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o3 DUER 2 B A 8 il s —B, A 19-23 I,
51-52 B, SEQ ID NO:30.

HER TH

0

BOMZERSS 2 50 BiB45 41 5T R 5 51

(54) % BB&FR

A= 45 Bk VAPEEHPTLLTEAPLNPK #7744
(57) HE

KR AT i B Bk oMs-010( R
VAPEEHPTLLTEAPLNPK) F ik & HAE 254 &4
I B AT T il 29 & T i, Brid 7
FEAFESRALAT A OMS-010 R FLES FT R Ik 5 254
R HARRE .
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1. —Fh oy B eRaiAb Ik, Pk Ik ik B SEQ 1D No :3.SEQ IDNo :5.SEQ ID No :6. SEQ
ID No :7.SEQ ID No :10.SEQ ID No :12.SEQID No :14.SEQ ID No :16.SEQ ID No :18.SEQ
ID No :20.SEQ ID No :23.SEQ ID No :25 F1 SEQ ID No :27 FIKZH .

2. WRABRBCRIESK 1 Prid K, Horh Brad ik e L 29 2 JE 8 20 o

3. WRAEACRIE R 1 Brid ik, e Brid O EE 4 B4t

A BURNELSR 1=3 AT 5 — I00 Tk i R ) 2 00 ol e 92 40 M 6 1 P NK 400 J v 1 1
NKC 240 J 3 A 90 i PN e T2 e 00 ot 200 58 B 70 At g 2 R R R B R 24
VIR A .

5. AURIELSR 4 (PR, FE A BT i S iz 40 M 2 (Kt B PR A1 I ConA 1 T 70K ELL40 i 4 Ak
NN Tk

6. BRI SR 4 B, Horb Pk 4 M S TE D R Al R AT KB -

7. RRIESR 4 IR, Hrh PR 2 i B R A BRI T .

8. — P IRy &Y, Frid Bk % B SEQ 1D No :3.SEQ IDNo :5.SEQ ID No :6.
SEQ ID No :7.SEQ ID No :10.SEQ ID No :12.SEQID No :14.SEQ ID No :16.SEQ ID No :18.
SEQ ID No :20.SEQ ID No :23.SEQ ID No :25 I SEQ ID No :27 ¥ k4 ik, Hrp BTk ik A4
P IE CMS-010 41, firik CMS-010 25 KA SEQ 1D No 1 fFFIRIfIK.

9. MIEARIELR 8 (L5 G, Frid ik L RS EEFR 240 %, ik H SEQ 1D No :3.SEQ
ID No :5.SEQ ID No :6.SEQ ID No :7.SEQ IDNo :10.SEQ ID No :12.SEQ ID No :14.SEQ ID
No :16. SEQ ID No :18. SEQ ID No :20. SEQ ID No :23. SEQ ID No :25 1 SEQ ID No :27 [{J
WKL RS 1) Herp i IRANEL 25 ik OMS—-010 19741, JiTik CMS—-010 25 B SEQ 1D No =1 /¥
FIIIK o

10. —Fhifil & 294 & T3 1%, BTk 7 i AR A4 FH % B SEQ 1DNo :3.SEQ ID No :5.
SEQ ID No :6.SEQ ID No :7.SEQ ID No :10.SEQID No :12.SEQ ID No :14,SEQ ID No :16.
SEQ ID No :18.SEQ ID No :20.SEQ ID No :23.SEQ ID No :25 F1SEQ ID No :27 KL )
IR T iR Ik 5 259 ml e 52 BRR A JE P BT KA B 5 JIK eMS-010 9741, ik CMS-010
J BA SEQ 1D No 1 HIFEAIIIK.

11. FH%E SEQ ID No :3.SEQ ID No :5.SEQ ID No :6. SEQ ID No :7. SEQ ID No :10.
SEQ ID No :12. SEQ ID No :14. SEQ ID No :16 SEQ IDNo :18. SEQ ID No :20- SEQ ID No :
23, SEQ ID No :25 F1 SEQ ID No :27 WKL R IATE il 28 ot N S 40 Jf 165 5 1 2 9 BR A 2
M 29 T I A, e BT IR L IR Cds—010 (#9741, JiT ik CMS-010 24 A7 SEQ 1D
No :1 T4 IR

12, ARAEBCRIELSR 11 /R 5 30 ok 40 B b8 B 14 2 0 4k 10 9 A9 A g

13. %A SEQ ID No :3.SEQ ID No :5.SEQ ID No :6. SEQ ID No :7.SEQ ID No :10.
SEQ ID No :12. SEQ ID No :14. SEQ ID No :16. SEQ IDNo :18. SEQ ID No :20- SEQ ID No :
23.SEQ ID No :25fISEQ ID No :27 FIIKAL s I IKTE il 25 25040 & N, Horh T ik TR
AL E K CMS-010 1741, Frid CMS-010 24 B4 SEQ 1D No :1 T,

14, FRIEBCMESR 13 1IN, Fo prik 259040 &4 52 FH LY T 3 B 40 B3 58 ok 5 A
G e IR T A ) o

15, HRAEBCRIESK 14 198 FH , HErb Pk 48 i 15 5 2 0 2 PR R o
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16. FH% [ SEQ ID No :3.SEQ ID No :5.SEQ ID No :6. SEQ ID No :7.SEQ ID No :10.
SEQ ID No :12. SEQ ID No :14. SEQ ID No :16. SEQ IDNo :18. SEQ ID No :20. SEQ ID No :
23.SEQ ID No :25 M1 SEQ ID No :27 YK s iy IR AE i) 25 58 Z 48 U 7 551 i A, Herp Bl
RIKAEL 2 Ik CMS—010 A1, Birik CMS—010 i HA5 SEQ 1D No :1 FKIFEFI Ik .

17, AR 16 [ FH o, oo Brads 115 08 5 19 5 NK 20 B 7% P R ) NK 28 JHa v 1
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4 155 1 RK VAPEEHPTLLTEAPLNPK £i74E 47

[0001] KA 5

A Sl

[0002] A BH¥S R R R L g . e, AR B K HA A PR R

[0003]  AHCH S AHIA

[0004]  FEAGU A, UK TR B IFE D A G . flhn, L E 6, 191, 113 5
LRI FET — Pt LA M A e LA S35 T 1% O, S ik IR 0 ] - 7B B i 97 5
T LA M A= A D% 1900 » 9 s Bk A | LA BB AR 2 5 IR 2 L IS RS AL S5 (0 s g
AR ILAR . EE 6, 184, 208 5 LRI AT T —Fi ik, Hoak &I nT 4 — Lo it
P, B b R A= i B MG 0 o DA AR R A . 54, PCT HA A W003/006492 3K [
LR HES 10/237, 405 S4E7R T FELGIRCL L AT 2948 A4 BA A0 - Be g 1A 7y
G J%% SV o

[0005] [k, AR BH 1) —AN H I 7E T At BA AW iE M i —Fh sl e ik

[ooo6] & BIAIA

[0007] AR KB — AN W L2 2K A& 18402 E KKK
CMS-010 (VAPEEHPTLLTEAPLNPK) (SEQID No. 1) H RBLEA E3E M, Horp prid 2 kA &
JIk CMS-010 /741t TiR5 H ¥, H L- 205 IR A 25 5 BOX 28 2 SRR o AR IR B 22
75 TALHE 4 B Bk A AL I, TR L4 %6 B SEQ 1D No. 2-31 541 2R AN B 12541 4 sk
A% HIV R, 3T TR R AN A ik CMS—010 (SEQID No. 1) FIFF o A B (1 55— AN J7 1
WA Fal ik, BT AL Ak 1 SEQ ID No. 2-31 I, Horb sk ik AE 25 ik OMS—010
[FIE51) o

[0008] A BHIF) Iy — 7 i e 25 AL & 3% B SEQID No. 2-31 /341 EE At ik 7 4
Y Rk R AT IR A 2 R IR A B RS B B R CMS-010 1973741, oA BTk 25 T I 1
FIE B LT 0 G2 40 Mo 4k, F) NK 4 M3 P 3558 NK 4 B 2  F0 ) R PR T ji
010 240 e K 0 PR A R R A D R IR e A RSt 8, ] S i 4 e
AL R AEIMEIE T ConA ( TJ G A ) MRS T IRE 40 ik . 7R LSy b, J0 4
A AL SR INHIAR N T R A B4k . AE LSty e b, 3040 B B 0 2 R 44
WINFEAIRE « (ERESTT 2, IS 2 2 e HilPl S R bk s B rE K.

[0009] A BHF) 7 A& 5 THHD K L- S BSR4 R, A5 1% B SEQ 1D No. 2-31 /741
SEA TR 90 20 B ER TR 7 A A R IR G BT R TR TR CMS-010 (9741 . 7
Hedesi g b, A5 H SEQID No. 2-31 [ 740 F AR H i e 4 21 s s v ik e 41 4,
FR O EE A B2t e, b PR IEA L& IR CMs-010 (/741

[0010] AR EBHE) 5 — ATy W R AL & IR 25469, i IEL & % B SEQID No. 2-31
(17 51), o Bk BEAN AL 25 IR OMS-010 (/7410 7R LE St 7 Seh, & Ik (i ikt &
1 H SEQID No. 2-31 {741, Horb i AL & Ik CMS-010 /781 ) 25 A &4 7
L BRI A K
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[0011] AR B X —NJ7 w0 Bl & 25406 W 0 7 i, B 7 i FE 3 & ik B
SEQID No. 2-31 W7 K, Horr ik BRAVEL 5 K CMS-010 (J#41), SOk Brid ik & 254y m] 4
TZHAMIRE .

[0012] AR BHRIE — AN J7 T Ko /> NI [R5 M 1R 7325, BTk 7B d6 45 7 2900 34
& HESE A SEQID No. 2-31 WA HIIK, Horb ik PRANEL & Ik CMS-010 (/741 7R3
WO T 2, PTIR N B A A MG TE RN/ B G S MR o TS Ty S, iR 4 ek
BELTHE S5 A T« IRV AR/ BOIR

[0013]  ASRBHI) I3 41— 07 T BT AR % RGBT 12, Pk T7 A 4& 45 7 25 A 3%
FE L E i B SEQID No. 2-31 /3741 (YK, Horb BTl IRANEL 25 K CMS-010 /741

[0014]  AHK B — A5 v KA 2% B SEQID No. 2-31 ISR IKVE A 2594k 5 1) (1)
g, HoA ik BEAE S K CMS-010 ()41 fERELLsiti 77 22, Brid Sk DLIA 97 40 i 38
PEZR AN/ sl e e P T s R A o AE SR LU S 7 e, BT 52 ¥R T 11 40 o B A
i A IR o

[0015] AR B —A 5 ¥ AL &% B SEQID No. 2-31 T AU RIIKAE Ky S die RS 1T
FI 8 AR BT IR IS5 IR CMS-010 (#1751 o ZERELE ST 77 20, Y795 ) R4 2 TRl
SR B NK 40 IS 1 .

[0016] AR BH1) 74— J5 ¥ S AL & 16 H SEQID No. 2-31 /5 FI I IKAE 48 720 I i)
Hi&, Horp BTk BEAVEL & K CMS-010 17741

[0017] AR 5 — AN J7 0 FOXFER 73, Bk 73 A8 KR g s fir A2, 45 5 P
R BRI B G 5 53 1, T IR 16 B SEQID No. 2-31 1) /3%471), Horb pirik G 5% 73 1
K BTk SRR TT 288007, BTk IRANEL 25 IR CMS-010 741

[o018]  Pff Kl AkiR

[0019] 4™ Tl B =153 7 28490 i B 5 IR 2 380 A 1 12 2 1~ PRI A 2 e

[0020] 1 BR TR R o 0 B B B M 43 T B — R SO .

[0021] &2 Eox T A TOIE K 1 Froml [FRERE B3 Ml i R A RV

[0022] & 3 A& vt T il i e Bl I ME — e 5+ B — RIS RV
[0023] & 4 A3 H T-AIEE 3 B s AH R E R B 05 — M R A2 IV

[0024] & 5 Ui B 4 il i A B R RN S AL VT A 2+ BT

[0025] LIS 77 S1ER

[0026] 1. 5|&

[0027]  J#4)k VAPEEHPTLLTEAPLNPK f] ik CMS—010 (SEQ 1D No. 1) #f &L BA A4 5 3% 1
EtE (CRE LR HRIE 10/178,684 5 ), HAENEP NG 1. AR A A
HAEYRETER] OMS-010 BT AIAT A 78 BARBI S 77 S, A% A 45 741 i1 SEQID
No. 2-31 Fron () WTFIAT AE A o AR R0t 77 2, ik v W n] R AR AR / B8 n 73—+ 2
[, 8k # 1] & VAPEEHPTLLTEAPLNPK (CMS-010) HIZhHeMEAT A » CMS-010 F Wi AT A4 1 H
WALFE R TN ZY . ALK CMS-010 WA AT A= 4048 A\ B 25 5N E FR s I
[0028] NV 4 PRAE, A 1] HEKE 5 A2 EE BRI N B AL 2 B SEQID No. 2-31 [ ¥4, 7
A HH TR 7 51 A R B HH T IR e A0 2 s ) R B8 Ty B 1 AT AR ) ) s 2k BOR kR O, AR
oAy SIS R BRI S — B 7, b IR AN AL TR CMS—010 [ 7 41 753X il S it 77 %8
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o, ALk B SEQID No. 2-31 (K7 41) BE A i T i 7 91) 40 i 8l ] P 3k I 1) 4 Rl 1) Ik B
HoTh Re AT B, b BT R KA AL B CMS—010 (1) 8 41, B8 45 15 A% S0 BT R 19— b B85 %2 Fif
BT D) BEE . AN, AR AL ST T R, AU A E A 2 R R S I B T 2 T
JOR, T AN 52 L AE ) D B B B LE S0l T S, & VAPEEHPTLLTEAPLNPK (CMS-010) ()
FEASH A (1 TN 4y T4 4 fiT @ VAPEEHPTLLTEAPLNPK (CMS-010) () 85 — /5 1) Bt 7% H&
b St 77 % T, & 45 VAPEEHPTLLTEAPLNPK (CMS—010) Ff) 55 AN &5 73 1 58 /N 23 T4 & A
8% £ /M7 H VAPEEHPTLLTEAPLNPK (CMS—010) [ 43 FF 1) E 48 42 3 7 11 77 4 Bt 9 4, 7
i db g i 77 = rh, & 4 VAPEEHPTLLTEAPLNPK (CMS—010) F) 3 AN 3 43 () 55 /N 9 1 A 5 4
it VAPEEHPTLLTEAPLNPK (CMS-010) N ¥5ii 1) /3 1) LA J¢ &E ¥ VAPEEHPTLLTEAPLNPK (CMS—010)
C ¥y B 4T %) ¢ %)), VAPEEHPTLLTEAPLNPK (CMS-010) [ 1% P9 A~ J3* 41 2 [8] 3% H AT 4 $
NJF A fEHZ ST, G gl =AU A= E R, HIIREFE B
CMS—010 (VAPEEHPTLLTEAPLNPK) F1 v I ( Hodr frik v Wr AN 2 CMS-010 1841 ) K H Dhie
HATAEVI IR DI RE . X LEHRFRAE B — PR AL 44 Ieak, v IR ISAT A CndeEAH R 2
REG RN — NIRRT B ) — DR ) RSEA R WK o —AJ7 . 0, HAE
AR BB 7 PR 0 ) A T e L — M SRR ) — M2, T AN PR A s 1 . 7R3
ST, OMS-010 k) WAL e A a2 — B N ER, RN IRER IR GG K A
W B A= e o, AT K A 10 NSRRI OMS-010 kBT, HASHA At
MN ImAC A 5 DN IERR . IS AR R R H A 9 DNaZEEIR, TR UG 741 A N i e 1)
94N EER S M N ImER K5E 6 D al SRR iR, BANHEA S 10 D2l BRI RS K
RIAHIE S Mo AR AN CMS=010 Jik v W 1) e 41) 9 25 A B 22 A 20 R I 110 - 26 St 77 5%
AT 2 I S SR IRAE SR A I K R W e A1) b BRI . AR AN OMS-010 ik i id 3 4
TH 25 AN B A2 56 IR 1) LA ST 7y S by, e 25 1 U 5 8 A JRL A R I W8T 47 Fh AN AR
Fealr , AH B AR UGG 7 40 A AH EL R A AT R B3 7 4 95 R AR AR R ) 2 S IR RS T o A A
CMS=010 ¥ Bk A Wi il 2 = AN sk 2 AL IR 10 53 A0 St 77 S rp, R EE IR A W7 51 v 2%
() e ML S B IR ELAH A, T ARG P 41 i 22 K — AN B AN SR 5 AR 70 4l 2 1
HABEAT R IER AT . AR 5 4N ST S b, WA ERE X/ TA) R DX 3 471 4 A\ 31 IR
WO AL A, AH BT IR AR AT WA 5T FP A IR — R B LTS P 73 o IX BT Rl Ak 2
PR BRI AR AR o ASC B ) TR A A0 46 A B R SR 2 2R IR &5 1 IR U5 1R 43 1 IR JTK» 491
WHAANF F LB D- 2 R BRI o X —ASE A2, BARH BL-& Uik R 2 2R 1
A LG T 2, (HH P20 () — A s A2 SR D- B9 2 JE IR AR kT HoA 2840
(R AEDIE T o BOREL SR A P A OARTE “ DYREVERT AN ” M A A48 Pk BRI A2
KA SALZERTAED)

[0020]  “HEA Fafffik” RIeaifE /0% 10% (w/w) [RIIE, SEARIELLEE K 20% , AL N
40% , S INPLIE Ky 60% , BE— Bk KT 90% . (ERMLIERI ST Zd, 4 KT 99% .
WUR SR, FEA b Al g IR AT A SR G il 2590 8RS FR ) Bk 2540 5l 37 50 W] A 2 AR
RED.

[0030]  “Ud7s " Fi il i 245 T me R B T A K IR AT 3 EURDC A R VR A PR iR 2 T Bk
Fh 8 140 MO A B TS TE AR AL . BT AR AL VT B 2 1 5 P R4 M TS . 4 S TR Y
i A T T R A A0 L 2R S ) ek 2 ) 0 i A o) 0 g LAt Rl 1R S L R B 5 i)

6




CN 1976947 B WO B 4/41 5

il 0/ B B AR/ B U R R B S ) IR T R ) S R B

[0031]  “Hii Mo XG5~ ¥ P A7 E I 40 Bl B 35 00, mT b 40 e i) AL B PRI AL S 12 - i e
BB R AL FEAEAS PR T T « Rk AR R RN AR, T AT T 40 B H o e Em 7
it o5 40 0 B o iz ZR e 9 LA 43 1) Dh e 2R B T D RE o SR ] H 4t L B4 1RV
PRl 30 B 41 M o) T (0 PR SR T 5 A

[0032] 47 H SEQ 1D No. 2-31 (P A1) FEAS H ATk e A1 4 sl v it e 471 20 ol P ik
(b, BT IR & CMS-010 (19741 ) FHTEZ9IC 7 h A ml BEF T 1697 S ie IS B0 -
XML T AT RE S A A 1 1 SEQ 1D No. 2-31 (51 FEA B Tk e 41 4 R 8 3 1 T ik I
TV IE (o, BT AL CNS-010 (1741 ) K HIhRefT AW S e ia M sk ey Pk
B R A s B FE LA R, ) an e A sl A (lan 3-5 4> ) BknT BB R — R 5+, w] f
HEAEE TS 83, %A SEQ 1D No. 2-31 T4 A48 H BTk 7 41 4 ik ek
T IR 5 28 R R EE (e, R BRSNS 27 CMS—010 [RIJF 1) ) S ELDh REATAE T LL 5 X B
KV IR —H T HI& BT SR2RECTT T L F K LA B ek B R 2. 45
iR ] DR S i I HEAE A T a5 o 2h 25 A =00 mT DL DI R VB2 1
T & B2 W, R PPWE RN, DL R ARSI CL i e . Bl nT BLCUR, IRl & )
HFAE CURJE 97 124 B I AL R i, BAR s LN IR AT B e 3ok (X T 48 SR i
A, WfR Bk ) o

[0033]  ASCHTHIARTE “Z4 & IK” ZIEEA A LA L@ FA R G490 ek L Th g
FTEE D A (RS R ARAT PR R ARSIV Pk B K B4 A R i 3 O, L5 8 phy —
AN SR S EAZ AN MR B E A 4% A IR b 2 4N e A b sk 4 e N 1915 5 2SS IR 741 4y
WhRT UL B ok, BE I A A /N TE) B 43 W o

[0034]  IX HLPT H I ARHE “FE A b Hyeeeeee PR PRI — R ke 2 Ik, A& ik A
SEQ ID No. 2-31 WIJFH FEA BT i v S 4 sl & ol i e A0 ek (b, BT IR
CMS-010 1741 ) LA RAESLIRIER / a3 AR i LA WS N 2 2R B I D BE AT A R Ik 2
B 7 4, 35 LT IR Dy RefiT A D IR FE A ST ER AR I B IR v e o DR, 4 A B v s 49
EZSEF A E H SEQ 1D No. 2-31 /741 JEAS B AT I J3 51 4 sl ] BT i I 471 4
Ik (3, BT IRAE S CMS-010 /741 ) KL ThEefr A= BRI va M T 697 F /BT
7 441 e 1 B B 2 SR B “HEAS R AL %k O SEQ 1D No. 2-31 [958 AR H i 7
FIAH R TR AL Ik (b, PR IR AL OMS-010 (9741 ) K DhRefiT A4
JIT 2L R PR TR B 2 IR LA A SO B 9 5 I DG vy R/ BT 2R 1 B IR v 12k FF
HA RGN EFIL A S0 (RIZEER B EY W E 5> i AT M RT ) 585 _E BRAR AR
Bl 22 BKVA T BT 40 58 B e 982 2 18 1) 6 T SRR RO IR AR Ry Lo 2 1A sl o (R 98 97
FFH /BT )X — 2 AR AR Y S 0O AT REAE o PRI, 7E AT IR S b, B =220
PEASR G RN/ BT 40 i 1 5 Bk e i 1, HF HAE LA 3 Ab (5 3% B SEQ 1D No. 2-31
117 51) 22 A ER P O P 1) 28 R B3 B P 3 e 9 28 Rl B FE D REAT AR ((EAEL T CMS-010 1
JFA) ) B RIRAFLE R 2 MO AN BOXAE R IR B2 IR, KB IR B A i Frid 6o, 5
H SEQ 1D No. 2-31 541 Fe A i BT ik e ) 4 Rl i el A e A0 4 s ik (e, Bk ik
ALE OMS-010 K741 ) R HIDhRefT A9 (KPS AR KRR ZIRT ) AR
[FIRE, 7ERTIA S, L= BE AN 16 77 BRI 40 B 1 B e iz R, (EL7E J0 b g Ak 5

7
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AL E I H SEQ 1D No. 2-31 (T4 A H T il e A A e v BT il e A A e (AR ALy
CMS-010 {741 ) e SL D REAT A IR I 2 25 8 17 90 1 25 DR TR AL IR B 2 ICKs AN RO
[RIIREZ K, AZ IR B 2 IR A 7 i A5 6 B SEQ ID No. 2-31 /P41 A i T ik 741
YR B TR R A4 IR (AL S OMS-010 (I ) M ILThRERTAEY (HF0 a8
TEREP TR IRERZ ik ) ARk

[0035] i it A FH A< SC 424 i £F X VAPEEHPTLLTEAPLNPK (CMS—010) fik () A Bt BR AT A= 4 1)
LI Y6 7 B T 40 o $58 B i e 98 R 1 23 A SR 5 IR Bk 22 K I vty P ARSI R RN D T %
S e IR ek 22 B2 T 77 A i i 3 A & % B SEQID No. 2-31 KP4 e A
JIT i e A 2H B R TR R A AR IR CELrp, BT A AN L5 OMS-010 (/741 ) K HDhig
T -

[0036]  FEARIEISEHIE T S, RiE “FEA L4k ” tHrT Difs &%k B SEQ IDNo. 2-31
(17 51) S A B BTl P A1) A i 803 R I e A0 A s ik (e, BT RSB 55 CMS—010 [#))7
F) RILIWBERT AN S AbEH D>+ 5 MRERRENIAFI Z K. fEFJUER ST &
i, ZARTERTERR T A& H SEQ 1D No. 2-31 FIFEA) A H Ik 71 4 s B3 v T ik
G RIIR (IR, T KA & CMS-010 (751 ) B FLDhRERTAED 2 A R AMEH 2 a2k
FRER IR . FERE—DARIE RIS 77 Srh, AR 2T T A& & B SEQ 1D No. 2-31 /7
A FEAS FH TR P S 2 s B TR AL ik (LA, TR KA B CMS-010 (19741 )
N IhBERT A SN AN | AR ISR FE TR .

[0037] W il5R ml B HEAT ] AN 259804 o A 38 IR I S0 B R ARSI EE AN 7 2
HRIBRIEZ 5 b 82 AT 80 o X e R L FRE AN PR T AR BE B K K CFLI (R ThK
RGP ECH I = RERFLIB ) R AR A ) R A R R . FTRRAE AL S
()25 24 7 AOEFEA 18 A

[0038] & HALEIEH SEQ 1D No. 2-31 (741 JEA B BT id Jye 51 4 i sk ] BTk 7 1 2
HCIIE (A, Bk IEAEL & CMS-010 BIJF 41 ) S S ThRERT A= 40 B IR ] e e 5 LA
PRSI A O S B RIS DL R R R NS 2. TR RE AT DT — IR 25 T 2t A
R HE BT SRS, LR 4B 16 R AN B R 1 2 Bk W 18 OR3P s R T R8s
2o FTIR RT3 — 20 DIATA] oy 3 N A QU4 B LR e S e ot s A e it R (e ik 3
(transdermalfacilitating device) 4525, i Ik ] UL B & 8i& A& H e kw7 k87
N IBAL P AN I I R R G, DL AR KO i R A ST R R i v

[0039] & Fft K (1) 551 & 1] LA 42 Ing—10g/kg /R FE . 3 5 A 45 25 A0 & 19 571 & m] DL A2
10ng-10mg/kg, AL 1 v g-1mg/kg. R, I HIA G &P LMK S Ing/keg AT, X 1] 1E
H—AHE NG Z ARG EF T —RIEFEIARNIMER. 3#E, — RN IKEE S
FHIRERINRIN. X T LR, 4525787 Llat Ing-10g/kg A / K, ik 0. 1 v g-1g/kg
R /R, EALE R L g-10mg/ Ko

[0040] N ETT T

[0041] T EIRIKFA R R ARl W de ik eIk 2 — R e 0 I AT« IR
Al IS R B A SOE R T S R B R IAE AR P o SRR fT DU BRIG T B A G
T, DIAE ARG My R0k o ASSCIT SR A ) “ BE R 38 — Tl AU FR X Se R ik 8tk . mT LAH
TIHEEE T AR A DS EE Mizuno, M 5% (1998), Jpn J Cancer Res 89,76-80)

8
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LNSX #/& (Miller, A.D. 2% (1993)Methods Enzymol 217,581-599) Fl12%E: (Goldman,
M. J. 2% (1997)Hum GeneTher 8,2261-2268) .

[0042]  FH T+ PR % ik iy B & B AR A0 K6 RT 78 1 3 AR W oA rh 20 B AR A K 4 R T TR T
RIBBAR, RTE T YA B2 T2 A B & 52 i 8 AR AR A e ), 3R
R ART] L B 2 0 A5 BB 45 T IR e AR R R AR o I A R b . FERL L
SEE T S, RIBBARLE — P XS A5 BB AL 45 Tz K 1E 32 A W AR i i B A B B R AE
FH 40 8 g B b DL A2 B 75 IR 481 4, 4 623 P 75 160 A 1) 3 08 280 44 mT DL 7 G
FUER W K AT 11 B BF 1 A rp 7= A2 i 7 B IR B Rk 3o Ak . FE— AN SEHfE 7 2, R
T B ARAE — Tl FL 3 078 A0 38 IR A7 AE BB A ) 8RO L 30 0 7 A4 T T 52 R T AR
PR R IR . AT AR IK B T IR ) — L85 A W P AR AS PR T LA B B R, g
M LA B (L. acidophilus), B V€ ¥ FLAT B (L. amylovorus) , TH& FLAT B (L. casei) , 4
it FLAT B (L. crispatus), ¥ ¥LATE (L. gallinarum), i RFLAF & (L. gasseri) , £ K ¥
B (L. johnsonii), KT B FLAF & (L. paracasei), f %) FL A & (L. plantarum) , % [
FLM B (L. reuteri), B 28 FLAF B (L. rhamnosus) 5§ 3 XUBSCF B 1 A, 4075 B XOSCF
(B. adolescentis), 4 X AF B (B. animalus) , X XU A & (B. bifidum), 5 X
B (B, breve) , 22 JLAUS M B (B. infantis) , FLER X AT B (B. lactis), K BE AT
(B. longum) 28 ; & I 3K B (Enterococcus faecalis) B R % Bk B (Ent. facium) ;2§
i 2E T FL AT B (Sporolactobacillus inulinus) ; Al % 2 AT B (Bacillus subtilis)
e SR ZE AT B (Bacillus cereus) ;s K AF B (Escherichiacoli) ; 3% [ N BR AT
(Propionibacterium freudenreichii) ;EXlRIFE:EE (Saccharomyces cerevisiae) By Rk
4B (Saccharomyces boulardii) .

[0043] 4k A it B DAL e 7 AR E AN R T8 mRNA T 4% 3% 7% 42 ¢DNA 23 ¥ 1 7= A2 61 4
A R B IR A% IR 17 S A 45 N RS g by, DL b AR Ak O 20 i 25 IR DR g VA SE R i #8 1dF
s BB IAE £ o SRIREAAT] DUZ DNA i iREl RNA 204, 9 tnn, SRk Bk m] DASE T BURL Bk
TR EREAE Rl FRINEARTT LU e iR 2 1 A B B il L R ) 38k

[0044]  RIEEARCIE SRS R IR L L ] # A EHOE R B 3+ I8 8+ ml L2 nl i
BB T, SR 8 F A E B+ B850y &, 7] LUk a3l DU 1
PR AR o 73 ok, iR 74, IR E AT DLALHE & e 1) DR g IR i = A2 s/
BT Wb o AE— B85S T 2P, G AR B IR IR S8 T K 73 W I RZ R 7 4 m B AR i B
4, e A BRI AZ BR W] UL S Sa i 15 5 IR AL 8 7 4 ] e e

[0045]  /F—ESl 7 S, B T RR Ak DL g A A B Tk 1 3 2 3 M mT LIRS 38 76 41 e
FLBN) I T A B (1) 48 TR B P G LA B T R RS B 2E R B R A AR R IR R
Bk, XPhREBARIIH] 1] 2 W, Casas 1136 B L4 6, 100, 388 Fl Bellini [¥)3E E LA
5,728,571, XUECHRLL LA SCOI AR NS o WA A AR AR I IRAE AN 35 4 22
25 TAZIR TS = A R g B 1R AR A A o IR 3R IS AT R IR B A K AT H

[0046] U5t 7y 0, B TAEAL LA g A A i BH TR I 3R AR 280 PR 1T LS I T 7E R R L 3))
VI ALE TR 52 () % BF AP AR PG R% B (Saccharomyces cerevisiae) s SEANUEHIEE BE 75 4
(Saccaromyces boulardii) (HH[TENHAIE T %5 f& 3 H TR7 L A IEYS ) ik
AR IR R AR AR o 2H R 1 R 0 e U 0 RH R PR P R SR AR 8 AR mT DI, PRA LR
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FenE, PRI MAEAT 22 7y R8N o 24 FE b ] DAAE 3 22 AR, iR ik n] e e S A O
K AT S RGBS 51 o X FPEE BRI 722 W Jang S5 )35 E L H) 6, 391, 585,
BRI ARNES %

[0047]  gmAd AR BRI RIS ZAMATT DL AR GUR AN E R 5 AR ISZ KA R . i
G A AR e AL R R B B S U E I A G2 T A 8 A AL 2 S Sz A5 4 B 4 R
FALR ORI AL (T RERE ), LUK FH I L6 P JE 2001 — S B 1 ol (10 6 4 T V5 1) Bl
HEIE . fE—2eSjE 77 o, RIS Leer 55 (W095/35389) A FFIM 15F N CLAIARE
IIFLER I H CZSCHRG I AR SHES S ) o AT HI ] LB NUED 4 A DNA A el fR
SYLA ARSI DNA TTAEITE .

[0048] & KILHARRIX —EH TREMCEYBE fanl AR A AL 1E | 18 A S5 DLSE IR
FEA RPEIRTT o A0 LS 77 T, RIEA R IR AE AR DUE g I R, B Lk
Hh, IVEPEIE RN o TEVHALE Y, IR 85 AR ) 7= 2B P B, 388 3ok 2 9 BB A A T 3R ops L
BRI P> B DAL e 7 SO IR 2251 8, sk AR 6 g AR ARG TR o A2 3L
© S T T, 7E B I | B8 B R R AR IR s A AR

[0049] 55—y Ty ik Al IR DU AR it e e iR 2 N R4l i iy 77 K. %R (i
EHFIBAEIEH SEQ 1D No. 2-31 {741 FE A i iTid e 41 21 e B 3 v T ik e 1) 20 R
JUR, Horb, B RSG5 CMS-010 /741, B H DhBEAT AL AL TR P A M RIS 80k ) 7R H)
40 ffa RN G 4445 N R R Rl 8ani , T Gao, X. Fll Huang, L. (1995), Gene Ther 2,
710-722 FSEEH L H) 6, 207, 456 ik, BLE, AFH US6, 245, 427 {17575, TAA G Al G 7E R i
It L . BRI RS H RIS AR SAES

[0050] W] A+ IR YT FIG T 51k LR T 41 AL 46 w1k L ik K L Th e AT A 1
JPA o BT R T RS, VF 2 R T ) AT — R3] H T 9 ixk Lo ik J AT A4 .
[0051] TFIRSHCERTI AL NES -

[0052] 1. #Zh (VBZy) WRIRATHE T 3R, A NRILHIE DA BUR . 1993, 7
134135

[0053] 2. fRflz, WU, FR1E 4. 29PESCE0 7755, 1991,1221-1234

[0054] 3. Fi2h (P§2) RIREIIFSLHe SR, A N RSEATE AR 285 . 1993,7 -
140

[0055] 4. [ 44, 2RI BR, SR BE AL . MTT I8 JRIEASIN NK 40 My M 10 7 vk 24 ot . E 4
P rp 2Rk, 1996 51 (6) 356-358

[0056] 5. VL. IUAREE 225200 vk, AR BAH M. 1998, 482-483

[0057] 6. HrZh (VOZ5) IRIRATHE T 3l A NRIALHIE AR ABUS . 1993,7
141

[o058] 7. HrZh (VOZy) IRIKATHETIT B, A NRIALHIE DA ABUS . 1993,7
132-133

[0059] 8. HrZh (VUZy) IIKATHITIT: T, A NRILHIE DA ABUS. 1993,7
128-129

[0060] 9. FEJTiili, SRR . FAESEEG (SRR ). ANRRAH R . 1998, 137-138
[0061]  10. KR . R FES (5 /). AR DA H i . 1998, 1338-1339
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[o062]  TIT. k540 ¢ SEQ 1D No.2-31 LA HH SEQ 1D No. 2-31 #H il 8% # H{ SEQ 1D
No. 2-31 2 sl Rk CHC A, ATadk ) B ANE 87 OMS-010 (P A1) M SL D BERT A=) I 456 S0 U7
[0063] A< B A0S T IR AT 55 Fo e H AR N s I 73 AR S & DR BEEAT Y
ROREAER, B S eI 8O - VEZFTRENEE G 00 1 AT AEY =R T LR S Ik
FHES G (R TT AR A F2& AR o 0T H B AR IE I 25 S W0 5 5 856 BIIK AL S W AT
AR AR N R T s miE S H . N5 (effective molecule) &4F
AR . BRI TR R T AR B R BT S e AT N 7y AR BLAE R
G5 R E G R RE T . AT DLERAR IR A W I HL MR w7 2R AU S B P e 5 5
[0064] £ 71k H SEQ ID No. 2-31 [P 41) AR HH Ik Jys A1 4 e sl vl i ads P ) 281 Fse PR R
Jr B (P, i ik BeANEL & OMS-010 H741 ) S HL D) RERT A W)AE R 22 I 40 B sl 4 2R
B MR BT 2007« 00 T A5G RIS — DN EE B 12 8 T HICE R T #0677
AMAER N E AL B BX % AR A7 2, IR S LN 53 1 ] B o A1 4 g sl 4 2R
I (R E DX, 78 TR IR 18 DI, 25900 B PRI VG 97 RO o IXFE RESE hnAH 7] EE 2R 24
U AR AR B A B AH R, B8 A A R TR AL S A A IR
Pyi R & AT DL 25 AR T o B AH RGO I s B0 T 2 1) RS 6 TR X257l
[0065] A4 K 2454 5 A A B 25 oy PR LT 1 BV )l o — M RORAE T, > T A E
FIRITER o 25 TRIBKZIY)AE 0 T 16T E 41 M s 4 2 A0 b Sl — A A4k, (B2 2 T Ik
LEN RN B E A R IR, A I sk S R Bl — A ER 7 145
TR JDRCRE A7 A T 5 2 R P A A, AT A A0 120 A o 7 A ) JI SO R 2 A i
KEEIER .

[0066] %%k H SEQ ID No. 2-31 KP4 B A iy il e A A1 el b I idh P 1) 4L Bl DB
(o, FrR PRANEL & OMS-010 1781 ) S ILDhReRTAED, T & Sr BIARAR N 42 5 AN ]
AL, P S AR 5> T ARG G o T SCHTREIR [R5 B2 AL 21 BT T b B AR 25 550K, BLACAR
UREEAN 52 1 B0 B HARGE SRR, TN A T AR R E K. #lan, STk A T
HL O R 29 e B AL S B 40 . (Fiumeetal. , Ttal J Gastroenterol Hepatol,
29(3) :275,1997, which is incorporated herein by reference in its entirety). fE
IS, WF9E 3 0 PR B P BE IR EE (ara—AMP) , — Pt 2 BT 48 58 20 2k i e B AL A% 17
KA, g56 BIFLRIRA I N R B, — R R A L IR R R & 7 . IR RIS — e S
K K FUR RIS R mEE AU RN RIZ A E . B gE %2k b, 45 Y e i
A MR . WO LA, 456 ik is i RN RE A, TR L, S5 259 W Rl oy 2 18]
(R W, DAHE R B ara—AMP . 7E_EIR I 5| F A9, 45 & 29 7R T g bk
CHHEGLRANT, S5 R ara—AMP B A [RIFE R ROR, B A2 T 20l KR & H , 5] it H
WF B ara—AMP T R R . IXAERIEAET H T4 % BHIAE S K.

[00671 15 ERAHFZH — D5, F—F5RHF BN (Di Stefanoet al., Biochem.
Pharmacol. ,61(4) :459,2001) ¥ — B Hrfe B 7 kG0, 5- 98 -2 MR T (FUAR) , 45
AR FLIE AL ISR L- Bz (lactosaminated poly-L-lysine) b, LUK AL S E ST
FEIF CA BB IT IR B T I SN e o 25k i m B ae e MR e, I 4T W FUAR 5508 46253
TR R AR, #8732 ) FUAR I & I 4 i, 7 A= B il m) i) R v yr ik . 1%
T B X6 4252 2 A v R 5 6 40 L K 2 R 270 2 R B 1) . FH T MP S G 2 2 e 4
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PESE TP AR A, BTN & S0 B 1 AR S S S I SR/ AR TR TR A L, B
FoAK o 3PP SRE IS ] N FH B A B AT = IR o o, SLBE AL I 3R - B iR 5B 5k A
SEQID No. 2-31 W74 \EEAS BT Ik e 1) ZH R s B BTk e A0 ARG IR (e, BT ik IR AN
B CMS-010 /741 ) S L Thaefir AW (1) 456 nT LU 25 19800 24 16 7 BP0 i 1 5 2k
(G ) TR,

[0068] 4k A 4 5 A AE 1K P RF i A1 23 B 40 e 28 28 ) e B . 1 DK 8 1R AN [R] 4 2R B3 40
i R | P e o d o O T e T el = R 0 8 s & N R R 23 =
(bombesin) & B A A B IBO 2= S AR IR I 22 o 78— DU 5 b, DU AL B YR
B (CERER) Bt 5Bk (—MAKBEMEIRRL ) HEE, gkt e iz
G VAR (1) P9 40 B, 3P e 4 A e R M R IR AR KPR IR R Ak . S5 A BRI
2 50 B B SR AZBE A AH R 8RR BB 0 1IE 4 e85 1% (Huang et al., Chem.
Biol.,7(7) :453,2000) . H|H] Huang 5& NIIHA, F AR BH I 5 IR S2 AR F5 DUsm i 24
WAAHE &, PT LA — R TT 77 52, e e BT A AT 2R R MR o IR I 3R 52 A4 1 48 o
A ] T B R IA AT R E ISR AR IS4 . 78 5 — MG 25 £ 2R e 4l
ZURR ), BB L R A2 R RAE A — R34 7+, e e PEHOE 259 52 38 1R )
ZEman My (Leopold et al., J. Pharmacokinet. Biopharm. ,23(4) :397,1995) .

[0069] [ T HKZ54% 2 i 40 Mo B 4 2R SR Y IRV RE S M o2 A LA, IR S5 8044 7+ [ 45 6 0] LA
P A I w2 W iz S v e 7 =, ARG I s 5y — T T e AN TIRIE T AR, BT iR IR
MALEIE H SEQ ID No. 2-31 HFA1 . FEAS H BTl 7o 41 20 e s £ BT ik e ) A s R ik (3
o TR IRAEL B OMS-010 )41 ) RELDHRERTAEY) . SCIR BIAE— 25 A R DL S A9
AR N G B s GE I B HOR, AT A T AR AT B IR . W R A S AN BEA = Rt i
LB H A&, AT 25 380 B8 2 2 BIBR o 258 W IRAEANTAE T BRAR I
B AR I i ST R PR B A IR 00 A BBl AR AN b 4 38 B FL G5 PR 7 o IR 25900 52 KB v
MR SCBC, IF HL, 4R 8 i FERR M 23 1, M T 58 5S040 J L B v Bz 4 B 1 3 B, 4] If. i
FEkE. 5HHAL G TSGR AL T — P OR T IR G FRAR , LS I STk 250 33E N\ 40 i BT A Y
X &7 3 AU, A MEWLRN X S SH R G Y.

[0070]  E I AR VTAKIE AN BIR PR e Xk (T8 1 DL T, FEIX 28 X B, ke wiHEF )
GEAHARTIF R T 4250848 4%. {F Patel 28, Bioconjugate Chem. ,8(3) :434, 1997, BF 57
WM AE A SO IR, Bk 6 MEIR, 5—FRa LTSS, AN T
IR R U A AR VR DR 2 I i o R, 12O R Ak A FRAE TR SO 5 AT T 4
IR, FFAEIALE A ZH 2005 o 10, 259 m]d i #fkes 245, 1A FH A8 I i 2 0 5o
[0071]  Patel S NBFFTH (R84 B 12 TSI ter S P e 6T TS 256 25 ot i o It 14 P 5z 4
JH, (] IS AR SR IR 2B B i o i A% A B (1) P B2 41 LR, B i o i, X TR AT AR
T Y 5 5 IR PR DT FRT P 20 e 1 SR P R AN TRTER o 4 R e o ) FH 3 e SR Al 2 A
oy ¥ KIS BEREN N T RE. % T8 H =40 B mbrid T K Arg-Pro /5 1D 2
B, L5 i i B R R RE N UIRB A e 456 o SR IR I IR T PR BE A AR PE IR 254 73 7 I 3% iz
JCATTRE . AN, Bric IR H 7 = ER 18R 43— B ] SEEE A6t mT SRS I i R 6 R A
[0072] 455 7k m] G e IR 2505 T I8 g 5. R SCHTRR ) R T 3 SR 1 30 ) 4
RIFEAT 45 G He AR, LA AR N 1 pr 8 e 45 & ERE T T &1k 8 SEQ 1D

12




CN 1976947 B WO B 10/41 7

No. 2-31 [ ] 41\ B At P ik 17 91 40 i B o B ik e S0 A s R IR (b, Bl SRS B
CMS-010 (/741 ) KILIhEERTAEY . Patel 28 A K BRI A 45 & 7 XA BE 5 M ML
H NG 17 LS 0 S A P A RS E o B PPN v BRI B R ROR, Bk s 251 2
W) 5 B AN TR SH R HE R 7 R AER AR B R AR N [A) BE A, 98/ D15 B2 o F ST AT ) R I &G
G IR FAEMIE AR AR, (A = TR ROR, B AR ] e SR R L3
i BN I I R P A B AR B o ARATVAE I, B 18 45 G W) S B AR AR 23 1 B 5 L ) I ) 2
S3B SRR IR . AT R IR FIHLHE], IR, 856 Ik 7 I ks e 1k 25
YIAE FH R R A R0 M T S TR TR 2 ] LUAS AT B b e 24 o SEARR PR 403 LA R B 7 8 ) )
J5 GGG T IX PR 2P E AR IR YT 7 RN M

[0073] X T-AAIE R A G AR I 2, Patel 28 A BIE AR B AT LLA S & T
FEART % N B BR /N9 [ 16 K 1838 2%, ARG AS R W (AT 3 B K. 49 4, A % B () — Fob
Jik, e vh g7 AT/ BT 4E B MG AE 8RS0z 2K R, 9] 40 VAPEEHPTLLTEAPLNPK (CMS-010) v
B Re% 5 Patel S5 AT FIREI 2> FAHSGS G0 18— AN 1 52 W i 1 sk 4 1) A 1R 1
1697, 455 47 1 A] o F VAPEEHPTLLTEAPLNPK (CMS-010) v Bt A it 378 H 12k A i, I e 7
VAPEEHPTLLTEAPLNPK (CMS-010) Jv Bt 75 A I 4 B sl ZH 2R R A E o IR N f At 30
DR AR 1 10 8 L IRE R o 2R AR5 1 10 8 A0 o M 2 B IR U TR B A o 15 A IR A 1) 79 o
RIER IR BIVER o Arg—Pro K5 A I T I fioi J5% R (1 P 7 JB 3 1 1) — 4L 45 5 K
W UIBEOL AR BAE T o LA P S 48 B s m] Bed i s — IR &4 e 7

[0074]  AFFFTEATTA FH S5 AR AR HiliE n] O ok v A0 18 5 B B A A RO R 25 .
SCHTHEAR I T 38 s OB AT 45 G HAR, DL AR i i s i e 2 A HR,
15T Bl FH ke 185 K A WROBG, BT Bk A8 75 36 1B SEQ ID No. 2-31 BT 41 BE K B BTk 7 %)
RSB TR FE AN IR (Cerp, B RS 5 OMS-010 )7 41 ) R ILDhRefir A4
Kramer 5¢ AR T — Pl IR 254 BV ER ) #2 . (AW OIRG 2 G E 60+
FRTR A 3 i 5 B b i A BE S 25 3855 (J. Biol. Chem. , 269 (14) :10621,1994) . Toth 2& A
(J. Med. Chem. ,42(19) :4010, 1999) & T ¥ HA B Fe I K259 S5 IR 2 1R (LAA)
IR ZHE (LS) 4G, BRR RN T B flos & DL R 3 s b IR B F0ys P AT i i o 7
AT RIS, AR 2L 0 — R T A 5 LAA B LS B E— M AHSE & X R T AEY)
TR R BRI BTG TR 1, (H A IS5 1 2930 % . 19 21N &5 & 25V A8 B AT AL
T8 bR TS W el , 50 T BRI RE 7, FEHCOR B Bubies 4 Hos otk o IXEEE R 5
KHEMT R A ES A 5B Aewa . B nsas s iniE bRz a0 o foE g, 52
[ RRT Bz 38 20 i 9 P I A 45 A B Va7 AR I E

[0075] &4 ] 4 R4S BE IR M e SR . T TR BL R SR T 45 A B A,
DL B AR BTIREE AN 53 i BN R At 4 B H A, #RT T B2 AR IR ) Fp SR I, Pk JIACA £ 5
B H SEQ 1D No. 2-31 #7451\ AN HH BT 7 A A B vl i Fe A 4 s i ik (e, ik
SRS CMS-010 741 ) KHIDhEefTAED . Wi b3 Patel 28 NI TAE AT E B, TKZy
W R AR Wl I 25 6 5 RIA R . M2 Kim % A TAE (Biomaterials, 23 :
2311,2002) , FEARATTH TAE, F2H AR A KR 7 (fhEGE) 7E 8 & N\ AR M) ] B Ak (1) 26 5L
MR HEER (poly (lactic—co—glycolic acid),PLGA) THERIAIRZE LLRT, 55 & 1 (PEG)
FHEE A o FEN PLGA PR FEAH 4T J LA/ N Tk A R A KR FRTE S R EEE Meinel
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%, J. Controlled Rel.,70:193,2001) . HAESEG R R rhEGF AHELEE, Wik 5 PEG 454,
rhEGF W] 38 40 JE AN T 7K R 2R A AR T 2 DL S AE 55 PLGA T Rl 3 i Rt b IR B 7K — A HLAH
Gy S . S B EAR LR, B S5 AU I PRI I 2530 ) AR B G, R
H S RF A SRR E, LS4 T G S R 259000 T, BF 0 T4, 31X 2 tH T 5 PEG 45 & s
HA o K AR PEACE 1 o DL SREME ] LS FH >R i) 2 4 2 BH 1) 4 2 JOR B e S8 R LRI BB o
4, BN SCSEE) 1 A Y, VAPEEHPTLLTEAPLNPK (CMS—010) F Bt B AT A= 5w A 2% ()
U S e T RE ) TR IDKE PEG 454 BIIX PP K IE 4 454 250 I N B PLGA SRt , B
BRI E L2, LB & M PEG &5 5 Bl >k, VAPEEHPTLLTEAPLNPK (CMS-010)
B AT PTG K e T e AT R R G, B AR, BB IF HLA R K 25 Bk
YT KU SRR AL [ IR o

[0076] K251 S KR il ] 2 B i HLOE e o R ST R AT AT T 3R A IR A 2 B
R85 A HAR, LRSI AN 03 BT v ) e 45 A B, BT H 42 S IR 2 KRBT, i
WA E B SEQ 1D No. 2-31 [J7 1) AN HH AT I8 7 41) A R Bl 3 H BTk T 47 4 R D ik
(b, PR IEAEL S OMS-010 1741 ) S H IhEeRTAEY). Oldham % A (Int. J. Oncology,
16 :125,2000) LR T I IAFIR A BB 540K — M, KPFEVEY G
B L- B2 (PG-TXL) o PG-TXL AH HL B0 B8 R~ AZEE, W th A B M P s
M, $R iz B B 28 etk uas B2 B AR ME R ik A%, BFUN
RO PG-TXL 3 ik 5 30F 25 20 AR R 64 LR SR 4% 46, G ok 41 SL A0 S SR (R 28 >
G5 0 M R A o IR B, SR IRGE ZIAH LD, S5 G 25 B AF PR TR B T R
NG E Y I RS IR AR IR A I M b 4 R SEvR 7 IR . AR B I A Pk
YR K, FEATHE I 2R L A 2 R R v 1 e G s 0 ke

[0077] 7648455, BRI FEAR T B2 BRARITRAE R 292007 1 STITHEIR sk 2D Jik
(1% Tl e AR PRI AR ATT 5 B B, DA A SIS A N 570 B 3 i ) L &5 5 R, T T 92 IR )
Bt B A, TR B R A9 & 28 B SEQ 1D No. 2-31 (¥ 41) JkAs 1 ik e ) 4 e s e Bk 47
WK (I, BT IS OMS-010 [75 ) S HThRefn Y. s Ik BiR
2 T IERARY K G 52 8 AT HP I R 23 WA ) R (1 g DA B 65 5 IS PRI IR ) PR o IS Bl R
DA T BT R B2 2R (0 3 10, i i Rk R 20 2R 28 2 K 25 1103138 N 8 4%« Bernkop—Schurch
&N (J. DrugTarget. ,7 :55,1999) , R1& T & A B 51 2 B0 ST IR me 7 i, —
T B BEHD R R ) 5 S AERG IR E 28 51K (mucoadhesive polymer) b siXFhir i)
B R EI RS E S A R E AR A A . EARRIE LRSS = A T R
S s X FR 2 ) P ) i 1 S A AU S R A B A I R R R 24 K2 50 9% R
B ARG IR A B . A6 D — BT, [J— A58 /N AR a1 R ) A 2
R R E R T RIS L MK B % (Bernkop—Schnurch etal. ,Adv. Drug Del.
Rev. ,52 :127,2001) o ZJ7IEN 52 ERME, — M AT B P42 U 5 4T 4E R AH G I 2 L 2 0
1 LR HAR A A R IR —Fh BRI S5 M 20 . 8 s B R D ) 45 A B e B
B LR AERR 25 7 Th AL FE X A G5 6 4 RIIH AT B 1 ) 5 2 PR, 38 in T AR
R, FF HBA TE25 U 25 08 B 550 i ] SR R o TR b, SRR
1 Al R4 SR DL R RS T ok 5 S SR BRI AR 455 o 7o s8Rl —EDTA 45 G RIFE IR T 45
i FE O [ Bl RN TR P T I JCH LA B R R Y YR R R R X T AR AR 7
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T S WY ARG - 5 OV A3 2 TR R OK & 1R RE R 46 mT DUk A ke o TR 77 e it
A FRVRE IR BT B AR ART— e 38 ] 25 oy M FH T AR BRI IR o M) FH e e £ 52 2R 1) 2 1l
FHIFR 5 30 I A T R R 25 77 5 A B IR ER 1 R & 245 m] e SR AR UL IRV 55T o XA
TIEFF A FEBR AR T A S5 2 e W A 2 ik B SEQ 1D No. 2-31 [ F41) A Hi iy
AP AN RSB B TR P AV A R R (e, B IR & CMS-010 /741 ) KL ThRERT
WS ETER (TR ESCThIRIR ) SRA I M IR A SLAT A=) (0 S i 7K~ (R A ) S o
[0078] [ T 4% 55— Ao FoE A AEdRs 2 X Ik B SR 2 A5y o T SO RR AR AT
IR A o 73— 5 57 21 i 45 BB DX S 5 A H R, DA S AR s AN 52 P BN i) HE e e v B
A, BT H TR ALK, 206 A 88716 1 SEQ 1D No. 2-31 [R5 41 B A H BT ik - 91) 20 g sl 3
FH TR R AL R (b, BTk BEANEL & CMS—010 [KIJF8) ) B HLThReRT =M. 190, B 5%
FHEMHPUEZY R FESER (DPM0) , 3+ T &Mk 45 4 2K b . DRMO 2 —Fh
A B EE 2R R, A R R 2 B SR R AN . AR, T e S IR P AR Y
Bk, BRI I EZ BB 6. AEZIUF 50, % DRMO &5-5 3 o {22240 s — MRk A
Bl oA R 2 SRR BURIE AL A B, H B R RE IR &5 GBI AR R = M4 &R EifE
AW =524 (Suli-Vargha et al., J.Pharm. Sci.,86 :997,1997) . fd DEMO Mk F
b o 3 ok 2 SRR T (E R T, 250 45 5 BRI N Rim o BFITE AT R IRES & A0 dh 22
FIR A I L PR R S S 2 B A A

[0079] A BRI ARIIAE AT 4 H R T Ik B S T AEIRE AL Re g o i, 5 a {2 R4
Mo zs i B AR, A B I — PiekE 2 IR AT R 45 21 0 — 524K, 2 AR R IR T — R ks
FIIAN MR o T AT HZARAE D 55 G4k, 259 n] 3 0E A A8 B 290697 BN R AR Y )
IR LS4 i ) o X J

[0080]  fE N &5 &I IR R HE I A LML & Thg o R SO R (R IH S IR G 97
BRI S G HAR, DA AN 53 B S ) SeAth 2 & H A, 3] F T 3G 5 Ik i v 97 3%
S TR KA S B SEQ 1D No. 2-31 [P 41 FE AN H Tk e A1 4 el v s F 471 48
[RITR (e, Pk IRASEL B CMS-010 (1741 ) ML DhReRTAEY) . Fitzpatrick 58 Nl it 78
P4 -2 [eE Ik a) RS (spacer) , iHE T 455507 (Anticancer Drug Design, 10 ;
1,1995) . EUFF 2N 5 AIMIE R [ (HSA) AHEE G, SR8 04k g 20 i i i LA e i Jie g &
ML EE T o — Bk A0 B IR, — 46 PR RN Bl 1 8 6 P KT  25B ) HORE I, FF T R H A
Moz A o I AR T 20N 5 25 2 B I AR Bl v AL 1K) HAS 2 [RJ4E AN — A DU 2 FE RR I 1
(linker) JIK, ¥4I T 40 &S & 20 T A a2 e 1 80 . AR BRIk @l 5
R AT 0 RE S AR VR R R EAIIER « BEAESS & 0 T W B AR R B [ —Fh Ik 1E
H A Ay TR B v B, B 8N Oy — AR v B BN A AT RO . X
REAS 18 2 — o0t 8 (1 1R M S L 1 sl SR UK, I HLRE 5 PRI B =i 25 7+ NG5 54
R O B I RT AR . wig bSO &5 G Ak 2238 7 WA B 7 IR, 259 73 i i TR
FEE (R SR AT KRS i 2590 (R FH AR

[0081] Wt T — M i 40 O P 'R FH R AR AR L 6 IR 2 T e e 2, 491) 4 4 i 1) 7 AR S
B A0 ] TR B4 i L 2 TR S AP AENE O ZE—2Usfirh, O T W Re s RYEAEH,
BT B 5 B AELE. Damjancic 28 A (Exp. Clin. Endocrin. ,95 :315,1990) 5%
TN RIK (hANP) Shf 53 P VS0 B2 TR & ik P T 5200 o JIRAERE S BT 2= 1697 1

15
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15 24 1] 1B) BB i A5 FH b ZE K AR BEAT 4k 8057 IR 25 7 3 o B8 A e AR Bl K Z8 K AR R
7 WA 25 7 BRBRER N, A% hANP A2 e 3 3 HLIE R PR 5 S HE o 700 B2 B & i 97 115 24
1R hANP bR . P [R5 T S T e cas iV F R ee G i ARy o AE Zhu 55 A1)
WiEH (Acta Pharm. Sinica, 28 :166, 1993) , 1FJE IR 5T #MERK (kyotorphin, fjFR KTP) 48
AR B 6 B A AT A, L5 1 5 S b DR () o P A B 3 . R phes T
SRR ATIRIOL Vo o &

[0082]  IXLEHH LI 45 R B, S BRI 1R N 4562 7 B Re ) B VR L 75 P IR 4 7T
SEIRBRHG 5 AE E ME R ME o AN R BH AT = B IRt Tl o b 2 T e 2R 4 A Bk R NV
B EE . Zhu ZE NRIEEARTT 5 5 FiE H TR0 T 5 AR KRN E G, B1 2
5 R 1 IR [ W P aR B R B A 53 IR R385 6 R N7 o

[0083] IR PT 28 I F 4 At T 38 0 AR S B AR = IBR R v A R LY T 2. AEIX
— A P R A B T vl IR B RG RA E IE TR A IR R IR ST o R T AR,
RN TR, FF R T IR A4 2 il 250 50 B I RS I () 2 AR S 1R 50 DA% S 38 F A, B
A] A Sy M N B T AR R B A =R

S 151

[0084] T

[o085] i ¥} 7E VAPEEHPTLLTEAPLNPK (CMS-010) & %1 24 th, xF T 4 ¥ W& 1 k
P AR A R E EE, EA RISl 7 b, 3
VAPEEHPTLLTEAPLNPK (CMS-010) 491 (¥]—A> / ZANWGPEE 73, w2 51 Aot RS 1 3% ot
BRI 2R IR R 25, LM A0 1 70 1 AT ARAF SET o 3 mRE IR EIAS [ PR 4 EAT B4, BASR
15 BA Sk R A s PR IR A o SRS YRR 7 i 4 R I B A A G
Mo JBIEIRAT R FA, BRI LR AT DS, X MHE ] fie A ¥ AR IRt AL,
U B A S SRS RN I BRI E FH R /DS o SRR IR W] B Bt b A 7, AT W] FAAIR
A7 AR

[0086]  Jyfifi s VAPEEHPTLLTEAPLNPK (CMS—010) 4 7P (3% 58 4% » BAHAT T — B4 18k
WSS . CMS—-010 78 M 28 J K oy 2R K U (1) B AN IR BB IEAT 1 4k o FRATTIIORY Gt SR 2k
Tl T T A (00— R IR B R v PR B AR Y R Bl LA 7 U s (AR PR
WG/ R o AR T CMS-010 9 i—A / 2055 Ja , WA IR AS B RS TS o 41
H A BT I — 41K

[0087]  FEFRATHISZIG A — A1 s EALK 8 % 2 B AEYEE R G B AERAR
BIT B R XAARAE TR LA . AT T8 1 2 Ja RSz i ar A 4.
[0088] & 1 :FLT CMS-010 JE4 [k sk & 4Lk

[0089]

Peptide Sequence SEQIDNo.

CMS—-010. 02  [APEEHPTLLTEAPLNPK |2
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Peptide Sequence SEQIDNo.
CMS-010. 03 |VAPEEHPTLLTEAPLNP |3
CMS-010. 04 |PEEHPTLLTEAPLNPK |4
CMS-010. 05 |VAPEEHPTLLTEAPLN |5
CMS-010. 07 |VAPEEHPTLLTEAPL 6
CMS-010. 08 |VAPEEHPTLLTEAP 7
CMS-010. 09 |EHPTLLTEAPLNPK 8
CMS-010. 11 |HPTLLTEAPLNPK 9
CMS-010. 12  |VAPEEHPTLLTE 10
CMS-010. 13  |PTLLTEAPLNPK 11
CMS-010. 14  |VAPEEHPTLLT 12
CMS-010. 15 |TLLTEAPLNPK 13
CMS-010. 16  |VAPEEHPTLL 14
CMS-010. 17 |LLTEAPLNPK 15
CMS-010. 18 |VAPEEHPTL 16
CMS-010. 19  |LTEAPLNPK 17
CMS—010. 20  [VAPEEHPT 18
CMS-010. 21  |TEAPLNPK 19
CMS-010. 22 |VAPEEHP 20
CMS-010. 23 |EAPLNPK 21
CMS-010. 24 |APLNPK 22

17



CN 1976947 B WO B 15/41 7

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

Peptide Sequence SEQIDNo.
CMS-010. 25 |VAPEEH 23
CMS-010. 26  |PLNPK 24
CMS-010. 27 |VAPEE 25
CMS-010. 28 |LNPK 26
CMS-010. 29 |VAPE 27
CMS-010. 31 |NPK 28
CMS-010. 32 |VA 29
CMS-010. 103 |VALLT 30
CMS-010. 105 |VANPK 31

SR 1

JEXE ConA PARAMZ S i) /I L T 90k B2 400 it 6 A 1) 5%

1. 1 ML

111k

FTA W M 2 BRI A LAY 36 E €S Bio Co.

1. 1. 2 X FERE o R EL A 35055

AT ERIK A RS 25 PR A 7

RPMI-1640 £ Z=FEA G2 F 135 (FBS) 35 Gibeol Co.

MTT FlI ConA :ZE£E Sigma Co.

1. 2 Z¥)

BALB/c /N, (H-2¢, SPF,6-8 Fl#S, fRE 18-22g) «Hp [ ZE Rl 22 R 2 B
1.3 77y [l

TC B A RS SR R, BV BT D0 B F 10% FBS RPMI-1640 ¥ . {#

A 100 H EA% 150 wm [’ ANES TR UE Pk — 20 S8 70 B 40 MR e o IR 40 i i e 3 &2
4X10°/ml Y% 2, LA 100 1 1/ FL55E 53 4y B2 96 FLAN NI TR b o R JIRHE T8 RPMI-1640
o BT R B

[0103]
[0104]
[0105]
[0106]

JK4L 100w 1 Bk TAEW +75 1 1 48 By +25 1 1 ConA TAEW

ConA %t HEZH :100 1 1 RPMI-1640+75 1 1 B4 Mo Bk +25 1 1ConA TAEW .

I PER IR :125 0 1 RPMI-1640+75 w1 [ER4H i Bk

AL ConA IR E A 51 g/ml o BALHP IRITEIREE 73 4 80 1 g/ml 16 1 g/ml
18
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3.21 g/ml.0.64 1 g/ml F10. 128 1 g/ml.

FIRA S =FAT L, XT,WH@%/V\%L

ML HAMILE 37°C 5% CO, FIEE 68 /Mo FHMIT J53, fEREFRIX_FLL 630nm 2 23 18

1525 LT OD g BEET

[0107] 1.4 %53

[0108] & 2. KX ConA 1RHME S /N T Wbk 240 M4 A0 1) 52 i)

[0109]
H W N 0D
CMS-010. 26 801 g/ml 3 0.3534+0. 016"
CMS-010. 26 161 g/ml 3 0. 35640. 006"
CMS-010. 26 3.2ug/ml |3 0.33240. 015"
CMS-010. 26 0.64ug/ml |3 0. 34840. 025"
CMS-010. 26 0.1281 g/ml |3 0.35440. 017"
CMS-010. 105 801 g/ml 3 0.40740. 019"
CMS-010. 105 0.641 g/ml |3 0. 386+0. 008"
B 4 ot 1 - 12 0.13440.011"
ConA % iR 5u g/ml 12 0.46740. 043

[0110] ™ :5 ConA BHMEXTFEZHAHLL, P < 0. 05

[o111] & 3. JKXT ConA fASMF /N Bl T 90k 2 4R MO A AL 1) 52 00

[0112]

H WIE N 0D

CMS-010. 32 801 g/ml 3 0.27640. 034"
CMS-010. 32 16 1 g/ml 3 0.27340. 023"
CMS-010. 32 3.2pg/ml 3 0. 30940. 030"

19
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H W N 0D

CMS—010. 32 0.641g/ml |3 0.32140. 048
CMS-010. 32 0.128 1 g/ml |3 0.30640. 033"
BF 565} HE 51 g/ml 8 0.108=+0.012"
ConA % Ha - 8 0. 358+0. 028

[0118] ™ : 55 ConA FHYEXTHRZLAHLEL, P < 0. 05

[0114] 1.5 45ip

[0115] R CMS—010. 26, CMS—010. 32 11 CMS—-010. 105 7543 [ & N B 31 ConA {4

AME /N T W E 40 iR A% 4L, 5 ConA FIMEXT RUBHEL R it B (P < 0.05) .

[o116]  SZjifs] 2

[0117]  JEX/Iy BAAC Y T 96K £ 400 ifa 2 A4 RIT NK 40 i 305 T4 1 52 i

[0118] 2.1 ﬂi/l;

[0119] 2.1.1 Ei_(

[0120] P LR L &Y 36 1H CS Bio Co.

[0121] 2. 1. 2 X a0 RN AR 3

[0122] IAHUE 2 A Fii - Novartis Pharma AG.

[0123]  ABEERAK A R Z W25 R )

[0124]  RPMI-1640 ¥57edEfia - 1iE (FBS) 36 Gibeol Co.

[0125]  MTT AH ConA :3£[H Sigma Co.

[0126] 2.1.3 ii[f@

[0127]  BALB/c /M (H-27, SPF, 6-8 A&, 1A TE 18-22g, 50 % METE RN 50 % HEPE ) % 2

P= 2R B

[0128] 2.2 Jiyk

[0120] 2. 2. 1 oA RN4E 24

[0130] W REAL 7 BIPASIRZL (200 0 g/kg/ KA 500 g/kg/ K ), — MM ME R A A

(10mg/kg/ K ) F—AEFEERKA (0.5ml/ K)o B—AHEHE 10 R/, Hrp—F2 8,

— 2SR M . TR RSV RIS T 0. 5ml AR FE E K AR 3T IR N 45 2, R — IR, TESE 20

Ko LEmSa—IRFSE R E R IAT I T W48 C 40 M A0 0 NK 40 B v Pk

[0131] 2.2, 2T ybk (= 40 ffu % g, O

[0132] )5 — R4 TR RN G — R, T8 I S0 G FT AR BE /N o TE B 20 B 48 /N B

(R, P ST T4 80T 10% FBS RPMI-1640 73 . A 100 H BE4% 150 b m (KA

AN 8 X 3E— 2 ok Y A B AN B AR, JE TR R 4 X 10°%/ml . SRERDLTR B v E K 41 i B LA
20
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100w 1/ FLEERITE 96 FLAIHUEE TR L.

[0133]  IAEGAL ;1001 1 LB +100 1 1 ConA

[0134]  X[HEHL :100 1 1 4B & +100 1 1 RPMI-1640

[0135] %o g4 v B DU AR A A LA DY 5 B AL o 40 B FR R AE 37°C 6% €O, Tl E
68 /NN ARSI MTT, FEEFRAC L 630nm Jh 2 UL HCA I35 FR AR K 0D 570nm. ISR 4L
SI1(% ) = (RHAFL oD/ XFHEFL 0D) x 100% .

[0136] 2. 2.3 [kt NK 40 Jfu 3 PE g sy 5

[0137] il YAC-1 $E40 M A& XA, JFRE S 1x10°/m] (2 FE . #LL L 2. 2.2 35l
(¥ /0y B 40 M 1 3 22 4x10°/m] (K025 5, FHAE ROV A M o T 4 40 s v B P 21 96 LA i
P T

[0138] ’Z‘Q Mé@ mi <1000 1 P40 B +100 0 1 RPMI-1640
[0139]  iREFL ;1001 1 EZH LB +100 1 1 YAC-1 4R LB
[0140] %Eé@ @f 1000 1 YAC-1 4H 0 +100 1 1 RPMI-1640

[0141] X HB s — A8 FL A = A8 40 Ja AL, Bk 4 B i F2 i i & 12 A HE 40
ML K4l Bl 2 AE 37°C 5% CO, TR 4 /M, 2R A MTT, FBEFR A LL 630nm A2
HE S AN B 5 727 OD 570nm. NK dfEEYE (%) = 1-[ (358 FL 0D & 41 fa£L OD) / §E
Y fL oDIx 100%

[0142] 2.3 45 R

[0143] 2. 3. LT 9k (40 Ao Ab Sz g

[0144] 3% 4. JRXF/NERL T W0k 240 ek Ak iy s miy

#l MR ‘N8
CMS-010.24 50pgky % 10 2.40%0,31%*
[0145] CMS-010.26 200pg/ky/ % 7 2.194:0,50%*
CMS-01028  200ughkg® O 2704037
K 0.5ml/ XK 8 3.63%0.69

[0146] ™ . HAFRERKAAAHLEL, P < 0.01
[0147] % 5. JEX/NE T WhE 40 fudbAb it s (2)

2] FE N SI
[0148] CMS-010.25 200pg/kg/day 10 2.4330.60%
4tk 0.5ml/day i0 3.153+0.83

[0149] . HAFHERKAAAHEL, P < 0.05
[0150] K 6. BEXT/NEL T Wk 4l fu b Ak i s m (3)

# i3 N SL
[0151] CMS-010.04 S0pg/kg/day 8 1.563:0.25%%
AmEgx  0.5ml/day 9 2.2440.52
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[0152]
[0153]

[0154]

[0155]
[0156]
[0157]

[0158]

[0159]
[0160]

[0161]

[0162]
[0163]
[0164]

[0165]

s 1, AR B ER K AR EE BT geih 2 M (P << 0.05),

[0166]

Moy YE, SRR ER AT AR L R G2 B PE (P << 0.05) .

A KA, P < 0. 01
LT BN T R E gl AL s (4)

@ i N St
CMS-010.12 5Dugfke/d 10 5 1240.42%*
CMS-010,14  50pg/ke/d 9 2.1240,51%*

2.96+0.61

Ak 0.5ml/day 10

= ﬁiﬁﬁﬁ}kéﬂ*ﬁ tt, P < 0.01
2. 3. 2NK 4 oy 1 s
2 8. /N B NK 40 B 1k e s

# HiE N NK mpsts (%)
CMS-010.24 200pg/kg/day 10 69.0£7.4*
CMS-010.24 S0pgfkg/day 10 56.0£6.0%*
CMS-010.26 200ug/kg/day 9 67.745,3%*
CMS-010.26 50ug/kg/day 10 68.5x7.2*
CMS-010.28 200ug/kg/day 9 70.3::6.7%

R K 0.5ml/day 10 76.0%4.3

L HAETHEOK AL, P < 0. 05" s 5 AT ER KA, P < 0. 01
22 9. O/ B NK 41 f a1 i s e @

| R N NKEE L iE#E (%)
CMS-010.11 50pg/kg/day 9 63.5+4,7%%
CMS-010.13 SOpglkg/day 10 70.9+£17.5%
CMS-010.14 200pghke/day 8  43.1%13.7%
CMS-010.14 S0pg/kg/day 9 75.340.0%%
SEEK 0.5ml/day 10  55.3:46.1

L HAE KA, P < 0. 05 AT E KA, P < 0.01

2.4 55ip

R IR CMS—010. 04.CMS—010. 12.CMS-010. 14.CMS—010. 24.CMS-010. 25, CMS-010. 26
I CMS—010. 28 7EA 3G O & N J0H] N BUAR Y T Ak Ll 4k, 5 2B 3Rk AL A &
RN (P <0.05).
RIR CMS—010. 24.CMS—010. 26 F11 CMS—010. 28 75-&1& H 55 & F 41/ BAK Y NK 48

KDL CMS—-010. 11.CMS—010. 13 F1 CMS-010. 14 7EA3E 157 & T 5w/ BUAA Y NK 41

22
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[0167]  =Zjiifsl 3

[o168]  JRXL/N B Y BLARTE B 52 i

[0169] 3.1 ﬁﬂ

[0170] 3.1.1 EE

[0171] P s N L &Y 36 CS Bio Co.

[0172] 3. 1. 2 %F AR R H A 3R )

[0173] I 2 A Fii - Novartis Pharma AG.

[0174]  ABEERAK A RS H 25 R A )

[0175] 3.1.3 ZMLLZ]

[0176]  BALB/c /M (H-27, SPF, 6-8 A&, 1A TE 18-22g, 50 % METEFN 50 % HEPE ) - % 2
B 2Rl Br

[01771 3.2 H¥E

[0178] 3. 2. 1 W HAAI W 25 2

[0179]  H/NERBENL =AM R4 (200 1 g/kg/ R ) FRMIEEZ A 41 (10mg/kg/ ) F
AEFEER KL (0. 5ml) o FEZLEFRE 12 HU/NR, Hod 6 UM, 6 O HENE.

[0180]  BHREGH VA T 0. 5ml AEFEEL Kb, JEE N 45 24, R — IR, 4 20 K.

[o181]  3.2. 2 Hithp= A e &

[o182]  AHAREFEERACK 4RE4040 M (SRBC) EER 2% (v/v), fE4 TIREM I 16 K,
BN N T 0. 2m] BRI 55— IRG T RED R G —R, WPk
LMY, 76 205 N HCE — /DI, DUE IS B . 7F 200g R B0 10 43405, A A= 2 3k /K 1
TH AR 200 f%,

[0183]  h il kA TAEV, 4 10 ARFR R i JAC R LT I N 21 1 ARRR ) B oML 8 /L T E 1)
SRBC H1. 7E 4°C MR YIRFEIIREY) 30 438 SRJGTE 200g T L 10 238hER 2% SRBC.
10 AR AL B R AN B _F3E B, SRAFHMA TR

[0184] gl /R BFUAEEE, 44 0. 2m1 1% SRBC &WMAZE] Iml 3k {480 2/ B B 1
FHUKTRA B/ UM o ARG N Iml RMA TR, IR AWAE 37T°C FIRE 20 0%h, @it
BEAEMAEUK BV 10 7Bl [V . SRJETE 2008 T BLLAFE S 10 2080, 3R1F EIEW. W)
Iml Bt E3EW A, N 3ml Drabkin ¥, 7623 FBCE 10 2080, 285 & 0Ds0me T4
PR SRS RERE R, I 5E 25 EE 448 —50 (1) ODgy0n TEE5, 151 0 (1) 52 AL R B KA —2K 11
SRBC, HANE B0 5 R BA SRBC. FF & MG FREL (HCso) =FE A1 040,/ Z2E 50 1]
0Dy X 200

[0185] 3.3 4%

[o186] 3R 10. BRX/NERBUAARTE B 52

[0187]

il b=y N [HC,,

CMS-010. 26 200 1 g/kg/day 10 [141.3429. 37
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2 bl N [HC,,
CyclosporineA|10mg/kg/d 12 |148.9+21.7"
AERERIK 0.5ml/d 11 [167.64+21.5

[0188] . HAEFHELKAAHEL, P < 0.05
[0189] 3.4 4t

[0190]  JXHW CMS 010. 26 7£5 1d FRI5RI & T /> SR P PUAR T i, 5 48 28 3 KO0 B4 AH
L A SR EE (P <0.05).

[0191]  SLjEfs] 4

[0192]  JRATREHE 21 KM /s B () S180 PRI Je8 40 Mo Ak A=A 5 1) 52 i

[0193] 4.1 &4kl

[0194]  4.1.1Jk

[0195]  FrE W RIWZA LRI N L A 3£ CS Bio Co.

[0196] 4. 1.2 X MEFE S AN H At 3 5]

[0197]  A=BEERAK A RS 25 PR )

[o198]  FA[FEER P R WYL I 25V 40 A B 7

[0199] 4. 1.3 Z1%)

[0200]  {g BREAENE KM /N (SPF,6-8 FEIUS, (R 18-22¢g) « p [B 4 F I 2= RL 2= B

[0201] 4.2 J5ik

[0202] 4. 2. 1 W5 21 RIS AT 8 24 R bR A i B A

[0203] 4 S,q, [RIEE 41 B IE IS N RS AR 21 KM /s B P 6-8 R, 7RG 451 PR . 1 10%
FBS RPMI-1640 K 4 M FE VR BE ] 1x107/m1, & H KM /) BB IBCSS vE 567 0. 2m1 40 B L
FEENT AT PR /N B o R T S180 TRIEE 4 B IR/ BB LA Bl T JIRZH (R4 50 1 g/
kg/ RF 101 g/kg/ K ) BIERA 2mg/kg/ K ) I EEHZZ (40mg/kg/ 9%) AR LR K
4 (0.5ml/ K)o fEMIEBAL G B SEB— RIFAIERE v SR o, 4k 20 REREF
B — K.

[0204] it
[0205]  HJii— {/\Q/‘%ﬁﬁ%‘%)ﬁﬁﬁ): Ko WA AP B 98 PR . @ il br < RAE =
AL (A, B, O B SEAA AR ES. AL AR RIE R AR .V = (1/6) n ABC.

FULT A XS e A K PN HITe 2 s A KA dl s = (AIA R Mg E & - A
bR B ) / KPR PR EE 5 x100%

[0206] 4.3 453

[0207] & 11 BRSTRE LRI P IR S g0 TA)IRE 400 MO 1 P 22 FEE A 500

[0208]
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4 & N TR Jog B

CMS—010. 31 501 g/kg/day |17 1.20+1.60°
CMS—010. 31 101 g/kg/day |14 1.05+1.28
CMS—010. 103 50u g/kg/day |15 1.48+1. 44
CMS—010. 103 101 g/kg/day |15 1.72+1.53°
] 2= 2mg/kg/day 17 1.52+1.75"
A3 ER K 0. 5ml/day 12 5.07+5. 46

[0200] " .HAEFEIL/AKAAHEL, P < 0.05

[0210] 38 12. A RERE /N BT S o0 1AIRT 40 HOAK PN 2 £ S5m0 @

[0211]
21 biilh=:s N | ER SEEREN A
CMS—010. 02 500 1 g/kg/day|10 [0.9740. 85" 0.654+0.67"
CMS—010. 02 250 u g/kg/day|10 [0.6840. 72" 0. 3640. 40"
CMS-010. 03 500 1 g/kg/day|10 0. 33+0. 35™ 0.2740. 33"
CMS-010. 03 250 1 g/kg/day|10 [0. 68+0. 46" 0.3140.22°
CMS-010. 04 500 1 g/kg/day|10 [0. 6240. 44* 0.4040. 28"
CMS-010. 04 250 u g/kg/day|10 [0.2740. 19 0.1740.12"
CMS-010. 05 500 1 g/kg/day|10 [0.4740. 29 0.3440. 22"
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21 Piilh=:s N | ER SEEREN A
CMS-010. 05 250 1 g/kg/day|10 [0.5640. 33" 0.2340. 19"
CMS—010. 07 500 u g/kg/day|10 [0.5240. 25 0.37+0. 20*
CMS-010. 07 250 1 g/kg/day|10 0. 3240. 14™ 0.2440. 13"
CMS-010. 08 500 1 g/kg/day|10 |[1.0540. 64" 1.014+0.63
CMS-010. 08 250 1 g/kg/day|10 [0.3840. 27" 0.2040. 14
CMS-010. 09 500 1 g/kg/day|10 [0.8540. 70" 0.8440.84
CMS—-010. 09 250 u g/kg/day|10 0. 4540. 38 0.3740. 44*
CMS—010. 11 500 1 g/kg/day|10 |[1.1440. 74" 0.954+0. 54
CMS—010. 11 250 1 g/kg/day|10 [0.6440. 31" 0.634+0. 40"
CMS—-010. 13 500 1 g/kg/day|10 [0.734+0. 43" 0.3840. 23"
CMS-010. 13 250 1 g/kg/day|10 [0.9240. 56" 0.9140.59
CMS-010. 14 SO0 1 g/kg/dayl9 0. 67+0. 70" 0.56+0. 53"
CMS-010. 14 250 1 g/kg/day|10 0. 4440. 30* 0.294+0. 21*
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21 Piilh=:s N | ER SEEREN A
CMS-010. 15 500 u g/kg/day|10 [0.68+0. 36" 0.6340. 35"
CMS—010. 15 250 u g/kg/dayl9 |0.4540. 35" 0.4140. 37
CMS-010. 16 500 1 g/kg/day|10 [0.9940. 42* 0.9240. 36
CMS-010. 16 250 1 g/kg/dayl9  [0.63+0. 47 0.6140. 44"
CMS-010. 17 500 1 g/kg/day|10 [0.9140. 46" 0.5540. 34*
CMS-010. 17 250 1 g/kg/dayl|9  [0.65+0. 41% 0.40+0. 24*
CMS-010. 18 500 1 g/kg/dayl|9  [0. 59+0. 48" 0.58+0. 42*
CMS-010. 18 250 1 g/kg/day|9 0. 4440. 31" 0.2740. 20"
CMS-010. 19 500 1 g/kg/dayl|9  |0. 68 +0. 68" 0.4040. 42*
CMS-010. 19 250 u g/kg/day|10 [0.4140. 45 0.46+0. 58"
CMS—010. 20 500 u g/kg/day|10 (0. 5940. 46" 0.544+0.51"
CMS—010. 20 250 1 g/kg/dayl9  [1.00+0. 76" 0.88+0. 77
CMS-010. 21 500 1 g/kg/day|10 0. 4440. 22% 0.444+0. 21*
CMS—-010. 21 250 1 g/kg/day|10 (0. 5140. 29 0.44+0. 22*
CMS-010. 22 500 1 g/kg/day|10 [0.85+0. 73" 0.7340.87
CMS-010. 22 250 1 g/kg/day|10 [0.2840. 12% 0.244+0. 08"
CMS-010. 23 250 1 g/kg/dayl9  [0.2740. 18° 0.2140. 15"
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H b=y N |ARERE AFERE A
CMS-010. 24 500 1 g/kg/day[10 [1.20+0. 797 0.62+0. 47
CMS-010. 24 250 1 g/kg/day[10 [0.61+0. 397 0. 36+0. 307
CMS-010. 25 500 1 g/kg/day[10 [0.52+0. 38 0.26+0.21™
CMS-010. 25 250 1 g/kg/dayl9  [0.65+0. 537 0.48+0. 37
CMS-010. 27 500 1 g/kg/dayl9  [1. 05+0. 86 0.51+0. 33"
CMS-010. 27 250 1 g/kg/day[10 [0. 78 +0. 68 0.58+0. 58"
CMS-010. 29 500 1 g/kg/day[10 [0.55+0. 417 0.40+0. 117
CMS-010. 29 250 1 g/kg/day[10 [1.24+0. 727 1. 0240. 66
CMS-010. 31 500 1 g/kg/day[10 [0. 78 +0. 89 0.43+0. 50
CMS-010. 31 250 u g/kg/day[10 [0.2740. 19 0.25+0. 20™
CMS-010. 32 500 u g/kg/day[10 |0.4140. 35" 0.40+0. 317
CMS-010. 32 250 1 g/kg/day[10 [0.3840. 24 0.25+0. 14™
NS 40mg/kg/day [10 [1.07+0. 80 0. 76+0. 66"
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A ik N PR E A IREES A
BRI 0.5ml/day  [10 [1.87+0.52 1.2040. 28

[0212] " 5AEHERKAIAMHEL, P < 0.05

[0213] @ . SIFEEMEIRAAAAHLL, P < 0. 05

[0214] 4.4 Z5if

[0215] & L CMS—010. 103, CMS—010. 02, CMS-010. 03, CMS-010. 04, CMS-010. 05
CMS—010. 07.CMS-010. 08.CMS—010. 09, CMS-010. 11.CMS-010. 13.CMS-010. 14,CMS-010. 15.
CMS—010. 16.CMS—010. 17.CMS—010. 18.CMS-010. 19.CMS—010. 20, CMS-010. 21,CMS-010. 22.
CMS-010. 23, CMS-010. 24, CMS-010. 25, CMS-010. 27, CMS—-010. 29, CMS-010. 31 I
CMS-010. 32 7R3 457 & T, FHEIFEHE 2 KM /A S,q W48 MR N e, H AT ERK
XTHAAHE B gt = B (P < 0.05).

[0216]
[0217]
[0218] 5.
[0219] 5. 1.1k

[0220]  JiTA il Bz 50 L &Y 35 [ €S Bio Co.

[0221] 5. 1. 2 X HEAF At 57

[0222] iy FEKAN B PR AN STV = T [ RV B 2 SR A PR )

[0223]  ABEERAK A RS HI 25 R A )

[0224] A HT - E L A I S ST

[0225]  =EEJE P ERESR /ST

[0226]  JEARAT I PR RS S T

[0227]  1fyF BUN K2 WA 35 B BECKMAN 443350

[0228]  [fyEWLERET ¥ 2 WA 55 [F BECKMAN 443340

[0229] 5. 1.3 #¥)

[0230]  —HHEMESRE (8 Hid ) - B R B2 SEIR B R

[0231] 4 (MDA, HEPE, 2-2. 5ke) A HEIL K E Z B A

[0232] 5.2 Jiyk

[0233]  5.2. | 4R CHLM S Rz RBL I iE i i

[0234]  5.2. 1.1 4B R b I i i £

[0235]  FH 4ml/kg25 % PR 4t 8 ik B e Sk BRI (1 B e, JF i Dk 55 12500/ kg I = AT
R NFEN. ERE AT TR, 28 B IMKERIK. 18N Bk, VIS T
ko FHAEBEERKHEVE B IR, HRI'E AL A KE. RIS . 7585 55, 75 0. 5 AR
VKIS 1 A= P ER K AT e 9%, SRS 7E —20°C M IRAT o

[0236]  5.2. 1.2 43 EP0 M iE i) i 25

[0237] ¥4 7.5ml B 2K 2. 6ml B RSE e (ERIESWIAAM A 1 ¢ 5,
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P omg/ml KA ) RE. TBRIMNE, BHUREN R4 EE S AR E, FMrE
LIml, &5 Y AR5 — O, LEAT =58 o BB THIR Sz H G, H 1 ARRR I A= 2 3hKAT bg &
BRI WA B4 26 B BANLE , RS Im L, B3 3 5 — VK o 3 J] 3 ok 40
o] S e ORI 4R B0 S B RRPT RIS R) 1 o 32 I, Sk AR 4 b
o M4 EPUIE 5 EMRNRAYRIES, BT 4CT 12 /N, DR LD R4 bk,
N JE B O BUER BTG, B T 56°C T, DMEAMATI SR ARG . HHUIEAE 20 C HRAT
[0238] 5. 2.2 BWIor 1 GRS T 45 24 R0 T 2 W AR AR NS

[0239] % 22 NLfRR A BEAL 7 Bk 5 41 k4 (107. 31 g/kg/ RN 58. 51 g/kg/ K, B4l 4
H0) VHEZEKAA L (0. Img/kg/ R, 4 ) EFRERKALFEZ (Iml/ R, 7 2 ) FIEFEAERA (3
) o FERHESIIRPRRART, 76 24 /NI 230 K i & 03 BUNGULERBEF AR R . 7B
TR B A AN IR S O o R R B AR SR DR S RPN , BRREST 0. bml,
30 3 8P St — K, B R AR LA 4 Ik, DAESEIR S th i A2 B R, IE g (AR
G 20 FH A= FE R KA AR R 7 R B o R3S PUME (1 5 — R, ik B ikt S 4 7R,
FFR— IR B IREST Iml, ST 30 K.

[0240] 5. 2.3 JRIF ARG

[0241] 5.2.3. 1 JREEAWERE

[0242] & Al —IRAE 24 /NIE 2 A R I A A AR IR VR, 8 i T R K A R T RN 8 B T
.

[0243]  5.2.3. 2 P2 Y

[0244]  JHWLEEMION MG AZ'E R GIE BR A% FPURE BT 186 PLAA R, R Ja—IRE T
RV Ja— R, il = B RV, VIR, ARV ARG AT 2 9 Gy, LU
TE AT 186 AFAE . THERANE /R ZOEI AR . Rkt =+ ME Nk, tH &
AN NER PR B PE AR .

[0245] 5.2.3.3 4t

[0246]  Zrit2f W MEE L SPSS #A%-AY t ISR E o

[0247] 5.3 4%

[0248] 3K 13. KX G2 RAMEAK (ng/dl) 150

[0249]

A flE /R N 0 14 2 1 3 4 JF
CMS-010. 26 107. 31 g/kg |4 9.84+4. 29 187+184 [114+145 264 24" 28+32*
CMS-010. 26 58.5ug/kg |4 9.53+4. 64 77462 1504123 20+12* 36+16"
HhZE KA 0. 1mg/kg 4 9.48+8. 46 29412 13.646. 3" 13.74£3.1° 2.54+19
A3 TR K AL FE 0. 5l 7 11.72+3. 18 122491 1604138 145433 157471
1F 3 i - 3 23.43+18.42 [7.7+2.0° |- 6.944.5% 2447
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[0250]
[0251]
[0252]

[0253]
[0254]
[0255]

L HATHE K AAFRA AR, P < 0. 05
T 14, KA NG E RARTEIRGREDTRST KR 186G HUARI 200

| ME/ RN BT/ BNk
CMS-010. 26 107.3ng/kg |5 [5.6+£1.27
CMS-010. 26 58.5ug/kg [4 [6.3+1.47

0. lmg/kg 4 7.5+1.0

Hb ZE KA
A P R K A PR 0. 5ml 7 18.74+0.9
1F AR - 3 |-

AT KA FRZAL AL, P < 0. 01

5.4 #hip
B CMS-010. 26 R % FRAR & 1R 0™ AR L, (R 2k NS A2 1 R S A T i =1

USRS B TG Pk, 5 A ER KA B A B R gt 2 B 1 (P << 0.05).

[0256]
[0257]
[0258]
[0259]
[0260]
[0261]
[0262]
[0263]
[0264]
[0265]
[0266]
[0267]
[0268]
[0269]
[0270]

N 16
KXt Hevmann B 48 A BRAA N B 50
6. 1 bkl
6. 1. 1 JIK

FA W R R ZER N L 8 3£ E CS Bio Co.

6. 1. 2 X BERE ot F0 L At 351

Hh FEKAR BERR R S - B RS B A PR A7)

AHEER K BRI A R 4 7

R A E AL E ST

FB/IG P ERESE AT

WA E RS ST

1f13% BUN ()i Wik 7] - 3¢ [E BECKMAN 443350

M8 DR ET 2 W) <36 15 BECKMAN 443340

6. 1. 3 Z1¥)

Wistar K (SPF,6-8 Fls, & 150-200g) « "1 b s 4i @R L SL s H A
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E /NS

[0271] 6.2 Jyyk &

[0272] 6. 2. 1 KR Hil &
[0273]  FETC B4 1F B T4 e Wister KRUIEES. 281 HFHIRF k. BERmA
IREAK, W T sk, FHARTE ShKBEE ST, B2 AL A K. VIBRE ML, 75 5 %
Jio ARJGTEUK PATE R 3K, 78 —20°C FARAT o

[0274] 6. 2. 2 XU R BB i (] il 2%

[0275] CHBEEBMRESHEMAAELIL © 2v/v INHLBIR S, J38 N IR 70°C, 2R )5 = s KB o
BARRBRANEIMARIEERR / AREESY T, 74 3mg/ml R IR EE, LU ROE IC58 4
VER o '8 B2 I3 L B IR se e IR AR BEER KL 1 0 1 0 2 IS EL RIS IR &, BRI e T
1t

[0276] 6. 2. 3 B4 2 AL AR 3 T

[0277] % 20 gt e Wistar K BENL 3 WAL R (200w g/kg/ K ) FIAEFRER /K AL P
A 2ml/ K)o BRRBEBRENES 2ml FUR, B9 EES —K, 4L 5 39, 7258 =k
Re W) G — RIFah 8 i BB N S 5 IR0, BRIk, BRSNS R

[0278] 6. 2. 4 TZscks il

[0279] 6.2.4. 1 JREFARE &

[0280]  JREE K& BB EE R = BT ah . B R —IRAE 24 /i 25 AR UK R
AR FRAE, I S K IR T Ve B IR & &

[0281] 6.2.5 &1t

[0282] At R SPSS B It t A AT HLEL

[0283] 6.3 £

[0284] 3% 15. 45 T HIKXT Heymann ' 2 K 24 /NI RE IR (mg/d1) IR

w N 3 558 " (AAgfﬁ_ —
l0285]  CMS-01026 10 62#23  3.1x04  3.0%1.6%  3.8:22%

43 kb 10 41213 31408 109428 126212

[o286] " SAEHEL/KAMLEL, P <0.05
[0287] 6.4 Z5ip
[0288]  Jx IR CMS—010. 26 7E-5 3 ()55 & T FEAIK Heymann B 28 K AR P 22 1 PR IF ) AR AL,
AR KA TR AH L A G2 B (P << 0.05),
[0289]  SEjfsl] 1-6 (1) 2:7% SRk
[0290] 1. BBz, I, MRis . 48080 77vise . AR ARt RAL . 2002, 1 :1426-1428
[0201] 2. 2y (VOZy) IRIRATHE TSR 3 ) ), fhae N RHLAIE . 1993,7 :134-135
[0202] 3. TRz, WUk, BR1E . 253ESEEe U7 . AR DAL . 2002, 1 :1429
[0203] 4. /A, ZREi R, SRBE R . MTT 8 JEU2A0 ) NK 40 Ji v M 1 7 V22 . b [ 4o g
ki . 1996,1(6) :356-358
[0204] 5. {24 (V§24) IRIRATIFSTHE S IR ), thde NRILFIE . 1993, 7 :128-129
[0295] 6. ZEJCili, R PGS . ARSI (50 hi) . AR DAZH AR . 1998, 137-138
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[0206] 7. TRz, WU, BR1E . GHSEE0 /7% . AR ARt Rt . 2002, 1 :1429
[0207] 8. 2k (VUZy) IRIKATHEGIT: 3 ) ), fhae N RFLATE . 1993, 7 :137-139

[0208] 9. M2y (VUZy) ImIKATHEGITE T e ), rh e N RALATE L 1993, 7 :96

[0209]  10. #R AUz, N W e, Ffs . 25 PRS2 80 7 vk % . AN IR AR R 4 . 2002, 1 -
1227-1228

[0300]  11. ¥z (VHZY) IGPRATHESTHe T R, hfe N RGILAITE L 1993, 7 297

[0301] 12, #Rlz, WUne, BRE . 29 BESLE0 rikss . AR A ARAE . 2002, 1 11227
[0302]  SZjjEfel 7

[0303] £%% EGIpe

[0304] LR $R2A4L 7Oof A K BH IR At & o b Ak e =P R AN 2800 i vk. dmitik B
CMS010 (VAPEEHPTLLTEAPLNPK) Jv Bt (Horb ilrik v BeANELEE CMS-010 (1) 741)) ik &2 H TR
AT ) DNA A A0 25 T5 6 i FF AR SIS AR S BN I PR Rl TR R ARG 3K —
DNA JP 1) ¢ N — 3R BBk o Tk MR IS S A M WA R AR B3+, — 1
M T LR I0 57 22 37 J7 I A\ DNA JP 41 ) 2 v A i, BLA— MR T A B A = P i
EEEFRILEER (LR R ), 3 HIE v 5 A A B TR A/ 8l i FELE 741,
WHE S RRFER . SRR H— AN 7 22 W, Pavla (925 E L H 5,592, 908, H | AA L /ES
% o B, BRI TS W E A A DR A T C A s, DURIET IR B &
UHT 8 81 107775, 1R 28 )5 Bl 1 (AT — P8 ] b G i A e B IR PR R I mT A e 1 DA AE 3L
FFE R IE TR K . g S ik sE E LA 5, 592, 908 T iR i) 78 L B FLAT B A 3% 1 1) e
16-35 > 22 H0h B 7K 1 28 FE I ZH 1 R IR YA FR A 4 A\ 3 31— 0 4 i A i B IR IR A% BR 2 [
M Gt (55 IR AL R 5 2 b A i BH TR % B2 [T E

[0305] [ T IKEI4RAL 512 A1, A R DNA 74038 T A0 35 Bh 115 BT ik DNA % 5 70
WERIBBAREITH) o 101, 576 TR B AR 2 U7 20 IR R A R PR B ol il 1R
AL s5RT LB NG KT DNA R4 57 1 37 R, AT TR 7 41 mT LA IE A 7 1) be B gk A
BARAE R DNA FH S 2 BRI BT 4k, SR 5 44k . BRI & Bl DNA JEH2 S 3 Jis 40 338 K i #F
B EIE R o AL 4H B AR B A BRI TR P AE R IR IR AR . R g R
1) R PR AT ARG 75 R0 TR 1) 2%, UE SEAFAE IE A 7 W) 16 B DNA

[0306] 4R J ¥ IR B AR AL 3R FLAT 11 B L IR LA TR P 48 v i R Al b o I A
FI R PR C R PR AL I 40 i, BRI 20 WA mT i 1EAT Western ENIE AT A7 4E T o5 7R 4
o R IDA ) 58 F FEL DK R L B Bt R AR S o B8 40 11 55 A0 11 7 5 FH T o) 2% i DR TR B 1R R
BIRE IR WEFRRIE P 75 IR 2 IR TRE B (R 35 e 0 He 22 b — 8 7 25 71 A AR 1
138 BIE U BOZ 4 R ] A B I e X B an TR L, W] DL Rl T AL R 4 R R
FEW LA A B i T WO R b5 o 3K S8 A PR RE v Tl H e R A7 4l R 1K) 7 32, R Al
A B 5 AR ANV VR SR 2 B T B RN LR S AL o TR TR i) 2 R ) FH Ak A
AN IR o 5040, 40 B A] FH T 28 TR 47 it B L i N SR 2, AT R I IR sk A=
V3T AR NTHAGTE T o 4 FLIR B IRE PR B PR 45 N B W AR 05\ Y3 L A Jh 1) & A AN [
TiEZ WEREEH 6,036,952, K| AARMES . @I MR AW G, THREE ]
77 TR AR AL TE PTG E ORI SR/ s A B .

[0307]  SLjiafy] 8
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[0308]  ZRJE[A T FEIE = A B 2F HAT (R s A

[0309] DL R #2416 A 2 B kg2t 2 b pr ke P — AN 28 vk gtk B
CMS010 (VAPEEHPTLLTEAPLNPK) Jy Bt (H A ik i Be AN E 4% CMS-010 1741 ) FRIIR S H 1)
REAT A IC) DNA J7 1) G840 27 5 156 I, FF P AR ST AN 572 380 a0 FR s M 5k R TR 3 A0
1X— DNA JP 4 S N —RIKE AR T o I L IR 2R B RE 28 MR 4/, W1 pTZ18R (Pharmacia,
Piscataway, NJ) , HAE KA iR A 55 28 fRAF B b 39 B8 B0 JF S A Sr A s btk R IR DLk
PELAL TR o X — BART] DL A FEAS B 2R iR A R TR A B, nfiT AR B R 2R AT
SacB FEAI KA 3l LA S S i 70 Ak B 2F f0AT A s I M S BT R AR R T IR P 1)
A5 5 BT IR SR IA I IR B NG A M A R . X PR BRI — N 2
Fahnestock fJ3EE LH) 6, 268, 169, H5| NASCESZ, ] B, n b BTk, DAASE 20
IR A Rl B BRI 25 A/ s 1 DNA 5o B i H e e A1 i G i A A BH BRI DNA, fE#%
A BE R W TR B B P R B B JTORE ™ A JPORE IRV 5 4 JPURL A A 130 vk 50 2 R B, AR
PTG R E T BT E R DU LR AT,

[0310]  FEStfE T FEAk B A B 2R PR B 7= A2 e A FR 23 3 () SR ASE FH AR S s () i R 56
{E, WITE SDS-PAGE 43 18K Western EVEEZ &, o RO A5 i LAEAT S B 252

[0311]  $%5FR R AK I T5 IR I 2 Rl TRE W 835 R W 44 e 22 /b — 3 o 5 7 1 = AR AR 17
A3 BRIE B BOZ A R AR S R X

[0312]  =Zjfsl 9

[0313]  ZBL[A T LBl S|

[0314] LR #2476 A % B kg izt 22 o b pr ik g 3 P i — AN 280 vk gmidik B
CMS010 (VAPEEHPTLLTEAPLNPK) Jv Bt ( Hrp Bk iy BE AN 46 CMS-010 /741 ) IR A 3L T
REATAEADIC DNA J3 S A0 27 T V56 i FF R AR AU RN 53RN IR R v BE DR TR AR X
— DNA [P A R AN—RIEE AT o P i R R B G — A e 435 I bR R B R IB U, A
FRZH R R e BE A Bt pADHL, A8 B0 A 7E I RERT R I 17 23 R 52 i A7 50, TR 5738 7Rk
TR RE SR AR DL R R T8 B B — AN AN, 2 e A7 A (MCS) » LR I R 757
BG5S IRE P Ao X PR T ) R AR AU AN 0 B v PR R AR 2 . 7
A R DNA 4 N BE RO B ALt KA 18T FE B BE s R 55 AR A% AL ) KT v e 4 4%
A4 R0 T BT 9 5 AT IS TRV () A B 5 7R ol 2% BURE DNA S5 5 W 3R 2 BN I L TR
AL B B SLEF A B BRI % B R FH T S A P TR TP 1% 0 T R A 5 7 I I P TR B R
HRRE R L — R I R DIERE AR F2 3L FAE K i B B B B D ik 3R 3E A
(P85 R IO L PR IR RE R VR« A 2 IRk S L B 25 R FF 3R R i S R = )
(M RE T AEFE AR 720 BAE KA . B I AT Western BN /74 T-55 78 55 1 IR (1) ¢
JE FL UK BlCH B PR AR AR ] LLUE SERR R 3R I8

[0315]  IEPEME AL VR IT H Tl KRARE 759 o 15 9% R I8 T AR IRk R TR e BE 1)
R FEAG H 2 b — 5 25 7 1 AR AR TE AT L YT U B0 R BE AT A A R
e R Wi T E, v L& Pl 7 2 Ab e BRE 724 DL 26 i 1 R i TE O b SR, XL
A BRALHE R T B T ORAF B BRI 702, D5 A AT % B S B0 s T B 4 B T
ORI G o XL 25 4 1) 38 A2 A BN IR o 78 o — ST &b, B4k
VR B ] FH A S, 0 6N A i) 2% Bt G i P 0 ) ot A B W RN R L o B X e T R L
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PR ES TR W), AL B B 2 /DRI IN 25 R AR H AL IE P, FR g Ak iE o IR ik 25 18 =
[0316]  =Zjiifsl 10

(03171 k47 20 & 1 [X 4z

[0318] I SCHRAML T — Tl 46 R K AN R B R RO K B RE A XA A 4l i S A sl Ak
PYIRE T DX B R 7R 9 U7 Ve FEIX — B, dl iK1k B CMS010 (VAPEEHPTLLTEAPLNPK) )5
Bt CH P PR i BEAEL SRS OMS-010 B5 41 ) BIIK S 3E 2y B A A 400 s A B0 A A4 1) B I Py 41
VAT 40 MG TE S . 4, CMS010 (VAPEEHPTLLTEAPLNPK) i Bt ( b Tk i R AN
F& CMS-010 B/7 41 ) M SLIhRERT AW £0 o AU B 2 J 4 2 N I ok 3L 8 54K 75
A (LMW) 5 BB i 3 b A v 7 B O 2H 23 ¢ ] ok g Mk g 4 SR AR I i 1 0
& S5 LMW S B Ls A I HE AR O Gk A T (Folgert 4§, Br. J. Pharmcology,
136 :1107,2002) o &8 HBUK S 5 — P B ST BURAE 256 1) — BB AR AR BT &8 A 1 Sk
s 2 AFF (Fischer 2%, Bioconj. Chem. , 12 :825,2001) » 4R 5, i K 454 IKFE L A
i JZEHr 7 P E  AS i FPLC R/ BB BT B 0 vk M IZE e ik R o B Aal FH ()4 2 3R )
aifl. — HAAiAk, RS GRS T T BRI R AR . A TR TR T
# §& CMSO10 (VAPEEHPTLLTEAPLNPK) v Bt (oAb v ik iy Bt A L 48 OMS-010 /751 ) B
DURERT AN 5 LMW V5 131 B 2 [R) I8, Hoos b i Bt e P e B IR R (IR 5E LMW ¥ B
BT 5 BT v /N 40 MR SE A T ), OMS010 (VAPEEHPTLLTEAPLNPK) Bt (Hirp ik
BT OMS-010 (/741 ) S DhRERT AR AR S E ML BB ME 2. 540 [ B /R E i 1)
CMSO10 (VAPEEHPTLLTEAPLNPK) J Bt (H:rp B i BEAVELAS CMS-010 (/751 ) K hRefi 4
V) B 5 AH LU, X 56 1B K TR i S s PTG T AR FH o AH SCHb, SX B 982 A 18 BIHT G T 1t
R — KRR 2 i &

[0319]  SCjiafs] 11

[0320] 1% I ELSE A A

[0321] TR SCHRAE T ol i po 0 v P MR 326 )M 1 LY ) v o T AR AU AR N T
BN B2 76 AR R B — bk, JCAE Fh o ) 22 40 il Pl R A I 2 A8 B R PEERT . 8.
5 AR ] TR AR P 3R I X L8 A A () 5 R (R 21, G b S S A A B
REIIHFE o — B LLAAL R X RAT, X PR FH T — RV HUAL A RN, SReda g — A Hoh
—MRERE &7, R BNAIK ARG G 5 H— 2Rk LA Pkt b g — ML
BB R TR B R o R Bk 1 5 A R B KA & B . B AR h L R A = AR S
16 B i 7 PR B Xk R TBC B AL il R DT IR B B A s e A B A 2 IR B (mask) B ikJE
W1, L3I0 T B B S M R AT TR e e T ot i B P P B A B X e 7
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ARG BN o

[0328]  JFHIEk

[0320]  <110> —ZE=ZyiF5e CRYI) AR~ H

[0330]  <120> A=4iEHEk VAPEEHPTLLTEAPLNPK 7424

[0331]  <130>0610785CYP

[0332]  <150>US 60/566, 455

[0333]  <151>2004-04-28

[0334] <160>31

[0335] <170>Patentln version 3.3

[0336] <210>1

[0337] <211>18

[0338]  <212>PRT

[0339] <213>Sus scrofa

[0340] <400>1

[0341] Val Ala Pro Glu Glu His Pro Thr Leu Leu Thr Glu Ala Pro Leu Asn
[0342] 1 5 10 15
[0343] Pro Lys

[0344] <210>2

[0345]  <211>17

[0346]  <212>PRT

[0347] <213>artificial sequence

[0348]  <220>

[0349] <223>Synthetic peptide sequence

[0350]  <400>2

[0351] Ala Pro Glu Glu His Pro Thr Leu Leu Thr Glu Ala Pro Leu Asn Pro
[0352] 1 5 10 15
[0353] Lys

[0354] <210>3

[0355]  <211>17

[0356]  <212>PRT

[0357] <213>Artificial Sequence

[0358]  <220>

[0359] <223>Synthetic peptide sequence

[0360]  <400>3

[0361] Val Ala Pro Glu Glu His Pro Thr Leu Leu Thr Glu Ala Pro Leu Asn
[0362] 1 5 10 15
[0363] Pro

[0364] <210>4

[0365] <211>16
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[0366]  <212>PRT

[0367] <213>Artificial Sequence

[0368] <220>

[0369] <223>Synthetic peptide sequence

[0370]  <400>4

[0371] Pro Glu Glu His Pro Thr Leu Leu Thr Glu Ala Pro Leu Asn Pro Lys
[0372] 1 5 10 15
[0373] <210>5

[0374] <211>16

[0375]  <212>PRT

[0376] <213>Artificial Sequence

[0377] <220>

[0378] <223>Synthetic peptide sequence

[0379] <400>5

[0380] Val Ala Pro Glu Glu His Pro Thr Leu Leu Thr Glu Ala Pro Leu Asn
[0381] 1 5 10 15
[0382] <210>6

[0383] <211>15

[0384]  <212>PRT

[0385] <213>Artificial Sequence

[0386] <220>

[0387] <223>Synthetic peptide sequence

[0388]  <400>6

[0389] Val Ala Pro Glu Glu His Pro Thr Leu Leu Thr Glu Ala Pro Leu
[0390] 1 5 10 15
[0391] <210>7

[0392] <211>14

[0393]  <212>PRT

[0394] <213>Artificial Sequence

[0395]  <220>

[0396] <223>Synthetic peptide sequence

[0397]  <400>7

[0398] Val Ala Pro Glu Glu His Pro Thr Leu Leu Thr Glu Ala Pro
[0399] 1 5 10

[0400] <210>8

[0401] <211>14

[0402]  <212>PRT

[0403] <213>Artificial Sequence

[0404]  <220>
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[0405] <223>Synthetic peptide sequence

[0406]  <400>8

[0407] Glu His Pro Thr Leu Leu Thr Glu Ala Pro Leu Asn Pro Lys
[0408] 1 5 10

[0409]  <210>9

[0410] <211>13

[0411]  <212>PRT

[0412] <213>Artificial Sequence

[0413] <220>

[0414] <223>Synthetic peptide sequence

[0415]  <400>9

[0416] His Pro Thr Leu Leu Thr Glu Ala Pro Leu Asn Pro Lys
[0417] 1 5 10

[0418] <210>10

[0419] <211>12

[0420]  <212>PRT

[0421] <213>Artificial Sequence

[0422] <220>

[0423] <223>Synthetic peptide sequence

[0424]  <400>10

[0425] Val Ala Pro Glu Glu His Pro Thr Leu Leu Thr Glu
[0426] 1 5 10

[0427] <210>11

[0428] <211>12

[0429]  <212>PRT

[0430] <213>Artificial Sequence

[0431] <220>

[0432] <223>Synthetic peptide sequence

[0433] <400>11

[0434] Pro Thr Leu Leu Thr Glu Ala Pro Leu Asn Pro Lys
[0435] 1 5) 10

[0436] <210>12

[0437] <211>11

[0438]  <212>PRT

[0439] <213>Artificial Sequence

[0440]  <220>

[0441] <223>Synthetic peptide sequence

[0442]  <400>12

[0443] Val Ala Pro Glu Glu His Pro Thr Leu Leu Thr
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[0444] 1 5) 10
[0445]  <210>13

[0446] <211>11

[0447]  <212>PRT

[0448] <213>Artificial Sequence

[0449]  <220>

[0450] <223>Synthetic peptide sequence

[0451]  <400>13

[0452] Thr Leu Leu Thr Glu Ala Pro Leu Asn Pro Lys
[0453] 1 5 10
[0454]  <210>14

[0455]  <211>10

[0456]  <212>PRT

[0457] <213>Artificial Sequence

[0458]  <220>

[0459] <223>Synthetic peptide sequence

[0460] <400>14

[0461] Val Ala Pro Glu Glu His Pro Thr Leu Leu
[0462] 1 5 10
[0463] <210>15

[0464] <211>10

[0465]  <212>PRT

[0466] <213>Artificial Sequence

[0467] <220>

[0468] <223>Synthetic peptide sequence

[0469] <400>15

[0470] Leu Leu Thr Glu Ala Pro Leu Asn Pro Lys
[0471] 1 5 10
[0472] <210>16

[0473] <211>9

[0474]  <212>PRT

[0475] <213>Artificial Sequence

[0476] <220>

[0477] <223>Synthetic peptide sequence

[0478] <400>16

[0479] Val Ala Pro Glu Glu His Pro Thr Leu
[0480] 1 5

[0481]  <210>17

[0482] <211>9

40



CN 1976947 B WO B 38/41 T

[0483]  <212>PRT

[0484] <213>Artificial Sequence

[0485]  <220>

[0486] <223>Synthetic peptide sequence
[0487]  <400>17

[0488] Leu Thr Glu Ala Pro Leu Asn Pro Lys
[0489] 1 5

[0490] <210>18

[0491] <211>8

[0492]  <212>PRT

[0493] <213>Artificial Sequence

[0494]  <220>

[0495] <223>Synthetic peptide sequence
[0496] <400>18

[0497] Val Ala Pro Glu Glu His Pro Thr
[0498] 1 5

[0499] <210>19

[0500] <211>8

[0501]  <212>PRT

[0502] <213>Artificial Sequence

[0503] <220>

[0504] <223>Synthetic peptide sequence
[0505]  <400>19

[0506] Thr Glu Ala Pro Leu Asn Pro Lys
[0507] 1 5

[0508]  <210>20

[0509] <211>7

[0510]  <212>PRT

[0511] <213>Artificial Sequence

[0512]  <220>

[0513] <223>Synthetic peptide sequence
[0514]  <400>20

[0515] Val Ala Pro Glu Glu His Pro
[0516] 1 5

[0517]  <210>21

[0518] <211>7

[0519]  <212>PRT

[0520] <213>Artificial Sequence

[0521]  <220>
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[0522] <223>Synthetic peptide sequence
[0523]  <400>21

[0524] Glu Ala Pro Leu Asn Pro Lys
[0525] 1 5

[0526] <210>22

[0527] <211>6

[0528]  <212>PRT

[0529] <213>Artificial Sequence

[0530] <220>

[0531] <223>Synthetic peptide sequence
[0532]  <400>22

[0533] Ala Pro Leu Asn Pro Lys

[0534] 1 5

[0535]  <210>23

[0536] <211>6

[0537]  <212>PRT

[0538] <213>Artificial Sequence

[0539]  <220>

[0540] <223>Synthetic peptide sequence
[0541]  <400>23

[0542] Val Ala Pro Glu Glu His

[0543] 1 5

[0544]  <210>24

[0545] <211>5

[0546]  <212>PRT

[0547] <213>Artificial Sequence

[0548]  <220>

[0549] <223>Synthetic peptide sequence
[0550]  <400>24

[0551] Pro Leu Asn Pro Lys

[0552] 1 5

[0553]  <210>25

[0554] <211>5

[0555]  <212>PRT

[0556] <213>Artificial Sequence

[0557]  <220>

[0558] <223>Synthetic peptide sequence
[0559]  <400>25

[0560] Val Ala Pro Glu Glu
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[0561] 1 5

[0562]  <210>26

[0563] <211>4

[0564]  <212>PRT

[0565] <213>Artificial Sequence

[0566]  <220>

[0567] <223>Synthetic peptide sequence
[0568]  <400>26

[0569] Leu Asn Pro Lys

[0570] 1

[0571]  <210>27

[0572] <211>4

[0573]  <212>PRT

[0574] <213>Artificial Sequence

[0575]  <220>

[0576] <223>Synthetic peptide sequence
[0577]  <400>27

[0578] Val Ala Pro Glu

[0579] 1

[0580] <210>28

[0581]  <211>3

[0582]  <212>PRT

[0583] <213>Artificial Sequence

[0584]  <220>

[0585] <223>Synthetic peptide sequence
[0586]  <400>28

[0587] Asn Pro Lys

[0588] 1

[0589]  <210>29

[0590] <211>2

[0591]  <212>PRT

[0592] <213>Artificial Sequence

[0593]  <220>

[0594] <223>Synthetic peptide sequence
[0595]  <400>29

[0596] Val Ala

[0597] 1

[0598]  <210>30

[0599] <211>5
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[0600]  <212>PRT

[0601] <213>Artificial Sequence

[0602]  <220>

[0603] <223>Synthetic peptide sequence
[0604]  <400>30

[0605] Val Ala Leu Leu Thr

[0606] 1 5

[0607] <210>31

[0608] <211>5

[0609] <212>PRT

[0610] <213>Artificial Sequence

[0611] <220>

[0612] <223>Synthetic peptide sequence
[0613]  <400>31

[0614] Val Ala Asn Pro Lys

[0615] 1 5
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