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Lo — Rk, HRml b & B2 R VB W R 1 (BPLP) [ A= 0 B Pk R 288 4 (%) A A A=
V), Serh TR IR SORAT AR

(i) 541 X1-X2-Arg-Phe-Ser-Arg, H:H -

-X1 A& H 578 Cys &R ;

- 3 X1 22 HIf X2 43 Glp ;80 24 X1 J2 Cys I X2 483K Gln,

Horp iRy 51) X1-X2-Arg-Phe—Ser—Arg J2 B ki) ¢ Kl 4y ; A

(i) FRILH T4 8 S KB 3 P RE .

2. BURESR 1K, 2 rb i i IR I 0T g 7 IO P 0 ol 2 R

3. BURIESR 188 2 B, Forb ik 4 J@ A1 IR /2 NEP B0 APN.

4. BOFEESR 1-3 A — I AR, HH 741 X1-X2-Arg—Phe—Ser—Arg 2, Hi -

-X1 A3 HJi 78 Cys 23R ;

- X1 & HE X2 33K Glp ;B 4 X1 & Cys B X2 f85& Gln,
- AUMESR 4 KK, HH 41 CQRFSR ZH o
- BSR4 KK, H B 41 GIpQRFSR 2H i
- GRS RUCRIEE SR 1-6 AT — T KA IR o
- SRR/ SRR A, BT IR B LS g i BUR) B R 1-6 WP — I IR A% IR
- ALE AR B SR 1-6 HE— TR IR P A% BR BRI L SR 8 (AR 1 = 40

10. REFHERAK P, Frid o i = e BRH S E (BPLP) [ ity W) s ik
BT P IR AT A28, e BT KB 5 7 41) X1-X2-Arg—Phe—Ser-Arg, HH -

-X1 AR H JR 8 Tyr 20 SRk Cys 2B

— M X1 & H B X2 838 Gln 8K Glp ;83 24 X1 & Tyr 8K Cys B X2 /3K Gln,

Horh prik [ 41) X1-X2-Arg—Phe—Ser—Arg #2& TR KK C A 43 o

11, AURIEESR 10 3k, Hoh Brid ik 1 2 41) X1-X2-Arg-Phe-Ser—Arg 41k, HHb -

—X1 SR H J2 8 Tyr 20 EMREK Cys 2L

- 4 X1 & H I X2 /83 GIn 8 Glp ;80 4 X1 & Tyr 8 Cys I X2 /83 Gln.

12. BAE SR 10 Pk, H b ik Bk 27 2 %1 QRFSR. YQRFSR. G1pQRFSR B¢ CQRFSR.

13, AURIEE SR 12 fBuk, b il ik i 5 271 QRESR 4R

14, BURIESR 12 fBuk, Jorh i ik i 7271 YQRFSR 20 o

15, AURIESR 12 fHk, Homh irid ik B 7 51 G1pQRFSR 41K

16. AURIESR 12 Bk, Horh i ik i 7271 CQRFSR 20 i

17. —FH T30 NEP 8% APN B 2502064, FoAL S BRI SR 1-6 AF— TRk, DL 2y
FH 8252 (M EUA

18. — My &4, A& gfd AURIBE K 1-6 TN Ik IMIZ IR , B & ik BT ik A% %
HES e

19. JKTE & F T W5 BRI 50 1 259 00 34, 2L rP 78 il 5 i Hh 7 2 1 2 b 4
JiR IR P vty i, L rp BT I IR B P e PR S BRVE VB ER 1 (BPLP) [ 8™ W BT 3 2 1)
[RIIRAT A, Horb i IR0 75 [ 41 X1-X2-Arg—Phe—Ser—Arg, HA7 .

—X1 AR H R 78 Tyr Z MRk Cys AR ;

- X1 2 H I X2 A83R Gln B Glp ;83 4 X1 & Tyr 8 Cys I X2 A3 Gln,
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Hrp kP41 X1-X2-Arg-Phe-Ser-Arg 2 A KR C Ak 7 o

20. BOMEESR 19 [ FH 38, T rp Bk VR 42 A2 U0l e <5 e JORC g PO 3 12 o

21, BURIESR 19 820 [ AT, S rb B < IO 2 e <5 IR o

22. BUFIEER 19 5 20 [KIHTIE, 2L AP ik 4 e IR BE S NEP B APN,

23. BURIEER 19-22 AF— T Al ag, F Tl 2 TR s 77 e 1 25400 o

24. BUMEIR 23 1 AT, Forh Bk Ao A2 18 MR S PR I R IR PR sl 22k

25. BURESR 19-22 AF— T 3, AL T4l 2% B BBy 77K — 07 W0 s R A (K 25400 o

26. BUOMEER 25 i HTE, BT 1B 88T 77K -0 W) S R AT I 5 LS R A B T AR5
NN NS NI NI B T

27. BUNEESR 26 (19 Hlag, FCrp Brak i 16 8 AR S5 IR CEIE SRARILE By JFORUAAAE « JB
BRE VAN IRGE AT VB S A ETRA R .

28. BURIER 19-22 £ — TR 38, H 1 2% B s 77 N B o0 38 JAT 4 b 1k 15
INESE7/P

29. BURIEESR 28 (¥ T, Forh B 5o i 1 B3t i« Sk Rl B % L IVIIUAE L LB %2
B Hospitalism. A BRI R I RERRAG LK S A1 I O 2R by R ol 20 40 AR B A g
3 ZAE o T X BEAR 55 PEAH DG I A ARG sh B A S AT D Rt o

30. BURNEESR 28 [ A3, L rp B iR i 2 FAR 5w o

31. BUMIER 19-22 AT AL, Fob prid oo Je RAVERTT .

32. BUREER 19-22 AF— I 3%, So b Bk BRSO AT A=A 0 R0 o

33, BURMEESR 19-22 A% — IR 3%, SL b Bk SRR AT A=A R IR )

34. BUNEER 19-22 AF— T 3, 2L B s 2 sh AR sl FERE AL o

35. BUREER 19-22 AF— T Al ik, HCrp i i 2 R o

36. BUNER 19-22 AF— T 3, 2L it i o2 28 e o

37. BUREER 19-22 AF— T Al ik, FLrp ik i 2 it o

38. BUMIEER 19-22 fE— Wik Al i, F T4 4 il S 2 SORE Y B I 25400

39. BUAESR 19-22 AF— T 3, Horb pir i i o2 A dR AT PR

40. BUMEESR 19-22 AE— TR HI 38, Forb BT P 3 e R AR A SR A 23R AT TR I
o

A1, GAREBURER 1-6 AF— U PR EIRAT ALV BR A i) 2% T T 83T 7 ORI 5K
19-40 A= I5UAT & SCIRITRI K 2590 1R H 3 o

42. — PR AL TR BPLP sSCHC ™ Wi 7 A I S AR IR AR A1 T 8% B ik T - S AE Dt
MG EREERE i h T BPLP HR (1 s = MDA T Rl BOE 2, JFRE BPLP H 1 s e
PR A B X B B ) R A b B AR RN D B 7 AR AT EE A

43, BUORIEESR A2 19771k, FL Al IR AL YA it B AEBUM 5K 10-16 AE—I0AT & I
PUARIEARRA T BPLP BHAEf] i M =4z

44, — PRI BPLP SR ™ Wi 7 A I AR IR AR A1 7 3% B i T 2 B S AE DI
XTR AR TRl BPLP Al s L S SR AT/ B & B

45. —Fi T A S 456 22 NEP _E 1) BPLP &5 1 B ™= W i 4 A rUR RE ) 1)
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A7, HALFE LU N DR

a) {EA74E BPLP &t [ s sl =) B fEAE— R B T BPLP (1 UL = I 25 &
P BB S TR RO T OO B R AR I AL S 4 5 3R I NEP (U4 i — 20 F

b) HhE ML WS BPLP 8 (1 s L ) sE S IR T BPLP B2 A s S )
(&5 Gk e M s AR B AR M I, 54 MR S & NEP I RE

46. BRI ESKR 45 (75, AR R DR -

a) % &7 NEP b BPLP 87 [ s et 10 4 5L s PR A0 15 TR ) s b A 4
e 5

b) IMARF IR R LA 5P, 5 AR PRI I BPLP & (1 s ™1 8 5
TRE T BPLP 8 [ s S 1 45 G5 e M AR A i M R R S E 4

) EAFAEMRIEAL BTG DU T, FAERE R ERE I G G I T KD IR o) BO4HHOR:
TEPD 25 B AR A B SR I A2 LR AR S MR 45 A (R I 1) 5

d) FEAFAEA R B IE A SIS DU N, X5 4 55 T340 2% B b A B2 SURE Ry
S bR LT E

A7, — P52 55 NEP B BPLP 8 A sCH 8GRI & A sl R 7 PR 4 5 AL 5 01
SRR 7%, AU N PR

a) il % & A7 NEP _E [ BPLP 7 A sCH = M0 4 57 s 1R A0 M 15 R M st ' A 4
e

b) BIAJGHT C2ebric T T8UN TR s ARBUR TE bR L I B4 54 5

c) EAFAEARCRIREAL G RING DL T, FRAEREAR LR R ST S I ZAF T, IR DK a)
I M5 TR0 4 B b AS B AR it A2 LR AR S PR 45 A (O A 1) 5

d) FEAFAEA FIWR LRI AR I IR AL S0 16 DL X 5 4 RS TR 2 B B AR B AR i
R A PRI AT E B

A8. — Bl T AL A PR D BPLP &5 1 B B M0 NEP 3% 1 (1 sl 77 S S5 i
BE I RSN, Pk iR s D IR

a) {fEA7AE (1) BPLP t R ™) 8T R B T BPLP £ (A sl L B i 45 5 ke
e B E P AERE PR AT (1) NEP SRR 00 T 5 AL 540 15 315 NEP 1R 40 i 5047 9%

o

b) 7€ NEP X NEP MK A U a2 B AR T, b i SR A7 AR B AL S I B DD
WeHE- 55 AN AEAB RS A S VDI 1R PN U0 8 AR AT EL 2 58 n iy, T3 B B i Ak & 1) RAT $5 5057
T 5 i A RAF AR IR LEAL S I (1 D) 1 BV S AN A AE R AL S I ) N D7) 4 1 Bl AR AT
P D 1, IR B B A & BT sh )i

49. BURIEER AT (7715, F Tk /R A BPLP & (A s = W isashml ik &4, 1
EEYN - ¥

a) il % &7 NEP [ BPLP 87 F B ety 45 A (0 40 5 77 s 5 A A AL AR
FEf 5

b) FEAFAE 1) MR SY. 11) FUARE R BPLP & 3 8 e = Y s B R i T
BPLP i [ B e ™ ) 1) &5 6 e S 1k 2B B 23 PR IR AT 111) NEP SR RIIE UL T, I
DU a) WA MLEE TR A8 B ARAS B SRR P IR A S IR A AR AT AL SURE IR
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JEAG AT I NEP B R AT 00 » 05 7 F0 A 9] O A2 CAAE A AR L 2 AF 1 A A4 NEP SR Y
DI ER I BEAR R TR)

c) T I3 TN E AEAFAE BAFAE IR IE AL G LB AEAF AL BUAAFAE BPLP 87 9 Bl e
PSR T BPLP 8 SR SR VTR 5 R S 1 AR P A PR SBR[ NEP A U
H BRI ACE T XE R a) WA RORE A B A7 AE V) NEP 35 PEIEAT 3 &

50. BURIEER 48 (197715, FH T VE A BPLP 25 (A s e = i s Bl vtk &40,
EELYNZ ¥

a) il % &7 NEP [ BPLP 8 [ s HL =M 5 67 (KD 40 O 15 77 s B A A s AR
P

b) FEAFAE R KR EE (1) BPLP 87 [ s L = s R AR B T BPLP 8 1 s e )
¥ 45 AR S M BUAE BE 2R PRI NEP SRR IEAL S RIS DL T, S5 8 0 B a) (140 i bs
TV 25 B IR A B LU i, TR 40 W5 IR0 2% B PR ASFI L ZURE f OR B2 A A5 ] AE R U
PEAAT X NEP B P IEA TR0, 0 77 1A TR 4 g DLAE TG 1 25 B 26 NEP I A
DIHE B IR 1) 5

c) T I 73 I E AEAFAE BAFAE MR AL G L B ARAF AL BUANAF AE BPLP 8 1 Bl e
PR B T BPLP HT B R Y 0 45 5 S P A P S T B R ) NEP A A D)
H AR XD IR a) AR D BT A E R NEP 35 PR T E &
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7% B A BPLP B EHHIRK ARAS PR AR B9 2 #% H ER AN ST By
i BR By FLAR

[0001]  AHIIE A HiE H b 2005 4 03 H 18 H [ HiES Ok 200580015689, 4 bRl “HirE
H A BPLP £ [ K G b ik ST (1) 22 1% 7 B FH AL S Ik IR BB AR 1 FR A 1) 40 56 R
[0002] AU BHW M BPLP 4 [ BT A2 AR D98 1) 6 A KB S 5RI iIk . A BH i A
Gl BT IR KR 2 4% 57 1R LA Sb BB AT BTl IR B A . A, A% & B9 Je N BPLP 8 [
AT IR S LA g N BPLP 2 1 B AT AR B ITR IR 2 1% 1 R LA A %) BPLP 2 [ Bk
HATRT A R BRI PR 2 Wt Fva 7 T 3%

[0003]  FEZERAM I, %t T — P AR SAK R AETUT B (SMG) FHET 41 i
RIEWZHER VAT ZER] (Rosinski—Chupin 55, 1988 FIRK Y EH] 0394424) o TR Hihd
TR AR R KB, 221 (submandibular rat,protein, SMR,), HAR T =Fhghite) FAHE
HIRK, oL 5 R A R RR AL (pairedbasic amino acid—converting enzyme) % Hj
PR EE B ) 2 AR SRR T LA A N s Ee M AR O IR IR (Rougeot 55, 1994)
[0004]  7FJEAERAAME A =T, eI T Ik N A7 E AT 40 g i) 5
S HITRERE AT (BRI SMRY B3R J5U T A2 B ) S 24 ) eI, IRTERRAE A Sialorphin (J¥41)
QHNPR) ) & HEIEHE (1) 5+ M DhedEait o PRI, 7EME B, Sialorphin s&—F4h 5 Wh I A 43
WEIIKAE 5, E R IE 235 A AE R B A = i 45, 3 HLELE 70 Wb S8 52 N3G T BA B3 NV IR
HEFEAN PRI NE B R (Rougeot 5, 1997) o

[0005] 75 P i et ) A Bl o, 2 SIS N T B B T I LT S M 3 S HE TR A
(¥} Sialorphin, XL T — PR U, BIZ(E 5 /& S/ n] RefE — 48 5 50 G AL 2
FAT AEEASPRR T — 2 EM. Bk, AHFERIEF ST Sialorphin 7EHEMEEAT K
F5E ST T T 5 3 1, LB R B AT T e N R SRR R R v AR DL R AR -
(socio—sexual) AT HAEH . P35 B7n Sialorphin BATE S A BAGHAKFAH K
[P b a e B AT B B8 s BT DRI 5 RO P A S SR 1 R MR AT A R U TR {2
o/ PIHIVER , BARTERTA I & ERRE RSO B PR i sl b 3l . PRI, 3R H T 52 IR T
HMESEE T Sialorphin A3 B T8 $8E FH T3 22 1l B 1A I 25 %) SR SSCRH 3 s AT ol -2 TR 1)
P, XA T SO

[0006]  [EFrE&HHIIE WO 01/00221 #53R T SMRL St M H T1697 N K R AAT Ry ks
BT s K FH 388, BTk 2 9 B, 455 1 R o

[0007]  UbAL, iXSeVESE IR SMRT Bt 9 R4 B b B S (R B8 ) AL 2L X S50 9 i
TR BB, EEREH HIE WO 98/37100 H#iik T SMRI K =W T Wby 5
NAE N T BB 7R N 1 <62 i 155 SR AT AH O R 508 (X P 3% o

[0008] A XTI TS SN, Sialorphin # SRR PRad 73 Af FF 4l HL 4 B 1k 1 JE
FHOGHE fFF SR (Rougeot 55, 1997) o VEFH CLARIIESE Sialorphin fEAR P I 454 1) 342
MR 10 7 2 M 2 K )8 A — K NEP - (#HZ2 IkIR \Neprilysin EC 3.4. 24. 11) .
s HE KBS (Rougeot et 1.,2003) o Bh4h, Sialorphin FEIR H & NEP 3% Pt (44 40 ) 2E
FHFE BT 5 78R FH W3 PR I 24k (1) B NEP F1 N T 7 %2 Ot 1) DGNPA (Dansy 1-Gly— (pNO2)
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Phe- B Ala) 1 4 JEG W) 1) A4 S0 A I 32: b i 0 5 31 () NEP A1 Sialorphin 22 [B] i) H $2 () 4H
H {EH A Sialorphin #) ] NEP 3% £ (Sialorphin ¥ IC50 & 0.6 u M) $24E T B #iF#3.
Sialorphin & %2476 W& U7 2534 v T %8 52 B 10 55 — A NEP— o IE JI B 2 1% A 28 00 1 55)
(Rougeot % , 2003 FHERIM LA i EP 1216707) ,

[0009]  NEP fi7 T-fh £ 20 Z3M1 4 5 2 23 ¥y 4 M i, Herb e e 21 1 1A SR I B 22 D e, YD
AR B A 28 SRR 4 IR 390 i n B8 A Qi o NEP (1% 32 B2 (%) A2 HAH S TR A0 A2 B HE TR P 4
SR S REAIE (ANP) o X ECTFLENE 5 IR 3= L2980 S rpoAk P 0 R B MR i« RAE IR Bl
kK 73RBS AT o ARG DL R AR B9 BE R G 7 B S AT A
PELL K NEP A1l AE Vi 428 1L Th B 240 A 59 OB A FH A4 38 ik A 0 e 0 U A SR i 92 3R e
MR BRI R T E R 2 .

[oot0] WA HARK S F AT AL B, /EH AL ERH AN
Sialorphin £EARSM e (HEBEATE T G NEP B& A P A A BEA SR (P WA i & R
JHERR ) o Sialorphin #ii] P 49 B REAE ) 1Cs 1H M 0. 4-1 u M, JF R A B M AN (F
B8 ) BIR A S AL CEMEVE A G BT FU IR GSM W ) B 2541 NEP [ 55 4+ )
HIIVER « ZEARPY, BRIk Sialorphin 75 AR 4715 T (1) SV AR J7 11 2 AT 4 B
A CEFRR e I (AU IR ) AR /R AR (A temae ) Falees | &t T 3 im)
PiliFENE . Sialorphin iy 3 HIBURAIEH EREOE v A1 6 B 324k, X 5 ixHEIL B8
BT FE R R B YRR S AR — B S b, IR RS 5 T YRR R
W HEIR (NEP FNZUIKEE APN AT DL AE I LE MR ) LA S AN R f dnnide ( =225 u
B P S2ARAE HAEF ) 5. 4582, Sialorphin JEiE7E KPR HEISN — kg M R4 T
PEAT 3P R B R TR0 B s S e, DR Ak T e T BB AR o 5o 4, T
Bl R4 (RARHE 6 — Bl v /- SR ) R SHARAT R 1R A4 O, ) dnad i A FH 43 By
YEEAT R AR (BRI TFIKIRE ), YE# R Sialorphin 7EME R F 7R H T B B AIPTHIAR
WM. Sialorphin & 224 7EMRFL AN B % tH ) NEP V& PR 38 — SRR A 2 5
PERSRATF o oAk, IR T SR B 5 B 1R 5 AR SR R ) LR AT B A E 1R
(R S5 AR H TR BLYG 7 4+ BRI AR FEYE (Rougeot 5§, 2003.EP 1, 343, 519 il
EP 1, 343, 520) .

[0011]  Sialorphin [¥5REEVE A 5 5e A PH b 7 Fi e SR B4 Aot I ot o P K P K96 9o 76
APy, AP SN RS NEP FITAPN #B LAAR iy (3403 (FEEOM BN ) IS I MER . 5 I AH — 350 22
NI R A AN EIF AR NEP R 5 1 (51401 Thiorphan) Bk /& APN R 51 (44
Wi Bestatin) HIF]. EATH R HEAH EREG8Mbi FEEH . Bk, K Sialorphin
& NEP 1 APN 4 J@ 40 Sk NEP 1 APN F A= B ) 0UEE 00570, e Ab, 3 AN X B 30 76 38 M 1
I R PN 43 WA PR A 5 (5 A 2 SR B FRT s 31 ol 591, O HL e B B0 A HH B & R X XU NEP/APN
IR (54 Kelatorphan, 18 i i& B4 77 5 BT &t B0 50) ) I 4Em AR B ai. B L,
MR SR AT R R B, Sialorphin ARH & T HE 80 A R 5 AN 2 A (UL
PRI SR, ERR AN . 45 AIXEe s, I IhREME R0 A B BRI UL AR
J7 I G, B Sialorphin BT B9 ThRE 1 AL 4 2 B PE AT A3 0 50 128 2 HY A A4 P 1 s,
Sialorphin [y AU Dh RS 2 AR H SR o

[0012]  Sialorphin Jg& ME——Fp 750 FL3h 4 b Pt B8 208 H B9 M 45 5 BC) o e SO il 7% 12 1)

7
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AT B A B PR R o IR AR T AR N AR YRR I 2 A A AR IR A A U
P NEP— &M IRt R0 1751 o ) FH v B AR S A R T8 S B A IV A 55 Pk A AR e g P Ay
TR T T e W R QHNPR K (Sialorphin) (Rougeot 25, 1994) o {HJ&, 456 HIEUPEAF
13 FAHEIAE AR CRe A2 A8 N BN ) A7 ZE7E $0 ) NEP S8 IR BEE PE A 23 1 B4 5
(< 3000Da) o REEAEMRAEHIZ M (GXLE) MEE L5, (FRAEIX A (IXL8 ) Ak
68 i 47 St P D TR0 PO e A= o B 3 1 1 AR SR I 22 (Marind and Roda, 2000) o & A
PR B TP 00 AE 5 SABLT S BH 38 70 Sl P 6 0 B IR 00, L PP 0T i R P 9 4
RFEAE Sialorphin ()3 EE Ao WA R HIAL o

[0013]  #wh4 Sialorphin ¥] SMR, AT AREER & T2 ZE R K, fE AR P DR %8 T %
FIERI R o AESE, FE A IR EA RIS B SMR1 ZE (R (4whA% SMRI [#) VCSAL) [RIYR ALK
R stricto sensu (cDNA e[ R AFERIZH 7347 ) o BEAh, 47455 B Sialorphin HUlEH: E [
N NEP (AR ZI R40 Bk (LNCaP) ATk ity ) HIHlhlz Iy, (H A& L AEDTMG A 28374 NEP ( 5+
B FTERAR I BAR L 10 5. 5 B3N R NEP HA AH 24 S I &SR T 20 2R (4
85%) FIZESK, [l Sialorphin MINEP 42 [B] i D BEAH ELAE FH o i B 22 /D N i
. 519k, gt Sialorphin IETH (SMRL) F25 PR g 1) 22 25 PR 2k v 1) N 25 AT )
ik Bos AE AR AP AE R Z SR — S8R D, o R IR Y T =R AL Al RIZE [A] hPB hPBI
M1 BPLP, ‘B AT AL AR R Qe (AR DI CBISE 4 5 B4R 1 q13-21 [X ) (Isemura, 2000)
(Isemura and Saitoh, 1997) (Dickinson and Thiesse, 1996) .

[0014] AR BIFBIAE LA %8 TR BIIK, HA A 422 SMR1- Tifik Sialorphin D) BEME
I NSRBI

[0015] A B BB 2 (0 K B AR AR SCRFRT IR (P41 QRISR) I H BPLP #1 ( “Hal ik
B IR BRIHE 2 A (Basic Prolin-rich Lacrimal Protein)”).,

[0016] M Dickinson Z& (Dickinson and Thiesse, 1996) 7[5 738 1E 2 1) cDNA Hrm] LL
TN H G h 201 D2 R (AR IE 5K 12 KP4 ) NISEERI BPLP . A VH i
ANER N BRHR LTS BPLP. FEFT I P53, SEQ IDNo. | 7R BPLP f#) cDNA J¥-41,
SEQ 1D No. 2 7= BPLP (& IEER T4 .

[0017] AU B A HE AT >K B SMRL Fy 44 bl Sialorphin (i siin T AL FE AT AT E 75 Wl 7Y
BPLP & R B R SF I N R 3 X (R B/ BT ZZ 8] ) A S [RIAT A

[oo18] {3l 1, iX L3 [F] o7 s A A 2 oA LA {5 5 K T 75 e 470 1) DX B (9045 5 R AR AR s
s BLRAE HA R-R B O AR ik F RS (R e U8 Ay Jseoxed Bl 1 2l SRR 6 A0 I 1)

TAFES,
[0019]  FEIXUEAL[RIA7 b, AR BE OB T 4548 15 K5 QHNPRSialorphin B 4H
KT %1 QRFSR.

[0020] & RGZIK, FEo M T SLANHI A HE NEP SR (B P WIJR ) HIFRFRIGEE )

[0021]  SRJEIZIMRA %2k Sialorphin A RKITIRESRBIA .

[0022] AR B4 A BPLP 85 (AT AR B KAE A8 14 4 J8 A1 K s 3 i)

[0023] B H{fHh, A% BH¥P M BPLP H5 [ B RG99, e il 2 QRESR Ik LA S L IR AR 4 A
BTN 5 T I TR e FCAT A= 00 FOASEAUL D) fi 144 i poh 8 P 8 A ASE RV P Pk A5 e 42 1) 7%
(A (B aniiMERE ) @ BERT / BE Na/Pi/Ca/H,0 i 3= B RFR A He (B FAnaK ) .
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[0024] A BHARID K b B i KR IRAT L ) 22 4% IR » UL RO Bt X6 i it Ik sl L DR A
GEC7/[ETIRE N

[0025]  4b, A%k B S A\ BPLP & . A BPLP &% FA AT A2 i Ik A Ik fr A= ) B A4 £
W E R IG T ME A, DL RS A BPLP 22 (. A BPLP 2% (#7419 IR S BRAr A= 40 B A )
1) 2 4% 7 LA A XN BPLP 82 [\ A\ BPLP && FAT AR B IR L IRAT A2 400 R oAk (1) 12 W ok
MEP R 2z pe 8

[0026]  J %8 A& BH IR 2R 1 BB IR A2 73 B i sl ali Ak v e =K.

[0027]  H¥ei2EABUK (BFEHUE) BUZTFIRIT AN, “Aifb KA 73 B " BRE BTt
N IR EAREE R 5 BAFAE . ARG “Ab i) 7E it R R AR 2 b
75% B 5 AR R 2R AR A 4 1, EARIE L 2 /D 85% =\ R ALk Hh &2 /> 95% B & DL K IR
DLkt 22 /b 98% H . “4r B B4l bR ik 2 IR IR 7 FHe 2 A EAY
HEAE B2 IKZR T TRy 1o (B, Frid sy 7ol DS — e R &t 3
Wi 1G5 A2 PR 2 AR R AT PR B I A BT 53 o

[0028]  Jik

[0020]  XfT-A K BH IS B, “HE” & — Pl i 28 BB AR I 2 T HE 41 0 B2 1) R SR IR TR TS [ £k
R ) BT ARG B R 23 T o IX B P 20 470 TT DA b 2 AR P 5 BITA) a8 e A 2 B v DL e
JOR B AR i SRR P R 2 R R B o AR e BRI S8 JmT DAL RE A2 3 AN FIZ 500 DN EE IR,
DL T 3 A3 100 DNEIERR, UL FEARIE N2 3 D BIZ) 50 N EIEER, FRA 2 ML 3
AF) 15 ANEIEIR, F HAe v LLARE 24 = sk DU 4544 UL e 5 g Ik sl A AE iR 43 7 1
Gy TGS G o IR By IR K 456 ] DUl i, (HAN PR T, 24 gt () dnidack —ai gt ) | sl
WA H AR LR K AR BRSO AR A B R IR T S

[0030]  FEIXLEfkrh, @it N K3k / 223040, AT ELEH Glp A1 Gln.

[0031]  AKRBE—A B2, HAT42 8 A BPLP & (A, I H X 4@ S Ik i B A 30 5 v
P R )2 PP I

[0032]  “fi74E H A BPLP fR [ ” &/ AL 4% BPLP 5 A 7 Bt BRI AR b BPLP 2R 7 Bt
J BCFH BPLP 5 (A Boid . AEARIE 1) St 77 b, BT TR He 3 31124 150 A2 ZERRAA il o
S PUEH, BT T2 /2D T 100 A2 TR A o

[0033]  HAAH, AR BHE—A B AR BPLP 28 (A 1 R =4 S FE IR AT £

[0034]  BHHL{AHh, A% B KR, BT idk A2 B itk i 28 BRVE R 22 11 (BPLP) 1 ™ # e,
TR R ) I RAT A4, Herb BREORAT AE R B0t o < S8 AP Ik (DLt 2 NEP AT/ Bk
APN, DL Je SEAL e 2 NEP) [yl 14 e o

[0035] b )7 S 22 R AN B 2R i B A I EORH O KT B BT i 1 2 T R R
fE B (100 furin PC #ALEFS] U PACE4 (Seidah, 1995)) X} BPLP 2% (4 i A& i 24 T 15 3
IR o

[0036]  A<S BRI IRELHE “IRATAHED .

[0037]  “HRATAA” A& HAT K28 AR I 22 5 R A QIR D0 1 2L AT 6] 58 AR Bk — > 21 4
RIS, Rl 2 U TR SRR EH DT+ 16 MEER, UL IER S A DT 10 Mgk
R, (H2 HAD AR T oA BRI &S Ak e A/ s E B2 iE e . AR SR AR 45 Bk e
FE MR N B BT R () Bk £ ST I BE 5 BPLP =M 1) — Fh ol BPLP B =) 52 1A &5
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RIPUIA GG, g 2 /0 32 AE A BPLP g™ Wy — R IR RSSO B+ 72—, BEAR Ik
FbgE 2, DU RCEAR R A D AH R U B AR R HE I 5 4 1 45 B S RSN 46 A2F 1 S it 5
IRESEM I HIE o “ IR B SR AR AE B i M7 ORIk B T A — BPLP W45 & JF i
P& B MK (B A H 2 NEP R / B APN, 51 HL A4l 52 NEP) , 415 6 0 A4 Jm 08 (0 04 B (1) 75
RAEHUPAR R/ BN RS B 5 R AR S A I RE T o FEAS UL BH 510 R 30, B4
R RS TR T I L MR E

[0038] Ak BH (¥ KL HE KB IKAT 2B 4, AL HES P41 X1-X2-Arg-Phe—Ser-Arg JEA - H /¥
51) X1-X2-Arg-Phe—-Ser—Arg #J % 8 H1 £ 41 X1-X2-Arg-Phe-Ser-Arg )l Hop, X1 fAFE H
JA B Tyr 2R, X2 83K Gln 8 Glp (24 X1 & H B ), 8k X2 /8K Gln (24 X1 42 Tyr
Cys ) o HAK IR EFESIEA b 741 X1-X2-Arg-Phe—Ser—Arg I, BTk ¥4 2
AR IR C Rl oy

[0039] A<k BH AR IE KBS 45 R 41 QRFSR, R | F 741 QRESR #4) B, 515 %1) QRFSR #4)
o

[0040]  §F H.fAdh, A< BRI 2 Hi /741 QRFSR (SEQ ID No. 3) #4iik.

[0041] A BRI — ko2 FB1)741) YQRFSR (SEQ 1D No. 4) #4 Ak

[0042]  ASBHIRIATS o) —Ff iR A2 HH 41 CQRESR A4 G IK o

[0043]  fEA3CH,

[0044]  Glp 2fERAIR ;

[0045]  Tyr 8% Y ‘2R E R ;

[0046]  Gln B¢ Q /2 AR WEHL 5

[0047]  Arg B R 252K ;

[0048]  Phe { F /2 R NAIR ;

[0049]  Ser BK S R#4 AR ;

[0050]  Cys B} C 2P ta .

[0051] 1 o 7 YA sk [ AH H (28 BT 75 38 A AN Rl 2 R IR AR AR S gk e (AEAHF AN
At B C Aty , B AE BIAH M C AR B N K ) WIS G FHH 7 U6 & T AR B
Jok, R B SR P TS E B TN A s A s R P B

[0052]  XfF A& RIS, HAAM AT LU Merrifield AT IHAR . s, tha] LU A
Houbenweyl 7F 1974 “EFTR BIH AR .

[0053] EEZ[4HTin] L= WO 98/37100,

[0054] st A T FE 7yt vl ASRIS A R B K

[0055] PRI (AR ) IR T a0 ERTIR RIS A IR CRLFEIRAT A ) 14
G/ BRI . OB R BT T ORI — et e (Pl 2 A A
SRR AR BRGNS AR B IR S5 M BT AT T AR E ), Pk
A AR R R IR S D Z BRI L 2 1R G BRI 7 S5 HEEUAR L IR L B
BB, LIRS RS, (HAKE T AL b A AR s AR — A B A B Fa /
B H T AR A 27388 2 B — A s A 2 SR % L sl A ORI ZE AR 47 T N R C
A ) — AN B AR B — AN B AR, A/ BRI R AR R IR A S I AR/ BIOA
RAVEF AL/ BAZARRE 5 ARG IR A/ Bl G20 R et .
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[0056]  HR A5 A s B () K B 288 1) 6T < 8 A/ DKl 1 &5 DX IR it A4 5 40, R UE SR L A ) 24
Wy et IR &R 4t m] LA BB (Oefner 55 (2000) ;Gomeni %5 (2001) ; Jones %5
(2002) ;Kan (2002) ) »

[0057] 75 H: 0 UG U0, 455 S L0 T 55 0 g o T o A 110 0 P 44 e ) e 2 R iR A
AT AE A R DA B B3 3l b 53 2 AR B0 g 2 e Re RS A, B KR AL

[0058]  —il i SEAREEMIBRALAE A (COOH) Sl i k& AL AE A (COOH) F1 / 8k £ B4k 7 H
(NH2) BRAE NH2 R omis IR e 55 85005 7 e i B ZK B R 47 NH2 i COOH 57K 4]

[0059]  — CO-NH Bt fiac it 1) Sz 1) 8017 S A PR B e B e A1 1) PR 240 AR L (B0l R 2
FIL BRI

[0060] — L ZFEMNT D B A A,

[0061] BT 1K £875 (R AT AR A2 LA o PRI, 45 5 7E SL BT IR B IK 7 471 ARk N 1
Rt FF A B A 5 IX Lt B AL BB 45 AR 1R A/ B B 2V PR B (AL
21, Horwe 11 25, (1996) | Liskamp %5 , (1994) .Gante %%, (1994) . Seebach %5, (1996)) .
[0062]  Aif “BPLP JIK” fEMLFR /2 A W (#) BPLP 21 1 \fiT42 T BPLP ¥I/ik BPLP ek
MURAT M S s (RS IREA ) .

[0063] A& Ko+ R EY, HAL .

[0064]  —< J@ MRS A4 i il a NEP 5244 B APN 52 {4 i 7l 72 NEP 52 44 [] BPLP &5 [ 5%,
HBEF ) (0 QRESR) FI4h &0 55

[0065]  — BPLP & [ 83 ™, 151 1 QRFSR.

[0066] MR 1K J7 ARSI 7

[0067] 475 FE RS AL 2500 1 ) H PRI, gwbs an bz ORIk CRFEIKATAEY ) BIZg (th
FMRVEZ A E7 I ) 1901 DNA B8 RNA 23 710 2 4% % BT — 34

[o068] [, AR BHERAL T 4t At A= BN BPLP £ 1 IR IR A L IRAT AE M AL TR o

[oo69]  H & Hh, A & B 42 5 7 4% 4 Ik 0 % B, O R IR B R 0 b o R R A
X1-X2-Arg-Phe-Ser-Arg. 7& A b i J¥ 41 X1-X2-Arg—Phe-Ser-Arg 4 f 8¢ H /3 41
X1-X2-Arg-Phe-Ser—Arg F it . 4 A% & B IR IR A FE B ZE A b P 41 X1-X2-Arg—Phe—Ser—Arg
TSGR 5 BT e 4 2 A% R B BRI IR) C AR il 3 o AEARIE B S 77 3Ky, AR BHAR AL T b fik
[FIAZIR , P it IR 45 77471 QRESRBRZEAS b H1 /7471 QRFSR 44 18 B HH 7 41) QRESR 4 o 7E AL
RS T A, AR IR T 4nh QRFSR 1% B2 5k 4w YQRFSR %I

[0070] AR B MAZ IR S AEbRAER 28 A8 25 08 (PLEh S w4 F ) TRl T —
IR H S E AN TSRS

[0071] Y 54 A IR 7 F e AE 4538 H R RIS VR 3 198 2 1 441 ( WL Sambrook
%, 1989) T HHEME S IR KRN, WAKIR T “W 38 T75 — FiZR 5+ . iR
FEFI B 5 FE (W 4 LF I 5 T 2SI TRk 7o S T 00 [FIVEAZ IR » ] LA A BT+ Tm ( fif
FEELE ) A 55 C K™ 4% 10 2% A8 24 8 172 5xSSC.0. 1%SDS.0. 25% Wiy« UL A FF Bk
% B A2 30% A BEIZ 5x  SCCA0. 5%SDS o H S5 P2 45 1) 2% AT 45 A4 X6 8 T 5E /7 1 T, 451 401 40% FF
MMz A1 5x B 6x SSCo Ry A% I 28 AT 25 A6 N T+ d5e i B T, 48140 50% FREEHZ 5% B8R 6x SCCo
SCC & 0. 156M NaCl.0. 015M FrAF FREN o« 44T K0 75 B PZ IR &5 HLANT A, RS WG T 2428
R T, S 2 TR) R RE A T RIS o A8 AT AL TR IR ) P A P ARORS T A% R I R DA A L

11
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HMOFRAE, AR AR AT A F o I Z AT IR 7 1) 2 TR) AR AL Pk B3 Rl 0 P 1 P B B K, B
XL P A I RZ IR 53 T 28 A I T AR ik 5 = o AR ASAC IO ARG AR e (O6F R 5 @ 11 Tm)
8 BT T R R0 :RNA: RNALDNA: RNALDNA:DNA. f T Bl it 100 MR I A4AL, T
SR T HE Tn A (W Sambrook %, UL 1, 9.50-9.51) » X FHMEZR (BIEZE
B2 ) AT, A EC AT s AR 49 SO B8, OF H S IR MK R oo T HoRe etk (WL Sambrook
S, WE 11 T-1108) o R ZMATHL IR 1) /MK FE N 22 /020 10 MZ TR, R IEH 22 /b2 15 A
TR -

[0072]  FEAF RS 7 A, R BRUEAAT A "R A2 Tm &y 55°C, FHHAE A b i ik e
(4o EARIE ST X, Tm A2 60°C o 7E SEALIE ISl 7 s, Tm A2 65°C o 7R85 511
ST AP, C RS M FR M2 AE 68°C 0. 2x SSC R, £E 42°C50% FEE%Z . 4x SSC R, Bl
FEMR T S T IR L AE IR I FR 2 F T PT B2 B 2228 K P B4 N 2448/ / BRI 44T
[0073] AR BHIEH M T FBE R / SR IS AR AR B A% IR e A i3 Ak, LG K A
FE AR B A% B B P R B AR 0 - 4 e, B IC A e R T Hoh 2 b — B AR s Al . A
R R IB B AR A R IR CRAEIRRT D) B A MKRIT Y, iR R 5
HRVPHRER TSP HIER: . PridBia ik &4 8 s+ 740, T 8 sh g L ik
55 DU TR A TS k. JLAEmE B4 P 3R A TT DU IR sk is e . prid
WA LS H R WA G Y.

[0074]  HE#iEfi 40w nT DLGEFE X SN [F 15 5, I ELAT OB L3 N I 7E BT ik 1 £ 40 g
P e BRI EAR P, BE B0 DUEES B BT IR S R SRR N 3R A .

[0075] 75 3= 40 o ] DL J5U % 40 i B3 i A e, A S AE AN B 1 4 7 L T B B L LA 40 L B
30 I LB A A0 P, LS RS AR SR A Al R o 1 o 40 IR0 8 S 46 2 COS—1 HEK 4
M. 293 4 sk CHO 4 Jfd .

[0076] AR B —A H (W2 A T 25 s EE 20 BPLP JIK At 7 v, 3 A T ok 3 ik i AR s e
BTt 4 e, I BAEZVT BPLP IRERIE 41 N85 5 ik 1 =40 . R AT I R AR B
T HL 2 FL BB PR AT Y BTG @] LAIEAT X i = 40 B I A s o

[0077]  ARJ5 F BN IG SiAk 7 i mT DUSCER T 4l 8 itk - B 7 v&90 i HPLC 835y  fe 5
PR 9 G928 3 B A S5 AT DL R o3 B 40 R B DR« DI R 2 1 3 8 i A Y 20 ik
E{=P

[0078] A BHIAIS B ARSI TN / B2 Wi 7732, Horh A AR B A% R 7 51 B Ain A ik
FRIERAE B0 DA I 50 5 1, B S 1) v B B BRI A i BX BPLP JE (RIZK T b I st £% 7
o

[0079] AR BHIRILERAL T T PR / SG2 Wi & BPLP 8k AT — = i 7= A 1)
AR 0 A, BT 7 AR A U DX G 1 AR ) 2 A R ) BPLP 2 Rl B S ) i
/BRI

[0080]  AE “ YR H5 [ A BURA AR 2B 508 B0 A2 1 AT RE T

[0081] 7 BH 55 EAAREIE KA BPLP JEPK| () 5 1 712, ARG LU R A0 08 .

[0082]  —7EZVF M AR TP TSI DNA 551MAA8 44T, B & DNA [ 24
i VPP A B 4 BPLP 55 BRI RS S IR S A% IR e, b L AEAS A b T T 1)
DNA B¢ A AR (1, 5 Y B & 1T 4452 1 5

12
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[0083] —¥ H4FTIA DNA ;

[o084]  —HGIH XG4

[0085]  —¥& B S 2 934 =105 F LE 5 0 B A0 2406 i I A5 BI04 19 7= 1R L
P AS I Y BPLP FE R P (W] B8 1 S

[0086] A BH ) 7 v th gl A R T I BPLP Ji R f) 4 s i) =, 38 ik 49 4 i RT-PCR
P3G H A R S P HHET mRNAG

[0087]  [Alith, A BHIK 55— A H ()52 A TR BPLP 4 s v 10 530 (1) 7 12, an S6 i
Xy, HAFE DR .

[0088]  — AW AAAE i BT 2 I mRNA FR AR K ¢DNA

[0089] —FEAVFTI) S PTIR cDNA A (1) 44 T, K ik cDNA 5 5 V19 14 B 8l 7
BPLP Jik PRl ) 5% SR ) IRV e S A% R e

[0090] —y " HEFTIA cDNA ;

[0091]  —HGIH 1G4

[0092]  —¥ B S 2 19 34 P15 F 15 0 B A0 406 B A3 BI04 3 7= 1dE A7 L
P A H BPLP PRI Sy b i ] BB 1) 0 o

[0093] AW R BT RAR I M ) 5 B AR A i T RIS I IS - 2
() FRT I o P A2 s B T LU se Al / sl MR Ee e Ef — P ol A, 480 il ek Rl S R 24 A
TR I B a7 s A AT AT DA SIS i b

[0094]  AAUIREL AN G AR 15 2 M 008 H 120 B A 2E A T S B DNA DL T2
Wrist A& i 1K) 7715 AT LIS 3 22 BhidEAT 26 R 2 23 A7 10 SR

[0095] ikt , B LLAH DGGE 77¥2: (AR MEMR RS LYK ) B SSCP 7k (PR R 2 5M)
Rl BPLP ZE Rl A (1) S5 o pidetth, SEERAEIX 2e T v 2 I ()2 BB 7« m] LA 56 H RT-PCR
VARSI BPLP A% Sy i (1) e, PRA B R8¢ 21 BY 1) 528 48] i o1 St - K R B8 25 A AU K
TG TG R ELBY I S e [FIAE, AR VR SRR RN . Bl R R BIA A DNA G
J R AR R AT DA AR 5 b S FH TS BPLP 285 ER Hh 1 57

[0096]  FH Tl BPLP 5k Pl Bl A Sy v 1 e 5 (103X 8 077 v e ) 3 FH 17 468 7 X i e D e
¥ BPLP 25 (A Bl = I 5848, DL RAR S b A TR S il A / s 2 Wi , 2o prid i
il M BPLP ZE A,

[0097] I IR SE B2 AR “ VAT NV B 715 A B g LR B9

[0098] L AAMIE I 7%

[0099] A HHILHEE T Re e bR XS CRURe e IR0 ) BPLP 22 I IHifk . AR It 1
RS A CRIRE SRR )) iR ik CRIEIRAT A ) bk,

[o100] BRIk, A% B T EFXTATAE BN BPLP &5 [ AR S L IR AR i B ias

[oto1] B KL & Mh, A & B BRI T A 6 Ik B9 B AR, Bl Ik B EE an b SR A
X1-X2-Arg-Phe-Ser—-Arg. & A& b 1 J¥ 41 X1-X2-Arg-Phe-Ser-Arg 4 . 8¢ 1 3 41
X1-X2-Arg—Phe-Ser—Arg f4 il » 24 A & B IR A FE B R AR | 1 741 X1-X2-Arg—Phe—Ser—Arg
Ty I, BT IR e 9 S AR B B IR IS C R ol 3o AEDLIE I S8 7 20y, AR BHER AL T4 Xf
(RIS PR RS ) BRSBTS, Tt BB 5E 2 51) QRPSR. BE A - 15741 QRFSR #4) 5l 51 i 7 47)
QRFSR A4 pto 75 S UL ) St 77 A, AR BERAE 141 CRIR: F R0 ) QRESR I3t 14k

13
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BEAE CRIRE SR ) YQRESR IHT AR BER AT (RIS SR IR ) CQREFSR HIHiiA

[0102]  AN[EJEARIATE “Hifk” 78 FR 12 A e 3R B 7y M S 3K 8L 1 1 1 S e o
Ty BIE A UL G4 RECEAME I 73 1o BB PUR S 1 Se B A Bk A 7
T AR SR e B 1 o S B R R 2 I 40, AR AR AR N S 23491
41 Fab,Fab’ \F(ab’ )2 f1 F(v) »

[0103] 0 BPLP fe ™= My sl L kAT A9 5 52 AR AR BLAE F BB AR 2 e A F i
[0104]  HARW] LU A 2 sl HUIR, (B R EHL AL A spoog PR, RN EAT7E K 3 i 4
BB S EE M.

[o105]  FH TAERZ sEREHURIN a2 AR . — ek, B 253 vE =2 AR B M EH A
R E AL (BFEEEIK) 7TV BaX STk, Bk F A 58 HT Ot o UE SRS %
PERT MY « 7] PAZE AR ERAL B 22 /0 5 DN AR AL, vE SRS SRR U 50 0 1
PP . ARJEAEE RS G 5 L, 51 i, IF HARHE i & 1 i &, 7 6 AR 1%
I H BT R S A KA 5 ARSI B IAH R R 3 AT e WAL 3 k. AR TERRAL S I
10 R IMIEFE Ao 285 R AH R R SR BUAR BT, 38 S A gk A ITE T R 2
T EPiiA. 7E E.Harlow,et. al., editors, Antibodies:A Laboratory Manual, ColdSpring
Harbor Laboratory, New York (1988) H1liR T ixXAfHl T4 % se B DA T A M B T7
o

[0106]  AN[EITEVEE AN “ S DA 1R 2 A0S —Mrie SRR R AT S 5 SN ()L A4
GEEA R —BFRUR ST 7o BoaBEDUA BRI BRI S H T S SO IR — R A I —
[MGEG2E M Ty I EDUARIIL AT LS B 2 PS8 G0 Pk s+, 14640
SRR AR AL CRIXUR S S e PR )

[0107]  FH T il 2% 55 g FE BT AR 1K) 55 36 38 7 VA AE AR AU 2 Jn ) (L, %9 4t Harlow %5, DL
B o G LA S B B SR A NSERT LR A8 B X 44k BPLP 22 JBPLP A%
Ry IRAT R (RLFRSEA 1K BPLP k) IS s fEdiiA (Mab) o 43 &5 H A e i FLsh ) 14
PP UK R 40 B, FF6 5 i 9 B i R Al B s DA AR A 4 i (24898 ) -
7 B A (1) 2 A 988 A0 LA A P i SR S R LA IR >R

[0108]  ERARFH AT IR 855 75 1T LAAE i Mab , {H 2 A% BH FF AN 52 e BR i) o -t PR 1) 8 i 3Rk
MAAT I TP v B B (RIAZ TR B AR 16 Mab I FHag . BRI, SRIA 2% AT I8 T 73 WA 1) 43 B AZ IR T LA
WAL 2 5 — P A BRI, LUAE AR AR o FALARTE SRS Y B AR T W) I 24008, (H R B
BB AL A & B IR 7 RS BEA DU 23 I S e v Pk v B, L6 B T 2 A2 98 i 43 Wb
(1153 F o Ak, SCERERHE T T ik &P i NIRAL BT AR L B b /R S5 25 T 2R 0k 1) iz S 8 1
LR BLRR AR I T 125 BT (R S8 DA A AR A i B IR 2 I, FFR A A — PSS Y,
PR FF 25K T PUA IR e 1, e AN T2 BT BEAA JEE HE IRRS A R A2 S 45 7

[0109] AU BHIELWS K —Fh ] TR SN2 W 0l B3t o 3 A8 160 3k J 1) 7 32, Bk i 2238 %
BPLP BE AE— B W B A eids R A LR O S/ s in ) o 7ttt
DB AT S A 2 A i v 1K) BPLP 28 [ B g™ 1) (eI 2 QRFSR) , F44 H 547
HEORT 2 B A 2 A i v A R4 B A T L st o

[0110] 3 SBJ AR IRy SAG A& 7E “ VAT P R B0 vp B4 21 K50

[0111] AW RE 7 SR BRI — P A, LG LT I 6 B8 Y T 5 VR ARV LV T

14
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Vel Y B AL ZR BRI » B 2 LA i T A 1) G i A 1 2L 2R R AT A R R 2 A
21 B BRARE IR i P iR AL 20 LIRSS

[o112]  “XFZ” B “ B 7 2B HESHY, Bl Uy L3, Pk e N, AR LA R A —
RO o WAL S JLE AN Lo TN G AT PLAATIEAR, W AR A w] e A AR sl 22 o
A LI B P BE AT B BN B 8 C 28 7 0 B AR AR BT 2

[0113] X MRS G2 7 A] DL A HEx G s A AT MBI I 5, Tk 59 il LAY B BPLP
B A SR I — B A T e B BPLP B AT P — R A AR 1 2k U
AT BPLP £ 3 sCH B ) 03 3K DA R G L 19 0 A2 5808 22 S B8 — AN S ok
ZIP) T A SO AR A B R A e T AN R S — A S R LA
LB — it 2 S AE “ AR X5 rh AR B 4 R LLEL I Dl “ X XS 57 i 1) 2 AR ]
I B B fR 2 “AE RS 27

[o114]  REE “LCWr” TR K0 E BT G AN I B AL »

[0115]  ARifs “Titill (prognosis) ” 47 A2 1 i B A AL BGR0 B0 A2 1R m] RETE o

[o116]  JERLAGI BPLP & 1 s s ™M n] LU 52 “BPLP & 1 B i ) 218 5™
7,

[0117]  JXLEHGIN 5 i B ARG AL 2A A i B REIE PR3 S5 R b P37 1 BPLP 2 1 s
A CRpl 2 QRESR) A ELAE IS & R . &5 & B % PR, T bog 2 v
G AN R N v 2L S 7

lot18] A FAr=tn BRI HEE TR 7 BIBTIR I 7 ikt n] DLl By s A A e A
A R IS i B 5 VA P LR

[o119] 4, T 3R A 2 s 5 Ry S R TR BPLP i 1 AR 0 4R 2 s St 1 0 G ety
P CRE A QRESR) (P oR— & 7 n] LIS BPLP &8 (1 88 AR — ™) B
{9 a5 32 2 B0 0 (R A AE B A2 5 A8 S A P e R £ VLK s A PR 3 ] A 14 G 8 2 W 4
A FCALHE G BERTTINE B 5 4 B L B S S I L e = VA BRI o IX LB I LA, (HA
PR T Western BNV EEAEGUAR  BEFAR IC I T B0 S BERLIINE B 4 ELTSAV A R / B
B H AR I TS S A S 1) Gt R SO P R A0 ¥ smUbRIC 1 BPLP 8 [ 5 1Y
B CRe /2 QRESR) WS BE R L e HIK e Uive 55 . S AV I8 1 AL HR R
PRICH A5 I A 52 56 TR T B bR 0 BARL 7 - B A N5 55 2 S
PR B S DI T5 s

[0120] i 1 AT $12 B (A0S V238 5 9 Bk AR &5 5 1) BPLP 8 1 BIUE IR R 45 5 1 G )
CURp ) F AR &5 £ 1) QRESR) 55 A 3] 5 1 3] A 1) 7 LR A &5 65 1) BPLP 22 1 8™ 1)
CREE QRESR) 730 BT o n] DL AR 52 B i e F o] A S 0 B 36 SO 0 91 A A 21 4 3%
(Bl s i FL 30 RS S (Bl s fL) R L0 FUIE (] i BReii &
T EAR ) BRAR IR S0 B EALAR. e eI S A BR SV BR AR AR

[o121] [, £E— MR IR St 5 30, FIASSTN B3 K i, R 26 = s 5]
LA AR5 it o 8 S M 0 H 45 5 BPLP i 1 BOH ™) (Rl 5 QRESR) (K147 4, BT
W A GRS BT, BriR TR S G T TR I B bR 0 i BOR 1 SR AL )
P ol P PR PR 2R o AR FH A T PO DA 2B Bl S DM A5 5 9 A G R 8807 5 e O 1R
7o ARG RIS T S, R AR 73 CLRH AT LSS 725 71 ELTSA 50K
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[0122] i 7 Sl b 1 ATIR 16 S B A DNV, T AR AL A A3 19Ul BB AL e R A FE
T TR AR (BRI . R BT LR 5 G e RS R T
DLE A A 18 AR C ) R I e A0 (PRI R (B an e Sl S ) o B X A7) &
AT LS T BT R AR 1) G R A I o

[0123]  ZEREIVRYT

[0124]  ARYEAK B, AN ( RI3G hnskods> ) 5835 40 fg A i LA R A B s 1 BPLP
AR, B0 R IE KT RER I b B e K CRFEIERT A ) W] DASE
TR B4 8 A IR ) i 425 . T8k A BPLP SRIA AR BPLP &5 1\ BPLP Bty skn |
TESCHIPIE CRLERIRATAD ) A (BN DNA BOR S8R RIER ) 7T LUSZEL R 2 40 i iy
[ LA S MR AT RERE TR0 HH () BPLP i 1 BRRGC#™ 40 1A) 5 1R 3 0 R 0K B mT BB I8 HH b1
& XK CRFERATAD )

[0125]  fLEHE, Ak BHIRZ R TE B T 80K — i 7o X SC 3k R 4R 5 741 T $ 9 Hh 1%
FL G iE B PIRL R, PITI F7 5) s oil) T 280 1 Pir J 4% ) 40 e Py 1) 2 1 BROTR ) 3k

[0126]  IXAE—FPZR AR N N H AL A3 & T RE3E RIAZ IR 7 A S 4 ML - (e 302 P A 3L 1 40 e
W) TS, I HBE1E k% B A6 BT 40 i P 1R AR e P, IX A4S 3015 1 A VA7 AR R AT
REo UAh, TR —LeAZ IR 41 5 | N BIAR R AR Y, X 3N T 987 7 R

[0127] B IEAART LR A FSRIR I, RE S R s an i (Pt A 2R410) . 76
AR B — AR R S it 7 b, B s B 48 7R ] DAIE B s 253 100 2 SR 2 L IR DG
F(AAY) VBRI R B R (OMY) WSS, S0k O RR TR T
SEPEAZIR 7 A YR B BRI E 00 G SR B B AAV L HITV AT AR IR 10 5 S i s R i 3 1

[0128] AU BRI AL AT — S 40 5 85, JL AL 4 AN BISLBE PR 40 P (19465 BPLP 2R 11 .
BPLP Je ™=yl b s XWIIk CRFSIRATAY) ) BIRLIERIT ).

[0120] DL, A W 1K) B 20 3 75 A2 Bk i 53, L &8 /D5 = 71 B L 41 B P 52 ) P ik i 53
BT 5 7 51 o

[0130] 4 S b i FH 22 T i 55 « AAV B30 b B8 20300 s 03 75 N TR XK A R B 11
TR I751) 0

[0131]  7E 1995 4F 10 H A E Br & H]SCHk WO 95/28494 HRfiid T L 2 R is .
[0132] B3, @ IR Y] LU AEAR N SN Bk . e 224 ), Cam T IRk TE
AU JAZ IR T T R N o TEARR B “ 294647 B e gt 7 ¢ F IRk
HEEHSH

[0133]  {EAKPY 5] NHE DNA SOk 3R At 2 T BERY

[0134] A A S04 O 40 19 77 v 0T LR B 228 IR R 97 1 # DINA 2800k 51 N 31 P 3 1) 1
F 40 M, ) B gy, r s AL BT B B S 4E M B DEAE i SR R B IR A DT UE
Lipofectamine® s & K46 o fit ] DNA #1455 15 1K

[0135]  Z4MH &Y

[0136] W LI BPLP- ik ( BIFig 1942 BPLP & (A A74F BPLP [Tk B4 ke X
Jok ARG BRAT AR AU ) g 3% 2 BPLP- AR IR LA K BT 5t BiTadk BPLP- AR IKHT 14
Zi TR AR — I R A S . B, 3R A WES T R ORGE T
MBI LA T &SR IR 255%

16
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[0137]  AK B —> 320 2 48 ik BPLP- ks HB A I SR & K 254060
[0138]  fLidktth, IZIRIE R T 21K Pl % B I B AR 1 — 8 7 o

[0130] Dttt , 25420 & W5 A W] A 2 FH M FH T e e v St PR ) B b i 8 1 o

[0140]  AIERIZGWALA Wy H AR Sk 10 E B 10 SR (IR — B sl —ah . &k
VARV BUER SF B L B IR A YD) (BT CREIR R T I) A, fEaX g i, 752
TINTE B 7K BICAE 38 R 7K DS 2T 1 1 mT v 5 5

[0141]  REA T HE FH 1% BPLP— IR Pi A BlORZ 98 (19551 12 mT AR 5 AN IR S50 sR 50 R A2 1R
Shy JIT FE Ve PR R AR S B L T 7 VA T A R B 1) P pR

[0142] & T il H T IKETT 254 &4, v DR A 2 1Y) BPLP- IRV A 800 BT 25 H
AL SZ BIEAAR SR A T

[0143]  "RTHEHE T 29907 B S

[0144] 254G )L HE 24 1 ] 422 52 IR 80k BOK A 52 (998 20 1Y BPLP- JIK 1% B2 B bt
s

[0145]  “ZHHIMY” 8“2 HE2 17 PR Ui HF M G (BFEN ) AS A
R ok B Bl AN I s R 1R 23 - SE R 54

[0146] 24 FH WL SZ MU IR 7E LA FRAT AT IR0 RH BT (RO 711 23 B o iR 2 710 B 4 i 771
FUHTEL B S 5K R R GEIR R S5 o I S8 A ORI FAE A 25 B Vs PR 9 FH IR A AR AU 2
TR o A B TR T BRATAR 535 Pk 4 2 AAHFE A 10 A EER IS M A FIE 5 A &
YW EIN o AT LK B (9 PE AL 35 B AL B

[0147] 3 A T3 569 FH 38 59 250 % B 468 DI B %) /K R B804 BSORH, 1) 5) B 58 2 IR v 4672
P BRI TAT L DL R I I o) 2 D B v S VR B0 SO R R B R o R I b, a5
DU TG B 1) D A R B IR 2R v S A AL R o B e AR T A IR 21 T 202
R 1), FF FHLAT CABE HUA A= 4005) 4n 40 B R B0 1R e LR ER

[0148] ] LALE 55 3 11 15 T 50090 0 70 TR 41 44 2238 VR A5 R0 7K b ol % HE VR A i 8 sk 25
A2 I ER IS PR S R o T DATE H VRS B & i VAR S B A i il 2%
HA B 28— IGAE AR RN F 2 AF T, S e 500 2 By LA A4 2B K I 7 1)

[0149] AR T] LU & A B WK, CBE. 2 oohE (a8 B F AR & i
) HAAEIRE Y CLEAEY R 80 B o A RS (B oRasle ) I8 R
FERT T O0R K/ (P T2 BOMT & ) DA b A FH 22 10 v ME SR T DURER S aE i sl i
FH AR BTan g7 A BT 2 B R0 a0 Je A = GUBUT B 2RIy 1 BRH B I B A00 2 25 mT LA
BHEIIAT o A5 2 PR AR, P 3d Hb 0 RE S5 i 50 9 dn e sl Ak il . B fE 4L A
A5t P SE SRR AR 8] A I R A AR B ] A S R B 4 A M R L

[0150]  JE i 7F &3 KA B4 BT i B VG PR AL B 4 DL R 5 Fh BT B A g e 414y, DA
S B I 3 Vi R T DA 2% I B 0 SR o I e SRR G i v M A RIS A A
A0 53 B 5 LA B BT 7 1 T T ) £ At 4 43 %) I W 28 ¢ P nT LA 6 HE 40 O o 6 T
i) £ 0 TR I A SR VIR T R RO 5 D0 IR 1A 7l 48 7 T LR R A R TR R R, S AR
BT PR 2 23 0 b TR 0 B O R AT — BRI i R AL A R R

[0151]  {ERCHIZ J5, v LA LS 3 & I FARE A 16 77 2N BL R LB YT A R il . T
DL S b ik 85 ol ) i T 21 A0 500, 49 b T s 1 3 S o v 2R R, (L2 A mT LR FH 2454
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BB FE55

[0152] X T+ 7K ) o A1 it FH A9 o SR R 2, B S B0 S b 22 o4k, JF HLE B A2
% K] S 25 B A5 15 VRS A B T 1 A S TR Vo 3K B IR PR 7K A VR 0 3 S T A DN
LRI B2 T R IR N 25 2 AR IR R IR 0, TT DA FH R I 18 1R 7K A B T 5 A i BH A5
FH OGP IR RN T DU o 9 a0, W BUKE 1 NIRRT Iml 285K 1 NaCl %
o, I H AT D I N3 1000m 1 Bz R FEE VA B A B R AR E B, O,
“Remington’ sPharmaceutical Sciences”, 15 iz, 5 1035 £ 1038 TLFIEE 1570 £ 1580 171 )
MR PTG IT I R AR, AR R AT & B — 248 R e and], 5 Sen 25 N A
PRS0 Gk 7 &

[0153]  AHIG[¥) BPLP— JIK T LU hil 55 sty 77 VR FIA, 57 s 4629 0. 0001 F 100 Z£ 3¢
B2 0.001 2] 0.1 Z 5 82 0.1 2 1.0 B2 2] Img 2 10mg B 229 10 ] 100mg.
Al LU 2 AN 8. IR E RN 0. Lu g/kg BIZ) Img/ke, FEARIEHL 10 g/kg 32
100 1 g/kg, LL A sm i A2y 10 1 g/kg 3] 100 1 g/kg.

[0154] [ T H Tmbben 2 (lanseiic i sUL A VRS ) 155128, Hoqh 2 FHmT 452 (1 X
ALFE A0 T AR 25 24100 R s AR A |l BT 2 SR e 22 sl Ay oAb i FH T X
(ER AN

[0155]  FIUHH 1 HoAth ()25 25 42, A% B v it 2557 <5 0 s AR BB 1 BB I e
FL R B8 A ) sk L E AR KR s SR W)

[o156]  FERELESj 7 b, WU T R SRR / B ok FH 16 BPLP— BIRF DL K % R 2
RBITAR TN B7E 40 M i 3%

[0157] AU AR & b e A &4, AT 5 BPLP- ik P[RR A (958 —Figy
Fl o

[0158]  yHy7 PERY

[0159] L[ FTik i) BPLP- JIK\ P ik BPLP— KL AR 5 dm i4 i ik BPLP— K% IR e H T
T3 BRIGTT P90 B RE , Herp TSRO0 5 4 8 A IR v Ik 1) 4, S LR R X B - B e
JIkE (140 NEP A1 APN) FE M A 458

[0160]  RANM NEP JEA 3= L2 IRIER IxMEIR . P 4050 S2iIk i 8 B9k 38 1T AL 5 )
BNBK, B AT TR i AR P R [ R 0 SOE IR T A B/ s sh ik gk o O T AR AR 3
TxRE/EH (Roques 25, 1993)

[o161]  SH H{AHh, #h&e Py JIRBE NEP 24-11 7340 T FLah W) el e 2300 i [ A 23, 78
JAIE 2R, AR SRR . EIXLe 2300, 40 ok i ) & J@ K NEP 2 55 1 i
SRR A B S YR DR DRI R 1 2 J 0 TR o 0 I 4 IR BAS () B 2 2 D R
(R PR A, NEP 4% T BT A2 A0 S IEH o BRI, AR 2 1 NEP 2 518 T 1
T O ) T < ) A T DR 487 2 P 4 o s G 3UR (BKD Lo 5 R IR (ANP) LRI A8 K 7Kk 3R
IT(ATT) 5 RME / A V15 IKE an P 45U BK R fMet-Leu—Phe (FMLP) ;55 1] Jy 244
22k an Met A1 Leu— FxMEAK (Enk) DA S5 A 49) Jo A8 450 RV AR AR AR 19 R4 dan ANP C Y
FIEMK (CNP) A1 B ZUREMIR (BNP) o {H 2, AANAE 5 ZURE JHHH 1K 2 TR sl 3L mh i) i & 17 ik
[RPRE TR S DX P, 3k NEP 553 (ITE A/ B A mT AU IX B8 IR R 7K o

[0162] AL G, NEP A 273G P A2 3 i B s bk ok 3715 | 20 E RARRUK - 47
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VT AR AS « DL A i T AR IR Re T S B A o AR A8 B S IXAIESE T NEP
ST MRS TP I — M EE AR S 40, 3k A0 ) NEP, 45 g hn T A A i
B ] [ P U R R4 FH B SRR 82 ) ), 3gfmT DASRAS SR A F Bt AR E . B0
T PE] A PRTE ATT BT AT P 45 BK AT ANP K35, 5 AT PASRASP e I s R B AR R 1)
25 1B AT NEP F0 5550 2K S 417 P P A R R ) = AR s SN AE R AR AAN 0 T ok
(152 0k b A4 S 2 BEAE AT, 9 B 3 BT A 3BT AT 4 s 2 A 2 ) NOIR S 2 S
JIr A B R AR N I 7K ) BRSO I (Roques 5%, 1993) .

[0163] [ T NEP LLANRI0R L 20400 <6 J SRl 1) 52 48] /2 ECE ( 9 B 3464kl ) (e Jill A2
ECE1 F1 ECE2) « 2141 o 41 i 2% [ 52 AR FT 5 KELL FH5 X 37 0 (0 0G Al 198 sEh et i 12 A0 2605 AH 55 114
PEX HE[A Y40 LA S ACE (IS S8 ok A AL Bl ) AT APN ( ZUIKHE N)

[0164] X ACE F1 / B¢ ECE F3NHILE 1A YT i I AT f2 1697 sh iR REREAL 75 A 75 B8
MNWH o

[0165] X% APN IBG-5 NEP FI /5167 AT AR AE 77 THH A5 B BN o

[o166] S AH G 4 @ KB M AE 167 g A OnSE L .45 i L iR s B AR R 3R
It ) DR B R AR R/ BE I R R A R T A ERITAE R . XA & g Ik
Bl ) ) S AE T 4 7 T A VR ITVE R o R S A ()X e i T VR R R VR A (H 2
XTI 98 P IR AT) Gn 5y 98 B 5 M i A PR

[0167]  ihAb, %o 4 b Bl 75 <0 i IR 1) 37 il P A s g H

[0168] <) JIKIEE 719 B A4 0 1 T AL 2R AR 28 DL R S e F0 AR ME I 7 Tl A S 31 1 B4R
FH s B0 T A JH P A T T ] A1 P T A Wk b B e oy 0 8 i 2 2 41 1T o

[o160]  Ib4L, A< @ ikEl (Rl Bee ikl ) /6o B R M 2 P 9 &S B0 7 T
AEEEE, Prid B2 U IREM ERE R (R BIER ) T R R EE R
B

[0170]  H:fth & J& K i 5 45 AP S S G HIV Bl R e ) 7 2 EH PR
2707169) .

[0171]  J. Potempa 1 J. Travis 7] G& &I T &5 [ B0 HI51 75 VA T 40 0 800 55 PR 78 253 o
[Py,

[0172]  7F Turner 2%, 2001, Kenny 2§, 1977 Kenny 2§, 1987, Beaumont 2% , 1996 [ iR
T < RIS A E A

[0173] AR EHE—A B2 b Brid e y7 1 IR s IR A4 0 B0 71 s A 7 i i
LIRS A L) R A/ SO KPR NEP I APN, 45 I 5500 T Ao e s L
PR CRASIMERR ) R K SR aLint [a]

[0174] A BATIUY 1 RH AR B TR BRIATT , e e S RS i R R 1 S ek
[0175]  XPAEARIZK — A7 40 o 2R A5 ) TRy BT e A R B B bR 7EEE i b, mT LA,
FE 7K — 0 o A B s D R 2 B BRI R 1« RN B« 7 470 J A e 943
o

[o176]  EAARH, 5w v] Lk B A AR 55 MR IRE i JTBihs MR 28 LA R IS A 5 45
AMEERAR.
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[0177]  XF B2k 5 SAT Ry B A PR 50 I T T 867 2 AH SR I o 1 W002/051434 FhHiA
T BRI o

[0178]  H.iAHh, A% B0 FATATIE B LA B9 < [Bl#EE RS (avoidance disorder) i
FRIE &S (decreased awareness disorder)  IMUEE. JLFE £ 3hIE (attentiondeficit
hyperactivity disorder). Hospitalism. A 5% 2 I 68 B 55 DL & 5 40 510 K R B 4G
(impaired interpersonal functioning and relationship to the externalworld) .
K Aoy 2L FE NA% B AGORG A 4> RERE X 2R BE ) 0% R % K (decreasedinterest in
environment) \ 5 M AH K AR TE B RS FIPEAT A RS (ISR TR ) M.
[0179] PSR (L rh i 42 5 s IRl s ) AR AL 356 i Hs S A sl AR Ak L i
P RN R o

[0180] U ALFEXHEBLIIIGIT o« Fehl i, 7F J. Potempa I Travis FA] LA IR [ B 511
TEIRYT 40 B A B P i h R

[o181] L[ fTid i) BPLP- JKHiik % i th e H T2l Sz — RAENE .

[o182]  fn b5 MUK BPLP— K A sl e th 5 FH A A R A 351 s ) R 511

[0183] AR I — A B2 b prE RS RAE i T 29l (322 2 gk
K ) AR I

[o184] 5L b, WF5T L4 3R B 25400 1) B Sk LU J 225 (reward) TG HMUIHE 1K) &
Az 22 /Doy 2 PR TR R SE AT A AE B3 S e/ Bk Ba I 45 R . EIX AT
H], R FH B 455 558 P Y 1 i DR (404 FH 1) BPLP— R B30 B H 9k 2> 8] BEL DRI 4% ek e e i o v (AT 25
i A SR EIER (2 H0R SRR AARTE ) o

[0185]  HRHE A I, 75 B9 2> BPLP— JIRA NEP [ il 45 H , 491t i ik 48 A i BPLP &5 8k
JREIHUAA o IXF0 NEP i PR 1 55 7E 597 R 2B AT M55 19 1015 S R A A8 P 9 A O 1 9 B
TIE 7 TR AR . 2558 b, O BIRG BAMHIFHI A Neprilysin ( #1£2  JIKRE, NEP Bk
FRHEITR ) IO EIRIEE I T e AR SR B AKF (Newell %5, 2003) o Leissring &5, 2003 ik
]38 T Neprilysin FEME T IR R 10 E R A B PR T A B /K-, ZEIR B 5841
1 T UERAE R BB BT DA A S 2 A DG R Al M B, FF ELAERC T AEVE AR S AR A R A i
FEERI/N R P T A RIS .

[0186]  47E 353 it 5% M 1) 2 2R b B AR T A7 & IR T Ve A B L I DT BE B A
BRI, B 05 PR AR AT A2 AN TT PR 1R BORT e R AN R R 1 2 [ ) ek B AR I, A A R R
R S UE AR AR O VE AR AR B I I N 1 BRCR 0 B ATL R AT DA e b B R B T |
R IEAE o VERD I AR P05 1 S 1 A 5 AELAN PR T4 B 95993 461 i 1k 4% PR 22 e e 1
g BBk ME S VE AR 2 A& (Portuguese) R LA (Danish) \ 4 &
P2 Ve AL KRR E AL 2 B AL (Towa) « KR HEVE R 1 7Z (Finnish) |
Gerstmann—Straussler—Scheinker ¢ & ik £ 3 bR 92 F B 22 1 58 M 08 By 6 48 10 229
(Muckle-Wells ZRA1E ) « AR MR BEAEE  ANSL PR Lo 55 Y8 A0 BE AR R0 I V07 B A DR I JE 0 A
A2 (HAA) RIRR 28 RAT T 550

[0187] AR “FH&IBAT MW ” RN AN R SR B AE , HARHLED A B8, Hak
PRA oG 5 22 T e AN A FRPREAR A ik, 481) 2t S0 sl B 30 1) 2 6 O R B R« WA N D e
K8 P28 R U Il 2 RTAT AR B o A S B S H AR S Ko 5 e i AR AR AH G I A 2 R AT
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P o 2 MR HX SRR AT S I R A 2 B IR ) AR R R IR I a1 B
TR, S A I e 2 SIE MR AR OE . TRR A A S A A A (S R bR A (R
S N ) B 5 M, B AR AN AT BE R B E B AT M R R 5 v R AR [ A
FNE AR T AR TR AT S A AR Ve R A B ORI a0 28 1 B AT 4R R pm it

[0188]  {EA & B (IR S K St 5 Ay, A ZR3B AT M50 2 BT B DR M BR (AD) o AE A
SEHE 7 A, P R BE AR T LY Swedi sh W, RRAE AR VENFESL AT RTIA BT (1 (APP) HR4RIT APP
() PAP #5573 BB R i B RS KM B NL 5848 . 5 —ANIX P S P A TE AR 2R (R84 1
H 1M (HCHA B HCHWA) — fuf 22 780 o A4 L AN 1K) DL AR AR R B 95 L 2 P g SEL A 3o P £
8 5 AEAN PR P50 T R o 3 o A5 1T A9 Bt PR DR R A 1ML A9 < Down 85 11E 2% B (1917
SRR — PR LA ST I AH G 1 TE IR e R A2 11795

[0189]  {E by — A~ J7 [T, A4 2838 47 1 095 A2 U 2P g 409 DR i 9 481 20 4L A PR T =95
Creutzfeldt—Jakob %5 Gerstmann—Straussler % JZE & K 5 FN B2 FE A1 v o A ke
I3~ 21 TR0 2 g DR I 9 « DA BB TR AT A M I o

[0190] AUk BHIRVE J 4% U PE BPLP 5 F B 9 (5 4n QRESR) Al 4: @ ik 2 (7]
(RIAH BAE I 25901 il 26 H T PR sla o7 560 BRI T R 4L -6 B &, 72 ik 5 v,
T3 BT A 4 R T 2

[o191]  §fIE T2

[0192]  RHIHIA T HVF ARSI AR N Rk B IFalith S50 R )8 2 454 9F B BPLP 4R
B ) (491 QRESR JIK ) B R BEs L) B A 40 2 08 T s 1AL S W 1) 7
[0193] I G L2 A KR UkE & e 649, & nl LUZ IKBEEIR 7 7, #1
W LA HUAL S 7 VE BT RE & AT — B

[0194] AR BHFRAL T —FH T ERIMREAL S W E54 NEP E 1454 BPLP 8 [ sl pk
=4y (B QRESR BK ) M4 A7 55 I BE ) 7 vk, HAFE LU R PR .

[0195]  a)TEAFAE BPLP &t (B ™4 (4 QRESR JIK ) BRAE— R B 7 BPLP £ B
HCEAFE) (G0 YQRFSR Ik ) 1 &5 R S 1 i A B 220 M R SRR, B i ik &40 5 26 34 NEP
40 IR s

[0196]  bOMfE ik &4 5 BPLP &5 [ 8 H ™) (141 QRESR ik ) B} fRH T BPLP &
FEk R 2= (B0 YQRFSR K ) 1945 &R S Mk Bl A2 B 205 MR ISR 4 MR 254 NEP [ BE
o

[0197] T E 4°CHI 25°C 8y 37 CHAT AL S WK 55 SR .

[0198] K JA NEP 40 A n] LA 41 f Rs 72 W9 s 1) 50 2 R A A M 5 5240 Bl ) 38 B
PRARBAH SR (kR R UL R B A R , J 5 NEP B 454 BPLP
[ a8 H = (503 QRFSR K ) RS54

[0199]  7EAS & BH IRk 77 v2: 0 B F AN 8 A A 2R b A2 ol L3l 46 1 1 i o)t B U s
B AR B T NEP W M SE I ZH 21

[0200]  7EAS % BH A 12 75 v BT FH B LA I8 R 4H 23R o2 CUR0 5 NEP TR / Bl
& BPLP & B e ™) (45140 QRESR IR ) B4 S0 oA i R AL 2R 44 o 45, m] DA
FH T L34 B B PR 0858 6 A« 52 40 RIS IR 9 2, 3 2 T AR A /8 LS K Bk
MR BV ZART / B M Bl 20 6 8 A1 IR cDNA (eI /2 NEP cDNA, ¢ 7152 A NEP ¢DNA) Jiy
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La Ak 7

[0201] I dn FH AR PRI (PP S CHLT 28 ) sRAEBUN TR bR e (RS Hb B s e,
CyDye— #i /6 2% ) RIEHIbRIC BPLP &5 (s =4 (s fRHE T BPLP & (A sl ple
PRI S AR R B B TR TR ) o RS TERE R AR R I S AR I SR
NEP (#7410 Ja 55 7 — B LLR ARy 7 Pk 55 TR ) o

[0202]  ARJ5 & B AE AR FE (AT IR e Ak &4 (BTN 107 21 10°M) B 1 5 40 e 5
M4 A AR o

[0203] [, AR BHIGERAE T FH Tk 5 NEP b {1454 BPLP 2R [ B i = M 1 25 45 for
SRS A R S T A FREUL I PR

[0204] &) il & NEP L4554 BPLP 2% [ sl L =M ¥ 25 667 2 (0 40 i 5 72 ) i
BARABAZRE G (KR D) R 8D BUR S B AI RH)

[0205]  b) HOAFFIR A AL A4, DL L 5 2 AR B f bR 0 8 B 8O 3= )
(SR T BPLP &5 I s =W 45 A ke e PR B AR B2 E e I K ) 58 4k

[0206]  c) FEAFLEMRIEAL GRS, FERE K AR R T EEE G A T B PR a) 141l
V)35 B R AN B AR I — B DUR B S P25 5 IR )

[0207]  d) EEAANFIKE (M 107 2] 10°M) FEEED S MM R . 255
ABALFE MR R S A bR

[0208] £ Fr il (¥ b T 75 3, 2 VR R B b id (1) BPLP 2 1 B et 4 () an
QRFSR ik ) (8RB T BPLP &1 H Bl by W) ) 45 6 e 1 Bl AE B 3G PRI IR ) 55 50%NEP
GEAAL R AN R

[0200] 7 AN AV E R IE A Y5 BPLP 1 B St ) (911 QRFSR JIK ) ()58
Ay (BOREE T BPLP &% 1 B Bt ™ i 45 65 S P BUAE BR A2 PR IR ) AH EL A AR %
RSy,

[0210]  ARHEI S —AH B2 R H T e 5 NEP 454 BPLP & I BiIL i3 )
(SR B T BPLP 25 [ sk Ll = (1) 45 AR S Pk B AR B2 TS PR IR ) R0 25 A1 s Ry S 1k 46
A I ELAAAL S I AR R SRR B 51, BT id 7 ARG i A TR e 1k & i 5 v R I
Za).b).c) i d), UELBATELER ) LWEEDIR d) FpTE 2N MR IR 5 L
fth— Ak SRR ST

[0211]  AREHR H—AH 2 —FH TS5 NEP F 1454 BPLP & 1 8 =i
AL R S G AL G RISE R B g, HALRRLLU T AP ER

[0212] &) il & A NEP L1454 BPLP 2% [ ol L s =M (K 45 67 (0 40 i 5 72 ) i s
BARABA LR (I WKE D) R 8 BUR S B A )

[0213]  b) MIASERT O bric T SR 1 B AR SR AR id IR L G4

[0214]  ¢) EAFTEMRICHEIEIL G, FERER AERE RS A AT, IWE PR a) 141
HuBE 20 2 B AR AR B 2R — BUR DU AR e M & i T 5 0

[0215]  d) SEEAENFWRE (A 107 F 10°M) (IEEAL G 6 5 40 a5 55 88 B R A
B 2R R S I 5 A TR il

[0216] 7 W1 AR PRI (PP PSCHVT &) sRAEBUN bR e (SRR B s U,
CyDye— #8622 55 ) RIEHIbRICE IR EY  RIGAERER R S A AT, B S
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FIA NEP 40 uie & — BOR LAUR AR R Rt S A I ]

[0217] W] DLLGEE e & AR s e 10 & 5 oAt — R i a4k S0 I 216 R0 ), A A9 e
5 NEP L1454 BPLP 1 sl H st 9 (11 QRESR ik ) &5-&hr milke e e 456 1 k10
ERIARRT SR T

[0218] AR EHIEFEAL T —FPAEAR SR B AW 1E A BPLP £ 1 B Rl ™ M%) NEP 3% 14
(RN SRS BURIT BE T B 753, BT ik T i 6 0 3%

[0219]  a)TEAFAE (i) BPLP £t B ey (1 QRFSR ik ) BUfE—f{& ¥ T BPLP t2 [
s B (4N YQRESR K ) 125 AR5 S sl AR B 22 v P B IR (31) NEP A 5 H44
WALEY) 515 NEP (4 ST

[0220]  b) ffiiE NEP X NEP A N U 2 1 B AR e rh i SR A7 AR g e A S 4t i P 1)
| AR 5 A EE LA S B D) B R ARAH B S8 i, Ui B TR S B A Pt
FEYE T W RAFAE R AL S W BN V) B S5 AN AR R AL S P 1R N D a1 1 T
FHEG AR 1, Uk B TR A A0 AR s Flia T

[0221]  BPLP & [ 8 5 8™ W) BB AE G2 — P B A J0 ) 4 )8 A TR RS 1t (R A2
NEP 8% APN ¥&% ) FIRE T 731

[0222]  BPLP & [ 8 B 8059 5 HURAE I — R0 B A 39 n &)@ A IR RS 1t CRE A2
NEP 8} APN ¥&% ) [IRE T 731

[0223] LA, FERA E i AE P BT E T AR Bz T, T DAVPA s 18 46 S 4 BB 7
BHSHORITE T, BT IR AU 52 2 4 an 4 D 28 28 I B P IR ML B 1 A% 215 5 I 25 R 1Y
I ER — S ATARE A R/ BOBE I DL A G S A s AL

[0224] 76 B AR SLHE 7 2, AR B K —Phiifi e 78 24 BPLP & 1 8 0™ WD I
BRI G Tk, AR LU PR

[0225]  a) il NEP L1454 BPLP dt B IL ™= I 25 6 A s i 40 B s 7 Py sl
BHARARBAAZIRET (B AnokiRU)r 8C00 A BB il B S )

[0226] b) G E LUK a) THIMEIG IRV A8 B bR AT ZARE i QRS RV AEAF e 1
A DI BEARS I E NEP BEIEHE (PR st 1070 2 107°M) ) e IR FE 1¥) BPLP 2% [ sk L
R (BT — PR T BPLP & B b ™ M0 I 45 6 e e P BRCAE S v MR IR ) T NEP
JE— B CAIERI BRI FE 410 A A2 NEP JEA I P V)R (A AR K I [R)

[0227]  ¢) 43 A3E ik 58 AEAFAE BAFAE LA B W) UL R AEAFAE B AN AE BPLP 21 B
R E AR B T BPLP 8 [ B ™ )11 45 G e 1 B0 B A T I BRINE NEP G Y
VIR AIEEAA RO, LM e S0 I8 a) R 2= k) b it A 1 NEP 352

[0228]  FEPTIR IR IR 755, 2R FE A 2 1 NEP JEC A 16 B figos /> — 1 (1) BPLP 8
B R IR

[0220] A EHI) ) —A B BIALHE— M kb /E 4 BPLP & B sl H ™ W) dSE P 4k &
YTk, HAFELL N PR

[0230] &) il & A NEP L1454 BPLP &5 B IL ™= Wi 25 &0 s i 41 B s 72 sl 2%
HARA AR (AN KR U1 801 sl i it B S )

[0231]  b) IE LR a) P4 RS TR 28 B bR A FI A 20 S QR BE N VT IEAFAE IR e K
WAL BPLP & sl sty ) (slalifE— R B T BPLP &5 I s H sty 1) () 45 & e 1t 5k
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PERREAIE TEIIR ) I, AEATAR TR 2 AF AN 21 NEP BEES PRI ) « NEP AR IEAL &
Y B AAERTURIE 55 T 7 A5 NEP JEAI R P U0 e 1 AR A I 1)

[0232]  ¢) 733 KL I 52 FEAFAE SAAFAERIEA S L K AEAF AE BN AE BPLP 87 5L
ST ER B T BPLP B [ L A M ) 5 Ry S 1 s B 2 R A BRI 1) NEP i)
W V) A B P, DUEE B HUD IR &) TR AR R R BT A B NEP 351

[0233] £ fidk (1 b i 7 325 (R I 2 10 S5 0 7 2P s R R RO R 2 3 e ) B i i 2> 2 />
50% sRALIEHL 2= /D 75% BRI o

[0234] "I~ [l AR S T RV BAY PRl 28 0010 U ) 17 AR S B, AN R A A B I Lo

B3 =115 R

[0235] P& 1 E7n T "H-YQRFSR AR ic A BIXT R T 2. 5ml A FEJR Y 2. 5ml FEJR AR — R
PR TP BT A5 3 (R4 28 P I P B AT He HPLC . 32 S (1) J50 SR P e ity [ i S e I i
75-84% ( BURAE ) o

[0236] &2 &on T A Tml AWV 3RAS A P I - IREBINI AR M 7 A8
HPLC i o 237 T #2053 RSN A — YIRS 1% P 400 1 N V) 8 B AR 1 B8 - (LNCaP
ZHMIAR ) o

[0237]  [&] 3 2 =% HPLC-EC ¥& M 13-14 20y fARR MR SoAH HPLC 3% ( fCRES) « 0 T
A NHINGS — PIRBES 1 N D18 B P )BT BE ) (LNCaP 4H iUk )

[0238] & 4 & 3% HPLC-RP 35 4% 7 ARR I ) AH HPLC 8 ( mRA2 ) o 7047 1T i% 4057
FHINSE — PR 2 N D B AR P DI BE ) (B ) , BLRCEATITE 274nm &b W% &
(B,

[0239] 5 W7~ T BPLP—QRFSR JJEXF AN &b — P IR T 4 A# P 4 5 i) 5% v (LNCaP 4 o
PE ) » QRESR KA SR EEVE M 1 2] 25 u M, P KR A 11 M.

[0240] 6 ‘7~ T hBPLP-QRFSR JIKI¥) YQRESR T A 40%F AN 4h — P DK IS 1 B i P 420 o)
s (LNCaP 40 J Pk ) » YQRFSR PRI 250k B3 /2 A 5 31 50 u M, 5 KRR 30 1 Mo
[0241] & 7 7% T hBPLP-QRFSR k¥ YQRESR A7 AE4 %] B NEP 4 — Py JIK I 1tk P At P 4
JsZ ) CEREALZR ) , YQRFSR BRIA RO BTG 2 N 5 21 75 u M, 2P RIKFEA 38 1 M.
[0242] ] 8 & X] YQRFSR Ik RP-HPLC 3% 73 #1. YQRFSR Ik (1751 M) fEARSMASZ A4l
e 2% T P R A, [RTBE & 0 T 70% F9 N A1 YK BT A 3 000 P 40 ) P U0 B T I
RP-HPLC (& iR A I

[0243]  1/YQRFSRIKANSZ & NEP (1N 4 M Jiss i A, [RIe T 93% I 58 31K, 7E A AR

i, [ T 94%.
[0244] 2/ LEAHIAIRI NG 25 AF 1, YQRESR KA T 70% FIX L8 A4 ML P 40 ik 3 D) 2
A o

[0245] & 9 o< T QRFSR AT EZH A NEP FEAR P i 30 dIPE A o QRESR N Rl 1
ZH N NEP 35 M 9 FEARHME (3004 5 DA% QRFSR JIEX AT PE B0 hDPPTV 3 MEXT P 4
1) P V) i AR A E

[0246] & 10 7R T QRFSR JJAT4H f & i A APN F#f# APN & ) #4E . QRFSR
Joh e B ARG ) T 40 O 2 171 (%) HEK—hAPN X Ala—pNA (5 (6 JE A0 1) B At o

24



CN 103183726 A OB B 920/27 T

[0247] & 11 %75 T QRFSR IO 4 o8 i1 A\ NEP A NEP & B I 7EH « QRFSR Ak
R M H 3 ) T 40 A 2 T A HEK-hAPN X Mca—BK2 7= 5% 6 JEE ) 1 P it o

[0248] & 12 57K T YQRFSR ARAEAR AT ERAE B AERR I (8t /R SRS R I0) B
I [R) 52 m . ~FI4{E & SEM,

[0249] 13 @75 T YQRFSR JRAE 1A PN XS Ja TGV S5 A4 2R S5 bR S (R e o2 2 1R IR B 5%
Wi o ~FXJ{E £ SEM,

[0250] & 14 278 T YQRFSR JJRAEAR Py AT 7EVE S A /R Sh AR 5 60 4380 I PR 2R a1
S2UA . QRESR 72 KT 75 T IO BRI 1 F 75 B0 N R R R 7 S2 44

ST

[0251]  AWFFHE BT TR KRR TI LB SMNANE (CReil A2 NEP FIT/ 8% APN) [30H14) , FF
SR AE N ARIER 2 W0 P o SFIZ7 = 0 (RS DN R 23 25 () SR S AR B T X PRV 2 1 143 1)
I3 S P T R IATEA B NEP BRI M XS NEP BUBME IR N DB L . A
RPAFCELITRE T IhEek il ( £55 NEP ff] LNCaP 1 HEK A S0 Mo (s bl 5 ) A2y 740 55
(HPLC 3k R 40 ) A ARY, oA I T3 ok e 0 43 B A AR A R R AR 14 P 95 14 NEP A1 IR 47
BB, Sialorphin [P 51 KRR Th RESS U BT 1HEAT I 25 52

[0252]  SEJlis] 1 « A AAHE VL 1) 55

[0253] N7 TR T &, Hooh B ERF 9T B i) “ centre de recherche Vaccinaleet
Biomedicale”, 45 A 2045, %97 77 %3813 T CCPPRB Z5 14> (PARIS-COCHIN) ¥ [F &, 3
RN T 10 44 e 5 G IR 1 AARMER, 2T AR T 2003 4E 5 H, 4k4:8E4T T 2003 4
10 H o 5 My OB 21 56 AT VA 2116 &G KBS (1000KTU/m1) \Pefabloc (0. 4mM) F1HCI (0. 1N)
(29K ) 1 “microsorp” B W, IUMAIS TR Re 0 HI 81 2R VG ME o IR, W7 MR AE: o i
171 -80°C, HRIUAT A AR IR A

[0254]  SIZjiAs] 2 :NEP () A4 KRR 30 455 27

[0255]  1— AAFKEE NEP FiT APN )k

[0256]  CLAEHHIAR T —283Rik NEP Fl 4 @ MK S 2L pe it BN 41 bk, L i sy
JRLAR A2 BB 41 R 40 bR MG—63 (i AR ) ¥4 77 40 o 4l B i BeWo ( IR AL 4R -B I ) « BT 51
bz 20 I RR LNCaP ( fRdi ) A7 20 Mo 4 O bR Caco—2 ( EL&E e ) « B SETT & 4 8 s Rt
R T M 253 A AT IR IR 4 F o JLIR, AR B £ 42 H Northern E[VZEHIT G 2 48 g fb.
20y THAE LNCaP 1 BeWo EME—RETELS UG IR 41 (RIS A IS 25 Sk L Al i
RPMT, GIBCO) LA A% 4% %7 DHT ( — 45 %2/ ) Ml forskolin {115 S 5 REF % NEP (ARNm FI4H
MR EE ) WAk, &5, RS T I8 B L0 M B e sial v, A% B
T CAHE T AVIEILHE I E B 454 (BY 100pM/ 4380 /1w g LNCaP MUz ) F
3BT AN NEP A% P R N 1R A R 240 (LG BeWo R R id MEAIK 10 £ ) o 7E4F
FERE S (14 B NEP #1604 (9140 thiorphan) B, #1i] T LNCaP 7S 4 (500nM X3 T 62%
(B KM ) ) o AR B, 43 B PH W 2k (APN. APB) UM A5 ok 22460 (ACE) 35 Tk )
bestatin (25 u M) FI-RAGHEH] (10 w M) ASREIN 40 Mo 2% 1f0 &1 BB X P4 5T T 7K A, BRIk 156
TERE 2T P S 4N e 4 B At O 2 2 p AL T axX B 40 W SR 10 B¢ NEP Py K v T T 5 |
1

25



CN 103183726 A OB P 91/27 T

[0257] W4, &Ik H T HIFZ4 A NEP cDNA B APN cDNA (HEK 40 il A~ 36 ik ix b 4>
JE AR ) A% Gy HEK 41 B i i i) i BT i B 20N NEP B RS e EE 20N DPP TV ( ZJIRZ2E
FSEKEE V) (B N A i R MR AN i B ) I RS AY

[0258] 2 JEA) AN 5

[0259]  FEAKAL, I AE RSN E T TS E R A R AR ) B A AR ARSI H N 40 PR 6% g s
A - W - S IKEE S 2

[0260] &/ 5 BGHIRE 5 7= 9 6 B B R A

[0261] — Mca—R-P-P—-G-F-S—A-F-K (Dnp) - OH F1 / 8% Suc—A-A-F-Amc (NEP) (R&Dsystems
and Bachem)
[0262] — Ac—A-Amc B Ala—pNA (APN) (Bachem)

[0263] b/ AEHERA) -

[0264] —{&MARIGRIRICHI P 45 [ (3, 4°H) Pro™Sar’™Met (0,) "' 1-P #)J% (DuPont—-NEN) Al
FARKT P ¥R :R-P—K-P-Q-Q-F-F—-G-L-M (NEP-DPPIV-ACE) (Peninsula-Biovalley) ;

[0265] —RARK R FE IiMEAL :Y-G-G-F-M (NEP—APN) (Peninsula-Biovalley)

[0266]  {EA7 1L BANAFLEAS [RIFRYAT AT (R B 43 1 1) BRI T SR N, FH 08 G e kg ) 52
T LR R 7K AF AT ARSI HH A 2 PR e e 2k

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

[0269] — DPPIV #i51] (DPP1V) (Calbiochem)

[0270] —Captopril (ACE) (Sigma)

[0271]  3— RS T i o

[0272] M #E X B Sialorphin [ Dy fig AL H By FF Ak 57 H 1) 7 2200 52 4 K i 1
(Rougeot 5§, 2003) o filf HL:, X T Ml i, ¥ 4 MeAE 4C R AHK T 10 AR (AR / HE)
f{) 50mM Tris/HCL(ZEm T pH 7.1) H. 7F 1000xg F1 5°C N HEAT 5 — KB L 5 43%h, UE
PRGN A FTE D H 40 A% . 76 100000x g Fl1 5°C R AT S8 IR L 30 2380, LAE
WRAGUTIEY PRIy, B FLAEVS Tris/HC 28 phil b i e kv = W, R TR iE 2 b i
P BURE IR At 47 T -80°C, ELEIBE BRI . R DAAR g A& A (BSA) 1E A FRUEDIK
Bio—RadDC &% (AR INEIEAT & A2 o

[0273]  {EAF7EBANAFAE R S PE SN T I, T8 b 004 G 5 0 o 8 4 1 S AR R 0 5
HERAII K A o A FDHI MBI & 35 7525 T o FRiE R RNV IR G AL HG 2R R 200 1 L
50mM Tris—HCL (pHA{H 6.5-7.2) WHIAMEL . 7ETUFE 10 238h2 G, IANEY), F-1E 25°C
()3 500 SR KRR T AT YA 20 43 8h . JEIEAHIF] 4CH M HCL ( Z9REE AR 0. 3N) Sk
SV o ARG B VA (4700 x g,4°C, 15 238 ), JEII 2 R4k () s 2R B AR
[0274]  XFFRARIEA (P 4R Met— JRMHERK ) (1R, AR & AT A [R IR B K R AiE 7 5
FoE & H RN

[0275] — C-18Sep—Pak cartridges Waters) 7 #7 S bR 4 P 4 R ) K ik o FH
H20-0. 1%TFA L\ J% 25% i —0. 1%TFA ( &5 Fl Aml) $E M 70 &t °H AR B, H 75-100% R
Bz 0. 1%TFA (4m1) JEM H 58 B B mibr ic (KR4 o

[0276] —H] RP-HPLC &5 & 43 Y6 v 40 Mt Met— i MEAK (K 7K % (C-18LUNAcolumn, AIT) .
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FHEMERAFE A 0. 1%TFA 7K B3] 0. 1%TFA ) 100% Z BBV (Im1/min) e 30 43%h, AT
DL 55 H P Al Met— FMETRAR R4 (YGG :5. 8+0. 2 sFM :12. 840. 1 73 PPy B IS [A] ) 58 %L
JEY) (YGGFM :18.8+0. 2 738 ) o LT WS IIIAE 264nm (L3000Merck) Ab i3 H 490 AT LAAS: i
AT S RS () .

[0277]  — R AHJBCH S e il (RIA) € AL WI4h Met— I MERK IR IR 2 o A DA FH Bt
Met— IHERKPLIME (Gros 5%, 1978) Fl '™ T-Met— JwMEMK (80TBg/mmol, NEN) 5'& mI 4G H 43k
JEEIRIRFE I Tyr—Gly—Gly 1 Phe-Met fRUF A& 1) 4N B IR IR FE 1) Met— FMERK . FH RN Y61
VERT LA 52 HH AR G0 53 RIS P i

[0278]  XI T-& SN, AT LA 2 L5065 Bt B IO E S (R
M ) B30 1% 15 5 ISR B S RN 18] B T2 R A Qs 42 1) 2 i L 461

[0279] St 3 « AMEJR AL D (i v

[0280] A FEVEZH 53 (K H2 B M A J7 22 8L 5 08 75 3R AE K BBV -H ¥ Sialorphin BT F
RIS TT % (Rougeot 55, 1994) , 7347 1 HEELAHI (A 15 2% 53 400 5 NEP (1K) 48 B Bt A=
LD P PR KR IRE D o

[0281]  $EHUTFFAALAE Ay o M IRy P R s 1 o R0 N v 4l 43 o T b, 7 4°C R RRE
S MR T T 19 75 G A PR

[0282] —FJY - FREREN 7 % A°C MR EE - IR/ FEAN o 1 AR MER
TINE] 4 ARFREEA 0. 1% VUSR L/ (TFA) WM AR, B— DB st Lo T &N
T ARG ) , BTk 85 520 BAE R R0 R A i ol KIS FRUTE , RPN 1
[PIME 7> (10 < Kda) o PRIEHL IR JiE B VR A4, FF7E 12000g 1 4°C R ES L 15 4750, &
FE —110°C R M35 i b 22 4 F R

[0283] —HPLC H & FAC it iyl (HPLC-EC) oK R R B f e v v i v 751 A C B 10mM
B, pH BN 4. 3) 1, K 93 5 21 HEMA-TEC BI0-1000 & FJEAE (Alltech) 1o HR¥E
BT BH B THF L, 23 5 9 25 26 PEBR E 10-500mM it 500-900mM & B2 4% (pH {8 4. 7) (Ui
WM Iml/min) YRR IF0 B A2 . OB 2ml Z04%, 35 AR R R 3 ) A0 IR BT
(LNCaP) MIRE

[0284] G P& 1 By, A A b0 N B4 26 P Ml R 5 R N ZE AR MEYD A bR 0 1Bk
*H-YQRFSR) PP/ $ ORI % 2 (1% 1 T A RCR s I N BT RY. T 2. 5ml A fA R AT 4 2
AR S B RRICA 1 B S T5-84%. 4 FF B B AR MR ) HPLC PH & FAs #e it vl (1
2, WA F Tml N PR () MEVR R B ) AR M B ) T 2 b BoR tHAZ fEE AT LB 7 T
W 20 73 » AR Ve 0 T 58 — 20 A R0 FE . (10-500mM) , ¥ B5 I 18] 43 331 4 2628 438 Al
36-38 7347, LA 73 A T 90% KN TESS G KX P A s M ) e g (1 2 ] Ly
A B ST TR) A 6 048 43 R 3% 1 g 3 i o N2 T M R A PR AR AR ) o

[0285] — HPLC Jx #H (% 3% v (RP-HPLC) . ¥ 5% B HPLC-EC ¥ 3% T 2% 4% ¥ 8 T 3% )
ALO. 1%TFA HI7K¥EW ] o, I HF 5 31 Synergi Max—RP #F (Phenomenex) W . HHZM#E
1-99% %551 B[ ZJF —TFA AR EL 4 100-0. 1] Pelirt gl sy . Wi Iml 203, FFEG TG
3 BT HCA 5 20 o 2 1 ) A AP IKBRETS T (LNCaP) [KRE J7. PIBRICYD I I A 61%,. RP-HPLC
(&l 3) %F A SEHT HPLC-EC [#) 13-14 45 (Hir B INF[R) 2 26-28 4380 ) A B or & RIS 1 40+
T 53 B8 57 HH A7 A PR A 3= 2 R0 )N A JOR TR 2 1K 73 14, OF HHL A RE i T iR
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{ELIA, it B 15T TR) 43 ) oAy 23-25 AT 28-30 43

[0286] 43X H8 4% I3 {1 40 4 1t B BT 1-99% ¥ 71 B[100% AT i 0. 1%TFA] ¥k i 1) synergi
Max—-RP-HPLC AL AT BE— 2B [ alifl. . 76 1 73 BRI MRIBE P, BAEBE I VI EE T microsorb &
W, FELEAT S AR L8 20 43 O FI4MH] NEP (s tE . Wil 4 Fiow, 20 3 T o B i)
A 20-21 BL K 29-30 F3 2Py M A I SR IRBEAT P ) SR P D) B R AR I TE X O L
E TN EZERITA.

[0287] — Ciphergen £ 1.2/ FIR LR T 553 M. FIH Applied Biosystems BRI JFAX
(plate—forme d’ Analyse et deMicros quen age des Prot ines, Institut Pasteur), i
it BB Edman BEAFEAT N RIm 841 408 M S ¥ RP-HPLC Hr L BE INF[R] A 10 43
BRI BTV R 2> PR (4043 20) X R T 690 1 769. 5Da 73 1, 3 HXF N T K 5
MRIERIREE T4 :QRFSR. 7E 26 Z3 80ty B I [A] st il B 1925 (484 28) J3 il v 1
PR A 43253 622-666Da Fl 6495Da s K 35t iy 73 £ [ 2 5 R VY0 52 2 73 "B 0T I8 T Poe 5 1) i
MR AR Z K741, 2 N 61 D2 R T41) ) PRP-E (Isemura 5% , 1982) o

[0288] it 5 K RMEM Sialorphin 2R LL, iIX 64 i AMEW Sialorphin FEIK A7 LE
AL T HEAES, Prid K2 Tk QRESR, JLAE 45 1) 5 2h B8 B #-5 CRU Fo Ik QHNPR =E 5 2
I, 3F HAL 3 W BN 3 W N . EASCHE T QRFSR 2 iR s A& s L & n T2 s
(R =1, TN T 77 XSS T SMRT FIUTR ISR AU AR I b 420 6k, 48T QHNPR K UK,
JIT 43 U5 1#) QRESR JIRABLSF: RAAS [A] 19 2N AR T AR 2 i P » SErbi B n] R L6 1R
I, LR E AR T 5MER PRP-E [ S K A TAEH .

[0289]  SEZjififsi] 4 :QRFSR Ik )2 RS F I,

[0200] & 1k QRFSR JIK, I A LNCaP 41 M i 5 A5 55 5 P iR B A A oy, 444173 #r QRESR 1)
HIAE L NEP JEY (PR ) FIFRAR VRS ) QRESR kPN T ARTFINR bR 4n fe e i b
IB Y NEP S-S0 P A2 5 40 1 P U B AR . QRESR B BOREE A 1 31 25 u M, 2 fx
K (IC50) MR 11 u M 5) o 2 NIRVFIRZ, fEPTUEL I Sialorphin X A NEP y& P
HHIE I ASE 2, A QRESR PR B3 AR NEP 35 11 P14V FH B A\ 40 % [T NEP 3% 12k (1)
FHIVEH 2K 10 £ FTAERK YQRFSR - (A i T I R B A S e & i 2 J 48 H 1)
PRACHT LA R Fo 3 JE Pk 9286 ) BF SR b B0 6k AR SR A — P DR vt e 1 A AL 39 it 4 FH
(Elef.

[0201] 3R TRARFIFIATAE BN A BRUDROR ACRH BR A P Rl vt M 1y 41 i

[0292]

SRPRRERSR H AR KB 2R
QHNPR 4F|40uM 0.4F]4uM
QHNP M E =>50uM
QRFSR 2.5 %] 25uM|[=100uM
YQRFSR 5%)50uM [5-75uM
QRGPR =90uM M E
QRGPRGP =90uM M E

[02903] B4 T W] AE /T hPB JE A 7= 4 (] QRGPR Jik (20-90 u M) X LNCaP A 4H g Jit s

() P W) BN V) B AR S A, 1245 SRAT AT AN B3 RN R 2R NEP 9004 Tk i) =

AL IR CF W2 Q-N KSR R-C A ) 2B A1 NEP &1 P IR ¢ D) RE P AH BLAE H

[RIZE A/ BRE e T e PEAE 5o BRAN, B T BRI NEP 22 [8) (1) 55 (K ) 4 2 IR 2 11
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M (#85%) 4, AR EH A SR T PR AR AR N EI TR (43000 2 B QHNPR FTA QRFSR) 1)
The HEAH ELAE FH AH SRS S 1 o BT TR I e &5t LR A A7 AE R b ANBE I — 20 e — R 45 KA A4
GRS SR TR, X Sialorphin SHATAEY) S5 A NEP BT A — 0 B A 101K i 7R 45 44
(R0 52, VT —20 T MR e RAR NI I 4 G i

[0204] A& B35 B AR 12 199 PH-YQRFSR K AE i 2 B3R N 237 T ) Sialorphin (13X
Bl NS D Re It KAL) (R 250 5)) 07 2 2380 I 288 (LR A - AR R L —TB R 3R ),
DL A2 T B AEAR N ARSI FIAC L EI AN E 4k (18] 8) » RP-HPLC B ilSRpfiE & IR -

[02905]  — YQRFSR IKANSZ 5 NEP B A4 Mo A, 255 b, (1T 93% 5e IR, s 4R
BT, (AT 94% 5

[0206]  —7EAH A AR 451 &, YQRESR IKHIHI T 70% Hix &8 A 41 fafixt P i i bl ik
IR

[0207] [k, YQRFSR & T 5T BPLP s =7 S IR (49 et s Py ik 40 A A /R
TRRIRES ) 1 BT AR A (RS M, X AR 22 g H TF9T Sialorphin EAR I
ek E (Rougeot 25, 2003)

[0208]  SEjifdl] 5 AEARSNE—DSRAE QRFSR Jik

[0299] @i AE ) Ak (K AT vt A NEP RN DPPIV (3 N A s (1) S RN Bs s B ) 1)
PRAMEEASINE e P AR (SP) B P DIER AR, 1T CLVPHY QRESR JIR 3 filRe 71tk A
TEFEIE I B4 hNEP A3, 257 T\ QRFSR Ik hNEP (1) 43 4H AR, X 45 IkF0 ) hNEP 7%
PEERAL T EEALYE, 101 9 Fror, QRESR SKBH L T 90% [y NEP A1 5 1) SP 1f1  U1 82 B, 2 1
O SR MR EE AR I (17=0. 99,1 = 18) , JE M 5 2 50 u M, 2P fe KIRFE £ 29+ 1 1 M.
A2, 25 3] 50 1 M ) QRFSR K #EASBERH 11 B 20 hDPPIV X SP (¥ [, 15t B QRFSR ik £ 7 41
X A SP I 4H B2 1 4B ) 0 i D AUOUR R A e AT S NEP A1 IR 1) 7 AR EAE A
BEAak, MISAL SP ARSI 7T, 7R Y QRESR RN B QHNPR-Sialorphin —FEHSANRE
SEAHIPH 1 BE (1K) SP KIS AKX DY U1t SPIRTBR AR, PR A0 AR Y ASBES2 4 BELLE SP A S
e .

[0300]  4IMIKEE (NEP FH APN) 7EARPY DL A% (FEERD I ) KIS iMEIR . BRI A NEP
T APN L i ME R K A B AME L, AAN A ) NEPAPN 4 e 14 mT LLLE A (7] f) 32 e A 7
i S P N

[0301] [k, #EF FH 2 38t Hb 2 15 A48 72 1Y) NEP 53 APN (¥ EE41 HEK A S 40 e iy FE ol b
FIBEAS I TR, YR T QRESR JIKAHM IR S E o 78 S0 25 A i H T I S L 4 A 780
T I N R S PR 7 G R ) B mT LATE A4 MRS 0 H N 4 e P s S 2 — F N — 47f
JRTAESES 14, BT FH (49 NEP JEE4) 3 Mca—R-P-P—G-F-S—A-F-K- (Dnp) —OH (Mca-BK2) LL & APN JEE4)
& Ala—pNA. I I REME (9 B4 2 hNEP K IUVE, 48 B K 0 QRESR JKX) NEP X} Mca—BK2
(19 A7) 25 1 AR PRI 00 sl 4 2 TR B AR () (=0, 88, n=29 MIIISE #4) » LA KA G &5 [
JEMS B 50 n M. ) FH 26 M IR T2 1 hAPN R , A & B 2 L0 3F 52 QRESR k] T
hAPN %f Ala—pNA [ F&AE, A 280 B2 10 B 90 u M (r2=0. 93, n=22 P 5E &) (LK 10 Fl
1),

[0302] £ 1 :QRFSR {EARSNAI{A A f NEP Al APN AMEGIE MEHMEIE R (IC,) M4,
[0303]
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gAY I 1C50 14
QRFSR fik
HEK-hNEP P ¥)Jft (60nM) 14uM

McaBK2 (5uM) 33+6uM

LNCaP P )it 114£3uM
McaBK2 25+1uM

hNEP A] % P W 29+1uM
HEK-hAPN Ala-pNA (100uM) 65+9uM

[0304]  JXLLZE LY BH A QRFSR TiAKTE A4S —Ff NEP FIT APN &1 Kl i P R0 R4 X )
5o AN, PEI A NEP AT APN 7 o mE K K3 A i BAME T, LSS 2 TR HE s R AR v P 1
Sialorphin WIZRAIME, 404 A5 A5 S A SR 1S I 5 R 41 A5 JE A8 15 A R BH 25 R QRFSR
JURAE s pAy 3 a0 ) K o P PR NEP—APN A1 JDR Bl iy S 17 i e SRR R e 1y i 5 B Ll
[0305] S5 6 :QRFSR ALK [ Zh e &AL

[0306] VB K BN NEP 2 [AIF 745 9 W) e 2 LR T A I R PE (= 85%) , A< B
FAE PR INEIF TR (4 552 K B QHNPR AT QRESR) [0 %2 31 1 AR X A Fh ik
FeME. PTG bR e AT AR IR YQRESR R H 156 AR A P DA T PR A X AFARL P 47 il
A (AHOREVEEAE 5 B 50 u M 28] ) o PRIUL, 76 SV 2R B9AT 4 BRBE 2 (RPAE /K DAk
WA ) I T QRESR AT AE IR P 554 A, A Rt 4 A T4 B Sialorphin 1 H 14
WEME (Rougeot %, 2003) . 45 i [T 0. 5 F1 1mg/keg [ YQRFSR FEMH] T F3 (VE5H4E /K
LRRJE 13k 20 380 ) IRRIIN (&R ARSI BRI ) o an, & B S ds> 1697 WAE
W E BT AE R IR R), A 144 £ 17s, n=(Z4& ) 3 97+ 14s, n=8(0. 5mg/kg) (p=0. 05) LA K
3] 84+ 13s, n=8(Img/kg) (p=0. 02, Dunnett t % ). 2 NEiFHE, 5 KM Sialorphin
Ab PRI K BRAS [F] R A2, YQRFSR ARFEIE R AR 48 /R BRI 0 5 I (A8 /R SARvES
40 E| 60 7380 ) LERRJ EPT AL I A 58 /2D (AR IR B <63+ 13s X Img/kg Ab3H
R :943s, p=0.001) « fEAE/RE MG S IEBIA D, REEA RGN E EA UK
Sialorphin 5% (100-200 1 g/kg) , {HJ& QRFSR T A AT % 5 & IR & NEP-APN 1]
Y) RB101 (2. 5-5mg/kg, 1V) [RIFEA RIS S (Img/kg, TV) .

[0307]  IXLEEGE (40l 12,13 114 fron ) ¥E U B YQRFSR kAN T 2 A Bk 2%
RIS S M FEH

[0308] EHIHLFRE S5 3mg/ke FIESHELF—FEA R

[0309]  hAb, fEAFAERT 32 A6 45 17 thenalaxone I, W] LASE 21 % QRFSR AT A AL 2%
PR PIRAT A i TR E L, 35 SRR O & 2 IR PERT )y eIt 2 AH — 3k
¥

[0310]  Zx753CHK -

[0311] Beaumont et al, (1996)zinc metallopeptidases in health and

disease, 105-129).
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[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. ] Biochem(Tokyo). 121
6), 1025-1030.

[0317] Isemura, S., 2000.Nucleotide sequence of gene PBII encoding salivary
proline-rich protein P-B. ] 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(Tokyo).91(6), 2067-207
5.

[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).

[0321] Kenny et al, (1977)Proteinases in mammalian cells and tissues.

[0322] Kenny et al, (1987)Mammalian ectoenzymes.
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th, Neuron. , 40, 1087-1093.

[0324] Liskampetal, Recl. Trav. Chim. Pays—Bas 1:113(1994).
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