE (Danish) 42 &
PR e R R M E AL 2 K E WAL (Towa) \ KIEMEVE R 242 (Finnish) .
Gerstmann—Straussler—Scheinker ¢ &1k £ 5 bR 92 A1 B 22 1 58 )% PE 3C K FF A8 Fh 229
(Muckle-Wells ZEEAE ) « FFUIR BRBEARE S « AL P4 00 5 3 K AR AR L AR I 0335 i A 2% 1 K
A2 (HAA) HIRPZEIBAT PRI o

[0187] A& “HPLIBAT VRS ” TR R R G W m BURE , BARHLEE A 21 5, H R
TR i B 22 Tl e AN A IR AIE , 491 30 9 S B K IR 11042 188 e B B T o/ L A BN D) B
62 P-4 R IR e 8 ANAT R o AR R I B HAK P K 5 T A AR AH SC IR A 2 1R AT TR
P o A MNRIN H X EEER A RN 2R SO B (V5K ) A6 R R e B B 1 3
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TE R, BN IX BP0 A2 “ SIER AR O 7 TR ATEAR X B2 A B I R TS R A A (KR
Alae NI ) HEH 2 X, B MR B AS RT B8, SE R B 22 AR A7 1 P (R 5 Ve b A A2 R A
I RS T AS [TV R AR ot v A7 A Ve R o B 1 DTG T 8 3 D BT 48 s e

[0188]  FEAKR B R 7 (U SL it 77 =0 , MR 1B AT PR 0o A2 BT ELR I BRI (AD) o 78 HAR
S 77 :H, B AT BESE T LK Swedish i, FRAE R TER IR SR A RTREE 1 (APP) 4RI APP
(1] PAP 343 R 3 AR i R A KM B3I NL 4% o 5 — AN P A2 £ Ve 52 748 1 18 4% 12 i
Hifn (HCHA B HCHWA) — fay 22 4 o AA5U3ak O 0110 DA R AE AR R B I8 B 2 PR 1) LAt 3 B e 9 6
Fifi 5 (AN PR T P K e K A I8 9 B A% A DR T 9 A5 T 99 Down £ 541k 2% I (1) iH
SRR — PR DA ST RS AH I [ O R I S A R A I 789

[0189]  7E 75— /N J7 I, # 42 1B AT T 0k 99 A2 I =t T 4 LR T 9 » 491 S AL AS IR T 9= 9
Creutzfeldt—Jakob ¥ . Gerstmann—Straussler ¥ FE €57 K B8R BE JE i) 1k o FH ke
99 ~ A= 1) A i 2 R 95 DA A3 1R ] A G 1A P s o

[0190] Ak BHIEYE 4% YR TE BPLP 85 B ™ ) (5140 QRFSR) 1K 4 & Ik il < (7]
(A ELAE FH I 25 e il 4 F T PR B 97 2 e 7 MR S B g, fE Rk Beim 35
LR 5 i i 4 i DA I 1 9 2 o

[o191]  §ifiikJri&

[0192]  "FIGREA T B VFARMURE AN R FEFF a0 5 AH R 4 455 9 B BPLP &
B R ) (9131 QRESR K ) @ R B SR A W) i PR R s A S D B T s

[0193] fRIZAHA GV P LA E A IR B  PUAECE A &4, BT DU IREEE IR 7+, 1]
WA HE B AN TTE e & A — 1L &1 .

[0194] A BHIRAE T — B TAEAR S IE L G HI45 G NEP E 454 BPLP 85 [ B L
Z=Hy (B QRESR JIK ) 45 &6 IR I 7732, AR DL T DR -

[0195]  a)fEAF{E BPLP & BRI ™4 (140 QRESR JIK ) BT — TR EE T BPLP &5 B
FCGHRTEA) (51301 YQRESR K ) BI45 61 57 P B AR 3 22 1 I IR N, (i AL 54 5 2638 NEP
AT &

[0196]  bO#fE AN BPLP & BRI e ™) (4140 QRFSR JIK ) BU{REE T BPLP &
B R (40 YQRFSR K ) ()45 6 45 e MBI B 20 5 1 IR IR 52 9 MR 45 5 NEP 168
3o

[0197] JEELE 4°CH| 25°CEY 37 CHATIRIE SR 25 S+

[0198]  ZRIA NEP [4H M m] LA 40 M3 =400 91 G f 6 1) B J2 () SR 20 s 54 B ) 28 B
FRARBCAH SRS (B vKEm 0 0 A ] BSOS ), Ho 5 NEP 454 BPLP &
A 2= (5180 QRFSR k) 145 &6 mi.

[0199] R BHI I 126 75 32 o it FH DI () AH 2300 ot 2 e L s A ) s o o B
B A CAIHE H T NEP R PRI 2 414,

[0200] 7R B A% J7 v B A I AR D0 R ZH 2306 o2 CUR1 S 2 NEP Ik / BUAE
o4 BPLP &5 B 2™ (440 QRFSR JIK ) B4R S R BT A JE A 235 &1 . i, ] LA
FHU LB & AL 28 6 A 52 50 1 20 R A0 B 9 4, 3 e D vk m DAL A T/ B KRR BK
NRIRHIH LA/ B B Ze 4 J@8 AN IR cDNA (4752 NEP cDNA, 7] x& A\ NEP ¢DNA) FIt
L2 AT OF 7
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[0201] IR BEE PERT (PP 7SHL T 48 ) BEARBEHERIART (R BT,
CyDye— . # L3R 55 ) YLikdthbric BPLP & B W) (BAREE T BPLP &% (1 B ey
PR S A R R BCE B AR PRI AR ) o SRR AERE AR AR AR S ISR R L E RS
NEP fXIZH HBFs & — BOR LA AR PEAS B (R 1] o

[0202]  $XJ5 S RAEA RV B BT g3k 54 (Bl 10 %1 10 °M) I 1) 55 40 s
VeSS & HIPRIC .

[0203]  [Atk, AR AR HRAE T FHF-0ik 5 NEP [ [I45 4 BPLP & (1 B sy = (1) 5 4 fr
SR SIESS S L ST E, AR PR .

[0204] &) #i%&EH NEP _LI4EG BPLP d5 I BUH G M R 45 5 A m O 40 i 35 SR D B2
B IRA B G e (KR U A OO P BRG] BOHL 20 0D

[0205]  b) IAARF IR A Ak 54, DA e 5 - AR B (9 B 10 2 1 BRES B 8™ )
(BUOREE 1 BPLP & I BRH e M 45 S s A VEBUE B SIS PR AR ) 952 1k

[0206]  ¢) FEAFAEMRIEAL SHIRT, ALBE A AERF R IEE G IARAF T, KD IR 2) M40 77
Yo 55 B I AR B G O — BOR UK AR MRS S I 1)

[0207] ) sEEAEAFIKEE (M 10 2] 10 °M) BBEEMN S 1 520 =0 3 B AR A
SR S R S PR AR S BORR T

[0208] £ JTid i) bt ¥ 77 92 o, SR AN S5 A2 AR ic (1 BPLP & 1 BCH: e 4 (4
QRESR ik ) (B fREE 1 BPLP & (B = M 45 G e S R B B ST PRI AR ) 5 50%NEP
G E L R A A R E .

[0200]  ZJPVERAEVFHGE RG-S Y5 BPLP B A B ™) (540 QRFSR ik ) 2%
ATy (BURE T BPLP 8 A B A= M R 25 G e S PEBCE RS2 G PE IR ) A BRSO AR X
M7

[0210] AR 75— B2 A A T#E 5 NEP L4545 BPLP 8 (1 B = 1)
(BUAREH T BPLP 2 [ B B 45 5 ip S PEBCAE BTG PRI IR ) 25 &7 s i e PE 4
A ECARAL S WA R SR AN 3 (0751, Pk Jr ik s b i AT A i A SR ik 1
A8 a) b)) Al d), BLEIEEFEDE o) WEAELE &) g BRI 5 I
fb— AL SR SRATT

[0211]  AKWIH S —A B2 — M T#E 5 NEP L4515 BPLP & 1 B A1 1)
LA AR AR S AL SRR A (%, AR LN PR

[0212] &) % &H NEP _L4E G BPLP d2 (I BUH S M R 45 5 A /i O 40 i 15 SR D B2
B IRABAL G e (KR U BOO P BRI B 20 )

[0213]  b) INASEHT CZbrE 1B PEBARBUN PEARIC MBI 54 5

[0214]  ¢) fEAFAERMCIIRIEA SHIRT, FERER AR RIS BRI, IR E DR a) 4
HBE R 8 B b AR B S it — B DURAE R S PR 45 5 RO ) 5

[0215]  d) sEEAEAFASE (W10 2] 10 M) MEEAS VIR 05 40350 28 B AR A
SR S R S R AR S B RS T .

[o216] I BE PERT (PP 7SHL T 48 ) BEARBEHERIARD (i T,
CyDye— ¥ s )6 & %5 ) JLIbriC AL G IR AL RERAERF R RS B AR IE R L
RIS NEP BRI & — Boe URAERF R 4G 5 BRI o

20



CN 103183726 B i BB 18/27 T

[0217]  3&W] PALLE o e & N R Ap s e A 45 Hofh— P e (b S W 2B A0 7, [ 150408
5 NEP E[{ 456 BPLP & HECH R (4140 QRESR Ik ) 45 &7 e w45 5 i i ik ik
AR X SRR AT

[0218] AR EHRME T —FI7EAR AR AL A Y01E S BPLP 2 1 B Bl 2= 40555 NEP 75 14
(RN R BEE SRR B 710 7%, Bk ik D ik

[0219]  a)fEAF/E (i)BPLP & EIL ™4 (40 QRFSR JIK ) (BUE—{REE T BPLP t5
B R (9301 YQRFSR K ) B 45 &4 e B AE 3R 22y PR IR (11) NEP JEAI, 4 i
WA A Y515 NEP (MY

[0220]  b) 58 NEP X NEP A A U8 1 B AAAE FH L ih i R A7 A Mg e A S 1) 1 M 7]
& ARG5S A AEAE A S B ) B G AE 23 I, B IR A A s
FETE s W RAEAE e A A VI A U0 & B BRSNS AFAE s A A 1 o U 8 1 I
FH R D 1, Uk BT IR SV B A EEhRE T

[0221]  BPLP & [ B 4™ 9 (3 sh AR B2 — b B $ i 48 KBTS 1 (CRR 2
NEP B¢ APN V& PE ) IIREJII 2 F -

[0222]  BPLP & [ B 8™ 9 (45 SIAE 2 — P B &8 2 KBTS 14 (CRR 2
NEP % APN V& PE ) IIRE I F -

[0223]  BhAb, FERA E Z ik A A W T S AR o v, AT BALSP s 46 & 40 B8 sh 711
BAE PN TR, i A o e anfE A4 B O O 1 BRIMML B 4% 15 5 I ES 3L
W1 B G AR & BOR / BURE TR BA A G KR 8 E RS AL -

[0224]  7F HARISLit 7 2, AR AR Je— Ppifiiia A v BPLP g5 H B Bl M K 351
IR S T, AL DI -

[0225] &) #4474 NEP (454 BPLP 5 U BIL = M 25 6 A s 40 B s 7= P Bl 2%
BARARBHLIEE S (B0 oKZR U1 A 8001 BB B S )

[0226] b) W E LK a) PRILNMEET IR 85 B AR ARRIELURE S QIR N B VAR A7 ik
Ak Bt BEAG U B NEP BEIETE (AR AN 10 °F) 10 °M) ) MR EE [ BPLP 25 19 Bl H:
HEGRTEY) (BUE—1REE T BPLP 88 A B 8 VI B 45 6 S PR BROAE 38 22 PR IR ) 1T NEP
JEA— B 2 ATERT LR 451 T A2 NEP e 11 P B0 8 1 R A PO sk (1)

[0227]  ¢) 43 J3d I W 58 AEAFAE BUAAFAE A A ) UL S AEAFAE BUANAFAE BPLP £ [ B
R MIBAR BE T BPLP 8 (A B L = W 45 A e T P BOAE 38 22 PR (Y KB NEP A Y
Y AR R K, DUEE &0 R a) SR 22 R Br B 1 NEP 3 P

[0228]  7ERTR (1) LTI ) 575 R, PR RH P B A2 B NEP B4 1 B figt v /D — 1) BPLP 82
B B IR T

[0220] AR —A B BIEFE—Mris £y BPLP & BB sled g M s S m e &
M5k, AR PR

[0230] &) #4475 NEP 4G BPLP & AV BIL A= M 45 A4 s 40 B s 7= M a2
B ARARBAH R (B vk ) B A SO i B ST TR )

[0231]1  b) W E LI a) HHIGHMER =Y 2 B bR A A LIRE i QRN VFEAFAE IR IR
WP BPLP 28 H BUH ey ) (BB — R EE 1 BPLP &5 [ BOH Rl 1) () 45 6 5 PR B
AR PR AR R RIIR ) I, ERTAG RS S TR DU ) NEP BRSP4 MR ) NEP R AR AL S
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W) B R UAAE I ORI P 261 T 4B NEP JEA1%) N U 2 A B P A 1)

[0232]  ¢) 43 AidEk e FEAFAE BOAAE AL LA B W) LA S AEAFAE BN AE BPLP 27 B L
PP MIBAR BE T BPLP & [ B B ™ M 45 5 o S A B0 A 3 23295 PR D DR IS 1) NEP iS4
P UTEE IR R KT, DAE 2 = DR a) A AR P2k BT 2L 1) NEP 35 4

[0233]  £E BTk (1) b 100 75 925 B AL 208 1 St T X, R e DR 2 A 3 S ) it s 2> 4 />
50% B AL 22 /b 75% IR IR .

[0234] "IN THI ¥ S 91 TR Pl 2460 Uk BH 1 AR R BH  HEAS BRI AR R BH B9 YE T

i =] 15% BR

[0235] & 1 BIR T °H-YQRPSR ARG BIXS BT 2. 5ml AMERFG 2. 5ml MER B - IR
$ B v BT 45 3 1R A 28 T ) BH S - A0 H HPLC 5. = S50 (10 0 S A WA 1%y I A 2 e ) 5
75-84% ( BUREE ) o

[0236] &1 2 IR AN Tml AP R H R A5 A M VI R I — PR B AR R I B S A8
HPLC 1% o 47 17 &G I A0 — PRSP % P 42 o B P 0 e AR 9 B 77 (LNCaP
Y MR ) o

[0237] P& 3 &3 % HPLC-EC ¥ 13-14 ¢ MARER MM SO HPLC 3 ( BRAS ) o i T
NS — P IRBEE 1 N U8 B AE P DS BE 77 (LNCaP itk ) -

[0238]  [&] 4 x& 3 EHPLC-RP & 4 73 AR MR SofH HPLC 38 ( RUIRAZ ) o i T iz
FI N AL — PR 1 N T8 R AE P YD I Re 70 (RRAZ) , BLACEATIAE 274nm &b W 56 5
(2R,

[0239]  [&] 5 W7 T BPLP-QRFSR KA A 4h — PRI & PR B A P ¥ B i 2 (LNCaP 4 iy
PR ) 5 QRESR JIK (19 250 BV L A AN 1 31 25 w M, i KR E N 11 u Mo

[0240] & 6 {7~ T hBPLP—QRFSR k] YQRESR fiTA= 4 AAh — N JIR I T B Ad P 40 i 1)
s2MA (LNCaP ZH P ) , YQRFSR JIK A 250K FE S RS2 A 5 21 50 1M, i RN 30 u Mo
[0241] & 7 &7~ 7 hBPLP—QRFSR Ik 1) YQRFSR A7 4L #%f B3, NEP 4 — P Ikl U 2k B At P 4
s (CEREZHEY ), YQRFSR IKAIA SORBEIEFZE M 5 B 756 uM, P KK E A 38 uM.
[0242] & 8 & XF YQRFSR ik (1) RP-HPLC 3% 73 M1 YQRFSR K (175 uM) fEARSNASSZ A 4
e 2R T PN ORI A, RIS e 40 T 70% 19 A A0 IR BT A 5 190 P 905 1) 3 U0 2 1 B A
RP-HPLC & R4 AE K T, -

[0243]  1/YQRFSRIKASSZ A NEP BN A0 IS AT, TR 1 93% 1) SE K, 703 A AR5t ke
i, (=T 94%.

[0244] 2/ ZEAHIA BRI Z5FF T, YQRESR BRHH] 1 70% 3% L2 A 20 H X P 45 (1) N 11 2
I i

[0245] &1 9 7R T QRFSR JRXTHZH A NEP Fafit P ) 4 HI/E A o QRFSR IR m] ¥ 14 =
2H N NEP 35 M R 9< BE AR R (R M /B A, A A2 QRFSR RO Pl A MR B 240 hDPPTV 5 PEXT P 4R
[N B A B AR A VR R

[0246]  &] 10 {7~ T QRFSR JEAF4H M [0 A APN [ A% APN & BORA 1 /E - QRFSR Jik
WP M A1) ) 4 B 3 I O HEK-hAPN %of Ala—pNA S (RS i Bk

[0247] & 11 75 T QRFSR R4 o8 1 A NEP F& A NEP 2 Bl e 30 #104E ] . QRFSR Jik
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TR PR A T 40 B R T 1Y) HEK-hAPN X Mca—BK2 /=% 6 A B o

[0248]  [&] 12 W7 1 YQRFSR IRAEAS A BRAE DR AR (i /R S MRS I R R0 B
I (R . P 3{H & SEM.

[0249] P& 13 W27 T YQRFSR IR AE A4 A X Ja JIVE 5 A R 15 AR 2 (R R 92 28 B IR U B2
Mo ~F-2{H £ SEM.

[0250] & 14 {27~ T YQRFSR BRAEAR PN X AEVE S R /R B AR GE 60 438 i (98 M 248 201
S20 . QRESR 7 AR K BT ids 3 (W B R FH 75 2380 PO VR MR RAT 324

S 51

[0251]  ABFFME BT THE R RN 4B HMIRBE ()2 NEP Al / B APN) (406142, ¢
TR AE NABMER 3 I o A1 10 ARG U R 43 V25 1) SR B 2 AR R T R MEVRAIS = 0 1
a3, A A ] T SRR B B N NEP [ A AR A O NEP BUBE R W VD S IR . AR
REF CLIF R T hRER I ( 3k NEP (1) LNCaP F1 HEK A K4 Mo (1 i 5 ) A1~ 8
(HPLC thif R 4 ) WAL, Hopl H T30 J7 21 40 e A Ad o (B R SR 16 P 905 P NEP 40 ik i 4101 i1 4
HPER Sialorphin 1 PR M MERY D) BB AU BT AT I 25 58

[0252]  SEjfs] 1« A A4 il 571

[0253]  Z TIRRMFR 7L, HoNEHEr AT 7 Bi ) “centre de recherche Vaccinaleet
Biomedicale”, 45Ky 2045, %577 23813 7 CCPPRB Z5 14> (PARIS—COCHIN) [¥1[F &, 3F
HR) T 10 44 5 SR E I AAKME, 20 AT 2003 4E 5 H, 4k 3HT T 2003 4
10 A o 1M 8 B 56 AT H RS E K ES (1000KIU/ml) \Pefabloc (0. 4mM) F1HC1 (0. 1N)
(ZKREE) B “microsorp” B W, TR ZIE 7R 3L e 85 I 24ABVE PE . (R, W MR ASE o ik
17T —80°C, H BT FBEFEHUERAE

[0254]  SZjafs] 2 (NEP I (R4 LR B A A

[0255]  1- AAMiki NEP FiT APN )5 -

[0256]  CAHEIA T LKk NEP F14x @ &1 Il 2 T 1) FE 8 51 B9 N 20 B ik, JH A X e 41
JHAR A2 B 41 B 40 Ak MG—63 ("B RIJRT ) W4 F= 4N L 41 B Mk BeWo ( IR 2L 4B ) « BT 71 R
b gH MRk LNCaP ( BRRE ) A1 Az 20 0 ZH oAk Caco—-2 ( ELE45 IR ) « HSE PR ILA Bkt
W T A2 38 2 A s R . HOR, AR B3 L4 FH Northern BRI 4 0% 40 oAk,
0148 LNCaP Al BeWo s2ME—BE/ELS B ISR T (RIS A 2 gk s L Al 1)
RPMI, GIBCO) LA Az 43-#I4E DHT ( & 22 [A ) 1 forskolin {1552 & B8 22145 NEP (ARNm 14
MREEN ) AR, &a, AN 5 I8 5 X L 40 i r 6] i ge A 4 b, 4%k BH
T OAWE T AR VIERIIGE I E 240 (BRI 100pM/ %8F / ng LNCaP AR EH ) T
3BT AN NEP A% P AR ) T8 BRI 230 (L BeWo IR VS TEAR 10 5 ) o 7047
FERE A R NEP #1414 (130 thiorphan) B, #1%] T LNCaP BEyE 14 (500nM 153 T 62%
(K KA A7) o AR, 3 HIBE BT R (APN. APB) FIAL S S55K R E6LEE (ACE) ¥ LK)
bestatin (25 uM) FIRFEEF] (10 wM) A BEAIIH| 44 M2 0 AR K BT P 4 51 (59 7K A, PR ki B
FEARIS 2T P A (A B b B Ad 3= 2202 B A T X Lo 4N f 3R 180 1 1 NEP P JIR I8V 12 BT 51
EH o

[0257] B4, E&HF K T M4 ANEP cDNA B A APN cDNA (HEK 40 il A~ ik ix B 4>
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JE A AR ) 56 4L i) HEK 240 1 i el i Bl PR AN NEP BRI PEEEZH N DPP TV (iR
RIENRE 1V) (A N A B MBS R B ) IR SR

[0258] 2 JIRAANHI 771

[0250]  FEARA, AL AE ARSI RE T~ T R 5 B R SR DA )k figh ] A A0 R A 4 P e 1
A - AN - SMIREEEE -

[0260]  a/ & BIIHF A I 206 Bt (KSR

[0261] — Mca—R-P-P—-G-F-S—A-F—K (Dnp) - OH F / B¢ Suc—A-A-F-Amc (NEP) (R&Dsystems
and Bachem)
[0262] — Ac—A—Amc B¢ Ala—pNA (APN) (Bachem)

[0263] b/ AFEJEWY) -

[0264]  — &1 AARICHI P 45 [(3, 4°H) Pro’~Sar”™Met (0,) "']-P #)/fi (DuPont-NEN) Ff
TR P ¥ :R-P-K-P—Q—Q-F-F-G-L-M (NEP-DPPIV-ACE) (Peninsula—Biovalley) ;

[0265] —RARHI R RMGHENL :Y-G-G-F-M(NEP-APN) (Peninsula—Biovalley)

[0266]  FEAFAEBRANAFAEAS [A) R AT ZRAF (1) 228 56k 160 S i 400 1 500 P, ] 200 o B i ) 58
T S RN IR 7K A T ARG 00 HE JORAS IV 1 e e

[0267] — Thiorphan, Phosphoramidon (NEP) (Sigma and Roche)
[0268] —Bestatin, Amastatin (APN) (Calbiochem)

[0269] — DPPIV #if|7] (DPPIV) (Calbiochem)

[0270] — Captopril (ACE) (Sigma)

[0271]  3— JIKPRE T4 (I 2

[0272] AR ¥ X BR Sialorphin ¥ Ty 88 R AL By & A 37 19 77 200 € A1 Ik B v PR
(Rougeot &5, 2003) o fa] B, X T JEH| 5 B 4UMAE 4°C R AT 10 4R F (I6F / &)
K] 50mM Tris/HC1(ZET pH 7.1) . £ 1000xg F1 5°C N HEATEH — IR O 5 4-4h, LUE
B AR AYTIEY R IZEIEAZ . £E 100000x g F1 5°C N BEATHE /R0 30 40t , DUE
WRAEDTED IR 4y, 45 ALV Tris/HCT Syl b 2 R Wik =k, B T B 2 vl
W, BURE TG Hofig 7T -80°C, E BB HAERFUR . FIH LA IIE A& 1 (BSA) AE NARAEYIIN
Bio—-RadDC & (ARG IVERAT S I 5E

[0273]  YEAFAEBASAT AL S PR A AT, 30 3k 1 0 A7 2 3 ) S R 4% 1 1 AR R 0
R o R HIHI AN B TR & 85 R H o AnE R BVR A P BRE AR TN 200 1 L
50mM Tris—HCI (pH{H 6.5-7.2) WHIAIMINR. EFUE 10 45802 )5, IAJRY), FF1E 25°C
()R B2 12 K AR T HEAT VAL 20 R . JERL A B 4°C I NN HCL (3K A 0. 3N) SkR& 1k
L ARG B0 B (4700x g,4°C, 15 43787 ) , Rl H el 2 10 52 3 i S AR ) o
[0274] ST RAREA (P YA Met— fMENR ) (AT, AREE B ATHIAS [R5 AR 43 5
I s B

[0275] —H C-18Sep—Pak cartridges (Waters) 3 #r i &t AR 1C B P 90 R B K it . HH
H20-0. 1%TFA DL f2 25% FR B —0. 1%TFA ( & Ff 4ml) ¥4 58 8 "HAC Bt 4. FH 75-100% FF
B —0. 1%TFA (4m1) 3t 58 % B mbr i K A o

[0276] —H] RP-HPLC %5 &4 66 it 20 M Met— M ME K f 7K i (C—18LUNAcolumn, AIT) .
FHERPEAE 9 0. 1%TFA (7K AW R 0. 1%TEA 17 100% ZJEVAW (Iml/min) ¥/ 30 43-4f, A]
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DL 5 P Met— i MHEEAC B4 (YGG 5. 8£0. 2 ;FM :12. 840, 1 /4P B |] ) Alsg 4
JEE) (YGGEM :18. 840. 2 4381 ) » JHLL M5 JAE 264nm (L3000Merck) &b ¥4I Hi 40 mT LAAS
AT S AR S () .

[0277]  —H FH U S R YE: (RTA) & S ARHTUG Met— MMERR RSl o K8 FH 3t
Met— i MESK HTILTE (Gros 25, 1978) 1 '™ T-Met— ikiMEE (80TBq/mmol, NEN) & Al 46 Il H! 4
FE IR JE ) Tyr—Gly—Gly Fil Phe-Met 44 £& (¥ 40 BE /R ¥ JE 1) Met— MiMERK . VRN i
TET] DL 52 AN R B PR

[0278] X TA BJRIRIN L, 7T LA 2 FL3 e e v B i I 65 5 (B
FmeR ) BI30 775 (5 5 BUSRE B 5 I R 1A (8] e T2 R A R 4 1 = s L 481

[0279]  SEJEHI 3 « A EVR 20 A0 AN 0 1k

[0280] A MEVRZH 43 R B 2liA 77 SR AU 5 4y FRAE K SUEA H (1) Sialorphin BrAf
KA T % (Rougeot Z, 1994) , 43 HT T HREU AN (2335 4% 43 3011 &5 NEP (19 N\ 40 fs 5 A:
HJERA) P Y K R B

[0281]  FREUFFAALAE Mo ME RIS VE (S I 5 7R AN M 4 2o 8T B Hb, AE 4°C R RRRZ
Ji, AR T T B 75 S A FR ML &

[0282] —FAE - ERHEHUT % 4 C NRHUFREE - R IR 2 =40 o8 1 ARFU R i
ANE) 4 EF S 0. 1% VISR AR (TFA) W REEH . B DL LR FENE
F CELFERERERT ) Bk 8 51 53 0 76 B A FR B A o1 R p RS AN DLE , B VIR &
IMER K 7> (10 < Kda) o PRIFHb iR iE F EER A4, FF 78 12000g F1 4°C R &0 15 208, 4
76 ~110°C N AT M E3E W 2 b P i

[0283] — HPLC PHES 2 #eta iy (HPLC-EC) «4& FF Pt i B A ey v i T 957 A C R 10mM
BE I , pH BN 4. 3) , FF0 3 495 2 HEMA-TEC BI0-1000 & 24 (Alltech) Ho HR¥E
EATI BH S TR AE, 43 5 B 9 45 26 PR AE FEE 10-500mM 1 500-900mM & %% (pH {E 4. 7) (I
WM Iml/min) e IF 4 B AL 4. UREE 2ml Z54Y, FFAE VR T I R LA sk N 4R Bl i
(LNCaP) frjgE

[0284] 4 & 1 BT, A O\ B AQ 3 M VR P I N FE AR E Y (O bR IR 1 BK
*H-YQRFSR) P-4 $2 BURN % 42 €338 f) S5 A (RIS e s In N5 2T 2. 5ml A AR 3 Fr 2 BB
(AR S R B RR TE D [ R RS T5-84%., S FF B4 B A ME VR I HPLC PH S FAs e it vk (1
2, N6 N Tml A AR RV R B AR R a3 ) JE M R A E M R E S F
MEVRZH 5, B e T 58 — D I BE BR B iR JE . (10-500mM) , 5 B4 B[] 43331y 26-28 438 il
36-38 738, iZ AL - HH] T 90% NS A KBS P R W TR I EEAE (1] 2 Fn] W
A BE I TE) g 6 48 43+t FR v 1A g 43 b 2T M VR F AR AR )

[0285] — HPLC x #H 2 % 7% (RP-HPLC) o % 4G BT HPLC-EC 1 V& % 4% 4 ¥4 fit T V& 71
ALO. 1%TFA [R7K W 1 1, 3005 73 5 3] Synergi Max-RP £ (Phenomenex) . FH £ MEAE
1-99% ¥ 5% BL 25 —TFA [FIEFAEL A 100-0. 1] Felife st 5o YR Il 404y, HAEE TG
3 B A0 ) 208 o 22 1T 1) A AR BRBRFTS 1 (LNCaP) K88 F7. ARSI RIS 28K 61%,. RP-HPLC
(& 3) X ISEHT HPLC-EC [#) 13-14 25 (¥ B (7] 26-28 4381 ) H oy E RIS+
T 73 B8 B tHAZAE TR A 32 2 R4 i) N AN IR 14 1 3, FF AR e I T 686
B, ¥ B8 W 1E] 93- 31 y 23-25 AT 28-30 7% .
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[0286] KX b 4 43 45 258 2R PR 6 5 1-99% ¥4 7] B[100% FF % —0. 1%TFA] Bt i) synergi
Max-RP-HPLC #:H 47 3# — B 2lifh . 75 1 238 TR B P e IR BE T microsorb 4
W5 FRAER T e I B 25 2 PO F 36 NEP i PR . il 4 B, 35 T i I 1) 4 )
9 20-21 BA Az 29-30 3B B PRI AN IR X P 45 ) A U0 B IR 2R, IF e
T EMREER T .

[0287] — Ciphergen & & M LIRS T H 4. M Applied Biosystems JIRlFFAX
(plate—forme d’ Analyse et deMicros quen age des Prot ines, Institut Pasteur), i
it A B Edman FEMFHEAT N RK3m 72040 8. Mt B9 RP-HPLC HR 787 B8 ) 18] 4 10 43
BRI PrBE i NI (904 20) X RLT 690 1 769. bDa 73 +&, FF H AT M.T NI 5
MR IR T :QRFSR. E 26 4380 B8 I 1A Frse it T 45 (5 28) 43l X T
P43 ~-2H 43 622-666Da 1 6495Da s A #7352 X 22U TR 11000 5 2 73 B 0T IR T P Y 1)
TE R 2 KT, 2 AR 61 NIRRT H K PRP-E (Isemura 55 , 1982) .

[0288] #HiL 5 KM MEW Sialorphin [F3ELL, IX SR A AMEW Sialorphin #2547 LE
PRt 7 BB R, Pl K2 FUIK QRPSR, HAE 450 5 D Re A5 K U ALK QHNPR HEH 2
1T, FF HAE W BN ME - i N BANISCHR T QRESR 2 R4 SR A 4 5 LR N AL 2 f5
(R, N T 77 SR T SMR1 IR IBCER W AR I @ 72 64, 22T QHNPR K BRUIK
Fr 435 1) QRESR JIRABLSF- BAAS [F] (9 SRE LT AN MR - 0 N, L w2 T 2] BR AL 48 218
I, A E A EERE T 5ME PRP-E /) Bk K e A BLAE A

[0289] S5 4 :QRFSR ik A2 BT

[0290] & A% QRFSR Jik, JF7E A LNCaP £ i fid i A5 55 5 4 B0l B A= AL o, AR 473 #fr QRFSR 41
HIAEIR G NEP JEY) (P W) FIFEAEIEE 770 QRESR BRFIH] T A RTZI R b gi ki ERTa
1K) NEP A3 BT P 45 40 B 70 5 9 0 a LB . QRESR A 0K R 1 31 25 uM, 5
K (1C50) WJEH 11 uM(EB) o A NIRVFI A, 7EFT S R Sialorphin Xf A NEP 35 14 i)
FAE FHAS B B2, A QRESR kXS BB IE NEP 3P 40 i VB A Bk A 40 .6 1 NEP & P 1)
FNHIVEH 2K 10 f5 o 74K YQRESR - (4G Bl FH T R A4 A0 S 2 Ao N 52 22 40 19 i
FRIC T A S G g% I PR B854 ) BH St 8 T H 6T A RH BRU AR — P IR B P F A AL ) 4 i 4 P
(E6F7).

[0201] 3R RARMIFINTAE BN A BRPOR AR R A P ik Bl v T P 1 |

[0292]

NN S S E R N S 4| KERAH
QHNPR 4340 uM 0.4 % 4pM
QHNP R =50uM
QRFSR 2.5 3 25 M =100 uM
YQRFSR 5% 50 LM 5-T5uM
QRGPR =90 M R 5E
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QRGPRGP =90 M KA E

[0293] & 7 AT BE AT hPB K7~ QRGPR ik (20-90 wM) X LNCaP A 4 o fiE fir 5 5
(1) P W 5a A U0 A I R A, 1% 28 SR AT AR AR R IR 3 HE DI R SR NEP #4 Tijik R i =
AL E IR LSS QN AR il R-C At ) A& E 4715 NEP 4h N KB 2h 88 HEAH BLAE
IR A/ B PRI B S S oAb, B T BRI NEP 2 [) [ B (14 2% 28 22 B 2 AL
PE (#85%) Ak, A B3 WA 2 T PR AR I K (43 )52 B QHNPR A QRFSR) )
Thee M FLAE F (IR R 1k o BT (13X e 25 SRR A7 AE IR AR — 0 S = R A5 M)
GAF T ERRAL TAEYE, X Sialorphin BUHATAEY S A NEP i i) — e B AV SR 45 74
N5 , R VFRE— 2 T X Se R AR M () &5 A it

[0294] A% W& A B SbRAC 1 *H-YQRFSR Bk 7E Al 2l 534K N #2857 1 B, Sialorphin fIX
B NS DI REPERRAESM I 25030 11 5 B R S 3 (B A - AR - TR E)
VLKA E T e AR AR SN FACHLEI AN %10 (B 8) » RP-HPLC (i fiE R I

[0295]  — YQRFSR IRANSZ 15 NEP 1) A 40 BB AT, S35 B, [0 1 93% SE2EJIK, M A 4%
PR, [l 7 94%

[0206]  —7EAH A FRIE A5 1F T, YQRESR BRI 1 70% f3x £ A A Hu i P 45 (1) N 11 2
B A -

[0207]  [Atk, YQRFSR GEH T-WF5E BPLP R4 7E S MR (49 et o) % e X 36 A 4 /R
RS ) 19 BRAT AR A rh R VG 1 IR BB A DL T 9 Sialorphin £EA& N 1 2
BEBRE (Rougeot 25, 2003) ,

[0208]  SEjafs| 5 AEAKSM 3 — PR AE QRFSR JIK

[0200]  JE AR 4EAL G AT vaPE A NEP LA DPPIV (¥4 N A S 1) Jfa 2 AN s s B ) 1K)
A A I P AR (SP) B DR VB, BT LAVEAT QRESR JIR B4 e e 1t o 1)
1 PEVE Y EE 2 hNEP A JUVZ:, 2257 7 N QRFSR k-5 hNEP [ 73 HH BAE A, 1X 45 IR0 hNEP 3
PEFROL T EHBATHE, WK 9 BN, QRESR BRBELE 7 90% [ NEP A5 (1) SP ¥ N 1 &8 A, & 1)
P F7 86 S AR MR AR A (r°=0. 99, n = 18) , YEFEIL A 5 31 50 1 M, - KR & 291 Mo
AH 52,25 1 50 wM [ QRFSR ik # A B8 FH 1L FE 20 hDPPIV X SP F B# £, 156 B QRFSR K 7E A4 4k
X3 fEAH SP R 4H B D A1 Bl R A J3 AN 2 PR A BT NEP A1 IR 4 e A AR A
BEAL, MISAT SP A A B9 72 R, 2o HE QRFSR RN B QHNPR-Sialorphin —FEHSASRE
SEA B A BE I SP R IE AN IKER T A U T SP I BEAR , PR IHAE A P9 AN BE 52 4 BRI SP A S 1K)
HEEN .

[0300]  ZRKEE (NEP AT APN) 7EARP DA A RIS (FEEORD BN ) KIEMiHEERR . [FID NEP
T APN 71 Fik P JPR K HH () FLAME S AU A B NEPAPN & B 40 ] DAZEAS [ (R 7 Ji i 2
i TP ERE .

[0301]  [AIUh, 75 H) I B PR bR I8 NS 52 1) NEP B APN [ 85 20 HEK A S 41 i 1 i il
(BRI , YPAN T QRESR R A4 e 1 . SRR = AR R H T I 58 e i 41 A A A
TE I 58 N TR e MR DG S I B i mT DALE A4 &/ ar it N &4 s ) s U — TP — b
JOR Bl 5 7, BT FE ) NEP ) & Mca—R-P-P—-G-F-S-A-F—K- (Dnp) —OH (Mca—BK2) DA f2 APN JEE4)
J& Ala—pNAo I R Bk 19 RS 8 hNEP A& 032, AR & B 35 & L QRFSR JIE % NEP X Mca—BK2
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R PN T B FA TR A P40 st ) A Ik P AR A MR 1) (=0, 88, n=29 N8 A1), BA AT %457 &= 75
M5 B 50 u M. FI R B B AN 52 1K hAPN Ky, A8 4 BH 3 CL&AIE 52 QRESR K] 7
hAPN % Ala—pNA B FEfE, B AF)EE 10 290 uM  (r2=0. 93, n=22 PIE &) (WK 10 F1
1),

[0302] 3K 1 :QRFSR 7EARANFIAA Py X NEP A1 APN #REREERIFIHIER (1C,,) HIE4S.
[0303]

R &Y 1C50 fii
QRFSR ik

HEK-hNEP P YIS (60nM) 4uM
McaBK2 (5uM) 33t6puM
LNCaP P49 M
MecaBK2 25+ 1uM
hNEP i itk P Y 29+ 1M
HEK-hAPN Ala-pNA (100uM) 65+9uM

[0304] XL IR UL HH N QRFSR TR AEAR SN & —Fh NEP I APN 21 RBP4 1) 2% e A0 EE 41
il5 o AN, P 2A NEP AT APN £E ik 3% o i B ME T LA S 2300 HE 5 PR BRI 7% 2 1) B
Sialorphin FIZEALTE, 204 AV 15 SR 3R I L R 45 B ATA5 48 % B3 HEDI QRFSR
JORAE A P S8 R 0ot K3 b AU P NEP—APN 41 i v S B T o PRI G A 650 P ) 04 8 PO B LA
[0305]  SEZjififs] 6 :QRFSR B AEAK P (1) Th e R AE
[0306]  JRUEAE K ERAIN NEP Z [R5 SR T 0 = 3 18 17 31 ORI (= 85%) , Ak B
AP RS AL (4590 4 K BR QENPR A QRESR) [ 401561 A7 B W83 1 A X K R ide
PPk BT A R SRR IE AT AR IR YQRESR R H T 6F ARH K BR A P TR I (%) A %o A ALK ) 1
R (HRORPEVEHEAE 5 B 50 uM 2 18] ) o PRIk, 78 SRR AT N AR (HDAE /R B Ak
W% ) HIFF T QRESR ATAE IR 45 S , 128 R W 4 A T4 B Sialorphin 4 FH AO4A
MERAE (Rougeot %5, 2003) « A& 0.5 F1 1mg/kg ) YQRFSR JIEHH] T H-HH (VEGHE/R
HHRERISK 20 280 ) BUFRR (AR S ARESTIE IR R ) o Bilan, & B S 1R 7 BRAE
W B e SR I A], AL 144 £ 17s, n=( %4k ) 2 97+ 14s, n=8(0. bmg/kg) (p=0. 05) LI
#| 84+ 13s, n=8 (Img/kg) (p=0. 02, Dunnett t % ). > NHEIFHIZ, 5 K Sialorphin
AbFE I K BRAS R /2, YQRFSR Ab 38 3k 19 K BRAEAE /R AR IR 1 5 8 (R /R B ARy a 5
40 21| 60 3%t ) ERSK ERTAE R [A) B2 (A AL FR g 1K BR <63+ 13s % Img/kg AL TR
IR :943s, p=0.001) o 7EAR/R S M TR R b, REEH G E LA R
Sialorphin 3 (100-200 u g/kg) , {H/& QRFSR f7 4 KABLF-A & 554 18 & NEP-APN 4114
) RB101 (2. 5-5mg/kg, 1V) [FIFEA LS4 77 (Img/kg, 1V) o
[0307]  IXLeEGHE (A0l 12,13 A1 14 froR ) 7§ MU0 H] YQRFSR BRI 1 S A AL 52
BT S EER
[0308] ‘& HIHHIFEEE /IS 3mg/ke I EMGMELF—FEH XL
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[0309] B4k, FEAEAERT A 324K 3547077 thenalaxone i, 7 DL 58 45 4% QRESR ATA2 IR AE AL 27
WO B PRIEAT b Brids SRR AL, 135 HLBR 1R B0 B 3 IR PR R BE A 2 AH — 3R
i

[0310]  ZZE3CHK -

[0311] Beaumont et al, (1996)zinc metallopeptidases in health and
disease, 105-129).

[0312] Dickinson,D.P.,Thiesse, M., 1996. cDNA cloning of an abundant
humanlacrimal gland mRNA encoding a novel tear protein.Curr Eye
Res. 15(4), 377-386.

[0313] Ganteet et al, Angew. Chem. Int. Ed. Engl. 33:1699 (1994)

[0314] Gomeni R.et al,Computer—-assisted drug development;an
emergingtechnology for designing first—-time—-in—-man and proof-of-concept
studies frompreclinical experiments.Eur. J.of Pharmaceutical
Sciences (2001) 261-270.

[0315] Horwell et al, Bioorg.Med. Chem. 4:1573(1996).

[0316] Isemura,S.,Saitoh,E., 1997.Nucleotide sequence of gene PBI encoding
aprotein homologous to salivary proline-rich protein P-B.]J Biochem(Tok
yo). 121(6), 1025-1030.

[0317] Isemura,S., 2000.Nucleotide sequence of gene PBII encoding
salivaryproline-rich protein P-B. J Biochem(Tokyo). 127 (3), 393-398.

[0318] Isemura,S., Saitoh,E., Sanada, K., 1982. Fractionation and
characterizationof basic proline-rich peptides of human parotid saliva
and the amino acid sequenceof proline-rich peptide P-E.J Biochem(Tok
y0).91(6), 2067-2075.

[0319] Jones E.et al,Drug discovery technology.Start-up shourcase
andstructure—based drug design. Drugs, Sept. 2002:5 (9) :894-895.

[0320] Kan, impact of recombinant DNA technology and protein engineering
onstructure—-based drug design:case studies of HIV-1 and HCMY proteases(2002).
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[0322] Kenny et al, (1987)Mammalian ectoenzymes.
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th, Neuron. , 40, 1087-1093.
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[0325] Marini, M., Roda,L.G., 2000. Enkephalin-degrading enzymes and
theirinhibitors in human saliva.Peptides. 21(1), 125-135.

[0326] Newell et al, (2003) Thiorphan—induced neprilysin inhibition raises
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350, 178-180.
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[0327] Oefner C.et al Structure of human Neutral Endopeptidase (Neprilysin)
complexed with Phosphnomidon, J. Mol.Biol. (2000), 296, 341-349.
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