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L. —FE BN SSUNTX & 17V, 7 A AR AN N T 6k, 375 BridAE
(17853 5 LA EOS BT G e ot R s 4 B 23 B 7 70 B bR IR B S-MINTX (1) F 43 28, AT 5 22
IRFE SR S-MNTX ()& .

2. —FHAEIRE T S-MNTX FIAELE R 7515, 1% 7 VAR N T itk AL, BLRAE
FH SMNTX AE A (i n vl LA 2 IR A0 S-MNTX IAE7E .

3. BCRIEESR 1 8% 2 Frad () 5 i, Forb Pradi A A5 S-MNTX AT R-MNTXG

4. TR TE N S AR B LEY

o
g

oL,
L X ERE T
5.

— P& MINTX (A, P AT IR A G+ 10% DL B MNTX X F2C8 S 1)

A,
6. — M EHERENIBAERK 5 WA AW VL2 BT B8R 25 a6 .
7. — PP E S W g A, A AR E K 6 AWAEY.
8. — M H T4 ik S-MNTX [ Eh 1 7712, A0 45 .

FESR WAL G (BLEE ) PR TA e B e A DA 26 S-MNTX [ iitb g 2 o

9. — i A T3 -

(a) XTSRS B T7 1%, BURR LA R0a 7 sl I0s I8 8 1) 5 SR 7 B Gt
BANE K 6 KIZGMAEY) 5

(b) T B RGTT BN G i S 77 72 A4S LU R4 O 5 8 i 3 ) )
ZARCRIEE K 6 ZMAEY)

() XF G AT 732, A0 45 LU LTI B 86 o7 740 I B AR 225K 6 i) 2541 &
Y 5

(d) XFGrp RAE I TT %, BAE LLAT R 0T [0 8 1 75 2 LR 2 I BRI 225K 6 11
ZMAEY ;5

(&) XfZ P MRIATLH 1 (INF) PR 750, B X R HA Y, FridH &% &
A TNF 7 AL BRI R 6 AL S

10. —FHT -

(a) DG e o] fizid R B04S s R 5 R RO UE R D AR AR (0 7 3% AR LA 0
b i 1Bl i VR BGS W& 1R 5 RS AR UAE R A0 AR ) e ] 7 S gl 2 ) 0 5 Tt FH AU 22
K6 KIZyMAED) 5

(b) FEARNT G b e o] iz dde T AR B804S i dds 1 R 5 S RO UAE R JRE (0 735 » Al AT 2 P A
H 2 P 3 T AR m 5 i e 10 A 5 S FRY 00 o P2 ) i 1] i 3 o B AT ) 0 5 it I BUR 225K 6
HDELY/EERE g/

VL — B 067 W Sy a7 A K T3 i, AR DA R0 W 5y B B AE ) 22 20— BiE
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R ) 75 B PR T B R T AR LK 6 (A A

12, —Fh2isr, AR EH B ARNELE, TR % B A2 5 A BN E K 6 MAMAE
PyFALE Ut B A5

13, —FH TR B I Th e 7%, JLALHE ) 75 EE LA X S S-MNTX, 0 i ik xf
SEHANE v B R TR DU

14, —Pikl & S-MNTX [ 578, ARG Nid D]

(a) 19EI5AH S-MNTX FIsE— 46,

(b) JET vk B s LA A At Frid s — A 54,

(c) FIFH S-MNTX 1 Ky brife, FELALFI S — 415 FE i L 3ET HPLC,

(d) 5 BT I e ot A AE BUANAFAE RAINTX

15, —FEHAEMABRRASE, FrR A5 EH SINTX, K iR WA EH
HPLC RIS (1) R-MNTX, Jf B AT bR R T Brid B3k 2 b ol & 46 ik 38 sk R Brid
HEWA LA AT R-MNTX.
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(8) -N- FRELN R HS T E U R E AP A IR

[0001] A HH3 2 HE H 2 2006 4F 5 H 25 H . Hi 5 24 200680022964, X, & Bl 4 FR Ky
“(S) N- FIEEG i L FCA R 2 AR L2 AT a4 (PCT/US2006/020232, A B 5K i Bt 1
#2007 4F 12 A 25 H) 2 HiE R g,

B G
[0002] AR K (S)-N- FIELAN AT (S-MNTX) H] T4 S-MNTX (R SZ AR FENE & 17
AT SMNTX I 25 lsr AT e AT T RAE Y T i

A

[0003]  FEZEZN il (MNTX) S22l A FEY) s SR g th i 2= Ar A4 . HAE b A7 1.
SCER AR T MNTX JRALA) £6 2 FR AL HE - RS0 dh B VRAL Y « N- FF 40 il B VR AL B VR g
i &) g A R 2R R AL A MRZ2663BR.  4n 3k [l & A1 4, 176, 186 ik, 78 70 AL HH
Goldberg S5 H {RKARIE T MNTX. A KKt A1 BEIE 1IN 23 5 1 s iAL &40, Bk 77 fAk
E5 G i A AH b B S K AR P A SR /N R TS I o MNTX RS AR il B 1B H 2 ik A
i = Wk Rk . R, MNTX ZE4R R0 A & i ek 28 0k 22 ke 5 HAE L, B A SRR 4 BT
KRR 22 2R IR AE FH R AL A

[0004] MNTX 2 FM 70 7, H HFER U EZERBS AR (WE 1. A FIEA R K
MNTX 37 S 46 A4 S 15 0 B A (R 1 2R 00 2 AL 2 R o SR AP 4838 1 MNTX (9 P A 9
T8 11 ) B8 W 7 MNTX 2 A0 5Bl A4 B piofl. — S8R PR IS pon hgeidd8 TR E &
) 4,176, 186.4, 719, 215.4, 861, 781.5, 102, 887.5, 972, 954.6, 274, 591.6, 559, 158 Fll
6, 608, 075, LA K 35 [ LA Hi 10/163, 482 (2003/0022909A1) . 10/821, 811 (20040266806) .
10/821, 813 (20040259899) #l1 10/821, 809 (20050004155) H7, 1X 48 40 45 PR T J FEA)
JER EIE P T AN BERACRR] A B BRI VR o 3XRE B I P A O IR I TR AN 22 R
PE R I BN N8 AR B IG S e18  GEIR 1 HEE R e Pl SCRRH A FF T MNTX
AMEBRARIE B B0 R B V0 T B EAE A, 1 EL AT Hh P AT A4 o B ik B AU
PEBT R AR AR R R R EE A . IR R EE BRI E B G s F RS B )
R AL R R PR E RN L S AR AR T E o S S8 A (1A A R A o AR 5 ASCHIR ANV
FEIXLCAIEFT AP AT A A MNTX 252 R AT S S AR S AR VR A W B p — [ ST AR SRR A

[0005]  STHRFE BIAL G4 53 B R S A4 e A AR WSS T g LA AN R A BERN Dl e 1, VB AR
ATART R 2 I 00 I A 75 A SR AN AT THA I o A P AL g A M K 0 1551, iy S0 Al Ak 2 A e
R A2 SR RIS o R, R— R AR BRS2 VA T VE BB P 2 3RS (ADHD) 1254, i HoXT etk s,
S— WK FF AR HIIDARR . S— 3 PaTT Be i Skm , Ty HoT e tA R- 980G 7T FH TR 7 AR 7Y
PR 22 (1) S R AR YRS AR v T W T e A R o R OGRS TETE IR o B S hr e )
S X BRAKLEL R AR AA S ROH 9097 B 4.

[0006] Bianchetti %% (1983Life Science33(Sup 1) :415-418) W51 T =X ZERRIEFEHL
FHVAE X W e A A S ELBRAABUIZ 238 HEE 403 55 R 4 ies B, DL T A X FHE R A 2 8
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EX M RSN FIR PR TR . D8 I M AH 4 KRR 4 20T AR 02 el 1) 24 (10T AR AL . 7

TR, B N- I 2 - BRI BU ) B A0 A3 B AR e S i ik (FRCh “N-
AR SRR ) FERAOR K SURI AR 16 °H b i 0 mh o= 25, R8I R R1 i b P A
MERS B AH Sk, 3@ N= AR BRI BUR 5 06 T 2k 1 s A 31 RS XS B S i A (R R
“N= I A FEAE X A R 7 ) AR H- gl i, I ELAE IR SRR B R 2 (RS B
MR EFIE R o RN &5 RIEH SRR — 3, BRIAUUE “N- 27 1A &
“N= i TR AR XS e S5 A A 0 it e i 5 10 DK SRR I kS RIS P onI PR o VB 5 I i H
FLEC REREAEAR (NMR) 43875 2% (KA BRI A R 41, (ER IR 2 7 VR AN RS i . 1EE 5]
T SCERZ 25 FH T a8 25 100 “N- FRSEAERT e R A4 7R 7 R AR U, Ve 4 tH e v M fe
SR8 WA AR W SR AR A S o AT I X W S AL AR R A B A U 1) (RJ. Koby lecki
2 J.Med. Chem. 25, 1278-1280, 1982) ,
[0007] Goldberg 28 A W) 2£ E & #H| 4,176,186 Fl ¥ # T [ Cantrell 2 A
W02004/043964A2 H5R T MNTX & R 7 &0 & A Tl ik H A7 S50 T2 B A0 0 N- B
A R A= MDA A OMNTX o 2% T F A 1™ 28 B S A 4K, GoLdberg 26 A Cantrel l
2 NIRRT o IR FE T B ARASBERA 2 SLARAL 2, BT DIAE B i E M R 3R S ST kb 2. 4

*&f%ﬁwmﬁﬁﬂﬁﬁ1%%%M*%%W%ﬁ%%%Xﬁ?%ﬁ&ﬁ%%%ﬁ

ABEFM T MNTX & e SZ AR 22 7= T4 B TR & 7 V25, AN i B k= A=
mwmﬁﬁ%&sﬁ@j%ﬁWEMEﬁwo
[0008]  SCHik A A AR A 2 S-MNTX BL K i) 4648 S-MNTX [ 7k o LEANFAEZE S-MNTX
VENARE RIS DL T B AN BeAf 2 ME R IEFIIX 73 Goldberg %6 ABK Cantrell 5 N &
DR IRV LN ALY .

EZIPAR
[0009]  HWAE CLE0 & tH B4l B S-MNTX, iR S-MNTX R fE i AEXT T (R) -N- &
S I (R-MNTX) SRR AR LA NS AR B B TR) o R BRAL S-MNTX HA AN ] SCHR A AT i3 1 MNTX
TG T T T
[0010] A A BH 4L i 4l B 1) S-MNTX iy 40 2 1) S-MNTX {14 &2 LA fe) A4 T il % v 4t
FE B S-MNTX FRI380 55 20 BF R-MNTX R S-MNTX YRS 40 B9 S-MNTX F 77 325 [X 3 S-MNTX &
R-MNTX [ /775 2 8 S-MNTX 1775 &8 HL R 250 7= Sl A o4 Jo 1) 4H O FH g o
[0011] A EHFRHE SUNTX fe HiEh . 433 S-MNTX )7 2 A BORA R UK. 4,
LA N b & B0 S-MNTX HA B] 1y R4 Sl v P
[o012]  R¥EAKHP—AN T, A EY. FriddE&W2E N 1R FEN S A
BRI EY)

b

OH

Me"’N@

[0013] 5 oﬁ T (S-MNTX)

OH
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[0014] HP X ZERE T

[0015]  S-MNTX s2#h. BEIHXT TARBIE N, ¥ EA K&, BN TS . e, i
RSB T D BRAR B AR A PR AR B L B A A . s AR RS VR
BV AR o RS B ST R, TR i R U, AR S Ah e
(RISt 77 28 i 1 B8 AR IR B o TERLLE St 7 e, BT id iy v 90 4 T A e PR AR B
FRIRAR o Tl PR 1) S 4] 0, 16 R R PR AR XTI AR. (besylate) « FF T PRAR = 950 R TR R AR
FRIEAR K 52 A0 45 AR R A IRAR A SR AR .

[0016]  HE#E AR B, LLAM 88 (I TE R ARt S-MNTX, 20 8, X R E 2 /0 50% 4, 7F &
SRS 7 b, $R A 75 % 4l FE V90 % 4B L 95 % 4l 98 Yo 4l i AL £ 99 %6 4l E Bk LA )
S-MNTX. 7E—E BRI Z&H, BTk S-MNTX 2 df 7R K.

[0017]  WRAEAKHN —D T, AW . P d &2 WX, KA EFAEY
I MNTX KT 10% X TR A S L. Bk, /A 4E A6 [ MINTX KT 30%.40% .
50 % 60 %70 %75 %80 %85 %90 %95 % .96 %97 % .98 %.98. 5 %99 %.99. 5 % .
99.6%+99. 7%.99. 8% L& T4 99. 9% X T &N S AL 7285y v, e anad i
RAGEAR RS (HPLC) & ] AU ) R-MNTX.

[0018]  7E—LE5jli ;7 &b, TR 40 & W) W, 16 A — B8t 7 b, iR A &) 2
W, AR A — S SE T A, ik AR ), I BAR N A S T T, B -5 )
SE[E KRB R FE—ANEE S R, TR G W2 k.

[0019]  ARHE A B 55— J5 [, $EAE 2555 . ik 250l e & 7R 24 2% BTz 484k
I EIR S-MNTX SV HITE—Ff o BTl 25 ) Hl50048 & 41 0 1 S-MNTX. 78— 2851t 7
FEh, HEWPEH IR DA R R-MNTX. 1 BEAFLE, R-MNTX Ak T8 75 ) 5 %
Jiti FHA 2 S-MNTX [RIZK Yo FE— 2850t 7 22, 25l — A0 B Bk T MNTX BASMRTYA
J7 0o FE— AT A, BTk Va7 2B R FE s A U s B REA) ek
K] 5 5 4 SO 0 300 £ S 487 A2 BT 254 e« BT JE R 52 BT 7 5 2 AR (asimadoline) « Af 44 =
burprenorphine  AGFCHETE 7T A7 Rl M . = ZBEG e (U9 R ) L SR FF AL M55 o
BEAEZ LR S5 K JE s funal trexamine & A] B« &0 W MERR L 22y MERE « A0 iE S EESE VI 32
FR 6 R R Y5 R T g S SRR (WA IE ) VDR Rl i ik —6— T BE IR A HE L 4A TR
N il AT Ry 3 AT A i 0 N e ) BETR BT S DR TATLE B2 TR 55 B 25 R JB A BT 25 KB B R
2EAT T (trimebutine) M1 2 oAl 4. 76— LSty &, Brid i) b #E4 bl A #
V) B FNASEE S 28 ok it o e e, DRI, 244 B Mt FH 250, S5 EAR B PR A R
(CNS) y&PE (BRI JE TR A “ AN EPER” 257028 ) o 72 MRS T7 S, ik ifyr 2
Ko FEMD RS DU BT FER RS DU EFE SN E v B R RS BOR. SME u B R
SRS HUA H S A 4E 25 R S HER (noroxymorphone) WIZERTAEY (W, Goldberg & A,
FEHEH] 4, 176, 186 Fl Cantrell 5 A W02004/043964) , Lb an#hiiR T-26 H L&) 5, 250, 542,
5,434, 171.5, 159, 081.5, 270, 328 F 6, 469, 030 T [WIREE N- Li LR fis / £, th ik T
% EEH) 4, 730, 048.4, 806, 556 1 6, 469, 030 HRIFT F A WF AT, ik T-26 H &
) 3,723, 440 F1 6, 469, 030 1 [KIZE A I Gy kAL -S4 .

[0020]  7E—ANSEjt 7y 2, BTk S8R R 7 FE D BT BT 2 R-MNTX. R-MNTX 2 iR 4 A
BRI 25 75 1 MNTX 3= T8 3, BARARAS IR AL (6 4 9075 G4 1 S-MNTX. A T ik

6




CN 103257189 A OB B 4/53 T

75 R A BRAE Y R-MNTX . T B Hb, 41 N 34T R-MNTX (RIS AR SE B MR A i 4 3 B P 2
1) 4y 1 W LLAS 3 3-0— AR 37 1R 2 it B B BT a 30— AR5 1 49 itk B Y AL LA 3] 3-0- {9
[f) —R-MNTX 2k DL Az [ Z2 R S5 4P 35 LA 31 R-MNTX. 2R ALy (46 o1 DU M ) i
/ BRAS SR G A R BUE (B = % ) AT —Phak & &7 T, IR . @it
3-0— LRI 20 1th W 5 PP SR s Y. FF 640 49 T, LA 2% 3-0— £R47 ) —R-MNTX BL ) 2
Al B R FAR PG I T B M . SR SRR A FE 3-0— fR I -R-MNTX ik
YEh LR 2SR L9072 48 R-MNTX SRAb 0 3 / A ik, JF DB ik iRk o &/ sAe 4 ik i
B A A QRS DA 2] R-MNTX IR .
[0021]  7E 5 Ah—2e s 7 S, B v6 97 FRIAS A= B0 BE) 0L BT 3 RE) s ) T
FEVI IS DL o BN, Bk 67 70T LR B 25570 Br A 28 DLEL s o) Dot mm) o i 7 B
JEAE BT B AT AR R PSR T I WA R S 8 BRI ) B IS 3] B s ik ) sl I
HE
[0022]  FEAKRBHEI—A 51, SSMNTX SHUIEVSHIA A, b B s Rk T gk T
HEAA, 7 WK T R 1) N= S8 A0 B LRI AR DL R T 2, #h25 v I 1E VD LR, P
7], SEEAER, RERR B, TRIR B, SRR, TRIRES, R R IE (Polycarbophil) , 5 — %
WEAEbE, BT BTG o, ORI M I, 25 0, 3545 0, 22 by e, 08 1, SR, W MR, T
JZ JEK » 3% B T 1 i W A, 41— FR B FE i 2 WE M (phthalylsulphathiazole) , SRR 84, f
T R ol » Bk A7 A5 IR Bl » AT AR PR BS , — B MM IR Bk, VI A PR B, /KA Rk, i XA 2 s
A A IR R, BT A BT 70 (a7 ) 52 AR AT AE M PUIRYE Rl sk LA A .
[0023]  7E A & B[ — A~ J7 T, S-MNTX 550 R4 A, Brid Bt 2 57 Ky 3B 8 Ak bt 28 51
(NSAID) « i Jeg SR E Al - F 50« R EF 5T (basiliximab) IAFLBREPT (daclizumab) |3
KPP BB TREE mofetil T MeNGIng | fih ba 55 ) | S [ L A SR N IE | By bhr g | SE Vb
Z B A.
[0024] AR HIZ50HIH T HAA 2 MBS, G EARTmE QKA EY. iR
I EESR = & H Pl SRR REs: /Ny b R A et N B il B TN EAE R/ ST ol [ A R/ S
THHED RAFIF A EY) . BB S P AW FriRdaWnT H T ORGEH |
W40t FH R R S50 RS (topical) i IR BB 38 (Local) JiiFH %5, 0
F B Mo, BT il AT DL B2 R B K P < 2 P RS P L P e 2
[0025] AR A K BT 55 4h— T3 T $2 45 S-MNTX (9778 BTl 75 i G4 55— )
LA (RS ) SRS SR HERT, LLH] 4 S-MNTX sl . AR5 nl T M@l LU 25 3%
BRI ES (12 F OB BTIR S-MNTX B ER #4685 31 55 350 A TR 8 1 A8 # pl o 77
BT LN R E o 75— DEB ST S, IR SMNTX W S — ¥ h A B 2158
TR FF TR A S R B AT BRI  SSMNTX VR ER . ARIE R —
S AR AR T BRI 2 N- PR LN Bl (NMP) o IR 2R i H R 2 /D
S meE e . AR BT VEIE AR G (3 | T 4h S B A AL S-MNTX . 7E—A
SEHE T e, B aiAr el 2 R E A ST . TR RS IR B VS R AR KRS T AT X
o FEEEEISEE 7 T, 7E 65 & 75°C 4l R MRS T 8- T 88— R RN, LB AE
2 T0°CHAT, I HAE S U738 % 09 SN
[0026] B yZ Hb, P IR 5 vA AL AR I DL P IRA B N R I S-MNTX 7E 28—
7
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AR R B BEAT AR ) 5 R T, DA 2% PR IN B 5 51 S-MNTX. IR R TR 2 FREE AT A2 4
g A ik, BTk B 2R R )b A sk R 2k o AR e M, BT B LR AR L
Yo BT SE— VA RT DU AR AR R T 3370 o IRV S0 2 N— F S LE et o Bl — AR 35
Bkl  FRILREWEE (methy Iphosphoramide) M 1, 4- =Pk, Z 15 L4 4. Hhidk N-
BEMERE e o il 55—V R AT DU AR50 S 2- IO L 1 TR . S0 TP .
R TR B AHERRE SMNTX I S B 1 5 H e OB FACH o JRBS T ) SA)  R UES
TS R AR AR AR BURTR I o PR IR AR 7T LUt PR R 2R R AR 2R TR R AR
o= PR . TR SRR 7 LU TR « IR AR T B AR & SRR . BTk U5 ] 4
FEAE HHE ROB AT S-MNTX (¥ 5 B 2 1T, 4 S-MNTX B 4 R 3088 —wnlrh e ik Uy
ERTE— ARE Ak B IN S B 1 (¥ S-MNTX, 48] G 3 o B 448, J o £ i T o 7 4 R R
.

[0027] R A< BH (19 53 Ab—AN 07 T, 8 ik LA 2800R 97 SIS Y 1) 52 1) 7 B R 7 11
MG S SUNTX (252059, MR Bt S S IEVs 7% Pk 9di ] LLZ k-
AL, iR TSR] DU S S M o B VS R AT RS A T SR s 2 A 5 1, T
U SR AN B2 S B RO B ZRA TE R 25 R S M R 2 R R R |
Ao LS T R, BTIR IEYS S5 S R B PGB AR O o A ANSEH T &b P
R RN SR TR o TE 5 AN SE T, ik R 2 5 2 B (Crohn’  s) i
TR GiAMA ST S, BT 9 M o i Je otz Itk 45 W 9% o A0 55 A S 7 S b, BTk S
JRT B SV RA, IRFEDIBR  BBs B R F . A8 AMESEE T S, TR RS 5 R R
SR A MBS VE A IR I IR G 0. FEE— 2 S AR St 77 S, Pk IRVS 2 g Mk Th Re k. (FF
KM M.

[0028]  ARHEA K B, S-MNTX W] 5 A S-MNTX (PTIVS R A it i . Tl e A, IRk
[ B BRAE I 8] _F R A 430, AT P 245500 (5] IR 77 P i i i o 72— ST 8, BTk 245 7)
FEBT y REY ST s B R RN o AE A — AN SERE T S, BT 25 5RAS 2B R R ek
BT B R B o

[0020] AR A K B 5 b — AN J7 T, SR A0 T BRAR S G b i Bl i i 0 R sigh i ig R
(cholostomy) 51 I M AT 7% BTk 75 2348 LA R AR il (P17 a0 R sk it
ARSI A R AR B 1) 5 B P BRI (K S e & S-MNTX (I 29 &4 ik
ZiIF AT Lo RIREAL

[0030]  HRHE A A BH (1 3 Ab— N J7 T, 42 A T BRI % ] el i o R Bl &h s R 5
AL IR AR I TV o PR 7 B S LA A e Bl i R BES ia AR5 [ES (R 3L HH o
[ ) T B P AR B0 S & S-MNTX (2540490 . Tk 2540 mT Ll Bk
KA,

[0031]  ARAE A BH 1 3 40— AN T5 T, $2 4 H T30 Goh B Gz ik . Bk 77 ia,
FE LA 400 0 % B i 05 2 ) ) I P R £ 6 G FH B S-MNTX R 25 4L
Y. FrR 5P dIRn] L Bk ZEA . RIE AR B, S-MNTX 1] BL5 53 4k —FlAS 2 S-MNTX
Ry 3 TR B o FE— AN S 7 by, BTk 2457002 B0 ) 49 ST BRIy RE sl 71 o
B0 15 A SRR 5 AR sk sh R i BT o AE S A — AN S 5 S, BTIR 255 AS B A FE
W B R ST R o 3K B g T 0 0 0 S A B AR, R R 7R 1% R

8
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N BARS I —FE.

[0032]  ARHEA K B 55 5 — A5 i, S TR i By R S AR T ik B i g
AT B0 5038 i By B B M 1) 22 /0 — Pl DR A 8 ) 7 MG 77 1) AR T 5 A7 S-MNTX Y
MG Bk 25l al LU ERSRA . £E— Sty &b, Pridie o2 s . /8
Ty AN D BRI AT ARG o 8 57— AN SEt Ty &b, Brid iR e T
P BB BZAK 5 IO R A L S 5 PR R (R L sl A 5

[0033]  HRHEA K B 55 4 — A T5 i, S M SR 0 7% Frid AR DA
SSCHT ) PEIRG [¥) 2 1)  EEAX PR T K B A &5 AT SMNTX I 28 AL 5. Bivid 25 57wl
Ll BIRSRMY 2T i DA 0] BT A GO R T S-MNTX DA RR T 3. £E—
ST S PrIR R T S-MNTX LSRR 255005 ) FE . 65— NS 280, FTik bR T
S=MNTX RAS 15 2475152 AR A2 A SR s e 71 o AR B0 R 420 B0 P g i e ) A 45 B i S ST
AR ADIR 5. RS E VR RR R A, W R SIAA SO A A — . £E5—
AN T S BB ER T S-MNTX RLAN S 25750 2 U 2350 LA 38 LR DL 151 o
R DU AE BT BT AT A R BTSSR TR R BRI R BV R B TR i
ORI o SR BT IR PR A2 A T i A8, 451, FC YR T 7 R e o R e
T AR Xt B AN A AR 35 5« 0 B0 405 TR D) O 5L B2 S BRI b
R 98 DA R\ SOV R R MRIER i RS  FL PR AR 1 R E S B
B AT 105 A v 5 — FBURPAR AR DIBR AR B . Foe ] 5 FARJF K RAT K
IV T AR5 S 2 TR AR A B BR A 352 FL B B VIR AR 22 BR VIO AR i A A A
KRG

[0034]  fE—2ESi 5 S, #5 YA &) R it P T PR o AE—2ESEl T S, B
JEFH 2T R o AE— 2852l S b, ik Al 4 S Ve - 6 — 28 Si T 52, prid
T2 R o AE—2ESE TS S, BTd 20 S o 1] T HR IS

[0035]  HRAEA K B 5 A — A T3 i, SO M b RAERI Tk Pk T A e % L
AT B JE (1 8 7] 7 XA T R B S5 AT SSINTX I 255 BTk 25 Y i)
AR BRI, %A PR TR R SRR T S-MNTX DLAMRIRT 7). BTidRR T
S-MNTX LASR 167 7P LU ST R 5o irid it A ] AR 8] S8 SROAE B 11 5 S e P 4 B T
HI BRI -

[0036]  fE— L8ty P, BTl SOE A S J 98 L IE S JOE S R MR SR 2 R AR JE 2% R
Ao AE TSN SETT 00, BT iR JORE A2 SRR MEIRAE . S B fi5 53 B LM RAEAH I 28
E < RO B A 1k e A8 A BB 92 AR IR M B 98 R IR REBR A8 L P B SR
FEHE KRS 2 2« nodulokystic JEir BRI (conglobata) \ ZAFMEFEHE . —ZPEHs |
ZPVESESE A FALIE K JEREEL Y (blistery derma) SALTE Rz 46 BLK UV 511 %
E o BT B RS RE I R 5450 ] 3 B IR ORI A A it B3 R 5 RS 1 B R B84
6 SURIAT 5%, ST BEIR 2 M Al m] DL A e ek % MR B E . 3wl DL 4 e 2
PLEIR G S o 75 53 SN SEHE T S S T SO R Lo 4 B REIE o S B 53k 5 LU H K99
AE « RAEWDIA I ST T o B 7 2 R A B 3 R A P IR I8 25
i BRI/ PR R AR DU T SO O ARG o 3 M T S T LG
ik B CA R RAER SC B RE = 2 A VEREAL Bl PR LLRCH SRAG T S e Bk [ 5 5 1k (ATDS)
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BRI AH O IRV 8

[0037] AR A B 53 40— AN J7 T, S8 A I I  s IR BE R = A K . B
TR 7 A HE DU 0 e 8 SR AR TR = AR 1 ) T B AT 0 B i S S-MNTX
WA EY . PR 25T LU R BRI % 7V ] AL 46 ] ik X G B T
S-MNTX PAZR IV TT o

[0038] ARk AR B 1K) 55 Ab— Ay i, SR TR R B e k. BTk v ds
BILLT E W Th e n & 10 75 B PE T I B E A S-MNTX 2592864 UL R 1v) i
WX G HEHANE w B FE RSN E—ANSEH T R, TR AN v BT FEY) S B
152 R-MNTX.

[0039]  ARHE A K I 55 40— J7 T, S8 — P k. Pk 7 i A i@ i DL R TR A
I 0o T 3 T A B (1) 1 i T R 2 A R P A o 0 B e Ak
5.

[0040]  ARAEAK BRI HAN— T, et — ey & Irid @ ih s, Ird e 5hH 4
WA B g, TR 25 A& 47 S-MNTX. BTk 25 &l 33— AR5 6 T S-MNTX LA
HNEIVETT F o AE—ANSEZHETT 20, FTIRER T S-MNTX LLAMRIVA T 752 B F REA 5 s Bl A4
JE B fE—AT7 T, 294 5 5 FH I, iR B) A RE4 5 sk B A #E4 ssh RIsE A A BA
CNS &t (BRI “HNEMER”) o TERAMPSEHETT ZErh, PrikBR T S-MNTX LASMEE 7 572 Fil
FFE S DU B ) SO PUR RS SN E v B SESE DU . 78— ST =,
BT A1 JE R FED TS BRI 2 R-MNTX o 75 53 A St 77 S, B 17 S-MNTX LMK 25570 2 B
BRI PUAE B UL ) DA B AR R PR AR SR B A AR B B 2R i I 4
) Jr s BRI PR TS 77 BB A o SoR s L 4L A

[0041]  AR¥EA K BH (1) 57 AR —A T T, $24E43 BT R-MNTX FI S-MNTX VA4 (19 S-MNTX (7] 75
o GINEASEIAT FRCGBRAH S (HPLC) JF HoA% S-MNTX N T A1 A bnitE . 5%
At b A0 4 T P S—MNTX F R-MNTX 4B Sy bR, LA 5 A B IS R) / WEE IS 1) o R-MNTX A1
S—MNTX FIARXS LR BE B R A A SCRT iR o AEAR R B B —AN 77 T AE PRI 57 (5770 A R 77
B) HEAT (i, A i) A 2 S KT LB B 2 & ), P AR B E#S S A =L
R (TFA) » ik, A 42 0. 1% 97K TFA F1 B /2 0. 1% [ B TFA, fEE IS &, #F
05 256 10 B 1) A AR . TE B S b, AR BRI FLAT SR 5 oK. TERRALIERY
SEHE T R AR UERES R PR

[0042]  #3 :Luna C18(2),150X 4. 6mm,5 1

[0043]  YiLI& :1mL/ 738

[0044]  BRREEFET

[0045]
ITE] (738 ) % A »% B
0:00 95 5
8:00 65 35

10
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12:00 35 65
15:00 0 100
16:00 95 5
18:00 95 5

[0046]  1H L 230nm 3 K IF LA AR HEA TR I o

[0047] [ [ HPLC b ] 8 b A8 90 7= AR I (B i i iR 45 R RS ik ™ (1Tt AR, A T
S—MNTX 1 R-MNTX [FIAH % & o

[0048]  HRHE A K BH I 55 4h— A J7 T 3R AARIE I A R-MNTX (B FE) RS B3] )
1) S-MNTX (Bl 5 BEV TN ) 151 207V IR Re AR s R T3 7 ia PR S-MNTX
I AR BT S-MNTX G E W ITTE B o TEAR R BRI 7 T, B2 L7 46 S-MNTX 1Y
Tik. Frid A  (a) BEIEH SINTX KIS —4144, (b) Ml it Eg ok a4
AL TR — 1A, (o) P R-MNTX VEAARiE, /R4l o — 4594 an EiiAT HPLC,
F(d) WA P AFEBAATAE R-MNTX . 7E B A S 5 &2, R-MNTX A S-MNTX B H A
Bt LI SE 1 01 R-MNTX R S-MNTX (AR AR BE I TR) o 76— NS0T 2, 440 2 2 IR 45
P IRELE B PIR  7E 5 — NSy Z T, 3T 44k B B G HPLC e e AN S
R-MNTXo 2R, N4 3%, AEA R B B — 28 T7 o, “Aib 38— HEGW0 7 A2 DA S H ]
R R-MNTX o 1 201, 3X A (1) R-MNTX A7 AE 7] BEFi 7~ W R 75 B4 1) S-MNTX, B Y idE 471 —
B Atk %7k — AR AN B HPLC ml R ) R-MNTX 44k (258 — 4154
FOE B AR AR AL RS — A LB AR RR I, BRIRATIR A Al
A — A AN ST HPLC TR R-MNTX . &5 vE ik — A hE G 22 A 2% &
097 AR SCITR FATA — PP o Pl I A SCRTIR B 1A B3 A SUNTX 38— 416
Yo PIIEA ST 1) 751545 240 R-MNTX.

[0049]  HRHEA K B S 4 — 5 T, $RALEL AR I 7= . TR S E & & S-MNTX 4L &
WRIbRAC, Hrp FTR 4L A W ASE 4 HPLC B A ) R-MNTX, i bric e sy bk o &1
fu 7 ) DAAR IR S A S A PRI R-MNTX . H-E9m] A 2 MIE R, S E AR T5
5 =0 TP FH I bR v, 3G IR P T AR UE BRI . I RA AR AU
Y, M ARRIE ) — DN EENE R E TS ERZS U2 L DA 25 HI5 A4S i, BTk
PR ] BFEARRA- G WA SH R-MNTX, B A i 75 A A 2 20 B1 100 % S-MNTX
[FIFE Rt AT AR I . A ST TR 97 A SO R AT . 29SS H
R 2l S-MNTX JF HonT BN 1 ik AT % X, WilFIAE a2 % B N A b B S Y, Gt
ELAN BR8]  F [  Jis B A A ) 4 o

[0050] " TH] B 40 AR A e B () SR L T T

M (=] 35 AR
[0051] & 1 #2401t R-MNTX FIl S-MNTX [V AL P £ (idb 22 45 4
[0052] & 2 2549 U AN BH AR M S W 7 &

11



CN 103257189 A OB B 9/53 Fi

[0053] & 3 2k S-MNTX [¥) )5+ NMR i ¢
[0054]  [&] 4 424k S-MNTX F2r 4K
[0055] & 5 24k S-MNTX [ HPLC % ;F0
[0056] & 6 $2fk S-MNTX [ 5 15 .

[0057] P& 7 2545 5 W AR AR A< A B IR 24

BIALHEAR

[0058] A% B (E 4k &40 S-MNTX. 37 74 2 B 14 & Bl S-MNTX 1) & il i 46 R A 1 4l
S-MNTX.FEA 4l S-MNTX (¢ A S-MNTX (K43 BT 5 3« & A FE A L4 S-MNTX (K254 i1
I CA S AT 51

[0059]  S-MNTX (HFK A (S)-N-(FRNFEFIE ) - 2 P ng i 284k ) HA R 1 14
1;@ H

[0060]

*°

OH

Me""N@

o O

OH

[o061] b XUZ B o B 7] DU AT S B 1, AR TR 1o IRIERI S T2 2
BT SR T ALHE T OR R  BERR A R AR B L AL . b
TR 1 R TS TR T A . AR AT S, BT e TR
To AEALILSEIETT S FTIR o TR IR B 1 BT BB A LA O] DR TR
IRBURIRIR -

[0062]  AH{E S-MNTX il 4 77 1A S-MNTX BB sh e P R RE b ] T B T Pl AT B 2
TR R AN 25 AR S MR (¥ S— ZRAT A4 o DRIE, AR BRI 358 25 B T 2 P R4
R #873 BOACI (1 25 R RE W MERR 1) S— AT 424, Ferb ROEDLHBRAT A ALK | 22 20 M1
JEEE, AR B — A A H A g AR B Dt R A R BRI e 25
B BREL D7 EE (I3 PCT 214 W02004/043964 ) o £ B B[RS T7 S, R 2 HG A
B VRAUR N  BUR N AR B R ST SR i e 4 2 10 Mk

[0063] i &, “Redk” R DGR B 1 22 10 DR 1 1 BBE SRR IR
it L SAZIE B W R A A FNEA & . SRR RS R (B, 2
oA FE ) EE R B HRE e R R R e AR ] o AERCERNIE ST S, B R C-C; Btk
L[, BUEAT 1 220 5 DRI SCREB E BERE AL Ao £ 55 SN LI SETt 7 S, Je k141 2
C,=Cy Bk Ik [, RUAA 1 225 3 MBI SCBE B L BE e 56 1 o 7 B ) e 2 1 B o PP 4
CHFEVIENEE RS T B T2 T 3 ORUT B Rk O AR PEsE L RS AL
URBFEEE T HAT 1 22 6 DRI T RE AR AT IR BE AL B 1 224 3 BRI
R I A o

[0064]  “HebAb i) S ] LU JURE BB A ek 2k [ 2 - RSN ) BRI &

Yo Frid e AR H EL A6 2 45 4 B JsUR I AR AT Hh 70 B 1) 245%@0 e JEi RN
12
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SEA 40 2% | A CRE RS ol i A LR WG o Be ALK — > S 2 R A 56 AP 3kt
[0065]  “HHLAEH” HA AR T AR —HEARN R & S EE L. HTARKHK
A AT L AL B AR AN PR T DU SRR TAT A e B 0T SR S0 &L R e
R AR 2K, L6 T K ML
[00661  “fHARAR T T ¥ FI & A BEFR HEATR E AR T IR I HH 7K A PE A AR RE 1) 23 o1
W SEBEFERNT L8R L85 — FEEMEH (DMSO) « — AR ZE AR e (DMF) A1 N— FE &tk i e
[0067]  “fEAR T T "5 A& BEFR AL AN AR 2 B AUR 7 R I HE 7K A PR AR A R I 2 30 . 5K
BIALFEIK, B 2— TAE . 0 B, FRIR ) 2 FR R LR AN TR PR o
[0068]  S-MNTX IR HIAS[E] T R-MNTX FRI4E 1 FHAS 5] T S-MNTX il R-MNTX VB -S40 (1R 1
I MRy PR LR AE (A b IR sl M AR DIE PE R T BEIE T DL R AR S R . AR TR P VE B
R AE RSB AT AS R R-MNTX B R-MNTX T S-MNTX (RIR A4, WA LA TFIFE R %
LRI, 26 S-MNTX &L B4 BT 3 FEY) 552 PR35 B VE T, dnid a0 5 i 7 4 P e B
(o &5, S-MNTX ¥ AT 4% &E R-MNTX F S-MNTX (R A0 11 R-MNTX T4 skt $it.
U, AEH A5 AT S-MNTX &b 43 B 11 F B IR A L.
[00691  7EA R B —AN J7 T, B4 4 i S-MNTX [ 75 60 Tl ) 44 2 T (i i R4l B KT
BREE T 10% 20 %430 % 40 % .50 % 60 % . 70 %+ 75 % 80 % .85 % 190 % .95 % . 97 % 98 %
98.5%.99% F1 99. 5% I £ T AR (AUC) ) S-MNTX. 7E— MLk St 77 2+, S-MNTX [#)
GlRE A 98 % B FH =oAL 1) S-MNTX H ) R-MNTX [ m] L/ F k45 90%.80% .70 %
60% .50 %40%30%20% .10%.5% 3% 2% 1% 0. 5%.0. 3%.0. 2%.0. 1% (AUC) B}
ST IR I AR SCTIR L R ARAN RTINS o BN SN BRAE, T R ARSI Bk T B AR
(AT 0 B 0 e B o i PR AN S0 55 A M 3 AR B TR AR A, TG 2 —
i B I ) ROMNTX () I o A R P A L AN 00 B2 5 8 Ay MR (L (0 B 5
R-MNTX [ A o PEAS R BH I — AN 77 22, Frid A BRAE 0. 1%, ik @ B FRAE 0. 2%,
TE N — S5 M St 7 b, b i B A2 0. 02% , Prid e & fRAE 0. 05% .
[0070] 23R T PG T kA SSMNTX . 147 24 R BE LDl 4 S-MNTX BE AR BE s 2h
il 2% TR 2 40 B KT B ) S-MNTX o £EAS R B IR Bl D 5 v v, 8 o {43 2 vl e 1) 1%y OH
FERARA, B A R M kA i S-MNTX (1] 2) o FR s 5 P SR ER R 4 ol AR
ITRRES N o FTAE S-MNTX 2R HE I 3 7 (LL s 1) , Frid I B 1 4R vl A2 B AR 2 1
S T EE IR B 1o T AT A I 5 0 = SRR 25 R 34 S AT AR B2 95 % 7E R I
S—MNTX A B H 1) J5UR} R R R o 1 A 25, Rl ik 7 b ke 5 A5 380 I 2 7 N i
[0071]  EsEAb S B R 7E ] DL e K S R B AR R g AT o i s ik R ] LU B
— FRIVA ) BRT DL LS R e R A B A e T Y ARSI R TS AR A R T B
1 N— RN el (NWIP) L — T FR R (DMF) /N FRIEREERE (FMPA) T I 1, 4— =
BEFN I > UL AR R TR LL G 2- TR . ¥ 57 0K 28 008 v A0 5 B B B 01 ¥ 371 55 s ol e
AR 204, T 3 G J7 e ok LL 4 4y DU AW (THF) 1, 2- — A2 (B Rl ). 24
TR R HEE R ) 1,4 el FIRRUT ERE (R 1, - R LI
2— gL —2- AN bE ) = S MK, Rk v A T A A6 7R — Se Sy e rb . fian, Bk
AR ZR AT HE AT L A2k SRR . SR (3— R ) DA RORCT R AR (3,3 AR
13
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T 2= ) o BEEALEE IR R IC ] BFEATAT_ LA S IR T R SR IR RV . BRI R
AT AL FE AT A9 PR P PR 22 Bl ), 3 B T B A s A IR >4 B A AT 3d et i A
HEATHE . A N, BAR ORI, IE 52 NWP SR %) .
[0072]  FJLALLPN T K TS T4 1.2.3.4.5. 10 B0 ARG EL 48 PV 7)o AF— 2805
TET, HRT A% DL /M Bt B 00 2, BE i S8 FHIE / AR BT IR 55 b 3 0 7= )
BCURE P 4 i I B ) R R 2L TR T
[0073]  FrilRfe Ak TR AT LA LA B 2R B 2 Jeokk A, B an/h T 8.12.16,20.24 BUK T
24 i/ YRR £ LSBT, CRIUR VAR (S-MNTX (7= & ) A EARKE T
BT 3640500 1) &
[0074]  {E— RS0 &0, AT R Finkelstein R VT e Bt (LLUIHAA
FEIRA) W H ikt (teinmidbah ) 1b 4, CUESHERAE SN M kidb e 5640 ) (bt
IRTZE FRAERL ) , Bl LT RE AR 7T
[0075]  {E KSR IE AR T ECTE R ) N ol JsURHe A o AT Il Je A 753 ) A
AT 71 / V280 NI TR RS A o B4 R E IO L« T3 e 2 Ab O
P TR R I — PR A R INFARR / VA EIER B0 TEEEANBEEAL i A 4 il B DA )
BB W B FE— N SE T P, iR ANE R 110°C, JuE ANt 100°C . filan, o]
EFF B A A28 4 7E 50 22 100°C .60 %8 90°C V5K 65 &8 75°C 15 B P 4 0 i e i 4k
RVFITIR R AT 22 2 2 22 /N UL 15 222 /NI, BEALIEZ) 16 22 20 /pEF. TiHHIE
S A P Dlelp e R T 4 o S NI ) o E— AN S 7 S, B R N E AR B A A A T AET0°C
BEATZ 17 /N, DA R HERT 5 S-MNTX LRBIAZ) 1 0 L 7). fE— ML Sty %
W, BT e B AR AR DA D B B TOLBI IR (KR ) AR 70 CRATZ 20 /M.
[0076]  {E—4b5zji 7 %, A A4 S-MNTX A7 40 B S-MNTX. 91 201, B 5571 il A
B S-MNTX 4 R 25, BUTAT S-MNTX 7] e AL IS FIHE R BRI . BT
FV AT L AR M B AR AR I f F FL 5 AT T 100°C o BL T80 70 W] A0 G G B L 5K L 1 I U7 I
ERRREAIR . e R ARG el 2/ 28 R TS Pl O, —
ST e 2B 7K HBr ZK VS Bk B MTBE. 28— ANSEE ) b, 2. 1% 5 A g —vilkise my
FF 22/ 43 H M NMP A 23 55 S-MNTX. VR A —Fliak 2 FloX B35 51 5 NMP H (1) S-MNTX 7
B, T T8 Rk € D [ A s v € 40 7 e o T % A2l v o
[0077] W] AL S A 15 B AT R R4, CAAALRT 374 S-MNTX. A1 A4 B R
N B FN 732, Lo i 49 e il 3 45 R I B AR, BRI BN 2 R4 BRI
o, AT AT > B AE— A7, R C18 AR P (1 vl 48 FH i 0. 2% HBr
BOPE RIS K R T . BRI A ] AN 2. 5% AL B4 50% o {E— MR IESL i 7 %
o, R E 45 AL S-MNTX. ml B R 77 v H RIS B AALE 7). 15—t 7 &
Y, S-MNTX FE 45 i 22 /D PR IR =k B IR B 22 4k, AT B B AR R Al AP il i, mT BARA
ETOEEAKRTHSET 50%.80%.85% .90 % .95 %.97%.98%.98. 5%.99. 8% (AUC)
(K40 245 31 S-MNTX ARAT 2% BT n] AL 25 kL, 20T+ 0. 2 %6 R 52 Rl i« DL R AN 25 R A I )
R-MNTX.o I FH BV ) B AL & ] S B 45 o B IR SMNTX W RRAE AR v ), AR )
NIRRT » Sk SE BRI I B 45 i o A B IE A St 7 28 7, ik A P RN B
F) CH,C1,/TPA (6 © 1) FPE 4, Raifl S-MNTX, 5 ik d 45 5 LA1S ) B AR 4l 1
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[oo78]  DLERFTE A il 44 SMNTX S HAiT A BFEATAED, Loan S-MNTX I & . 40
Kl 1 Ao, S-MNTX R] AL 467 1 s R 2R B BE T 9 m] b B 9 an S R 2 A0 [ s i AT
AT o S8 B B WA 5 0] 20 o 1 B R R PR A R AR i F A LA o B A R AR
AR o LI B 6 i S FH AR S A S - WS RS DU A S . 7
— M T S IR B R R L . TR T U IR R AR T A9 s N
fE M e ME TR T RS TS B RN

[0079]  S-MNTX #h ¥ J5 1 7 A AT He AR S B 1o 2 SRR S B IR, S-MNTX 2 )
TS F] 405 T B8 AT B W IR A, DLFF S-MNTX £ i — S8 Bl 4 38 e 28 1~ A8 e R A 6 1 A
ST o BB A B IR ) SE ) AL 45 W] A Bio—Rad JWAK 100 &2 200 H 45 ) AG1-X8., 7E
T3 AR T 2, S-MNTX FH & 1] R BEE FH & - A #e b IR b, 28 5 mlad i Sh s A
TP IR RR 25 ik S-MNTX BH B 1~ >RATHe, R P AR S-MNTX 2, ik #hvs v B s e
PRI, BLamiR B F & S T

[0080] A/ EBHIY) S-MNTX EA 2 M o AR BH B — AN 7 [ A2 78 (i 73 B9 b L1 o FH X
53 S-MNTX 54 8 I 38 B s B S-MNTX AR A B i n v . AR BN 75 — AN 7 [ 2 7E
A SMNTX F R-MNTX VA P s AR 73 S-MNTX I, o S-MNTX FHAE (i bR . 7 1
[¥) S-MNTX 38 v] I T 75 | R A 4 h 2l AL X 4 RMNTX 5 S-MNTX [ 77 R & e X
U877 EHIA AE A 3 HE R R AN 5 P0453. 70119US00 1 [A] H 4222 I 44 FR A
“Synthesis of (R) -N-Methylnaltrexone” HJIL[E A P i HiFH o

[0081]  S-MNTX WJEAbrvESRALAE S H U B2y @, frid gy @l gk — 2
AIE B R-MNTX VE A FRvE . FIVERRVERT S-MNTX ALk b B 99. 8 % o H 4l 3 HANEH
AT ) R-MNTX.

[0082] A< B R AN J7 A& 5 73 M E MNTX ¥ S-MNTX R R-MNTX 175 7% S-MNTX
WH T2 B0 a8 WEIR A S-MNTX &K HPLC 2087 5, Horp ik 7 i i 4L &4
SR GRS N T B AR, IR A S EGR G Y R, UL IE Ik LU R & A 3R 23 B 1)
3 BRI B S-MNTX [ 23 3 SR v SSMNTX [ & i 5 v UL T oAH HPLC
i . A B IR S-MNTX A SEHGT By #6490 5052 AR R sl 3R P » 76 LG WA SOk 1) A4 A1 i
A Y BT A 5 se A 4 A o AR BBl ) PR bR o

[0083]  S-MNTX ®] H] T F0l R Pkt sl v 7 P i/ 0 el — Al 2 o 0 J8 0] 1 A4 S 32 AR A B
[RITAE LAYy A1 FEI BT R4 oSz A, JUILRR AN v Bl FE s se AR IEAEJE A S-MNTX [
X5 R] R A ORI P A AR A 2 IR T

[0084]  JiliH] S-MNTX Xt % 2B HESh ), JLH R FLEN . 75— St 7 9, Pridii
e NFVAE N R R A e = S 2E ERE A s . AE— MRS T &
RN IB N i BIRMLY/ PSP NG

[o085]  w FELERI M B2 AAEE T H i (G . I 18 3 ES A KR v #1495
AR A, v R EW RAT GLiE . « PR I AR RAEA (Manara L et al
Ann. Rev. Phamacol. Toxicol, 1985, 25 :249-73) . — XM &, S-MNTX HH Tl s8G9 575
FE A B T ) A4 502 AR LI A1 8 BA) 3 FE 400 J0 52 AR AH S IR AE o TR BB ) A2 A T
S-MNTX FilRlj el 7 b5 e B0 A B GL 38 ] e i 32 AR JC 2w Bl i A4 5 32 A4
KEFAE « W] TT BE T X A e B 45 Y5 » FF Hon] BT 7 s il 2671 X 1) B i 1
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DhpekehG, HATFE R0 ) 2 1 W 25 A ik DA AGE B RV AL R RS o

[0086]  — 5 [fl, S-MNTX W] FH 697 IRYS o a8k —Fhak 2 BB i A4 ot 52 A4 LA Ko P I R o]
FRER A D8R o T B W Dhie . CANR R A DS BRI 0 Wi 3 0T R AT A A
THERBHIVATT o 3 —J7 18, TR FE40) BUsahan, JUH S B v FEAD) i sh 77 B i Wik
T HE A E Wi sh H T H TR 7 ALshIEYs o W Fs R IR, S-MNTX A 4 Bl A4 i
WEhFIT i TR 20T RS IR o AR SO RS 2 SR LR I — ek 2 0 1) KfE
PIRE AR 52) BFRAME 3 kLA E sH/ 8803) RERHAMEATR = 200g (150m1) o DAH BUIEK
P P4 1 I TR) P 2t P S-MINTX 3 S0080 2 (%) S0 PR 358 S (RN R0 A AR 35 i 5 HL vk
DA FI AR ) 2R

[0087] AU BH I S-MNTX K SE HF0) 5 #E40) B sl 3ml s e FH T AN R R 22 IS (LR &
PEFUR M A IEYE AR Db R tE CReR ) IS ) BT FATT

[0088] AL T 1) S M IEYS B IS R RF A (Rl /D T 1 F, 180 1 &2 3 RIMIEYS . &
SCAT A S MRS AT M B B RS R ek 1 ISR TR IS . 18 MRS mT R el
Hak 2 5 IF HonT LR &S sk (R 8 . mT A2 53 T8 S-MNTX SR 97 HIIRYVE I 2 P
AR R FRE AR T R AL,

[0089]  HHEfTHEE (ALFE(HANPR TR EE A IR Wi 55« B 40 i 25 L R4l 2 i 5
IR PR R ) 5 R R E T R B H R Al T S-MNTX 697 .

[0090]  HH T3 Ervg Gya AW R LL Gn 40 R B AR LR B sk VS e AR AR L an 4l
PR 25 A2 R K S R ) b B AOIRAT & VS IS TAE A SSMNTX V97 . — i 51 &
J V5 1 41 AL F5 KA B (Escherichia coli) ¥ [T KT (Salmonella) « 75 2 [K 1 &
(Shigella) R (Clostridia) 25 i #4T & (Campylobacter)  HE /R ARG HE (Yersinia) « fl
MR IR (Listeria) o SLEEVSH LR AFE KSIHHEHR (Giardia lamblia)
HRNPAE (Entamoeba histolytica) Flfafi 7 H (Cryptosporidium) . w]5|EIEYE K]
H AR SERE (Candida)

[0091]  HLLGPe 22 e i m] 5 | A IRYS , LRI AN R 275 E Lh i FURE AN 52 FLBEYS (1
RIS B E A B ) PR 44 0 A 0 A B el e R e B K
RS2 o SR 2 B B 5 4R R] 5| R -2 EURYS (1) B RO/ Bt 850 R [ iE
SRR BUR B ARTEAE L ORI DI, B 220 e 5 | L B 5 IX L8 P 22 R AH G 1)
VS AT IE A HIA R BT S-MNTX YR 77

[0092] & FEUEYS, JUH 28 M I VE 1 B 2 e A 46 2 MR i, il 28 M 5 s 1
5 50 2 w45 W 9% W By e Ak (IBS) , Ao Bz SR, 10 m] 52 25 T Al B8R 97 18
V5 S-MNTX,

[0093]  S-MNTX I T TP FUVGaIT H 2549000 / B8R AL andi A 2= & A BRI ) e
TBIT IR B R R R SRR R T 5 R I ARYS o

[00904] JBYEiLY Zollinger—Ellison ZRG1iE, #4890 LU W1 H = A 20955 48 B0ME PR s PE A 22
WAL FS I I8 SR L, J Wb I T o IR T It s DA R o A ) 2 s 0 L AR A W 2R
(AN =R 7] 1% 7 NNSE W e N = S 1)1 75 W b N 7B W NI )i 7871 115 7 NI S e ) SR e = e
A& FAF A S-MNTX 497

[0095]  WIE I AEAiEAT, CIRERE W /b A S-MNTX, A6 IS P ko < BR3E S B WL
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I B2 VS5 B 25 5 2o kb T L 025 12 SRS &6 i S T T v 7 MRS -

[0096]  S-MNTX & H T BRAAT % M1z AR BLSS it AR B AR RR I 7. 5 AT
7 S-MNTX [3E VARV H A AR RRAH B, LA R B AR [0 e R 6 e VAR R HH A A4 AR
(R R S-MNTX . S-MNTX JEH] T4 il AL HH T3 26, JUIHC I 70 75 22 B I AL HH T 2 0
G AL HIE 2

[0097]  HR#E A BH (1) 53 A — ATy T, R4 FH T30 % B mid sh i ik . ik ik
F& DA 0 6 S B T I 3 1 & 1) 7 P i 0 X St B S-MNTX I 25
Mo MIEAK I, S-MNTX 7] PLE H B A& S-MNTX [ sh e & R . A8 — sl s
S, PR 2552 B A4 S Bl A FEA SUE B . B R BRI ) sl ) A
Pk o LB AN — AN TT S0, ik 25500 A 22 i) A s Bl i 40 ool sl sl X AR A
B = 47 5 5 W s ) 0kl 500 1) S 49 B, 45 41 an v w0 LU A, BUBR T, A AR REIR R, TR IR
B, AR, TRIREY, 2B R 3E (Polycarbophil) , 28 — F L AEAE 0T, B 25 080, B 4G i, MR IR
PR ], 25 4R, ST E , 2 R M, e b, BURS, VMR, TRIRIDK , DR ML e e, R K
PR PR fif e 8 Mg (phthalylsulphathiazole) , &5 Bl 110 il ) Be 00 BR B « A =k BR Bk 1 =X
P BB AT A TR B « — B0 T MOAG IR Bl T A TR BB « ok =X 7K A7 TR s ik, =X A TR s AR ik =X A £
TERES, Bl A BT5%) (s ) 2y  RUEAT AR PUIRYE . i HIXAE B 255 A HE a8 — A
B A HUR AR AR T 5 FE 00 R IR (SSRIs) HAFEHR4HE (CCK) 21k
PR B R (NK) ZARFEGUR S BB P 2B IR+ (CRF) 2 4R35 PR
s G A2 BT S R BE 20 B2 R 1 () 2 % D, 355057 A2 PR = B
FERLY (BRI ) A2 B R -1 FEPUH) ik 2 24635550 11
iz -1 ORI B - BRAER BUa i R BT 2 BHT, i)\ 5HT, F5 P05 5HT, 5
Piof H R EE G0 AR 254 (bulk—forming agent) . a ,— B EWRZR BN BT AL
L an =R RPTHNARTR . 55 A0 A AT ) 25 50 B G B 55 1 5% 0tk 25900« A 42 1 BELART 571 B 3R A
FRU UL B S BZ 2 AEDUN. Pl m A AR EE e R iEER
YA GURBEDURR S Rm AL G B S AR IR I S 48] B0 R o R U L R T R
MR PRI . FEchiE SR AL A W S A F5 48 M BOR B =480 (Valpin) | 5o F)
W R e R IR (Quarzan) A& FE IR AZ (Robinul) HAZK AR AR ER L (Tral) « J5 SFG
it~ 5 AT R ot BSCURAK, S PR BRT s o S R I M B AL S AT E G (Darbid) « AWK R ElVR AL
WRES (Cantil) « A K ARER i K AR (Banthine) « Y 3% 2< B 25 Ak ml v Ak AP 26 4 1 2
(Pamine) BS54 LA SR A HEORPRERAL N IO AR o AU DR BE 3= A5 ) 1) SE 1 45
BAIFE it RO EAR B ER B DA HEAR (Bentyl 55 ) (ERBR MWK AR (Urispas) B & A0 7 Bl ER IR
BEAT T (Ditropan) 2 R R B B8R BR 72 R B (Daricon)  NWR FUAR 2R B 25 Bk FERF 27
58~ PN i ey s AL i i ey (Pathilon) » B WBiRE R ARG
VP AF-DX116 Methoctranine. & [ L & Hexahydrosiladifenidol. #£577FH A
ARG G B R L an 7S B R ER S5 I BH L DY L4 DL K S BRHER  it B Wi sh ) M R Bl &R
FA R SEAFE A2 AERKEZ MR R LK ZIVHI R ARSI AR FZINHI =S
MRSl dE S E (FlinSandostatin® ) ML (vapreotide) . 1 H B ZEFEHIH
fu$E (Phe3, Leu-13) L H 512, 214™ American Chemical Society (ACS)Meeting (Part
V) ;Highlights from Medicinal Chemistry Poster Session, Wednesdayl0September,
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Las Vegas, Nevada, (1997), Iddb Meeting Report September7-11(1997) ;F1 ANQ-11125,
Peeters T.L. %, Biochern. Biophys. Res. Commun. , Vol. 198 (2), pp. 411-416 (1994)
[0098] 53—y T, S-MNTX W] H] ¥ 7 ik A AL RS . ] 3E 08 AR A T S-MNTX ¥
I 1R I8 6 B R Y A i A 5 (AN PR T B M AN B4 28 R 1YY L B AR R B R AR kiR
HBI WL R 5T M4, JiE , A& 4 L andat/ek . HOV B HIV, VR4 23 A AR i 25 3, %0 i,
RAr, oI R ATRE, Fr Ak, dysponderosis, JEREMI , S idkmi, JEE, B A5 I
FOR AP T B R B R B R JULYR M R M B 255 S IR A, sz, B R
5l enteroparesis, FIE il e 7s, JUH 2 WAl 1A= 45 2R .

[0099] ¥ CU e Mo Z R 1, YR AT 4 e SO B X 5 A OB RN X 5
(A 2 B P SRR, R 2 TR IR RO 2D o 2R T BEL A8 20 400 ot ) 35 g ) 17 g AN — %
AT A ERIE B D BEIE B 1) 25 5 REPR A ER R o B SRR A4 S i) i o 5 5 Bl )
SRS RAH BAE R i o 25 T SOMNTX O K LB WA S B Bl 3 Ssh s X — R IR, 78
PIRIRTT P A S-MNTX HA B TRl

[0100]  — 0T &, M4 A% & B ) S-MNTX B HAir A= i A v FH TR0 4% ol 55 4 £ 22 e
FALARE ST A SRR o BRAE S AN, A ST B “5m” Bk B & T fT R 2L 1)
TR [ P98 , AL FEE AR T SV R 12 M2 RV BR MR S o PR 1 D BR Rl LA ] Ay
R ERAN AT B A ) o AT A AT, P2 PR RS DRI R 49 20 S P ) R ) A 4 T AR A G
PERBRE B BRI o — NS T S A S T R IG T B  ZR LB AE (5
FRHRIE I T2 B T AR) KRB, Jorh iy B AU I 31 s 3 R A 1A
T o ol BOGBR 2 42 ) B T EACHAVR ST B R ALBOWAE (B Ant@ MR/ slRF ek
T ERAE ) AHIR IR, Ho i T AR (BN 3 R4 10 K)  2EJE (Bl 2 sk
4 Ji A 6 ) R BEUE, oK 2 IR AR R R R A7 B R N VR ST . HRTAR B
PRI EBCPIE LA B B O BOIE RN Rt ] 32 & TR FH A I B RV A5 ) R 7 3 )
B M PR AR ), ) W AT R R o LIS TR AR R WA T [R5 AT A4S Y40 5 oy [R)
R A8 5 I S A IR 2R B0 B R AR A R FR AR b I TR W 1) %

[0101]  — KI5, A TT LASE ST 5 | S SN ) SR AR iR ) A 8 1 1 B PR 1) o SR iR
PIF AT DL L PR ) BRE B 16 C RIVE TS 8 BRI 1 304 A0 Jia B0 LA IS T )« PR )
CRPRBE MR 2 i 2 W ) R Ly (B PA ZE PR B BB ALE ) B g (49 an % 1 iy sk
PRI ) BIREA K. ARV AT A T4M5 5 T AR S A2 7T 5 i A K
CEUBERR P BRI SE ), JF BT e R Hs AR IR 25 B AP m BB S i £ 9  BA &
SRS AT A 2 S TR A RAH K

[0102]  HRHE A< A W RT3 4% il AR 0 « 5 04 « 25 L M AT R 1) LA S0 A0 5 (H AN 0 R
TIEPIE (L B M B PEIE ) « 98 I B AR PR TR %R
= A= va 7 5 R PR (9 B AR P TR AR sl e R B U VR T 22 5 PR a0 B 4
AL FEGZE) B H A B2 ARSI 4 ) E MR B RS SR B T AR K
Wk (failed-back pain) (AT E Ml MR ) A SV oS R 50 TP
PR (9 3 59 A 47, 190 A e DU BB e 25, LA R AR 99 A (A0 it 75 48 L 39
VAL T VBR VB TSR ) T R (AN R ST 2 Vi R R AN TR A
(R RAEIRTE ) Vs AR (9 T 2040 MR B8 1AE ) A% A PR A &5 R gr-& 4k (191
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Wik (Lyme) Ji AIDS 55 ) SkJr (i Sk ) KR IR I B AT 2 TR E IR A R
LI R AL AP VIBRARSE o PR W] S5 A B R B 20 FH G, B i LA AR 48 I« BEAK
ML RG5E.
[0103] A< WK 753l Al T4 il AR Rl Bl A #4905 ) 5 AS £ el el Ay #E 40 i ) A
HRPAEE o 7 B AR F L B R4 SR S8 AR A 2 ] FEA Jo i Ty T P il )
B A BIPEARAR R I BT F FE B0 B 4 5 T A KR R G T O P AR 32
e ARE S Ay BERIE 8 . B, KA S-MNTX S AT AE W3 3%, w] 4K H
1 T3 A A SR P R, 3 15 55 KSR P » BT ACJE S MR8 ) R4 T 1 5 R T
PR BN e v HA SR 7 AAS R AR AR A S0 R G PR B O 4 R M) 1) I Ry
fito
[0104]  AREE“PIRIERIBGATY” EA SCH] T Bl 3200 A0V IR I e LU AT
ZEE IR (i i AR R HE S A I T E ) o —m &, Bl B E R, I BT
NV 18 BB R TS 5 B L LR AS AR 18 T 5 L 2 R 1 L PR S A
2, R PR
[0105]  f b fridk, S-MNTX RJ 5 AN S-MNTX [¥E 77 77— et A » B R EAN PR T 2 POl et
FIBGTT o AE— ST S, Pk Al 7 B F R s A 2 sl A2
I3 A SEETT S BT PR IR AR R A AR B R TR S s B B 5 S SR AR 4
LR Zy (NSAID) o PEI RSB AE « 2R IR I 55 AthJE 2 625 TR AP L 2 625 T IR ol L Pl JE &2
BRI BR R WRAERE | AR MRS v 5\ SR B 22 L AR B ) DD RK 2o
ZF BB IA M SR MR LL IV R 52 2R IR Brifentani | B oRERIR B2 R VR IFIREREN . 2hER T
PAVAME T B A0 AT UG ATV A A T R IR R PP R LA SR R R
EBAN 1)1 o e EN T $1 81 2 R AN EVAE AN YU E VAL E AN WSS N WU 2N
A TR T TR DAL 2 T AR DR S R AT D I 0 U 3 | SR A7 25 |« Dexpemedolac,
Ve R A R A A R 2 YA ER IR 2 VU T B e
BRI 22 PR L A UG M 3P 47 PR 2 S e~ Eh IR MK AE VD 28 IKFESF B R T & W AR VR s 25 AR
VSR KR 25 K JE S IS A T ROR VP IR L R bEE L e b S A R T ok IR R E
T ER L Hh R P2 T LS S ER IR N MR L ST AT S5 R M i S5 A T T 9
TR WS IR B BR KR KT 22 e WL SR VD I #h R e e LRSS YV ER IR A 2 I
BTN EZE (N NN R 2 N EANE 2P T AN 7 s § WIS /1L 4> NU D QL o
W2 S 9 LU IHL | 3 R IR AR I 6 198 5 5 At My« ER IR S VD Wi Bl SR Vb IR L SEFE BAR L ZE SRR
Metkephamid Acetate. #HhI&MIFMA L EIEK S5 il JE BRI 5% i R W HE L S Ve = | 2 IR
O ER IR AT M h R AN SE I A0 S R e ERIR B I 2 L RN IR . MR R 2R
W IR AARPE L Eh IR R VA E L Eh IR K T L BESEYPIE L R Ocfentani |\ BREFELHE L WKIEA]
IR B FEIE R AT W R R R A e R T T R I | R R I L 36 22 Wy ve L Ik
LGB AR BT 3k BR AR R SLIR BRI HT  FR IR AR A ML | Eh IR AR I L 2R R R AR A V1K
Z M IRAEJE R L% RE Olamine B 2K E2 Pravadoline. #h 1% AR 2RNL A B  Eh R BV % |
L BRWR N I R TN AR 0T R B IR TAT S8 05 3 20 e MG IR I B D e A R B /D
77~ TR UK LB #8257 K6 HIIE R =] By R IR = LKl IK A BLH 7K A B i e« AL
I BE KA AN R PR IR T 22 AR 8 25 e IR IR BT 55 K e A 388~ Atk JE JaU B At
19




CN 103257189 A OB B 17/53 T

YO SRR B % R 26 35 e DU 0K 5 SR I L SRR TR R AE
Vet R I T2 BRER I SF B (Trefentani 1) « = TSl 24 02 S22 Ak 2 BRI
(RBLAE T R RR VA SR T W | IR PR e e RN . Zucapsaicin B4
pas

[0106] s B2 T PR O RO B8 T 6 O PR 2000 550 ) i P
i T S EOR A, SO R A PRI o 90532 G 2 o 26 PR
£ S FLT L DLPE B R AL ST 2 o S0 T B EH T B 15 5 e L,
T B WA L 005 0 0 0 TR 1, i i L 585 o e
Fe P LR B BB 36 SR 36, SANTX T FH T B3 96 77 R i e, LA
ST R HFOR / SRR . ST PR 00 B B 0 P SR, I L S—WNTX 7 A
(eSO YT

[0107] X SC 2L £ Y0 s T R 6K PR F 00 A0 V07 15 2 S PR A0 L 1 e
. AL R T £ RS 415 CRIRERIR T30 SRR 0 AL
Yt KPER PRI ) et Lo oo et B0 0 et ) B (Aot
iR e B 96 H A A R B RUR S ) S L e / 40 B 7 (R T
IR S5 RIS ) I8 JOE (A 98 I S S PRt 8 B e 37 7
RIS / R S PSR PR AT 8 SO ) A 98 S0 AU 6 I 5 RO I
Fa7s (singles) EUBMIB (A1 BERIE ) R AAPEIES i IR oE BRI 505 (2
5 0 ZUR R (LR LR 7 ) 5P 3 e

[0108] 15 Bk T (O S OO 0 A0 05 o LR BT At SR K 7 A2
YA KPR KK ) 0 (LI £ T 0 00 205 A ) e (i
B IERAE CBIAIAR R ) FURIS ) ERE et / SE GRS (CLHm AR Wi 7
FERE ) o 11 WA AR T O LB R 96 JR 5 0 96 L R 26  IE 2
SRR S ISR . LIRS O ok O 6 85 4 L7 S R (post—radial)
B DTRIF AR e SR 5 o 0 / T T T S O LA R R LIS S0 . 5 etk
AR O e O DS LRI L RO ) RIS T3 - M
PERBIEE (LTS LR AP R AR OB ) o RS BRI T 5 F AR
WA e Lo HTSLS TV L 2 0 0 PR IR e 2 S5t B 5. MU AR A8 B D
R S5

[0100] 1 o 41 JE R S BRI AU RAA 7 » TSR P AE S 2 0 2 B X 0 3 2
SANTX, M AT L2 RS B b, H P 7 HE LT 3 (topical) FURHS (local) i
Filo S-MNTXC RGP E 0 4 PR T, C0 e 554 RIS AR

[0110]  S-WNTX T 55 5 BR GLHUR S B T 44 HL A SO RS ) Bt
26, AUHRAEUR I T30 T FOR 254 L 25000 B IS8, S-INDUETT 5 30 1 44— e it
P36 7 2 2 O, L B0 250 S0 0 B SR LR 36 B2 0 A
AT T ELR AR A 5 A, 9 LT M A A D440 540 kT B . R
E AR5

01111 SR SHRAIER T (INF) 7=t BRI 5, TS TNF 72228 OB S8
ST > L b L PRI R Jtsh i B WA TNF 7% 2 (36 516, 190, 691) .
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CL R R A e ME « — Bl 3 R4 5T B D B S AR A A 0155 3 R 500 R BB B o A 24 )
PN 25 (Binder, W. FlWalker, J. S. Br. J. Pharmal24 :647-654) . [Xl 1, S-MNTX A HA74E
YIIA N FEB  FE) S B F)E ME FH  98 AERE () S FHYR YT o ANRAT AT BRI 200, S-MNTX
S AT AR AE R T BE A2 BRI INF 7242 o S-MNTX BRELAT AP m] 4= 5 5UmR 0
Jiti FH o S-MNTX 1] 5 55 &b — i TNF 5 57) B Ay Wi T i it 25 v IR Bl 5 A SO TR i e i 48
FEA A -

[0112]  ASH B 53 4 — AN 75 T 248 B S-MNTX sRELATA TR R/ si6T 4 5 M 4 M
iE » M3 2 MEA I S AR ST 4 S I B o B TR L N B R AR T S PRI A
CREE R/ FREESU AR BUE RN i EWOR A BORIE

[0113]  EATS 53 M — 205 75 b, WI3E T4 S-MNTX sk H AT A W03h 97 19 R e
TIRRERA K 2 R BE PR BUS RA R S R KA 25 S AR (AIDS) BREIEAH G KT
L

[0114]  FE—2H Sl 77 S8 b, B2k 98 M hE e 2F Bt e G2 PR B2 R L UV 5 L i R R L #2
fih M fz 2 B 259 (B FREAP T RETIN-A( 4 AR TEER )) 5 59 800 Al & T8
S-MNTX sl HATEDIRIT -

[0115] AR B 55 Ah—A 5 T2 167 A I 8500k 98 Mk B B RE 1 7 7% ik 7 1B 6 LAY
ROIRTT R VEAE [ 2t F S-MNTX o A ik RO 58 P R Ikt 55 RS e A 1 2 9% 24 S e Vi
2 RPN IR 1k B2 A 57 AR B2 IR % P & 8L T EEIE OB ) 2 nodulokystic JE
o ERIR MRS CEE I ORI L 29 R AR IE L R R B R
[o116]  JELEJE WIS TR 7 B AR 2 B R Mrar i i i iR ) o ik A
FHE 16T 7T REAR BE 1T 2982 BT 11 LATS B LR (g e 55 A5 20 O PRk A2 1 — BRORR A
TEFE IR R I U2 SR AT VA I . BT RE ] — ek 2 RS ROIE S T Bl
HEER, TR A RpE B FEE AR TR0 0E « & PRE 259075 S I iE AR AT L
DIEERESE o RET] LU SV I B P T o

[0117] WA S-MNTX FUER S-MNTX LAAMATT R AR T A S (EIXLEIFHL T, 2E I A
bR AR M IE R E S-MNTX B e R T 5, AR X R A2 Ay B 2 F 2
FUIVER o« #E—2e5jli 5 2 rp, R ) B 1 560X S-MNTX, £E— 285t 77 S+, ZER (] E 26
I3 S-MNTX, Jf HAAE— 85t 77 2 7 R B a 06 o G T B8 E 4R Hb I 18 1, AR R BRI 3
T SMNTX DAL B H 8 25550 il 500t B0 250500 Ik 28afi) 5 ] LU B an ik 135 1 L)
HIiE 10/821, 809 HA (1A LE, Frid 3L [E & A Hiig 10/821, 809 DAH BT AJH it 5| H IF AL
A < iy NN N N 22 25 k| N @ s v/ o

[0118] W LLZ5 S-MNTX — g i Ay TBH FUE T 5 S — 50 3 (1 — Rl EE B2 2R ] 1 3R 97 1l 2
B[ REDD . HR S A NI R IR S-MNTX S5 0] Fy e o g k448 S5 8500t 5 A5
KGR B B B R BRI, AR BRI S SMNTX & — el 2 AR 7 ) AL S
LM EY .. XK RV AT BER BI04 . 10, 2 7E IR T7 R hh 5 A S H9E 7
ARSI IR FE4 S, IAE R @ I 5 S-MNTX BBy AR #3 v] E

[0119] BTk BT F FE) ] DA A A] 25 2% b ml 32 52 A BT RED . 3 FE I BRD R4 T ik
B Bl J& Bl JE A 52 Bl 78 B 24K A A2 = | burprenorphine AT FEMETS « AT £5 (A H4E
L O HE (M A ) L AR A B SR BE L AE 2 FEME L2 KB | funal trexamine (&
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AT SN R | A2 R A2 E S BRSE VDR R T A S IR TR SEmE R g (IR ) |
S VD W] i N —6— T RE TR N A HE T N AT T I R P P A B R IR T
MEHE 4S5 B 25 R JB 8T 27 K Je VR E Vi SeAn T A 5 22
[0120] R4 A5 SL IR B FRARAE F , Bk o] R R 5] 5 i 40 it FH B A HL 8 (] HsF 552w g e
ZARF (CNS) FHAMEBT A 2 AR A B « 5 S-MNTX 214 1R A4 Joi ) 34
REUE AT DU Ps sl vf 7 IS « TR BRI 7 AT AT Jir ERT s DR 49 s 0 48 TR s o o1
eI A PTIR TR AN 2 T BRIA T AN R LA, BRAR A SR HA (ERE CNS PERT 1)
B] A S AR A A R (topically) BURES (locally) i BT ik Bl by #6490 JSuAdi 49 B
SR FA] A4 ST A AR b AN a3 o i A G0 A R AL RE RS2 R IR
[0121] 5 S-MNTX AHAL & B9 JCH H Pl sk if T IS sk 75 5006 77 40 A e il B0 Bl
FEY R FEEAIRT -
[0122] (i) ¥&WRT J [4- (XPEUREE ) —4- 5228 -N-N- ZH3 —a, a - Z2KF -1-WRIET
Wi fi R R R 1 Vv Wk T e AU LA B AR S e SURIAR AL &4 [ W36 L) 3, 884, 916
3,714,159 ;1 W. 25 [H % F) 4, 194, 045.4, 116, 963.4, 072, 686.4, 069, 223.4, 066, 654] . 1&
WK T Ji 1) N— S8 AL AN TR AR T 25 DL R AR SO 8 LRIAH R A [ e &
F) 4,824, 853] LR LLAILA R ()« (b) A () BIFHRALAEDD
[0123]  (a)4- ( DFEREEEAE ) MERE — T EERAT LD UL AR SO E WA N- e [t W36
E L 4,990, 5217 ;
[0124] (b)5-(1,1- — K F -3-G-8 6-F & 2-FA 4 —H -(2.2.2) F 2-F) K
) -2- Kk 1,3, 4- B 5- (1, 1- ZEE -4- GREEE) T -2- Bl -4 -1-28) 2- 5%
K -1,3,4- %% = e 2-[5-(FF & K ) - 2 -10,11- = & -5H- — K I [a, d]- FF R
H5 —5- 3k 1-5- fidk 1,3, 4- W ] FAR AL A [ WSS E & F) 4, 013, 668.3, 996, 214
F14,012,393] ;
[0125]  (c)2—- B —1- W28 34 [2,2,2] ke [ WS LA 4, 125, 5317 5
[0126]  (ii)3- FRZE —7— S A mErRg A1 3— F2 2 —7- AR S gl [ D049 4 36 | & )
4,277, 605] ;
[0127]  (iii) A% 3C 42 4L 59 Bk IR [ W 26 B & F) 4, 326, 075.4, 326, 074.4203, 920,
4,060, 635.4, 115, 5644, 025, 652] Fl 2- [ (ZFEREEFIBELIE R ) 225 1-1- BN LE
[ WS EH 4,533, 739] ;
lo128]  (iv) A ZF & M W K B B X 3 3% & (metkephamid)
[H-L-Tyr-D-Ala-Bly-L-Phe-N (Me)Met-NH, ; W. f# 1 2 £ F 4,430,327 ;
Burkhart 2 (1982)Peptides3-869-871 ;Frederickson 2§ (1991)Science2ll :
603-605] 1 X B & B K B M W Bt Bk, b W0 H-Tyr-D-Nva—Phe—-Orn-NH,.
H-Tyr-D-Nle-Phe-0rn-NH,. H-Tyr-D-Arg-Phe—-A,bu-NH,. H-Tyr-D-Arg-Phe-Lys—NH, #l
H-Lys—Tyr-D-Arg-Phe-Lys—NH,[ W.2EE L H| 5, 312, 899 ; tH ), Gesellchen £ (1981)Pept :
Synth, Struct., Funct, Proc. Am. Pept. Symp. , 7", ;Rich %% (Eds), Pierce Chem. Co. ,
Rochford, T11., pp. 621-62] ;
[0120]  (v) 4n3E L&A 5, 236, 947 g LI A NZR5E
[0130]  S-MNTX v 5L EHUIRISA SR A G MA G M Ti0I7 I8 . 141, S-INTX 7] 5
22



CN 103257189 A OB B 20/53 7T

I R HUYS AL & B T X5 o n] AR A e P ik s A 45 40 s m ] s P A ] AN R
it P32 AR TR A S o 23 SN DURRYS 1AL 5 Ly R T8, 38 W 1 e SR AU, 1 Uik
I N= SEAC) S ISR AR L R 24, 3 55 Vi DE VD EER], SR, SRR T IR
PR, TRIREE, SAEALEE, BRIRYS, R IE (Polycarbophil) , 58 — FRAEAESUE , B 5 06k, B
FE bt WRAG W , 55 VA ORT, 34508 , Z2 AL, U e, RS, TR AR ALK 3% 3 I i
W, 002 PP L R fg R A, B P o il e P2 8 » il A A TR B » DR 8 » — B — MR
BB, AT R B8 B A A R B » ol A R B AR 8 B 7 R 8 BT A BT 71 (LBl ) il LA
AT ERIPURYS 5 .

[0131] W LA S-MNTX — i B A IR 7 J7 I — i 7 MER T2 i 5 SR G4k (1BS)
FNBUER PO EE DR PO BT R, R ST 8 B4 5m) s DR TS 71

faray
3 o

[0132]  ATLLE S-MNTX 41443 K IBS 677 AR AR T 28 S R A Pz 2E
) IEEEVE 5 B OZ A HIF) (SSRIs) JHFEW 45 (CCK) ZAARFEHIH e B sh R 2k
BEFISEE BN HARR (NK) SZRFEHUR R T _E IR B SO B iR 1 (CRF) 324k
AR A LI B 2B PURH G S Fr A A1) S8R HIF) . SR 2
TR G 1k (1 22 EU i D, F5H05) AT FI IR 28 E A4 1 M BRI B O 25 (SN S
RO AR ERREZ B ER -1 FEHUR AR 2 RPN IR g 4d R -1 fEPih). B - FH
Fir i BURE SOAGR S DR ELR I ) DUBE ) PSR B B 1) 5HT, s 5HT, Fiht
FINBHT, 5P SHT, Wah i) HERZE S AR o - 5 ERRE SR Pl Hid
CISHNRP

[0133]  IBS ¥f97 7l i R AR SEH A FEE AR T-LAE -

[0134]  JHL 5 AR v -2 A TR (GABA) 244 (GABA,) AHE. AR HI A T+ il I Bk AR FH i 28
CRERNAM B, BT DIASTAT* MIVALIUM®. LIBRIUM® .U X
ZANAX",

[0135]  SSRI, 1l fut S AR VD B SLPE VT IR 27 PO YT & bR PO K 22 7 il v s B
FEVE VYT KIRE A 23V AT cyanodothiepin (W Prous J. R. ] The Year Drugs News,
1995Edition, pp. 47-48) F1W097/29739,

[0136]  CCK %% & £ Ht 7, 4] & #b £l V5 UL, 5 % K %F. dexioxiglumide. 5 & %,
D ' Amato, M. %%, Br. J. Pharmacol. Vol. 102(2), pp. 391-395(1991) ;C1988 ;L364,718 ;
1.3637260 ;1.740,093 F1 LY288,513 ; 35 [ & I 5,220,017 7 2 FF [{) CCK 32 14 45 $it 71,
Bruley-Des—Varannes, S, 2% Gastroenterol. Clin. Biol. Vol. 15. (10) 9pp. 744-757 (1991) ,
F Worker C:EUPHAR ' 99-Second Furopean Congress of Pharmacology (Part IV)
Budapest, Hungary Iddb Meeting Report1999July3-7.

[0137]  {& B shZRZABEh R SFE DU, 55 anfe E 3h = iEshin ABT-269, (4.5 %,8,
9- A -N- LA 47,6, 12— =46, 9- B -N- &) i (N- 2L -N- 2568,
9- BT 8535 A) AL (N- FI3E ) -N- RT3 -8, 9- Bf 4185 % A) , Sunazika T. %%, Chem. Pharm.
Bull., Vol. 37(10), pp. 2687-2700 (1989) ;A-173508 (Abbot Laboratories) ;{¢ & 8l 2 #&
Hi#F (Phe3, Leu-13) 3L H 512, 214™ American Chemical Society (ACS)Meeting (Part

V) ;Highlights from Medicinal Chemistry Poster Session, WednesdaylOSeptember,
23
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Las Vegas, Nevada, (1997), Iddb Meeting Report September7-11(1997) ;F1 ANQ-11125,
Peeters T.L. %, Biochern. Biophys. Res. Commun. , Vol. 198 (2), pp. 411-416 (1994)
[0138]  NK % & 4% 1 7, £ #5 5 41 FK888 (Fujisawa) « GR205171 (Glaxo Wellcome)
LY303870 (Lilly) . MK869 (Merck) . GR82334 (Glaxo Wellcome). L758298 (Merck) .
L733060 (Merck) « L741671 (Merck) « L742694 (Merck) « PD154075 (Parke-Davis) .
S18523 (Servier) . S19752 (Servier) « 017100 (Otsuka) « WIN51708 (Sterling Winthrop) .
NKP-608A. TKA457 . DNK333., CP-96345, CP-99994 ., CP122721. L-733060. L-741671.
1742694, L-758298. L-754030 GR-203040. GR-205171, RP-67580. RPR-100893 ( IAJTH ) |
RPR-107880RPR-111905. FK-888. SDZ-NKT—343,MEN-10930 MEN-11149,S-18523,S-19752.
PD-154075 (CAM—4261) + SR-140333. LY-303870 (lanepitant) « EP-00652218. EP00585913.
L-737488. CGP-49823. WIN-51708., SR-48968 ( ¥ ¥ J& 4H ). SR-144190. YM383336.
ZD-7944, MEN-10627 GR-159897, RPR-106145. PD-147714 (CAM-2291) . ZM253270. FK-224 .
MDL-105212A MDL-105172A.L-743986.L-743986 25147 . S—16474.SR-142801 ( BybZ3IH ) |
PD-161182. SB-223412. Ll &% SB-222200.

[0139] 540123 JT - W099,/40089 ] CRF 32 1A #h F) 8L 5 H1 7). AXC2219. Antalarmin.
NGD1. CRA0165, CRA1000. CRA1001 .

[0140] {2 A= K 25 #I i F 2 AK B w0, 4 0 35 45 . A% IR (vapreotide) | 2% i ik
(Lanreotide) »

[0141] BT R AL A& 9, JU H A2 F0 9% i 775 28 AU %) JI5 &8, {51 41, NSATDS ;5 i 98 2K Fk [ 5
(TNF, TNF a ) #0055 B F) & % 50 (basiliximab) (#] & SIMULECT® ) ; & % 2k
i (daclizumab) (] 1 ZENAPAX®) 5 % K # 31 (4] i1 REMICADE®) ;
etanercept (Bl WTENBREL™ ) B E&ES (6l ICELLCEPT® ) 5 Menng (41 41
IMURAN®) sfbse 37 (GIHTPROGRAF™ ) 28R B  FH (NS R GT Hi 4500, 1 41
HIEUBEIEE (B AZULFIDINE®) s ®yb s (GIDIPENTUM®) sfiZib
(HIASACOL". PENTASA®™. ROWASA®).

[0142]  HUERH, LL A MIEEHIER A s DL R A AL S LLINMAALOX™ .

[0143]  HU AL A, B0, LR 4 MYLANTA®FMYLICON® 1 (5 — F
RS MRS PHAZYME*MBEANO®.

(01441 SERIFIHI5I, 140, EHAR A PEPTO-BISMOL ™ 118 X 7k 4 bk«

[0145] LA 4 ELMIRON® 6 (¥ % S0 2 Wi Ba s, b 27 1R 25 M S5 VTR i 22
BER 2R K T RATED

[o146] 1L 2 EU D, F505), B A a0 2 7 S .

[0147]  RUZUMRE R E R R MBS E R O B GRS ) R IR B ik
# -1 TR AR 2 2R FE DU IR e & -1 BB B - BRI

[0148]  HiErE RAFAREE AR TFPRILOSEC®,

[0149] P ZEFFI P R AW EFEA R T XM BB A7 (B, $hER 5 A
T NFEREE E (BB BRI 2 ) FTR4EAR ST BT (B BRBTHE & ) B
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B BFE A VR G SFE i (i e %) RS AR B I AR R i (M 2R
IRBEENR ) 7o, AR L PEHG IR AR B | nhk s R ) | SR R AR o R L T3 2 MUK o
[0150]  HUAEYEFIELFEAE AR T 5 P BTFE & 57 P IR « FRWR 6 YR A R AR 2R A BH L Wk
BVGF SR E NS () h R HL 25 VA TR ) R BR BTG b « BRI v 0 Bt | Bh R kb 25 v L ik X
TRAA RS REBR FLAT B« I SEAT YT T 7 Ly ek F L R 3815 2

[0151]  HLRFNEEFEALA IR T3 Vb Fu 4 M AR MERE « AN AL 40 AL mT AR R B b 4y
M o

[0152]  5HT, #BhFIEFEEARRE T T R e N7 .

[0153]  BHT, FEHLFAAFEH AR T~ B4 PP [ L VG =2 =) BURI B3 107 3t o

[0154]  SHT, #EHiFIEFEEAFR T piposcrod,

[0155]  SHT, Bl FIAFEHE AR T MEE (tegaserod) (Il W &k R M%) | il
povcalopride,

[o156]  Hi AR 71 & & H AR T % B PN K B (desiprimine) « Fif 2K & #k. A 0K 1R
(imiprimine) JRPGYTHIIA L LT .

[0157] M & [ IBS ¥4 97 71 A 46 4 &4 i TAK-637. fih 23 #H (talnetant) . SB223412,
AU244. it 2 & % Al 7 -3, GT160-246. . 7% Bk & A (1g6). & B 4 7. risaxmin,
rimethicone iEIEIH LB E YT (zamifenacin) AN E K RATHIEE Misoprostil) (2%
P B AR S 22 8 S I AR A A SR AT R 2R 25 NBT-3404 1 b Fi B HH A WA L
[0158] PR AFEEAR T IR RPUAER WSV 5= & VU5 2 FaU
R VR R 2V R KEHZMEANMYIAER s RIFER KR E K KER C,.
IRKFFZR CVRKEFER C,, IR KFE CWTHZEKE (sisomycin) netilmicin  KMEFZE
WMER ZMERNEE B MU RENRIER s KA RRRLL N 2 HERZNAHE R ;
WA R R AT B ZHMRFT R 7 B 6B - 80 78 - Bhad FE 25 B 5 B AR
(6-APA) — RIS FRKE IR (T-ACA) — T4, JLAFAE T R BRI 25 B e 26 T 15 2 1) 3- 47
1BHEI 7 8 - B IE LM Be BT AE AN / 88 6 B - R IE T B e uk 7 B - Whaa BE ke e
g, ki 2 AP LAE R G BV A M HEHELEIRAT Y, LU s R EFFE.
RENEFTER ZERIM, oxycillin, GMPAR XTI SRR PR 2 VIR KT 7Y
RS EVEAR . AR 3 2 P& P AR T PE AR B R PE AR SE3& VI AR IR B2 P AR LR e TE AR
S A VIREA T VIR, DLA 28 A R AL A8 v i Sk el Sk U AU (cefazlur) 3k
0 L5 SR AR MR SRR SR 2R SRR H R SR AV T Sk AmERg | Sk flafiEng Sk
B2z, ceftazidine kT JE P Sk AU ZUME  SLA AR Sk me i | Skrmemy  Skrbi by e Skt
% W Sk £ B 2R SR AR LAY e Sk A 2% ShAE AN L ceftrixon RIS A E R dr 4 I
LA ERTEY UL R T 4 (clavam) T BRI B2 G2RX M1 B - WEEREHT
A2, L R TR YE R T R R R AV N B A& R LRI
ERAFEIMER SR S ERETPNER NP SR MERN T ER.
[0159]  Huios #5 AL FEAEAS BR 4% F7 A « AR A% F 2S00 8 SR 00 o 50 A% 8 000 4 SR g
FPHIFR) S B HIF) AR HIA, AR - SRS IR S JC N S A
#5F . alovudine. [ FH &7 46 (alvircept sudotox) . h 8 4 W%t i« 2Kk 28 5% 25 | [i] A7 fi . A
it 15 0T P 448 5  FA] R A7 0 P 2485 VU 2B (cipamfylline) | kB FA) A o o AP At iR b
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P 58 VHUEVE TS IR VT R R R B R VR B RS B B R R AR
W L AEVEARTEE  AERAT R T R 05 5 T R  JBe & IR BB 5« B e 5 A IR Mg
FVIFEY PR R E AT R 5 lopinovir, #h1R A K T FMIEENE . R AE . &6
PP E S S pirodavie B AT AR R IR 4 W £ FIFEIR S B RR Vo 45 L B IR R
SN RZR R E B EH R AR e RiEtE T (tenofovir) « EhEE £ 1 2y Wi — W R
T R B valacyclovir. Bl B IR £ | 5l IR B0 B I £ | Bl IR ) B8 IR 7 8 (vidarabine sodium
phosphate) . viroxime. FLPHARIE  A)fth K2 55 %2 KE (AZT) FiFF 5 (zinviroxime) .
[0160]  HLEEYLH A FEH AR T ER XIS £ ;laury]l isoqumolmium bromide ;74 3k
AN RN ME R EHER s Ehyb v 2 (sarafloxacin hydrochloride) ;HIV it
B U A SR 1) i 1 W R sHTV R 8 0 A SR B X B B A ) s Sk ey (ki
AR ) PEEE Zovirax) s EIPAE (RIURER ) SLAVG T84 (SkBpE T ) sSkffamkag
Bg (Skftftne ) TNV E (A RIKER ) s HiFR 255NV HE (aminacrine hydrochloride) ;
AR L5 EE BN B AN sbromchlorenone sid ALK 5 PO At &L VOIE &L < Eh R
B IR s SR YR AL FE K S5 B RUGT 15y 5 Sl T WA M 5 A o 20 5 Tk g e il 5 JEfIH 2%
AR, SNE L E A A AR K (imidecyl iodine) Ml ;5N EE ; LR
Wiz K% s R MR (meralein sodium) ;mercufenol chloride ;& 3K s FE AT LR
(methylbenzethonium chloride) ;MRAHPHAR (Aif A My ok ; 5h1HQ B oo K ; B & 54 s B
SN TR SRR 5 SRR R 5 B R AR S =R PR AR TR e A s SR
W s ZRTRAR AN sk - i RUBr T
[o161]  HrEE A (PLAER) OF 2 MBI WM SR B e & W &= 6l W&, 3E
A RER M ERGEROCHER . ENMMA SMER HER THER. R
WA LRI A 2 AR K H R EER S e IR T R AN A
W (viridin) o PLE B G )RS I K SS BE n28 S8 25 AR L 2% 25 s IRk R L
A< B 2R WA L A R A L U R L U P IDR e | R M | o R i A SRR M S5 R S
JRE WA ] 55 A DR S A | B 5y s i TR B A A R A R R A 5 = s S L R A
il M (itraconazole) Hp HEME. e A0 5 HY g B | BA) B 27 25 L 2R A0 i I  YRADD S
% (bromosalicylchloranilide) . J & MiIfi%. chlophenesin. ¥ CLHHL i £ ¥ B | S0 52 v I
coparaffmate i £ M, — R £k L /KA i CLIGE | G I g | Sl 2R R M 3 o B WE I R R PR
AF PR R AL TATIR 18  TATTR S AU K I 2 i &7 20T R v e M FE T hz I8 B4R
IEEEFEEERE37,47,57,5, T TR W IR IR I+ — AR . HLE W B FE Bk &
KRR FEE25F (caspofungin) «micafungin. i JE25{% (anidulafungin) « aminocandin
DL o
[o162] I W 4a FIEFEMEAR T ERE.EZFYE BRI IR. 2588 R
(phenylephrine) « ¥ FF MEB . T & 2« 25 A7 EBBK. tetrahydrolozine. F€ & MeBbk. £ 5 5
Y bR 2. B4 B, phenylhexedrine. 36 45 T &, M F2 . 2 B B B IR R 5 GBS
norphedrine fll ciraxzoline, A FHLH T A SCHI A -SWA 7 vk o 128 i 48 e 4a 57 A8
FHFA BT PR AR PR B i e 800 i 4 5 MR i
[0163] =Y Fp A H sl &4 FH IR, LAVR T A Rt il A R B I 25 il onl o v A Rk
T e I S EEAT I E B, e T, R #S2A B0E T A ARSI e —
26
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[PIXT5 (BT NZERTS) AR E. ARG R IR VAT e B A DR R A
PR L EE A T, B A e L e, BRRI I 1 B IE AR VR YT B0 0 B AR DR R A
Sl A T I B B 2 S B IR I . AERRVE LR, Bl A E A SR R —
FhEl 2 MR ) & 1) B IGE s mEs 2) BIRAEAR AL, A/ 803) BRI RME R 2 /b T
2008/ Ko fE—ASLHiT7 S, A ERR FEERMIGS) 3 IRECED I E, RIERR 2 IREL
Fb, FAERFR | RIS S0, e T A 7 X, ik E A2 i A MNTX 5 12
/NBE 10 ZNEF 8 ZNEF L6 ZNEE L4 ZINBE 2 2B L /)N B P R 2R A it A B S R DL R i
o FRMKP R =AU ER . EVR S B IR, A &k v DU B im0 - 5§
ISR BT R B W IR P BLERIA T, A R ] DO W DAE IS X S AT R (AR
I FWARHE 2 PR UE SR 52 ) (& RSN RIRSE B TE T, B 28T L2 B s
A0 JEJE B BRG] AR B B RE [ SR ) . X T SR TR BR T
A R ] DU A9 G 2 DLRRAR Bk 425 9 EAH R I 20 b R ZR 4545 BRI DA n Jek g X 3 L
WIRATHITESI R . Y 25 RS, 28R, A G B T 87 e ik e 1 ™
B s MERERFE SHERETR . S ARG AIEFRTE s [RIRRIT iR 7% s LA 7
o IXECIRIFE R AR — MR AR 52 NI 3 BT R A R a0 A T i ke

[0164] —fZiM &, S-MNTX () ARG E N2 0. 05 24 40mg/kg (AT / R4 0.05 24
20. Omg/kg AT / R £ 0. 05 222 10mg/kg 7K / K27 0. 05 24 5mg/kg fAHE / K. —fk
M BN, SRR A AR T A, 29 0. 001 & 1. Omg/kg #AHE £ 0. 01 %2 1. Omg/
kg AHE . BUZT 0. 1 2229 1. Omg/ kg 14T, IR H R Tt FH A2 4 sl bt N (Rl B kb anf A 1LV A
o Ay B2y 0.05 & 0. bmg/kg A KI5 B4 15 BB G R . Bk Tt 77 28, Al 4
R B DL S BB AR R 3 a4 B 25K o 9, v S v 0 AR R F S-MNTX () 1 R it
FH 3R 4 b 7 RIRE 50 AR5 A 0 B S A #E BB X AN A DA Y [ T2 T, B m]
it B s ) (sl AN ] B R R A BRI IR AR A S T s ) B T A2 T
IFERE . HHEE AR H 2578 DLSEILIE UL 54 5K o 18 2004 5 K FnT 18 4 ani) &
SR TRV AE I 257K T SRR B2 1M 2 25 KPR g o “FllE (Dose) ” FH“FiliE (dosage) ”
FEASCH ] B A

[o165]1  W[AIH Z At &R, U8R, g it Bk 7 SO Bk FRTIE 29 IR e 1A A
I B R E P R R R ORE  DLR T IO R R . R S, AR BT
RS2 AT I 7 2 B A ROKSPE s A S T A 5 IR R EAS w8252 @Il E
(AT 77 SR A R BB 7. XA 77 BT DR B R B B & R FR
SR I B K P IR T AR Y R EE N LR S N RS R B (e ad e v ) ) L B
PINIRON TS N TR RS R E (I anE B ) ik X T gl , vl v R s
HIIEER (PCA) W24 BT RN IR 250 15 0 2% o 0of T BT s YR 97, 1R EL M B3 it
FRTRER BB AL B ik 7 SRR 1R A 8 7 BB A e R i

[o1661 244 il 371 ml s 01 s LA S5y 550) 28 A7 76 - ELn] 8 3k 2450 AU SN A A 7 Vil 4%
B 1 7 1B ARk B (AL &) 5 20 R — P B 2 P oy i3k 45 A 2P 3R . — i
iy, 38 34— IR D HIAE AR B A A1) 5 N B AR AR A 4l 23 B T A 2, 5305
N BB BAR R 40 53 B ] AR 2 1R Y & rp ol il & &4, W R TG 52, AR5 I A7 o
[0167]  *4yjiti FHINS, A2 Bl 52 (R 416 it P AR BH R 2500 500 o 3 B8 ) 5] W o 100
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AL B G2 ) B B R AT AR B BUA I R DRI RS T ROy . A T BESY
INF, BT I R R A2 25 BRI, (ER AR 24 5 bRl Rz 1) 3k w] o R T ) A L2 A bR
Bz 3R BAFEBR AR A K TG 22 4h o 3XFE B2 B2 22 Bl sz i Eh AL R H AN
PR E DA BRI 25 s 2 2 - 2R IR S IR IR B IR A TR IR « TR IR - SR /K IR % P 2R
TR WA PR AT AR IR S TR TRR  FP IR DR IR \ 4% —2— T TR 4R\ 3— FR 2 —2— ZE AR AN 2R Tl
1748

[0168] SV 4 BHAR, 244 Kz MNTXR-MNTX FlT S-MNTX. LA R A % B (K367 7, Heen &
#ho XL ER AL 2 PP ARSI LE BE — BUR A R BE 4 FH T 2500, Brad #h 401k
gjay BT A T N8 WA — P i R ) S

[0169] A 259 iR Pl A0 3 255 Bl 2 BB B B 1) 25 27 bl B2 Ik
AT RIS “ 25 % Bl 2 MR Fa i T 10 A\ R sl e FLah ) e N R A,
%10 TINEE NG S BN T T o 1o R =12 /L LTI e R O TR N R T | N v = = )
B ARTE“ B ACRFTIRN S G B A HLETCA LR, W MR B IR S B R 2 & LTS
fERY o PR A BE LS5 A B B 1 559 3 AR 254 Sh sk slAe e M 77 X5 AR R BH ) il 77
WG IF ARG T DRG] 50 LR T S0 P 55 B 800770 7T W, Remington’ s
Pharmaceutical Sciences, Mack Publishing Company, Easton, Pa,

[0170] & 7K il 57wl AL & 2550 G2 b3 BB, LA BT e b 2595 51, Uk pH 7 22
3.0 2 3.5 Z[A) o IXHF DX ey H K B MR At 47 A BT 70 ) S 91 310 28 T K (RS P fr) 44 R
77 “Pharmaceutical Formulation” HJSEE HiE 10/821, 811 #,

[0171]  EEFIAFEFII £ Wz 28 (EDTA) M AT, ke K HAT B4 HH ki K
HATAHEY) R ANARR N S HATED DA S L- R 2R N, N- — L K HATED .

[0172]  ZEbsflEHEIE AR IR AT RN L TREN . TR W PR RN B IR P PR MM BB Y
AR IR H 2R FLIR T FLIR DUIR MR DK P Tk 192 S B0 R AR TR % BT R M A B BT 7R
AR DL IR AR 2 TR L B2 A R 2,

[0173]  HUAEALFIEIELE APUR MR AT Y T AR I il T 26 Rk R B IR
FEME A0 B2 A AR FR AU L 1E R IR N BRIk SR S IR SN AR B 8 X
SCRTA  FRRRAC H I LR IR AN o AT BT AL )2 B A H

[0174]  ZEBNALHELE B SN T EE T  FURE 4 BErl | H b B4R i) R Lt

[0175] W] LAY AT B AL ) — A A HH ARG S 30 60, 65 R I L 2 A AR IR IR L & ok AX
KRN T BT HAR R L& . T, Irid B e £ 2 2% (LLEETE ) 1
WEEAFAE TG o SR, 97 J6 500 ERTAE R A B S R A B2 i F A4k, I HLRT e AR s o
BORN 5055 5 M o€ o

[0176] AR BIHIAH -G AT BEHIER T HEW D, DLE ARV R IR 3P0 ) o H 2 1 L s LB
FERE R 4l R LIRS BERAEAE T o PR 6. 0 AR pH KA R DR 51
SERIERT . PRI, A IR A BVE ST SR BT 50 o Fvid 500 ml A P £ 7K g o
P BRI PE IV VR DR AP0 (9 H Ea e s LB )

[0177] 25550 IR o A AR 70 550 A2 RN B O LRI RIME IS o A B ER6 7 700 AT
FIAE IR b o FERT LRI AR P R R T R R P VR A AR S A R T
LA FR) T P PR BT B A I R ) o R RORE
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[0178]  WIKe & A A K VA YT ) LA S AT e b — o 58 22 o EL 0 3 A 70 7 i T e 1 R o
o B CVARARIFR AT DA AR S - [ R s [ 1o ] A 400 o ml A 2o 0 5% 2 1 AR A5
P 10 A A5 ] P ol e AE L 250 (/) mB] A AR 5 ) 2T~ i B R e TR A A P )
WTT o B DR 50T IC R A AR A A KR 7 1) 5 B 2570 e R REE B P A 0B
TBUAE T A AR 0 73 T TRUAE o R T M PP R TBUAE 46 o v 8 23 R TAE T P B R T
FEG b o I ] Sl AR AR, E IR AR S B Va7 5 FRORE TR i T 1 o i e v P
BETANZ 2 41 B 1) B AN /] T A BRI R R o 50, AR BT 7 57 ] L 6 5 A
LT BN T 1) B B AR A 580N s P i AL M 8 v S R T e 2459 ELAAEAS A B
7T FE I B IF RE M L SR T R IRRT 7 o AR BTG T 70036 AL RESIR M R
o, AR RS B I E R IRCAS A W IR 387 009 ELAEAR R 550AS [F R I TR R e 25500 ] A
P45 A B P s R AR T 7 R 2 5 PR A S D 7 00 ) PR 8wl S BRAR i B 7 70 I
AR H Ko AEIRXAERE DL N, FE 25570 n] PRadDBe JAE P A~ B i T DU e B
[o170] I TS BLIX LU A FIRE FECRF ML AU AT B AU — IR RN T A/
RV FEPRG G 3R R R R SRAS PR IR AE S 1 pH N S Ak s T ve R 1 AR 1
AR SR H . AR R s AR g el (A2 E ) [ pH B 5T i i
pH B AL A B e TR ik ) A AK, SERAAE o P (ORI RIS SERE B LT/ Bl RIERE
AR RSN/ BUEIR B B RRE SRR LG (HIIAEANR] pH AR NAL ) 5 SEI R
A~ 8 R I

[o180]  {EA BB E LM K MR T IS DL T 5 A5 W A6 77 770 n] A A AE 42 Tl S Al 571
(RIRIHT, B I P2 TR JECR R Ak 138 T AT F SR VPR TBCA A WA T I 252 Eml 2
IR TR, B Al 0 R R R ) 255 LT e kb . 2B T B IR
VA e AR AR T — A AR 5 BN 6

[o181] A iR 7 54 P IR A AE 48N R BRI e AE e 25500 2 1T 2 Jm B
(RIS AR 36 7 500 R A 30 185 0, 9 F0 3 U, WA AE SR A b o AR BB T
FE AT A 2, 140 73 BAE B R RL P R S A IR . AN AL ATl e T
TELPZ  pH AFEPRIURE A A K R TT )0 38 W] B AN AL ASEIR AR e YR T3 SRR, FCVF
EAFIHEAR IIET T A A HAE I Z A2 I I AR VE T o 3wl e A B 77 771 /)
Hs BLSIE T AT o SR T AR IEUAS S B (036 97 771, A M) HT AT AR RIAC Sk — e 4
RN G EGNIRRL 7R — BB 124 8 S RSN 1 5 1K 77 e

[o182] ARG L v A 5 AR IR BRI A N Prid ] B B 5/ Ay
REPRFAL (AT — B EAE ST o B, AR B HE T 0 Al b T AT PR 20 TR R A
MR AR R SRR R b s B AR R A

[o183] N4 i, Pirid /N ALEUZ SR _En] DURAEISEAL . AT R] DL RO B A Y
290 3 RN EEAFOR I 25 AR R B 2955 o P Rl a] DU n] AR iy AN W]
R .

[o184] AT 51 ml LA LURURE 4R (1t o A SCHI FH IRIURE i m] 4 8 o 73 i A & W ¥ 7
A SCHT IR L 25504 R AR SURCR IR, ( BAE— 28500 B K ) o IR Rl &5 47 76 1
AR RETT R, Frid AR S EAR T A VA7 IIE W] 7 U B0k
Ho I 7T G AT WS RIRIURE b o RIURE T DIGR AT AT SO0 R T8N 70 2 A T ORI — J0F%
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T R T JEAR R T R R PR R I UL S AT AT A5 55 B T ¥R 97 I AR, R m]
A4 247 2 R P 2 A sl b i RS FH R AR AT IR e k], A FEAHAN BR T R AR A B AN T AR Al L A2
YT BEAR ) BAE LA B A B B A G o R0 T DR PRI 3, I T e 2 4 75 b T
W B AARS BIFE DU POk S BT ER] DR AEFTEAR

[0185] R TT FaAdd ) B A A mT AR At () 2R 5 DA R LTS RT FH T ) 28 s IR Y 7 ) R SR o X
FERI AW LR KRR ECE I SR E . MRIRRE B 75 I A BOEFER G 0. e ik
SR A W RG Y EE S B ES 1. S. Sawhney, CP. Pathak Fi1 J. A. Hubell 7F Macromolecules,
(1993) 26 :581-587 Hiik K A=W A R A I K B, 4 FL BT I A AR ST IR He A 555 5257 W] o
B B BB BB R IR I IR A TR IR 2R SR R R (RN IR G ) W 5%
(FENGRCEE) B (FENGRTEE) & (FENGRRT ) R (FENKGRC
B ) (RENBRAZENE) B (TENGKR T AR ) B (PENKER AN ) R
(IR TS ) B (NIRRT NER) R (IR TG ) VR (TEIR T /\FElR )
[o186]  ¥RYT7 VAL S RS HIRE R B2 o ARTE “ IR0 B AR T T 259 AR P i
R TT MU ML AT AR AT &8 2550 3 PR DL AR PadtRe i), e mh AR
ORI R B FEAE AN R T RE SR BN SR il o AT “ RESRE I (AR “ e KB )
DAL IR AT, DA 7R A S K R I S0 PN S 15 24 ) B 8 20 R T A 24 P 5], O B e
(RUEARDLTEHL ) TR KT BN 158 BIFE AR BE e W K. Rl “ 22k ” DA
TR SCAEFH , LA 73 A £ ) 50 e FH R R U 1) 25 4008 T30 TR) EL AT Ik ) S SR 1R 25 il ) o %
R A DA AE ST DAASGLFE SE K Iy S A 1R 2540 190328 20 R T80, DRG] DL AT DAAS & “ Rl B
7o IXEEIF ] LLIE A A 7 2

[0187]1 el FH T 6 W iy 3 38 A R MR b 2 jl — i 289 55 — o T o e 2 451 2
pH AR RBE T I G R AR 28 5 55 P OV A T I 1) 22 i 6 02 ) ) 5 IR T A
MR A T R K E A A X R R () WAE 5 i R TG
) o

[0188] B A4 BRI — A S A2 M) FH 491 4 PR A4 PR S BR AT 4 33 B0 A A B} I B pH AR AL B AR 1)
— M. BUAZ T, CmEIVF 2R T “Iii A e, — ik, stk ead s
1M 7E P AETRO w2 258 (RIEE PR T 10% VB 5 % LR 2R 1 % ) I H.
TEMTE T 785 iR (RIS R h B A i) DL s isd i BE AL 1 ( 23))8k
ezl ) IR A

[o189]  FH Tl A AC R A5 IH R A i A 1) 2 P iR SRR L8 A TE 2 A 2K 1) 24 L
Ho 5T B A pHL 1) 36 4% 38°C ) HCL AHBE Al e 52 B 42 /> 2 /N, JF HILJEEA
T 450 an pHe. 8 1) KH,PO, S 7E 30 7B N B R IR L AR — NS00 — Bl 1 2
FIRZ A EUDRAGIT # KL, H AR AT 13 1 3F H i Behringer, Manchester University,
Saale Co., % fRkiE. FHH—DiT i,

[0190] & W B i /& & DL Fujisawa Pharmaceutical Co., Ltd. {J Time Erosion
System(TES) F1 R. P. Scherer [ Pulsincap MK, MRHEXLefRZR, 10 L Hl557E S W+
B IS RIS TR) B 8 259 TEGER AN o FH T I3 1 1 T s IR KRR 52 1 A I TR) 1 5%
M), EA] SHG — 26 5 IR T4 25t i B AR 1

(o191 70 il Jizp &0 1 ) 4 3R R 23 28 DA 00 P M 0 o 7 A OB 2800 i Bl BB 25 B SR 6 )
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FIFRLE, 411 Ohio University WF5T40 (M. SaffranZ%, Science, Vol. 233 :1081 (1986)) #ll Utah
University HF5%41 (J. Kopecek %%, Pharmaceutical Research,9(12),1540-1545(1992))
PR 1 s AR I A i 1 B — - L0 1 I P At 22 B 1 54, Gn Hebrew University ifF5T 40
(F&T PCT HHH AR H 2 1 2 I H A& R H1 i 5-50863) Hil Freiberg University #fF5T
2 (K. H. Bauer %%, Pharmaceutical Research,10(10),S218(1993)) FriRi&E K. M4, ibfL
& Teikoku Seiyaku K. K. ( AKH B KA T B H A LR HE 4-217924 FIA 5 21 2 1 H
AR HIE 4-225922) [ FH AT B 50 5 B I P AR 1) 52 SR B R 2R

[0192]  HRARANE WA THh, i BACH 7 2 WM kL. AR B s B ACH BHELRE AT
RIS AT B KRR/ BT L KRG M IRE R A E & sU AR R
ARS8, — R FE 7 B R 25 RE T30 R) VT IR ] TR) B o AT AT B A W 24 7 P 381 2 8 1) JE B, A4
QAR AGIAAE pH AR T2 5 W E B AA D, (B2 15 pH 25 5 FLL E g . MR
DRHE pH AR ff e 1k B ARART B B8 28 -5 0] AR S A i I i Ak . B s Ak
PR EFERG B T F IR R I <5 s AR AR B AE B T I E AN AIB I
25/ AR /B AT B BR A DRI A T A KT RE D A A7 S TR I SRR A AR e 1
B T HEEA (RVAIFE ) USR5S P

[0193] &M A M BV FE AR T 4 4 2 B AW 40K — R BS IR 4T 4 5=
TR IR EEER 4T 4 5 L A1 R — R PR T 56 FP F 41 o 25 IR IR PR T 266 PR R 4 o 25 L AR R A
TR s NIRIR SR SN ILEE W, HARIE G R L I IR TR B8 TP 6 S PP T O
MR NI TIR LR RSN IA R AN/ B R 2R U AR IR BT i (9 4 LAY i 44 EUDRAGIT
AR ) s LIGEER S YILERY), W W FEEG R LA IR SR AR — IR R R &4
Wi BH R £ 0 TG B BRI SR ) N 0 — B TIR SR HE 2R s L R e (4lifk 1ac) o dbn]ff
HA R BRI G o F T ARSCH A s B4 BLHZE K B Rohm Pharma (F2[E ) 7 LAR
it 44 EUDRAGIT W] R VG4 (1) S L6 A I B 28 S AL ) o mT AR RS e A AL 0 P i) AR
MK EARBAE TRy A A3 3 EUDRAGIT 41 ELL.S<RL\RS I NE 3LZ24%) . EUDRAGIT Z %)
RL. NE F1 RS FLERMAE B W 1E b AT ANEE ) 3 H R B E KR i, EUDRAGIT
ZA E ILRYE B PR . EUDRAGIT 241 L. L-30D F1 S LRMAEE AT H 2
R PRI AE AR SO A S LI 1T

[0194] ¢ W16 TP BTN 5 R SL B84 2 EUDRAGIT L, JUHL 2 L-30D HI EUDRAGIT L100-55, 7F
EUDRAGIT L-30D H, i B R AE S MR AR 1 1 1. 1 B, DR WA pH KT 5. 5,
— M 1.5 2 5.5 (RI@EFAE/E T LB IER AT pl) 15 B was T AR, (H 2 A pH
m T 5. 5 (RIEH AT FEmERAET R pH) B 5 TH RS SR 3 40— Rl 5l
()R FE NG IR EE B 1092 EUDRAGIT S, FLANIH] T EUDRAGIT L-30D 2 AbAE T 25 B 5 i 3
FIEL L) 1 0 2, EUDRAGIT S £F pHAK T 5. 5 B AN %, {H & 55 EUDRAGIT L-30D AS[H], 4
5.5 2 7. 0pH GBI (Flan Mz ) 18 i A g2 . ZILRAE pH7. 0 FILL FR]
WE AL S Wrh KPR pH N A%t EUDRAGIT S R Bl A VR Ak LLAE K rh 3 it 24 s 2%
VER AR, 72 pHAR T 7 W i 18 i AR Th 8 1tk Z2 %) EUDRAGIT S W] 5 7E pH &1 T 5. 5 [ 18
AR R fE ) EUDRAGIT L-30D 2054 H, LIRS B G, ik SR 4 -G ee EL il A
T TSR % B 7 (% By . FTAH I EUDRAGIT L-30D #% %2, 758k b FF e B IR a6 2%, T FH
EUDRAGITS #iZ% , 75 BRI AL FFUERE JHORI 62 o AN AN 52 WY 2 LA, EUDRAGIT 1.-30D F
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EUDRAGIT S #Sh] 43L& HA AR, pH ISR PER 257 Rl Z2 ISR G AEA R
LSt 7 G, AN I s £0AC & ACRYL-EZE™ (C 2 FR RN IR BRILZR ) sColorcon, West
Point, PA) .
[0195]  JIA s A A B AHL A ) 1y 42 PR I, AT A5 P A — 2838 1 m] U 07 B S B0 2 R
T o W AR 1 ¥R 7 AN A 5 B T 10 s W L TE N B 1) b R FORG I ZH 2R DA J 2 i T
55X ZUAH OGP o PRI, s A0 A A B T 70 AR 0 028 S AR T 254 2 i AR AP v PR )
B B AR AT A R ek, A B A A BEREDL AL 25 i v 1
FORA UL Rz e . 78 B i 224> DX SR [ R T80T 1k 550 1) 22 Pl s B A 1 e e L 42 B 2%
I H RS G AR B B i E P s s
[0196]  AUACH] LA HLAE W & 14 5850 AR 1T AL LR, Prid FLAER R 25 A v/r )
B, EAMBEEREFEEAR TSR =40 (Citroflex2) . = LB HMEE (HM=&
B3ME ) WA R = 28 (Citroflec A2).Carbowax400 (58 Z —H% 400) A4 R — 2
@El FrRE IR =T s SWEAL IR SR H s  Hovl IR DT R AR L P e HIAR R R T s G
T, HINE FRENIGIRE G WA N AACKH B &0 2 10wt % 22 25wt % [0 87, JoH
LR R T IR R ORI IR = ORI = L HE . AR S e Ak
LJE%?Jtbﬁﬂﬂﬁﬁ*ﬁ?‘J\ﬁ/@{*?J\{lﬂJ )l anfl fErREe ) AR E R (BIUR N LT 4R R
I ) DAV AR B BB AR, DL R s AR M BRI AL A 7
[0197] I & ML AL AR 7 VAR A, PIE AL AR N 367 00 R ORE 38 97 7000 5l &%
HIGIT IR FE S B an, B AL W S5 BRI AL IR A B 45 58, W Tl v
KN T3, W] {F Pharmaceutical Dosage Forms :Tablets, eds. Lieberman 2 (New
York :Marcel Dekker, Inc.,1989) FH Ansel 2%, Pharmaceutical Dosage Forms and Drug
Delivery Systems,6th Ed. (Media, PA :Williams&Wilkins, 1995) & IR K FH T 48 A2
AT B A FERITEAIE o a0 F TR, A )8 B DA 25U PAORAIE IR L AR £5 58
HEH B BIIA T 1 1 BRAR R 3 I A
[0198]  7E 55— ANSEJti 7 S, S 45 25 Y, Bk 25 50) B 5 A 45 A0 AR e B DRI ER) i
BACH B IBTE IR E o TEAZSE T b, &8 29 SIS 7E 5 /NLIG R B IE K
B SRR A ARSI AN OC TN B I “SBIE R AR 38, B SRV AR )y W)
FIE A A I, 24 Bk e EA R 8 TOKRAR T I, BT 2308E A8 2 TR
BIEEANE, KRN E . H/KRASEE N, 38 N & 9 il @ ALk 42
o YRR Z 5 T /K BTN IR Z8 R L IR FE o« ZKIR AR HH IR Z 0] 3 B
I AL R /ME R H TR R AEM MR EA R T 2R AR R A LTk
BIEWN R L ZFE BB N R R 1] B I R B T i80E AL 5 A £ R 5
CIFARTHED W EBIERR CROHBERE ) i BB R (LmEFE ZFEAME)
MEHERR G WNBEIRR AT 4= IR AT 4R TR IRAT 4R NIRRT 4E = R IR N IR 4T
YR BES T RETYE R . = INIRETHE 2% . cellulose trilmate. =AFHHERET4E R =R 4T 4E
T NRA YR IR A Y2 . AR 4T 435 cellulose dicylate.BEFRIEIFRET
Yr 22 AR IRHIIR AT Y 22 B PR IR AT 4R 3 R IR AT 4 22 IR TR ERIR AT 4 R O — T
B AT R IR CRE AR IR YR WA LR AR Rm M OEELT YR
[0199] 715} —ANSEJli 7 22, SR Ak 2570 Y, B ik 245 50 55 A 45 400 A D B o) 3] ) e 5
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BIBAREE . XS T7 2, A 90 B HR A R R SR s I sl i . o B
A, T B n] DU ] 22 ). v A2 0E B R VK e N BB Ak E N LU IR 259« Vs
(K203 I w] B E T I AL 25 WRE U 2 Bk T AR T Y J5 R, I B2 R TOR]
REJTUG T GT T8 HIAEATHE 53 o 84 B T3 Rh I I B A RS 2R 4TYE 2R .

[0200] 75 55— SEHi 75 G2, SR AL 2300 B, BTk 20500 2R 5 AT 4 A AR S WD i R ) R
BT B o TR T 22, A 290 50 5 FRaR IR B ) ST IR A o IR Se R R
R G E FE K T AW, 95 KRR, Pk 58-S W 2K 35 7= A2 FH K
P HUR N R AR 25 (PR TE o BRSPS AR AE K, 2 a5 TOK T3 H
IEAEIIR 2R — RN BB BCE L. F T IR PR B IS I R R R N 2 R IR AT 4 R %
WEARR R LEARZMREAY

[0201]  7E 5 —ANSEE T 2 T, SR 254500 B, v ik 25900550 B 5 A A A A R B R SR TG
T BARKEE . XL 2, R W as LR SH4n - . IXFER2
BEANSTEE PR 259, 4 ik 2 B 28, s 569 e v It BAERE 5 &
FHEREI M . # RSB IS 0) 77 XR AE 29 B T

[0202] WP A E FLALRL 77 T 28 il 2 s A BB AL R B . i, 51
AR 22 b RT3 I B A T N AT BT AR R AR R AR S A PR A e T A i) R il £
BIEEWIRSE . AR5 IR H A EIEAL, F B E A A (a8, 3 7Eid A K )
Lo =S e - FEDR S0P B IR 4T 4k 22 F1 3 £ T 4000) B4 1% N IR e, HL2ITE ik
SRR ZE S, N2y 0. 05mme 2R 5 FH L HE AR T2 E N E G IKE . L5, F
PG AR HLAR S FL  BOG RS L ATUBR A 2 B30T it o 4 B 4n BH R 26 19 Jag ok, S48 0
R g R ) A HAE AR (B2 0. 99mm) HIFL. 285, WHT ATk, BB E A 2 B n] 4
WA o X T8 AR AR T AN 2 AR B AR BOR IVE BTG A R B, WIS AT
B, HergiE Ul , B EARAEEUE - A S A BE T B R AR, L T8
TG AE B 2500 500 028 A A L VR BT VLR S AN T ELES IR S LA IR S A
DL o o 0228 28 A0 5 AE AN B T 8 6 FH 1 5 VPR B [ A 245 40 o) 500) (40 s 0 A e
AR

[0203]  £F4E S AL A B HE AR 2K — IR I PR 4T 4 2= Fl b 28 —IRIESPR 4T 4L 5= s T A 220 40%
AR IA IR 1) 2 NG BRIL W, W anfir A T R R NG IR M BRI 2L 24 s L H 2 AR
“HRFRNEF R YR, FPENGREBEAFEETH MR 1 | 1 FENGRES
R I P I R R I B PR IR T R S BB ) 23 B i T 100, 000 S 7Kg 2 . L3R 1 i A
5 Rohm GmbH, Darmstadt, Germany T {1 Endragit L, 40 L100-55, HL7 ({484 —
FEREEIR A MR LI E BN 17 2 26%, LR A S =N 30 2 40% JF HAE N
2945 %2 90cP. WAl A = IRESIRATAER M S WIE S BN 17 & 26 %, 48 —BLAE &
h 25 2 35% I HANFE N2 16 &2 20¢S. K — TR IR 2T 4 32 19— > S ) 2 T 65 10
CAT (Eastman Kodak Company,USA) . &K — FIERFR N AR 4T 4E 22 1 7 =18 5l 20, 000
A 130, 000 BRI, HNFES BN 5 L 10%, FEIESEN 18 £ 24%, F HARZR — i
TEN 21 & 35%. PR PERERIRET 4E R I — AL T K7 i CAP (Eastman Kodak
Rochester N.Y.,USA) o &2 — FI IR P 2k AT AR 4T 4 2= 1) S 49 7 LAY vt 44 HP50 4585 1 JF 7]
5 H Shin-Etsu Chemical Co.Ltd., Tokyo, Japan [IERAIESE N6 ~ 10% . FEES &=
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H 20 ~ 24% AR LA BN 21 ~ 27T% M5 T 22 84, 000 18 /RELF T IHAL = 4, BA
S CLANERT 44 HP50 W] A5 [ AH R A6 R R 1R 2 A 2k 1 i A AR 25 3 D SR R — RS &5
ORI 5 ~ 9% 18 ~ 22% .27 ~ 35% 1/ T4 78, 000 W /K1) T 34 7= o

[0204] &7 M HR AR A BB AC I IR B D o IR R AT LU B (1) BAK I, FF H A4
ST AR N TN AR, BT I I S L8 L TR B T R O BT K T AL A A B
A VEAD BAT Y ARl . RSB AILIE 2% s, Lo A B ey & 91 41 DL Remington :The
Science and Practice of Pharmacy,Nineteenth Edition(Easton,Pa. :Mack Publishing
Co. , 1995) , HAMIR T FH Tl & IR ZE 259 (WA BRI T3 15 o

[0205] & A YA ST I ] EL S ) o AR B BRI B TRz ez b
FTAT AL B DA RS2 0 yE 57 S AR B W BT 7 04, B e ] DL . — 28, S
e

[0206]  H 3 B AR ot L it FH () 2500 1) T AR 28 o Bl AR TR AFEAR S Y (£998.6° F)
RAY  BRAL  BOESR S R TR AL I 250 o R SR8 T N 1 A2 AR 1) DI SR 1 S Ak 2
PP DL PR BRI o VT 2 Mk n] DG 15 R R S5 25 IR BSOIE 7 244 L, B m] ]
BRI v T e N D N v 15 PO S8 i e O O P s S VAR e s = R S g e
il o Tanaka % A\ [¥3EE LR 4, 837, 214 #id T HE 1 ~ 20wt % BT B — Hymls (o
PR A — S0 ) AHSE G 80 ~ 99wt % 1) H AR U Iy 41 e iy A ) 38 5, ok H R BRI I ey e 2
B4 20 BCE /NI B B 8 2 18 M S 1 I e DT IR H i o bl TP, IX e SR AR5 )
TRAF 52 2 PRl o HL B TR 58 B G I L 36 i 7% M) DA ST AR R A A m] S 302
1) 55 W SO R T a0 R o 3 | 2 T @ VR R 20400 (90 4n . Hartelendy 5% A )6 B &
F] 6, 099, 853 Ahmad 25 A\ [{)5EE L H 4, 999, 342, UL K Abidi 28 A RIS ELF) 4, 765, 978)
[0207]  — Mk, HTAKHLGWRAA G TARESH =R MBEEERE
DI S D = e NI O v £ e N 1 R 1 I vt N T
WITEPSOL® L it B e FE 5B R I VASELINE® JB %46 & el
VAR 5 KB 2 P B T U R L 0= R« F R IR ol IS R RV S IR 5 v 20 I L G ) AR T
B FIAE IR T 5 IR U7 R s L G el 1R T B R T 8 — HREE 5 T B R KB IR IR H AR, T
W=y R H v AR R =R IR IR H v e s H VIR PR IR ER EL i LB 412 H e s DA AR & —
R e SLAT AR, LEin 3 £ — 1% (macrogols) FIERVEHERE (cetomacrogol) » EAITAT ERAMAT A
A E AR . WIRTFE, AR B A5k v AL S 3R v R A B 5, 1XE
TR

[0208]  W]IE it FESEFEAS B S AL R 3 ST R & PIUE 2 17 MR R W Bh AR T 1R 1 55
JAE, kil & A I 25 A G4, i R T E, AIAE T m R R 3T . 3l ) an e A H
PRI IR G W) BUR R IR B IH e M UR 43 KRS T8 1A A B e 32, I P 1S 406 W )
JSCERAE T B R ) o

[0209]  HRHE A< W (K41 -E W3 WA DAy 2 2 51) L i 2 3 VR AR VR RIS AR R ) Ok R
Wi GRS T RFERH EH AR NAG YN 2 I 247

[0210] A H T A B ) S ik AR R n] By 2 R0 2, S K HIR) JEK R LA 5 . K
fEBAIRER A TRV =31 E:% 5 71 AN N =0 N e G N 2 i | NV 7 2 = 5 e | 5 )
TG A AE A BB AEZK TR A AR A R A4 7 R AEZK LR AR K FL N e A & . 2 FE
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L B2 A R T R YR RF pH BIZ2 P 2525 BRI S2 B SE AT RI RIB ) o R IERESE )
(1) pH BLEARAL VAT FIAE SR E PRI A o

[0211]  SCFAEAK S50, AT G £ 18 7% 2 22 i FRAE 45 224 i 5] a5 26 30 i FL3h ) & i Y
N, 5549 4 S5 oK R A 2 ik ) 0 FE rh s B e 19 pH Y o FEAR R BH T, AV pH M4 4E
FREZY 2.0 220 6. 0. FRARMIZH-GY0 0 pH A2 T I AN 5 1B 5238 SR R 1 2 25 )
[0212]  FIF 242 BRI RS2 (R SGAFR) A]Re AR 2 B 20 6 W Rk B2 4 R 72 BRARKSE o AT FH TR
AR H R R P EA 4R H AR R R R RN ET SR FEE R OG
BE R TR R S TR AT AR e« 50 SR S JLEH Ao BRI 7] 1003 4 ke 34 14 245 3000 B 75 D
B o XFERIZFNIE AT T Bk R I

[0213] A%k BH 1 20 & 40 3 ] A0, 456 ORVE 77 L A B TIRH Rl 5 LA & TRl 44 40 1 o)
o T T A B G 2 OR 0 50060 8 L LI 6 A0 AE A Sk R i s PSR (soothing
agent) ;fR1EE | (membrane conditioner) sEHURF ;LA HAH G o A% BHA &) HIREE T
(7R B K AR P e R 245 R84 T A2 A

[0214]  —FhEkZ PG IR 4% 5 AN B3 A R B ST IR T AT H e ik A &R
[0215]  FCHil FH T il il I I 20 G ml LUR iR B [ AR (A HE 9] s fiss  wE3R) . FL7)
FINEE BB ) ) BT “BRE R SR A A AL, Pk « PR e 17 2 A5 an R fR
SFHIE AR BOM R, Pk 78 2 EL A5 1 G 50) S AEPRG B FR) BoR gl . HLRT DU B K
(BRI s LT A L L3R o B TR B BT T IR A

[0216] =¥ FH 5 ARG Rl it FH 1 B2 JBk IR ok st o TR0, L8 () 2 A A 3 T 25
H ARt A HE T SRR I Bk . A SCERAE A AT R (topically) BURERME
i (locally) fiFH T E S APRIZ A X i bk, R (topical) it F & #ks it H
TR RNE ) SRR 202, Lol i je ke (/M0 S kBl aadly ) FIORG IS (7= A i/
S AR IR ) o 7B T PR B T B FE IR « % (LU g 5 Sk L iRl 8 & A
CURSTH ) M08 SRS Bl il  BIE M B / AT TR IR T 5 4F —Lest iy =+, f
6 VIS 0B BT S FE RN B / NET TR IR T 5 76 L& Sl 7y 2, DUe RIS e L B
XAEE RIS BIEAE Y /AT RR R . ERTIR, AR R (local) i 8 i
FH T B B0 B AR 3 B 3, B 3] 2 S VR R B3 (I n UL AL < i 0 IR N Bk A
TR ) B G AR e PR X k. PRIk, A ST AT FH 1 e 0t P e FH T B R ) s X
sk

[0217] XA / BR3P il A A % B B 4540 » AR Th 28] B FE 491 G A e B 1)
BT FNBIE R J A/ B 230 DL 78 7l 31 0A e it ok 0T o7 SR 4 4 2L AR 1 e g o ek 480
PIFIRAEE o AR BHALG I D RmT LA OKECS 9] 2R A A bl BT 28 B 7)1 31 19 Dh 80
[Fo AHAZ, GASCHEAIR IR, R DAA A R B (R36 Y7 304N 28 iok it g B e, i AL 6 AS HY B
W 5 AR BT A A O AN A EEIVE A (R 9] G P R S BRSO ) SRAS BIA KR YR TT
FIE BN Zh3L

[0218]  [RIFELERLLLARIE St 77 S, AR AE B A /KB IR I St 77 b, A G ie T A &
ol B, SR A S A R A Y. Rl UE T AE Y B ok TN R .
TEIX LA S 77 S, Pk — o R Ui AR T 0 240 5wt % (R THAEWM L ERE) 1
WEASTEAEGY . Bk, TR AEGM S HL 0.1 2/ T4 bwt % 1 —JolE, Horp 3t
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RHEL 0.5 BY) 2wt % . BERIEAEGW S HL 1wt %1 —J0EE

[0219] X T J=3 s PN S it FH » 490 4n 545 P it A A0 A UL B il B AE K 2B i ( LL i 648
ZRIP K ) T BV VR BRI BYCS AR T PR e FH P A AR A 2 R 2 R B AR R B )
MHAE

[0220]  YEF) (I AnAT LA TRER 7 BUABELE ) A& ORI — Ml 2 fik
EW . MIEFTIRA B E LB A A CHFEAEL 0. 1 ~50% [ LERE ] MWKE) (88
Z BRI — Pk Z ML AW . PeE TS [ DLE BT 11 % ~ 50 % 31 R 57 A kb
SR B IK IS I G2 b CL R b BTl (9 H e iR . nT A S e T A R I A4
AR N T A SRR R XA FREAR T TRV : (a) A, B
W HE A A R AR R R AR R S A G . (b) RE, LG S SR A
SRt TR R S K TV R TV R SEUbE — LR . (o) i — RIS i 1
W A RTAE ALY SR PE RS I AR 8 . S 45 A, 6 AH AN BR - 8 JBR VMY« ZE A6 3 Kok o
e KON A I A T B AR AR I 2 BRI R S (d) SR H i Es, tan
CIAL I A Il . (o) ZARFEALIH S, B in 258 3640 1 At fis e H g . (£) 10 & 20
AR T BRI RR (M55 BE . T DT R 1) TR IS S TN SE MR R T IR S A SOl K. Sl
FEAEABR T AR CER HEERR e Cls Bt IR S R R R S PN R A S 5eE PR S AT i
B SE TG TR 57 25 G A IR R 1 7S e R IR R 23 G e i IR IR N R L B — RN C =
B ClE C IR OSSR 28 IR — N IR FLIR H FEME . FLER A 5B I N FL IR i iy
fig. ()10 % 20 MR IR 1 (1) P I BRIK MG HERE o Sl A0 REAHASBR T A 5 58 R e i s T g
BRI MG R BRI . (h) 9 22 22 MR IR T BRI IR » & A S B AR (H AR T E 1R
JFRERR A 5 7 PR A W I ol I I s I TR P M TS R Vi 12 IV 12 o AR ek PR 1242 1Y
IR W ATIR TR . (1) 10 &2 22 MBI (1) e 0y B, LU W H AN PR T R | IR S2 5t I S
B\ /ST R IR T S Rl I T P LA T I Y BRI L I R R 2- SRR
Bl (5) PRI EERE, AR HAR T LIS 10 22 20 MR 7 1 IR I, BE A {HASKR T
FEH FEEE 1 E 50 NIRECHEEERER 1 & 50 DEAE TN fe 5k A s R S i e | fog s
it A T T S T Y R R . (k) TR - R, Bl AR AL T I T B O R . (1)
FBIR AT EY, B AR T EEBIE LB S B IRN E B IEEE . R IE IR
FEBIRR T AN CEEMTEBNE . QR FE BRI SIS I A [ B A RS
[2EE R LML EBE . QB 25 B REEE W i IR =F B TR R G « B PR R 2 B IR I
B B JBR R 19 = B T T 6 I B PR TS AR LB - BRI IR S = BRI AR =) L85
S EB G CEEWI AL EE B NR LG AR [ A e B IR . (m) 20T
BN BT AR, B ARAE AN PR 780 s 70 R BT I M. W. 2000-4000] \ ZE ISR &b
R E NI BRI AN PR R L B H S8 H i I A B H LAY
B LR FEAL T AL RN SR AL EE L 58 4 T (ML W. 200-6000] R4 28 £ — % 350, Ff
AL B 2, i 550 AL B 2, i 750, A ISR 4 T 2000 AR IE B 2, 5000 B IR
AR Y) MW, 100, 000-5, 000, 000] R A R —EE DL R ATAED) . © 1 (2- % -2,
4= R FE)1,3- T EE1,2,6- = OEC TR USP(2- £ -1,3- © 2 )« C;5Cig
B W DL R IR R SR AT . (n) 2 ooRERS, B EA R T3 5 % &
TEEEEA R ER £ RS R R TR L EEE A IR 2 R BRI R R &
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TEE M. W. 200—-6000] SR R EREE £ T FE (M. W. 200-6000] fig . 8 IR U BR TS EEEE A
JIR 7 PR TR T s P i R 2R TR B 2000 55 B I 198 28 TAT IBE 2000 R\ S AU AL 1) S T
P TR T G 5 0 0 TR el S R T U IR S e 22 T T IR 2R H T e S AR R AL I R IR U R
HEE BB RS 1, 3— T T EEE . HEASES 1,3 T RGBT R B MR k£ oG g
D78 LI AL EE B IS R R AR St (L AL ZRE R IR DT R R o (o) R, B (HLAN PR T e i L s L I
R IR A 5 R G R AR BRI T DL R ST AR L FE RN PR T SR IR S Ll B e s
RIS 5 AN RN e B 1 AR SE AT L B 1) SO N =40, B s s 2 7= T b ok — i
REW. (p) MY, BHEEA R T B I A RN b i (candelilla wax) . (q) WG
25, L Un ORI R AT A (r) IS, A FR (AN B FIE ] R0 0 fy I L P . () B
N2, L an IR I PR BN A 254 10 I8 Iy TR I e R[] A g Jy P o et I e o
[0221]  pEFIEL kS [ LIEREIF ] 1 1% 5 10%, 4tk 2% & 5% LA Sk
AT DR AR TR R BB B T . A NI R AR B T B LA R S 4
EAFRT 10 £ 20 MRIE FRIMEIIE . 5 2 £ 20 BERIR LEESFRE A48 &1 10 £ 20
AR TR 5 2 & 20 BEIRINVE OB B W RmE b B 6 £ 12 DMIRIA T ikt
Eﬁ} AR ST B T I BR e AN — IR T PR IE « & — e 0y S IR I BR e A — IR i R e ( FLrb IR
BB EA 10 & 20 NMRIE T ) O By T 200 £ 6000 [KER L Tl TR 200 &
3000 FIZRETA i H WL AYEE L AL SR BRI St L AL BRIV LB (L AL R BE ISR K
PERSTE . 384 19 B T B LA R B FE RS BR T g 1 1R Wﬁu’fw BN = SR, Forb T
B 73 & A7 10 22 20 MR 7o e 18 1 BB 7 LA TR B (E AN R Tt 500 2 bt
SE O EEATR LA R e 3580 o T AT 10 22 30 AN S5 (1) bt & AR R IR 1R 1) k4 i e B
RV . iR fedt QA EEBRTEIR 257 1 22 50 NI Lt ot. A iR H s 722
SUALFIZ R AL A UL S AL B 0050 o T T BB 9 O SR R )
HAFACRAPE o P800 i R 2 A XL R IR AT 22 55 R FLALR), R ST 5 7
HEDH
[0222]  PEFIMI T Bl 2 A2 7K B C, BX C, B, BROK AN (VR -G 4 o 1ok 47 SR UK BT A 1l 70V
HAE—ERECHIVER o DLt , 1b 59 H any& R T e id IR BB UL & 77 35 ooy BE
REDT .
[0223] W] AL IR AL PR TR RS — MO AR A IR 2 L AL A BT Lwt %6 &
10wt % 7K P RO BEHRF) o 18 2 [ BEHR ) 1 SE B B BR T ACBORE R CIG R A L4
Y RO BE BN R (kharaya) 28R A 1 52 SIEET Y =R A JR 4T
[0224]  m] P AR 7 A S A KA 2R A K B VR T sk B R T A ROR B, P ik
JESH AR A R IR IT AL 0. 1% (PR KT 1% ) HRIKT 50% 2 1), ik Hi /e 4 3%
150 % 2 18], SEARIEHBAEL) 5% Fl1 15% 2 (8], FTiRFEFIE TS 5% & 50%, fliik 10% 2
25 % W SR, I AR 4R 2 /K BB I8 M I e B, Len S22 b an B XS 35 o
A, FrdiE e TREAAEY. W BT, P g e vl A SIS Y EL AR . FLAk
FILL 3% 4 50%, ik UL 5% £ 20% KPS AEHEY .
[0225]  PC Al s v B VR VL IR 3K B 2 S 4w it FH T B Mk BT e o) e < 5 ) BB A )
VE AW S T Rtk RS RA G E S [ LLERIT ] 1 25% % 80%, RIELL 30% 2
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50 %6 I B A o TXAE EIFHERE R S0 2 EUAL AL AR ZUL R 7 2. LA —
AR T e A et AV EHERE ) SR . ARSI AR 1Y), DAE T A3 NI S i
R ) S IX e HE )

[0226] 3t Xy b il £ PRIV VRORH VR A VB W] Jm st FH T IR FTORG o vl (UL BRI R}
fEFRARLE ) w538 03— AL pH 25 2 717 0. 01% & 10 % 5B %W, I+ HAR
RS WE N 0. 1%, RIEKRT 1%, 2% 50% 8K H 2 M —Fak LA EY) . &
IR R OV [ W26 B L) 5, 116, 868, iR M 750 Ry HEL AR e ey v A =) 1
PV TR ZL K ] o IXFERY pH HFRBIZY 7. 4 WV S B0 90 22 100mM S LN 4 £ 6mM
MEER S 0.4 & omM BEFR S 4.8 & 12mM AP R RN 0. 5 & 1. 5mM S LEE 1.5 £ 2. 5mM
A4S 15 28 25mM BEEREN 10 22 20mM 19 D. L- B — BT TRANAN 5 2 5. 5mM i 228

[0227] 3@ iok T3 S5 IR I 22 P S AR 7 VR A B AT IR S W BR B TR 2 A4 h ml I B AL A
Yo ZHIRTUERICEFR T 1 IE 3855 s .

[0228]  HERRAAWE A MEARIGITH CEFEIRE N 0.1 ~ 50wt % BE £ 1)
—FhERZ R A IR B ) 5% & 75 %, ik 10% £ 50 % HIRTIR A HLIEF] 0. 5% &
20 %, Lk 1% 22 10 % HIREHR ) s AT 2 7K B e K BUABEAE AR BUE (Le gl A AL
), B MARIR S

[0220] W] B Il 7 5 0 B S | AR A MR AT o WA AR A 52 23 010, SR A HPLC
BT RIS A MR o 259 n] I T 2 56 TR R Th I 250V Bl R I ik RIAR S . 1
SRR AT 7 B AR, 2 B R P 2 25 T R Bl e i T R AR R IR R 4 B .
it FH 463 i 28 A %) 24 A B ) 1 S B e, S LR T E i o A B4 M A2 2R R
ARBH B I HR I i AR B 0 i 9 B 25400, i UG (] - BEINH [R) R B3 o 21 35 24 )0 P i I )
PRFFIEE N IS BITAAS o TRV ERPELE 915 TE T, R &2 (R I AR TR K, 2590 FE A3 Ty
A AH RIS, P IR B AR ¥R 2 o TETE 2 S I T2 R, P 29k BV AR e e I B
e N o B I B A2 D AN 25 2R AT TR o 2R R 250K BE L AR A5 e A DT IR B
JFF B A R L AT, SR e AR A I SE B T8, R BPEZA 2507 b, AUAAE A
— AN R, 8 I R O BRI S A I R R AT IR I AR R . AR E ST T &
o YU R Y BRI, 38 Ik AT An] 1 2 8 () 2 A FE RS ] B AR S

[0230] K7 BoRRIEAKRHZ &, Frid gy & 10 85 5A A FE9 5 /N 12,
Pk g & 10 IAFE S SMNTX /M 14, BTid S-MNTX 51 & /b AL, — 28/ AL pH
BUBMEM R R A4, FF LRG0 B — 28/ AL BAST RIZE B AR S-MNTX. 25 B B 6 U
A5 20 F 8 Fr it 25 I Ys SR A IS ER X 5 Bk vl B H A8 AR i, 491 2 5 8
FE7R S-MNTX B AEH R-MNTX 4l S-MNTX,

[0231]  FEASKR B2y 10, 2546 10 nTE B & 2950550 /MR 16, L 254
AR NI 180 & H T 25 W il m A AR B TR 1) /N A A3 1) o BRSNS, 25 A B 511
Lean A 4 B i] DU S-MNTX PO 4V v Bl TR R B 3 kK. DBl Bl s TR G
R e B R ) 5 R 0 R A 25 TR I I e A P T S B ) A AR B U B o i B
20 WAL E ARG SSMNTX Y7 B U0 o IE R Y3, AN RS T A BRI
ZINJRRL i R B PR 22 0 e R, & IR R s AT B D A, Bt = R A
R KR B DAL e T 3R BRI DS B T R
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[0232] A B ANH HL A FH FR afll T S 1 B e Y i PR 1 245 48] 3 B P s 2 KT . TR 1 4
o AR BEHA SHMA S TT IR LA 2 AT S s SE I 1T HL, AR ST B A A
ARIERN T U E H I AN S 2 BREER . A3 “f45” ( “including”) (“f4
7 (“comprising”) B “ B 7 (“having”) “&H” (“containing”) “HHE”(“involving”)
AR FCAR A AT FH 48 B 2 FL S S0 28 i 10 B R SR Py A K T3 AT E o

[0233]  SEjitE 4

[0234] 22K T ZRIASFE 1A BoR R 7 2 LRI £ A4t SSMNTX A 88077, T I
PR —BEIXBE T IR o IR T AT b TR AR ORI O

[0235]  SEjififs 1

[0236]  F5 WM ORA R PR HENT . FHFE G R g el . MR 2 AT SCER (Tijima, I,
Minamikawa, J. ;Jacobson, A. E. ;Brossi, A. ;Rice, K. C. J. Med. Chem. 1978, 21 (4),398) 1
FIR B4 AT 2275 il Jd R4 R e e o 7 F8E [ R 58 &2 64 %, FF HM A il i e Ak Jie
FEML e A aiAL, LR 2 Je0k) o gl AL i) F2 R e T he 254 o i o AT B2 alifl, 15 317
EAEL 95% MR MER . 2 R HPLC 2B FE I A2 94% .

[0237]  (BUFZE) HAKERIHI% . il Finkelstein KM H (IRFE) HALEHI% (i
L) M AkE. BRI P=R Y5 H N 68 £ 70% , 3 H. UL UG R ERAL A E A ME— ) 2 B4,
L GC, A LEE Ty 89 £ 95% (AUC) .

[0238] R NS MR ) B RGeS o IE BRI 2R TA 265 AR SR A A e A 0 B 3 e A 2
N R 5 20 = O (B A S-MNTX =, ] 2 rh 28 il B 4% . Wil id HPLC (AUC) M2,
W8 21 F8 M HE R () B R e B B AT 2 el 50 %6 AL A3, JEalt— P9

[0239]  7E NMP (10 fAFR ) A& FFF8 A kR A0 ER Y 226 FR IR AL, JF A 70°C . R DS T
R 1o 7E SN [B) S 1R) e AT 3 i R 5 A T FE IR DR AS BR ) s S 18R4T 31 56 o
IEAN, MR 5 S-MNTX R L2 SR ANEGERARI IR A B, ROV T 28 10 1
[0240] 3% 1 :JTHIGe AT 4 & A A I

[0241]
~ T0C 16111 /2 5 A A
qg | A (HPLC, AUC)
| E®) T o T SMNTX % | JR %
1 g 33 30 16
B 12 29 77 25
3 16 27 23 35
z 20 23 20 2
5 24 22 18 14

[0242]  BRAEDHR. th T ARIAER =1 b A7 A5 1) NMP BB DR B, PRI BB L k. &
B 57 TAT R ot (VR T B IR L VR L T, PTIR BRUIR v (L [ (A i 2 A Rl o A
Fl S W5 R LA K IR SR G / ot (VR A AT LU A LA S A2 R 2% NP HT%WPE%
o BTG N, =00 s IR G Y0 ITTE H KT B NP fR BB o T HPLC (1)
B BAGTIED T T s N TR B E S

[0243]  4lifb. —H W= Er2 NP, FIAIHEAT CI8 AL Biotage PRIE TSRS, Xl 4
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WIAT B S AR GRS . RIS 0. 2% HBr 46 55 50 % B RS /K S CHEAT 4)
GHELTE . IR IR FR b R B ekt PR ALK B B [ 2 A 5% A KIS . EE b
HRILL 8% 4L (AUC) 43 B S-MNTX. @ik MS ANH] AG0 3 2 151, ER A B2 B 1 il
B ARE T RREY .

[0244] A F & ERHAEFNAEAY,, 42 EEROR AL 2% IF Ll I % 07 V1K 3 28g 2RI 72 7% il o
50, P SCER TP HER 1 5 VEAE— A O A 3T I A 2540, ARG TE (10 7R81) Hh B 45
JEfF 3] 17g FRMSMERR . T 0 0 /AN R D AR s i IR e 4 R BR P 76 5 AN AH SR B
NSRS AT S 00 o AR BRI, AR AE S AT AR BHAR AL S , & IRIR &9 T Ab 2
et . Ay BT R N IR 8, B UTTE B R WIS RAE S 0. 2% HBr 1) 20%
T K AR C18 FEff) Biotage Flash40s bl taitif4T4i4k, F &4 0. 2% HBr
1) 5% A BE K TEVENL o 9001 ik HPLC BEAT 20 M & AR LA B 200 70 B << 80 %
80 &2 90 % LA << 90 % [4ERE (AUC) o WHEA IR 73 3 BB /e 6 C18 AE [ Biotage
Flash75L E#T (1% . EEZEIE AU EA . & a5 K IL HBr 5 2 AL R FF M
Vel R 2. 6 IREEAitb )5, DALY 80 % 4B (AUC) 43 B E) 11g 1 S-MNTX #4648
[0245]  fREHEAEL /- iREa BN, K AE— 2L AR, SEU=W B E AL L . o ff)H R T
B RS, B, 1 ik Fud i 5 A ks LU LSS 1 S B R B . — HIE S
WIRIBE N WAL A R EUR A AE R A5 BT i o 4RaLdiaT (s, @ i 2l /K- (18
it HPLC ) AUC) 4 B 7= Wpint. — BARMARY) I CL 442 = B2 90 % i 2l , FIA 2. 5% K
WA E A VeI IBEAT I AN L I i 28— S8 U Al FE 3 5 81> 95 % (AUC) »

[0246] & FF A Wi R LIS 2 B VL sh 0k A, L 95 % 4R 4 B T41mg 1)
S—MNTX. LA 90 % 4543 5 2. 5g [ S-MNTX FHLL 79 % 40843 25 1. 0g 1) S-MNTX (AUC) » 1K
AR AW F e i I 1 20 73 FF N Sl P AT E 4 AR 3 2. 4g (> 99% 4, AUC) o

[0247]  RFUHI . 15— R0 A 485 S-MNTX (R Be o, 40 ok 15 31 85 il 48 J5URE R
o KPR T A RS B -

[0248] T WK S NAE TR AR AT . BRAE S SN, 5000 B w68 o B At
o 7E 300MHz [¥] Bruker Avance300 Ji {3 b FH VU AR IEAELEAE A 8 249 21 % e 4R
W, fE 75MHz [¥) Bruker Avance300 Bl A H % FIEAE K 2 S BRI Z i AL 1 . 7E
Perkin-Elmer Spectruml000 ZL4M 3 il LA RILL /M . 7F Finnigan JUiEAX 15 3] i
W,

[0249]  FH 2.5X 10cm (1] Analtech FERE GF M (25 fCK ) dHT# 238 (TLC) . FIH
UV Fl R B AR G 0BT TLC AR Bth. I TR J7VATE Varian Star F{AHEHIH Varian
ProStar HPLC 347 HPLC 43 #r -

[0250] HPLC /731 :

[0251] 4% :Luna C18(2),150X 4. 6mm,5 1

[0252]  JiLid < ImL/ 738

[0253] £l :UV@230nm

[0254]  BRREFEST

[0255]
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CN 103257189 A w R B
A (438 ) [% A % B
0:00 % 5
8:00 65 35
12:00 35 65
15:00 0 100
16:00 % 5
18:00 % 5

[0256]
[0257]
[0258]
[0259]
[0260]

7K : MeOH : TFA(95 @ 5 :

FENA A = 0. 1% TFA KW
FENAH B = 0. 1% TFA FEE R
HPLC J777% 11 -

it 4 F 22 80 4 BT kR 5 3R :Phenomenex Tnertsil 0DS-3, 150X 4. 6mm,
5um AR :50. 0°C s 1. 5ml/ 4380 s EAEAARRY .20 0 L s K I K :280nm s Jii BN AH A =

Ir TR 250 234k

[0261]
[0262]
[0263]
[0264]

[0265]
[0266]
[0267]
[0268]

SERFR :0.05%
KR 0. 02%

0.1%;v/v/v)B=7K . MeOH : TFA(35 : 65 :

BhBEFFALE -
i) (2380 )% A % B k23
0:00 100 0 Hiah
45 50 50 53
48 100 0 53
55 100 0 e
MBNAH ACIK @ MeOH @ TFA::95 : 5 : 0.1% ;v/v/v)

WENF B( 7K © MeOH : TFA::35
MeOH = FIfiE, TFA = = L%

65 1 0.1% ;v/v/v)

0. 1%;V/V/V) H

A _E3R HPLC J7 yE IR S-MNTX (-5 mefn it . F A Eid HPLC 45411 43 R-MNTX
5 S-MNTXo I FHARSC BT IR (1) 75 e m] il 46 FAEFRUMER AT {5 B R-MNTX . 75 HL 8f) HPLC 3347 H,
LEVERE R-MNTX 22 B4 0. 5 438k i S-MNTX. S-MNTX [ 45 B I ) S22 9. 3 430 h ;R-MNTX (K]
TR IR] 22 9. 8 43 8h.
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[0260]  FH T iR 7 iALE HP3365 4k 2% TAEW A4 il 1f) HP5890Series 11 GC AT AH
il (GO) 43#r :GC T3 -

[0270]  #% :J&W Scientific DB-1,30mX0. 53mm, 3 1

[0271]  WIEEWELAE :40°C

[0272]  HJARINTE] < 10. 00 434

[0273] I :20°C / 4r%p

[0274] AU :250°C

[0275]  H#ZHTIR] :2. 00 43%h

[0276]  HEFEASIRSE :250°C

[0277]  K&dULs  KJG - B T-10

[0278]  BURIIGEIAL N . K IEAIFN 10 AR E AL — A F 250-mL Parr %eif
o WER I (OMF) s NMP A PR, WA 2.5 (-8, BTk Gelf & T Parr
PG g (RHERE) HAEE D) FEIREE Nz Nl . RNV HEREE E BN E R
10 % 15psio JARAME T 5N P EURE 30 ik MS 1 HPLC BEAT 23 B AR 2 S N RS B A== ik
Jlo SRMVSEAINT, B PR R G 8 2 A G bR R R Y . R a BRI R LehE
B EA90 110 1 0.1 SRR / Pl / AEAEDENCRIEAT (.

[0279] B FACHRAERIHIAE . K AGL-X8 IR (Bio—Rad, 43#714k, 100-200 H, ZALATE )
JH 78 BB AL (50mm X 200mm) *HFFH IN HBr (1L, A Z: &+ (DT) /K& ) @:4Tehdke. H DI
K (29 10L) et B RIPENLBIA S pHE 22 7,

[0280]  S-MNTX [¥] il £&. ¥ 7% W ok fi (3. 6g, 11. 9mmol) « Bf TA Z& AT 2 At (17. 39g,
95. 6mmo 1) \FI N— FRZEEMLEli (3. 6mL) &2 5 A 25mL RS A R & . ik
RS Teflon MEZ B E T 6 fLR N AFA S, TUNMAR 70°Co 24 /NI, [V BRI 2
KR FF H HPLC 2347 ( BEAHFBAH AR ) Bon R VIEAT 2224 50 % AL o A5 ik
R RS 5 A R MR G 2 1-L B F T LR IRG Y ve Ik i o Uk ER
FPEE I 2B RS (900mL) AbFHATAK) NP YA, 79 31 [ AR HeR Ut iE . R )
SRR 7% & EMEI RS Bm b U Y T B NN TR N B 71l b e | R S LIS o M S 1 S o e R TR
SHIGEE AR A FF, BB R R BT AT R AR 4 22 SR G R AR IR VR o e JIT IS Y s A A
HA 0. 2% HBr [ 20 % FIEE KSR (20mL) 7 3F7E3E4 C18 A/ Biotage Flash75L k4T
tikalifk,, Wit HPLC 7F Luna C18(2) 4% (4X20mm) bArMrghsy, & 3E 4G =& sy « i
TR “AiAL” P fiAr DI K (25 20mL) IR IEAR R BN EE R GIk E R AR 5
B2y 70% (AUC) o 42 T0%ARFZ )4 (£ 18g) HifAE DI /K (20mL) 1, i@ it AG1-X8
BB AT bt A LU AL A e X (L34 T73 ) (5X 25em) « I DT /K PEMiATE B 21
PEVENE UL A AT AN ) MNTX o IR 4 /KBS I R s AR DT 7K (1omL) Hr, 1 —28
FIHI%EH C18 M Biotage Flash75L A &l i (o Rk itk frik #4247, H 5% FBE KR
HEATYENL . i@ id HPLC 7F Luna C18(2) A% (4.6 X 150mm) F43#744y, 3E T4l )& (AUC) 47~
VIRSY A NI > 90 % AT 5 PRIE AR BT 50 22 90 %6 4HFE 5 A 12 2% B 50 &2 90 %
SR DL R <50 % 4H1E . S AN SR 4 o ok (8 0 FER A I DA AT, R 415 3 3. 0g 11
90% 4l (AUC) 1] S-MNTX, SEAZL 2ot — b i il e alifh AR HE 29 1. 0g 1 90 % 4H 14
Ji, TR 2 1. 0g 19 90 % 4014 i 5 2 Wil i 25h C18 #E [ Biotage Flash75L AR EiFAT
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Iy B FILAL 3T 2. 5% MK ESBBEIR ) 1. 0g B 90 % 4 R4 3F . 5 ik R mral
FEERIARI> 95% (AUC) 4, gifint, WK TP Frid = )im LAS 31 741mg 1) 95. 6 %6 4
FE (AUC) ff) S-MNTX.2. 54g 1] 90 % 4lifE (AUC) f¥) S-MNTX. L 1. 08g ) 79% 4L (AUC) ¥
S—MNTX.

[0281] 3 P IE 1% 7 VA A I S-MNTX I3 NMR 1S ] o 8] 4 $2 4 S-MNTX =i 21
MBI, B 5 B AL SMNTX 4% HPLC (il 18 6 34t S-MNTX 9 ) i ] . ax 484y
BT A 2 205 KT 95 % 119 MNTX (1) “S” ST AR A A4

[0282]  Sjfs] 11

[0283]  S-MNTX )& plFnalitb 4t

[0284]  ES T ACHAERIHIAS . B AGL-X8 Bl (Bio—Rad, 73 #74%, 100-200 H, @ ALWIE K,
50wt AH Y& ) ZEIABNBIAE IR IN HBr (24 100 7&F3, A DI /K145 ) dkiTobyk. A DI
K BEAE B B PENBIL B pHe 2 7.

[0285]  S-MNTX [ ] £ . 7E 250mL. B A £ 5. = DR o i A 52 g HEw (5. 0g,
16. 6mmo1) - NMP (5mL) Fl4dk (1. 2g, V)l 3 & 4mm (EL ) » FAR T G ATk be i &R 3
WEAL T0°CHITCEE R NS / A HIZE T . BRI LML (24. 16g,132. Tmmol) A
TREW T FPERE RN 20 /NS o T8k HPLC BT I R N SE A i iEn 1 0 TR 2 ¢ 3.
W 2 TR G RS B0 TUE MU FE 2% 8 ZUB #1605 TPAC (250mL) [¥) Erlenmeyer 4%
e ARV BT A, 1 e A T 5 A B R Bei T, Bl HPLC 73 A g T 255 %
A I T AT SR ) A AE T R K P IR A IR (Bio—Rad AG1-X8, 50wt AH
&, FALRAE e ) FEEAT I UE . ) DT KPR AT A I ph vk BRI A2 UV 35 PE
it (254nm) o AR TSI 7KV VR FH Jee /0> 25 1) PR R e R s AT TPA (5 ARFR ) i LASEER
W BRI LR RIREIK, I A3 B ARV e AP (3 ARRZ1 50°C ) e A
IEGIR FEI — &b / S EE (CH,CL,/TPA) (6 16FR /1 17RFR) IREGW, RV 4E R (e
R FEBIFGA S M. RIGHIREWIRFEAE 20 CHIAERT 2 Ko b gEBcEE bl 4, 13
F2.8¢ 125 S-MNTX 20 1 2 1 IRIREY . Wi CH,CL,/TPA (6 fAR /1 /AR ) 7t
YRR G4, R AT EE (MeOH) (3 /KF1, 29 50°C ) rh 45 i ik [ 44 . @it HPLC 2304 &
DA B (2. 1g, ZETEEM 29% ) 72 94. 1% 4L (AUC) .

[0286]  S-MNTX [J&lifk. & IF4lifE> 94% (AUC) f S-MNTX FIHE YK, FF3EAT S A A P i
(MeOH) (3 1R, 25 50°C ) " IF4RJa I\ CH,CL,/TPA (6 /AR /1 1AFR ) JR-E WK E L5 Hb 1R,
VTR G YA EN 2 R B A I ok i R B . TREL TR 4 R S-MNTX [l M
94 %22 > 99%, I LB AR EIRER R 60% . S, WiEik HPLC 2» M1l 2 1, 8. 80g K
S-MNTX #& 44k 22 99. 8% (AUC) » 'H NMR. ""CNMR F1 MS i ] 55 V1 J@ (K 454 — 3. Karl Fischer
M (KF) 4. 7% 7K ;Cy, HyBrNO, 43 Bt 45 :C, 57. 80 ;H, 6. 01 5N, 3. 21 ;Br, 18. 31, Szl «C,
54. 58 ;H,6. 10 5N, 2. 82 ;Br, 16. 37,

[0287]  SEjfs) T11

[0288]  (S)-N- FHFLgh i Ik A 52 4k 45 A

[0289]1  H H M BT CHR (Simonin, F 28 1994, Mol. Pharmacol46 :1015-1021 ;Maguire,
P. %% 1992, Eur. J. Pharmacol213 :219-225 ;Simonin, F. %% PNAS USA92(15) :1431-1437 ;
Wang, JB1994, . FEBS Lett338 :217-222) Hidh W iSA48 1) 7 VAT IO Be AR S5 & 23 M kel 2
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S-N- FRZLGN MR AT w - BTS2 x = Bl A2 AR F & — BTS2 AR 45 A R e ko

[0290] 7R S-MNTX LA Ki = 0. 198 u M &G ANEA v BT FERZ A LKL = 1. 76 u M
GEA NEA « BTRFEIZ R HANGE S NEA 8 B 5 A 21k .

[0201]  SEjdsl 1V

[0202]  S-MNTX [FI4AANZ5EE2% c n (1, MOP) 524K A4 5

[0203] RIS S5 A K SR A o 0] g B B VFAE 20-m [ U A rh, BT 2] U A I 7B
TR (95% 0, A1 5% CO,) FSGIRH (37°C ) AIAEFEER WS, FTid A= P R v i i 2 e
(LA mM i) :NaCl118. 0, KC14. 7, MgSO,1. 2, CaCl,2. 5, KH,P0,1. 2, NaHC0,25. 0 LA J% % 75
11.0 (pH7. 4) o 55 AR B 45 /1 41 Hutchinson 28 (1975)Brit. J. Pharmacol. ,55 :541-546
H TR I

[0294]  W|WESESE (1w M) nor-binaltorphimine (0. 01 u M) ZEVGEMA (1u M) EFFIGE
(10 1 M) VI GR113808 (0. 1 n M) AFAEF BRI P Sk TR A7 41 AR 232 28 T LA B 43 Sl B i
K =[] F AR B2 A4 5T, 24K 51T, S2ARRN 5-HT, 524K, ¥ BTk 4l 4GB Blhy Sy L Il
FHFEEEREE. e g FTK T, SR )G VT4 60 4380, 5 1Z 0 [ 3[R
REEVREANIFFER IR HJT, /N B Rl e AT, BLS |k i K i 4g Al
HARER | R0 (e I 0], AT Fk vl SR J008 o 1 52 P AR S DL 0. 1z fE38. RA B
8 AN LA R AN 2 1@ A R AL B 3 B AR R R AT IR .

[0295] kH T H

[0296] NG PEIRES . 4 41555 T W 5 KV 16 2 L I3 571 DAMGO (0. 1w M) DASS:
LIE AR Y B A BT IR R o |2 YRR VK RN I SRR IR 45 2 ST, 2 2R R T 38 Nk 1
S-MNTX s AH RN . BRI A R A, R S 2 SR A B 345 BUAS 2 1Y
W N.BY 15 38 ) i KRR« W IR SRR N, (S0 SRAR e i ) WIAE AT T i i iR
() S-MNTX YR 25 LU REHUHIANEET (0. 1w M), DAEBZm N K n 24K,

[0207]  AHBLANE AL o K2 288 T W S KV FE 1 2 LI 371) DAMGO (0. 1w M) DATFE
X BRI N o A5 DAMGO 75 S 1) mw 3 Ji5 , S RRUHE in N 14 09 2 1) S-MNTX 502 LE F5 Pl
AN T 5 A B i L 2043 B0 A 2 B S8 15 2 Bh i B KA PR o i SR B, D) S-MNTX
DAMGO 15 3 ity B2 P IR B 0 2 AR H5 B 1 o

[0208] 45 RIS RIK . il & i S E0E B MGG PR 55 10 HL s i BRI i 1)
FEH B KA . 55 BN A DAMGO [ R R [ 5 43 28 (PO ) o JBIE IR AT — mi o iy
LRI M (R 3 BTl 8 ECxo {1 (P AR KM A ) B 1C, {E (5142 DAMGO M Y. (1) Y- ¢
KINHEIAE ) o

[0209]  Z5HR. R IV. 1 RoRAE K BB A 4 90K b BT 58 14 1. OE-08M 42 1. OE-04M [1]
S=MNTX XS w Bl 5 FED B2 AR R I Fi s o is AR L, R IE T S Ak S RPE R - &
IV. 2 B RN T S-MNTX 52 ) ECyy F1 1Cs, 1 o

[0300]  7EHLIZ MBI K BRI T, v 32 R3S 7] DAMGO 5 | JEC IR AR US048 I F5E 4D 94 R A st
BEATE , FTIAR BERAR AC FE  5 U  v5 T LAA P A s

[0301]  FEARAGFERIZHZ A, S-MNTX 45 | AL BRAR C A M 55 1A 55 A0 1k AR ) v ) A e P 1)
BAIG o

[0302]  7EZ HT R DAMGO 3 FIZHE R, S=MNTX A= A= AT IR SR IS 44 s 185 40 ik 45 1T 2 5 |
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[0303]  JXUbsE B EORAEZALZ SMNTX B E o [l S R A2 AR BN /R F
[0304] K IV.1

(03051 FERAK SR [FT i P PPAr S-MNTX XS w Bl R REA) 5 52 A Bl s R s s e A
[0306] &AM PEHY

42/53 1

[0307]
b3 +
DAMGO e} 38 a4k G-y 3K g e L
A 2] G A .
Lot (1.0B-07 M) 2 7% B
#) ] B8 vy BE o) (1.0B-07
M)
LOE-08 3.0E-08 1.0E-07 3.0E-07 1.0E-06 3.0B-06 1.0E-05 3.0E-05 1.0E-04 10E-04M
S-MNTX 100 0 0 5 i6 35 59 92 109 109 17
1.0E-09 1.0E-08 1.0E-07 1.0E-07
DAMGO 100 12 49 99 3

[0308]  FEHTFNIE M VEAY

[0309]
it FE Ao bt R JE AT AT 2T
e DAMGO DAMGO (1.0E-07 M) # *f fZ
(1.0B-07 M)
2 B o p (M)
1.0E-08 3.0E-08 1.0E-07 3.0B-07 1.0E-06 3.08-06 1.0E-05 3.0E-05 1.0E-04
S-MNTX 100 100 100 100 100 100 102 105 109 110
5.08-09 2.0E-08 1.0E-07
Y 7B 100 83 43 -7

[0310] &5 473 Jytt DAMGO FRy AR 7 40 2 (BB KA A O WA ) (3400 o —
2)

[0311] K 1V.2
[0312]  ZEFKEL R Pl 52 i S-MNTX X w Ba] | FE4 352 A4 1 EC,, AT 1C,, {8
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o ;i Be e RRMNEHE
[0313] ECso 1A ICs0 12
S-MNTX 2.0E-06 M XAERH E M

[0314]  SLiids) V

[0315]  S-N— FE L4 il % oK BB e s 7R

[0316] K% M A.F.Green, Br. J. Pharmacol. 14 :26-34,1959 ;L. B. Witkin, C. F. %% ]
Pharmacol. Exptl. Therap. 133 :400-408, 1961 ;D. E. Gmerek, 2§ J.Pharmacol.Exptl.
Ther. 236 :8—13, 1986 ;L &% 0. Yamamoto 2 Neurogastroenterol. Motil. 10 :523-532, 1998
HRRRIR I v W S-N- FRZEGN AR (2B -99. 81 % 11 S-N- F 2R il 0. 19 % 72D
MERE 5 AT AS I KT R-MNTX) 5 DL AT A5 SR Y5 1) R-MNTX (2 99. 9% ) Xk T i oK i E
eIz BEIAE o

[0317] L 1. 0.3. 0.8 10. Omg/ke [I9K ¥ SAMNTX 8 RAUNTX 2 F B2 KB, (Crl:CD®
(SD)BR ;5 £ 8 A% ;180 £ 250gms wt) » XL KRB 2ml/kg (1) 0. 9% H/KEW (n =
10) o 15 38, X R B R #h K (ImL/keg) RS ME (3mg/ke) o JZ2 T 45 T mEsk£h/K 5
20 438h (£2 38 ) , KGiEPEBRAE 0. 25 % FRIRAF 4E P 1) 10 % JREIR LA 10mL/ ke [ R it H]
25 Ko BIETER T 25 738 (£3 2080 ), KB 22 SR AE, BUH T WK U AR b v i 3
WAt b W AT RS LI B W /N, ik 201 R 2 R A s HUOK RV I BE B 4
[0318] @i ANOVA # Tukey HSD £ = LB 01 € Gu v 2 & AR T . TAh P << 0. 05
(2 S gt e B R .

[0319]  JRISBNIME RN N 4 LN FF AR IR 77 A& s DUECK T F ok 285 A AR EE 2
i LUK A ORI S (T 1AW R E W) o 1SR 3ME, B TR
THEH 2 EERON

(X} BB 649 F 35 48) — (4 32 69T 35 44)
°u= x 1
CON xF 8.4 F ¥ 46 v
[0321] léﬁﬁﬁ

[0322] 3K 1 W GI IS8T ST R o WSCHRATRIE TN, e (o BRsm HHAKBa] 7 A 42
TS AR SUSZ A R Py REY) B2 A ) A GT 05 3h o 24 B0sE A I, R-MNTX ( AR L1 1
BT REVD U ARFE DT ) X GL 31 A 52 o A0 B R FEY) BUS Em)  JT R 1), AER 2
FIF AT R-MNTX G W R GT 20208 o R-MNTX % Py R PR 75 0 00 A ) S A P 1, 7
Img/kg I 731054 , 75 3 B 10mg/ kg IHli%s 28 GI #4321 [m] 3 5 0 FAEAR Lb AN BAF et 2
FMEZA R RFEEL . 5 RMNTX BUREHURNE TEAR EE, =5 SR AT S-MNTX BAT S ARG
P, BN SRR GL i3l (fn GT Hia g vl o W2 PEFRAR AT Sy ) o SR S-MNTX &5
N ERS 2H 15> S-MNTX AE FRAR G U 2l BB linlig PR B 22 ST AR o S-MNTXH Rk ) 2 45 7 B
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& GT i3 B B2 Wi R 3sh e, Brid B R 3sh 5007E & 21 MR AT — e 59
ABEM R KK o S-MNTX B sh 705 I B 24 s Uit H S U8 GT 3212 31 H 4 AP 255
ZH B A FH B a2 e e e P A A o

[0323] £ 1
[0324]  S-MNTX Xt GI sl iI4E A
[0325]
RE FHEEH FTHEHE
kK 0.606 -
3 Kok 0.407* 33%
R-MNTX 10mg/kg + £ 7K 0.572 6%
R-MNTX 1mg/kg + " 0.463* 24%
R-MNTX 3mg/kg + v ek 0.558 8%
R-MNTX 10mg/kg + "ok 0.557 8%
S-MNTX 10mg/kg + 3 7K 0.476* '21%
S-MNTX 1mg/kg + v vk 0.281* 54%
S-MNTX 3mg/kg +vwiE 0.258* 57%
S-MNTX 10mg/kg +viwff 0.122% 80%

[0326]  I&%% -sc

[0327]  MGMEF) & = 3mg/kg

[0328] Pyl - mALHKAE / B KA TR

[0320]  SEARZAXTLL, * S22 B (p < 0.05) &L

[0330]  SEjfsl VI

[0331]  HUARYSIE ML

[0332] (&) KR EERRHIRES [ W45 W1 Niemegeers 25 (1972) Arzneim Forsch22 :516-518 ;
2 [EHELF] 4, 867,979.4, 990, 521.4, 824, 853]

[0333]  KRZEER . KA AW B R BRI AR s . H 1/,
) CIRFESZ Iml ERRIM . & RSP ORFeAE S 58 b I ELTE BRI b PR 5 29 2 /i, 7F
W AE RAFAESAATAENEYS o EDg, {58172 A 50 % IR )4 1 ANAFAEREYS I (I LA mg/ kg
R

[0334] )40, AELHHIMENE Wistar KR (230 & 250g (AR ) 25 Erid i 70 5= K0 A4 s
AR DR R 3. S5 LN 3 DUIREESZ Iml BRI . &304
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TRFFAE PRI TE T o 76 BRI AL I 5 EAS R P B IS TR] TRIRE (2T 1.2.3.4.6 F1 8 /NN )
SRR AFENEE . 1F 95% LA 500 HF BahWrh, 26 B RRM AL RS 1 /N i 22 3]
PEE TS o M AR EIC AR, G SR AE BRI AL TR S 1 /NI A S R Y WAL A
VI B BH A o A5 R R 2501 5 SRR I B /M, 78 10 AR R ECE B
KL T 10 R (a9 (el (D B46E9 ) 1 EDy, 85 ( BIFE 50 % 34
HOU S BRI SRR A ) — 2 0. 01 2229 10mg/kg.

[0335]  (b) />R RRVAH RS [ WLAg a6 [ &) 4, 326, 075]

[0336]  /)NERLZH C1IREE T INRAL &0, 1. 5 /NI JE B 7 25 7 0. 3ml BRI it FH BE R
W 3 NI A A AT /N BRI IEYS I HARPT 50 % /N L5 52 I TS AR AL A 7 S ED, 7
H,

[0337]  (c) BRI (Ricinus 0il) K46 [ WL wisE E LH) 4, 990, 521]

[0338] KR (ELamdfEfh Wistar KRB ESERE MR ) Bada. RHMEEIH
B DRAL IS R3Y) . HoJE 1 /NI, 38 s CIRES 7 Iml BRI K &2, & K3 Ik
FRER T . 7EERMAGTES 1 /I, IC RAFFEBATZIENRTS . EDy {EfE N 50 % 1)
AR AAFAENEYE I BT LL mg/ kg PREE THHI5) =

[0339]  (d) PGE, 53 1/ BUIEYS S HL/E

[0340] @i PEAT AL & WVE A PGE, 5 T 10 /) SIS 145 B ) 16 2808 AT i 5 P MBS 3 M
[ W45 4 Dajani 28 1975European Jour. Pharmacol. 34 :105-113. L & Dajani 28 (1977)
JPharmacol. Exp. Ther. 203 :512-526 ; W3] 412 [H L4 4, 870, 084] o 1% J7154E 15 434N Al
SETEHL T | S 3 AR A AR BN SRS o A R H RIS R 95 FH R0 245550 A BRI S A A A
AT 52 B Pk 58 25 IR o R0 25 70 ISR FH A a2 R “ A e W N, I HLIEYS 52 X
N IKAEAS BT ) RATE, i 7K R AN G B KA il 38 A [R] 1 1B 8 A ) 51, ik 1 258
JoAe JEAR B U ) T I LA 1 ] FRY R R8T o

[0341] i FHARAESZE 25 /N, Bl Charles River CD-1 5 B ALl . SATHH
BEAORFFAEREIATE D o SR INBIY)HE BTG HE 20 2 25g. BRI K R ERMEERS, A
BRI AT 18 NI L . KB WIRRE bR IS H T 50 . 18 R 2 b B2 AT
5 Rt S5xt AHEL . B 20 2 25g /N IRERRE S, IR K 2 irsE it 4
AIARRK . RGP IR S | /NI, B2 PGE, [0. 32mg/kg 1. p. ,#£ 5% ETOHH ], JF H.
7 R BB L5 aE B I T R TR B T o 15 43 AP 5 TR N, JE T A sl L LA, 14 & T I 30 1)
—IRPEAO F TR B AEYS .

[0342]  SEjifs) VIT

[0343]  S-MNTX 7RSI o B v

[0344]  TFIRPIREALAY AT H T 5E S-MNTX RS 1

[0345] 1. /MR ZESFHAAIINR,

[0346] A4 /NERL (CD-1, HEME ) FREEFIBCE T IR T B o il A R I8 5O fE , 18 9l
IR Jim BRI P i ] S BRES W MBI (1. p. ) ST SRS 10 738, d3% 5 43 2P IR PV )
FAARIREL o

[0347] 0 A F/N UG B FIAR VR B . 1 FH ANOVA L 488 ot AR AN TR 36 i 4L 1) P S AR Tk
5, Bl A2 A R 1 2 B LIS v BN 2R
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[0348] 2. ZKEE (PPQ) FHAANIR

[0349] A/ (CD-T, HEME ) FREEIFIBCE T AR T T o il A 1R 38 B0 R, 18 4 Wi
I E) 2 5, BE I TR PPQ ¥ (0. 02 % /KR ) o VISR /N 10 4380 FH T 3R IR
Ao

[0350] TR d H/N R FIAR IR B B ANOVA LG58 0] MR FIAE AN 56 5 20 (1 B A4 vk
5, bt J SR AH G I 22 LR, R SRS A

[0351] 3. KE M Randall-Selitto &

[0352] %5V IR B AR 1A o K S 1 VR

[0353] I RZEEE, KRR AL 10 R4, 20 HOK A ES AT B 4R J5 I ot
20 % % LE (Brewer' s yeast) VRBVEE S 2K RGN BEHE I A . 2 N fE25
K G TR s 23 LU 25 BN IR B . RIS L /N B, T R S 0 2 2 e TORA
AL TR 1, BT I IR 130 it fim AP o 3 P v 82 1 ROBE BS I g

[0354] AT R ) £0 I ORI A 2L T [0 R BRVEE O 22 o A0 SR PR 10 T 6 R A~ 35
15 PR A~ SRR 22 5 WA A TR 4 FH 2 B A b 16K RS2 BER S o

[0355] 4. FAHREEIIIIA

[0356]  ZEFEANRLS H &R /N (CD-1, PR ) ARSI B S0 HE o /N SR U 3R + VbR R
A (W EAEDS'C +2°C) bo /PNRIEE PR AT AR Aol ere ik e R

[0357] 1. FRAT/N

[0358] 2. PRI FEN)E K

[0359] 3. SRk ETHUR

[0360]  fFArT = At R 1) Js W S A Ay A2 PRI 8¢ ri o 2RI HH 286 SIS ST R /S Bl FAAR
ERAE . TG/ BUBCE TR BRI B IR 2 R TR 22 T IR B0 R N B e
) KGR 22/ 1/6 FPFP RN E 22 Dy (R I TR) o ASCARE FH R RS R I TR) E 10. 0 FP B3
AN B o T B B B S 15.30.60 A1 120 3 Bh (1 % 5 4380, IRFAS 3 30 3%
FIT I 4 1) 5 S e [ o

(03611 LG M) AV A2 /)N SRV PGSR s R I TR MG o 457 2 PR BN ) TR) B 1 5 R R AN =K
SR 10 /N BRI 2oy me W H DR B 4 2R

VAR 6 F Eyee o2 0 1] (B IK G L A) L 0x 100
[0362] 0 Y=
VAR ot G - ) vi LB 1] (%) BR)

[0363] AR JEHEAT ANOVA FIE 24 1) £ & LA iR B o

[0364] 5. KEHEIARE (BE)

[0365] PRI i AE K BRI A SRR e Y. [T RE

[0366]  REREEEE ST, K K AR B4 AR 10 . W 38 St R A IR . (s
IR IR . DRI & 60 73080 (Ban&E ANHEER ) 18 ORI R 2 T
JE 3R AR Il g & m N, CReaEE R ) B /s I Ta)

[0367] I FH L5~ F- 4y a0 ot o) XS PR ~F2 2500k B i B v REARR 1 29 6
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[0368]  SLjifEfs VITI

[0369]  Ak-&4 FHAESN DR w i SO 2

[0370]  — % &, R BT vEIE IR R B AL A W B A B B o BeE . PR
U L Ik B T B 7 VR R AL I U7 VA R R T Niemegeers %5 (1974)Drug Res. 24 :
1633-1636 H ) HTLL,

[0371] 1. FEHUIEYS G HERE (L an BRRIMIRES ) ¥ EDy {8 [A] 5 ONSEA (b
FARE ) TP EDs, {8 [B] AIELE [C] HIVEY

[0372]  EAKH T 5 VEMALA YR 25300 n] ik LR A P ivs 7 003 1 DA LB ONS 1
MIATHAE . HAKI &, FTik KA & AR AT AT B bn S 280 o SR 30t oo o i B0 M, O
H ik, 8% (a) WibrvE7 R E R, XEE IR [B/A] A ERKFekET [ 20%
T, BARE R DL 2 45 ] MR AER X ARSI EL R 5k (b) 7B & ONS WS TR ik 4L
UG HEREAR LT [ 2 2 £5,401% 3 5k £ 1 A5 iRER.

[0373]  sEjfs] TX

[0374]  S-MNTX RSN ZHEE 2% RIEAN 1w (1, MOP) AZ4K[#) CHO 41 fEH (1) cAMP Jik

[0375]  w B[ EEA 2 A2 G, FRIBER, FLE PO cAMP (38 A /E . R, 7R IX 263K
B Hp, RSN 10 w M AR S AR I BB cAMP . 7E 75 I DAMGO, SSCAH ALk 311) 1] o py e
HEIK —1 (endomorphin=—1) 25 K JE B MEZ HIF, F 248 0 =S 5 139 n « AAFAERBI 7
PER =2 T % T i s i m AR &5 2R o BRI, 385 sl RV FE B AR cAMP 7KF

[0376]  F&5$is ( Eoln CTOP 4% B Al ciprodime) #Hi] cAMP #ifil. BRI, 45 HT5I17E H
LT AT v B A s A AR AR AEIX 5, ISP, AR E A
30 1 M [¥5 DAMGO, 2R J& I ANAG BT bk o ERIE, B8 NS BT E 39 0 cAMP.

[0377] KT E

[0378] iﬂ{ljif ﬁ ’ijE :

[0379]  ED,, (DAMGO) :12nM

[0380]  cAMP ;=4

[0381] (A& kAl IBMX) 3. 4pmol/ fL

[0382] W] (10 1 M f¥) DAMGO) :90%

[0383]  MAELFIJTVE

[0384] 4 kil : A4 /CHO 4H Jig

[0385]  Z:LLiEzhH) :DAMGO

[0386]  Zx LUl :CTOP ( WASHLHI SAP)

[0387]  ZxtlithiZk :DAMGO ( 4H 34k, )

[0388]  cAMP (ETA %] Hd ik )

[0389] 1R 4H M LAREARAE 96— fLikcH . 40 ifr 2 WU AE AR 2 il s vE I 4 .
A 201 1 254,100 w M ¥ IBMX FH 10 u M 48 T s Ak, FEAE SR T 359 25 408, SR A
0. IN ¥y HC1 A ab e N o 300 I M) F Al A B R g 11 5 12k ETA IR 22 SR HUET cAMP 7K 5
AMPIR B 480 Toll L., J Pharmacol Exp Ther. (1995)273(2) :721-7 ik,

[0390] 45R

[0301] B4 EhFIIE PE - 14 IX. 1 iz, S-MNTX &7 H i 50 win [, 3L rh EC,, A 600nM.
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(6. OE=TM) o G RNE SE A ) (ANRAB I ) o

[0392] K IX.1

log{M} [S-MNTX [SD [DAMGO[SD

4.0 3 6 -1 3

4.5 -3 1

5.0 4 9 D 5

5.5 11 6

6.0 32 7 1 6
[0393] 6.5 66 21

7.0 70 17 R 6

7.5 79 D4

8.0 104 10 |68 28

9.0 86 5 63 10

-10.0 88 D2

-11.0 105 13
[0394]  FEPLFNIGR - 403k X. 2 H Pz i) gl BAE B 11, S-MNTX F B dEHirIER .
[0395] % 1X.2

log{M} [S-MNTX [#%H [cTOP [&H

4.0 .13 5

4.5 .13 1

5.0 9 3 01 11

-5.5 -3 7

-6.0 -1 17 109 11
[0396] 6.5 0 1

7.0 5 7 48 3

7.5 6 7

8.0 4 6 1 1

9.0 0 4

-10.0

-11.0 -1 1
[0397] LWL T A K B 2 /D — NSt 5 R0 LA 7 I, N9 EE, 2 PP AR

BN AR AR N AE SRR IXFERIS0R RS M AR AN TT AR
B, RS AEA R WIS ARG P o DAL, A S8R A0 B P AR 24 D B 1

[0398] LI 78X I BE 5 H I U BOR 2R 4
[0399] 1. 3 T HIRTHEA S MK BRI G -
[0400]
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Ao
Me"NG-)

0 O

OH
[0401]  Hrp X BRE T
[0402] 2. Tl 1 {94 B4k G4, SErb il s 8 0 1 20 1 R PR R ol AR Y AR B e
RS AR .
[0403] 3. Tl 2 {4y BRIk &4, Horb BTl i 5 T TS T
[0404] 4. T 3 )50 B HIAL G, o BT il i B T2 VR B T
[0405] 5. Tl 3 ()50 BSR4 G4, o BT it o B -2 R 7
[o406] 6. Tl | 17y BRI &, HAAZR D 15% 4%
[0407] 7. 1 1 {53 B4R G4, L EA 22 /0 90 % 4T o
[0408] 8. Il 1 {53 BSIALE4, JoEA 22 /0 95 % 4l fE .
[0400] 9. T4 [ EMkEy, LAH 2/ 15% MaiE
[0410]  10. I 4 I ELEY, L RA 2D 90 % 14l .
[o411]  11. IU 4 M @&, LRA 2D 95% 4.
[0412]  12. 501 & 11 B9 B &9), Horp prid o S A &k T st A .
[0413]  13. &°H MNTX WA G, Hh 2/ TR A-59 10% LA EEMNTX XT84 S
GARICR
[0414] 14, T 13 MAAY, L FET IR AEWH 30% LLE MNTX X T S AL,
[0415]  15. T 13 [4L&4, LA A74E T Tk 464 50 % LA I MNTX S FACh S 2L,
[o416]  16. T 13 MG, S E T Irid -G rh 20 75 % 1 MNTX X T80 S #2Y,
[0417]  17. I 13 MAEW, S E T -G rh 25 90 % 1 MNTX XT8N S #2Y,
[0418]  18. I 13 WA AW, S F1E T Irid -G rh 25 95 % 1 MNTX X T8N S #2Y,
[0419]  19. I 13 A AW, b FAE TRTIR AL G 29 98 % [ MNTX X FECh S WAL,
[0420]  20. T 13 [4LE4, Lo 474 T TR 4l-& 4 99 % DL I MNTX S F &y S AL,
[0421]  21. T 13 {ZH-E4, Horh MNTX B B 1, Tl [ 25 12 B0 1235 1~ B AR A PR AR
THER AR BT H I B T A WL
[0422]  22. L 21 LG9, Forb BTl i B 72 KBS 1
[0423]  23. L 22 2054, Forb BTl o B 2 BB 1
[0424] 24, I 22 ZH-G4), Forp BTl o B 72 IR BS 1
[0425]  25. I 13 2 24 AT —IA &Y, Hoh iR G R 5 -
[0426]  26. I 13 2 24 HAT—IA &Y, b iR G 2 [ k.
[0427]  27. &EH MR 13 2 24 PAL—IUHA G UL 252 LT B2 3R 254 41
“EWo
[0428]  28. I 27 Z5MAL &, E— B A5 R T MNTX LSRRG T 5.
[0420]  29. It 28 (24 &4, Forb Frad vy 7 3002 Bl 640 S sl Bl 1 A4 s sl ) o
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[0430]  30. I 29 24 &4, Sorb BT Bi] 5 FEA Ik B BT 25Ath e BT JE 1 e il v S 2
AT A% burprenorphine ATFEMETE 7] fp A HipE =F — S B ME (& ) &)
£ R HL 25 S  AE 2 6 SE K JE | funal trexamine & A Hil S NS MER | 2518 MELE 22 E £
P9 S V0 B PR 2 MR Y R T SRR E (W E ) SRV e | Nl —6— SR R
AR S TAT e IR R L R T AR R e P AR B S R TR L L TR AR B R B ET2E R
JeERE AT i B 2 R4 A

[0431]  31. T 29 {25204, Horh BT i i BED sl i) REA T sl R BE AR B3
AE RS (CNS) TE .

[0432]  32. T 28 WIZGWZL &4, Hodh BRI d6 7 FUAS 2 B) 3 RED 30 B0 1 40 S 3 371 5k
B 5 FED A DL o

[0433]  33. T 28 (254l &4, Horbp Tk v 7 SR BUm B DL A 2 DUE ) D i
AR B RPUR A BP0 P AT AL B BT GR)  if AE W A )  JR B BRI R BUREYE R DU
I ORI B A G

[0434]  34. I 28 WIZHWZAEH, o BTk T 7 HLE BUEYS ), BTl HUBYS 23k T ik,
IEUR T TSR, ¥R T i N= S8 A B FL R AL AR LA B AT 2, s 2504 s, VD LA,
PURF, B AR, RS, R IR, SR ALEE, BRIRAES, IRk 3k, B A b, B
il 0T it 5 W i A I, b 25 8T, 2 15 0, 22 b, im0 b, SR, Vi g , TR RO B T I
Figh frig WA WA, 08 245 P g T g MR A, 65 2 s » ok T IR e » K AT A5 R ok » TR PR B, — 1 —
MR B8, Y0 A TR s » ok I A Tt » XA T2 o P Al e 8 B 1 B b » BT R T 7). (sl )
LR RT A BUEE R A S

[0435]  35. I 28 [ ZZL G4, Horb Pk v T 7 A2 P 50, P 28 ) F AR K57
(NSATD) « JIh 983 SR FE R - 475« ELR 5 BT I8 T BR B B 08 K BT B IR IEG  mofetil R
N (AR A I S 1 | R s U N AR R VAL SN S Ve i RAE R

[0436]  36. I 28 M2 AW, Hodh Bk 7 Fl S B 25 o

[0437]  37. I 28 ({254l &4, Horb BiTid v 7 52 B 4 i 511

[0438]  38. I 28 HIZWZL&W, Forh i vy 72 B o ik Bl .

[0430]  39. I 27 W2, Hoh Frid 46 V)2 s A i -

[0440]  40. T 27 (252064, Horh BTid 41 W 45 RS T sl R S R U371 o

[0441] A1, I 27 5 G, Horh ik 46 40 = v

[0442]  42. I 27 W94l &4, Sorb BT 2804 ) 2 Jm 3 il 551

[0443]  43. I 27 MW &), o Il 20 52 R T 10

[0444]  44. I 27 25 G, Hrh ik A& 27

[0445] 45, &AL 27 KIZiAL &I AT

[0446]  46. &I 27 WA AV RBi 5 5 E

[0447]  47. M T4 R SMNTX [ R 1% 777, A d -

[0448]  TEAE—WEHRI 4G (UAREL ) B S 5 5 g MERR LA 2 S-MNTX ()i ib ) 26
[0449]  48. I 47 {7745, B — D AR IR S-MNTX (R4 £h 78 2156 — 05500 s 9F
FH BRI RS 1 USSR FAS i 7

[0450]  49. I 47 575, B — D AFE IR S-MNTX (R4 56 H 78 2056 — 95500 s 9F
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WIS AT e IR B - LA A S-MNTX (R 26

[0451]  50. I 47 {7535, Horr Prads 5 — v A 2 N— Rtk g e i o

[0452]  51. T 49 ({1773, Horh BTk 85 s 4520 Z R 5 A e ek — e

[0453]  52. I01 49 [¥] )7 ¥, Horp BTk 55 — W 701 A2 N— R Rl s e i - HL BT I 28 — 5 ) a2 SR
RS AS| L= A Y N

[0454]  53. T 47 {51k, #E— DAL FRIE L Gk vk 4 BB ik BTl S-MNTX 1)
ih,

[0455]  54. T 49 {51k, B DA FRIE T Gk vk 4 B2 A ik BTk S-MNTX 1)
tho

[0456]  55. I 54 [¥177 V%, Hrb Frd 4l b 2 1l ik 2 IR E 25 b AT 10

[0457]  56. I 47 {7535, Horh PR 75270 65 2 75°C B8 il )i AL T AT 1

[0458]  57. I 50 [ 75i%, Horh Frik 751270 65 2 75°C B8 il )l AVARLEE T AT 1

[0459]  58. I 52 [ 75 %, HAER — ¥ FIP & (M) ST 20 e L) %%
S—MNTX [f i 35 /2 7F 65°C 22 75°C [ il s AR T EAT 14, L Ao i 28 7 28 # i v 25 1 LA
4% S-MNTX VR L AR AE SR N AT, JF B BT 88 — ¥ 502 N— B bl it 4o I A0 B ok
o o | P L N A o

[0460]  59. FH T3 S A BEY5 16 7778, AL 46 LA S0h I sAiR IRYS (1 & v 75 I Mg
ST AT SR I 27 (25 S

[0461]  60. I 59 [¥1 7772, B D ALHE % Gt FH A& S-MNTX BT TE .

[0462]  61. I 60 {7775, Sorb TR AN & S-MNTX LIS A2 BT 7 FE BB FE 4 s
Bl

[0463]  62. F T-yak/b Xt % i B 3& AR B it AR 51 B IRt AR ARG U 2, B d&
DLAT R0/ H 9] g3t 1R 46 3 T AR 5 1S 9 98 H A R R 1 o [ 75 B 3K P 2> PR ) %2 it
FHI 27 25459 o

[0464]  63. H T FRARXS S i R 3E TR B it AR 51 S it HE s A 1) 77 v, AL 46 LA
A R [P AR Bk 5 3 1R 5 |2 (1 90 HE S R 114 22 1) 75 3 ol A A 1 0t 55 it I
27 WZGMAED o

[0465]1  64. H T3l 75 EX FiGyT BIX G rh B i sl 1) 75 12, AL4E LA R 5 5
65 ) () = [ X Gl I 27 I A A1) o

[0466]  65. I 64 [ J7yk, BE— D ALRE ) X G it FH R BE4 S B #E4) s sl »
[0467]  66. H T-¥097 M B4 & 1E 1 T3 15 4G LA Rk 35 1 5 8 45 6 TR 11 22 /b — P
PRIV B 7] T3 ELIX AR YT (0 B 38 A I 27 (25 &4

[0468]  67. FHFHIHINT %A &m0 7510, AL 46 LA CLTRBH 5367 95/ 1 = FH 00 27 192
WAED .

[0469]  68. 1 67 [ 51k, Br—BAFE AT GHHER T S-MNTX LUK T 5

[0470]  69. 1 68 {17732, Hord BTk B 7 S-MNTX DASR 3G 7 2 BT R FE i o

[0471]  70. T 68 (K515, Kb Brak i 7 S-MNTX LLAMKIET HI S Pumam i & JiE W
PG B T A 57 DR AE B3 B A 2R B B A i A e E ) R R P e
Y5 BT I R
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[0472]  71. T 67 [ 751, Horb Pk P40 A 4/ Ja i i i Ao

[0473] 72, I 67 [ )51, Horh iR 25 206 Jmy s it F T 9 o

[0474]  73. I 67 535, Hodr it FH 2 X N .

[0475]  74. I 67 W75, Hodh ik A & A 5

[0476]  75. I 67 [ 514, Horb prads it FH 2 =1

[0477]  76. 1 67 K755, o Bk 29 416 W it FH T IR IS

[0478]  77. FHT-3HINT S A SRE I 7, AL EE LU RG] 28 0E (1 & 1) 77 22 L 0 5 it
27 KA ED .-

[0479]  78. I 77 {773, BE—DAEE RIS G HBR T S-MNTX BAAMFIYETT o

[0480]  79. I 78 [ 5 i, Hob TR R T S-MNTX BASRRITR YT 2B 27 o

[o481]  80. I 77 [y 77 v, o B e FH A2 A8 2 A A 1) R st

[0482]  81. Il 77 [y J7 32, Horp Bk it FH A2 2 B i HH

[0483]  82. I 77 {54, Horr Frad Tt 2 0 i FH

[0484]  83. HPHIXS G rh IR IRFER T (INF) 7728 1) 53, A4 -

[0485] [ % Gl AL A4, BT 40400 & A #0) TNF 7= AR K & 0 I 27 2540590
[o486]  84. —Fhzyay, AR R H AL AL, k% EHRmaSH I 27 MAMAE
PyFIAE I Ut B A5

[0487]  85. M4BT 84 (24 &, H— B ER T S-MNTX LASMEIETTH] o

[0488]  86. AR 85 (25, Horh BITid va 7 S BT 5 40 S sl BT R s 3]
[0480]  87. ML 86 ()2, Horh BTk Bl v RE) BBk ] v 400 Ui sl R A %A ONS
T

[0490]  88. MR I 86 25, Horh ik v T7 FI B EE R LA 2 VDU EC TR Bl B 7
FB PR A S A A R B TR I AR TR L SRR BRI L BUIEYS ) PR
oI A

[0491]  89. MR IN 85 W2y &L, o Bk 697 & S Bl v FE TS B o

[0492]  90. AR 89 [, Horh ik 41 JE By FE RS BRI 2 R-MNTX.

[0493]  91. MR 89 [y 2k, Hodr Bk 41 B i FE40) LA PLsfl e N- R R BRI E | 25 FF
2 FE N R ) 24T A S B R AT AR A B I ey

[0494]  92. H T VA7 B W Thae i vk, oA HE v 75 B L0 6 S A S-MNTX, At g BT b 5
SO ANE w AR S BRI

[0495]  93. T 92 [ 51k, S iR AM A w Bl 5 A4 SRS B2 R-MNTX.

[0496]  94. I 92 [ i, Horh Frik 4 FEIB 7 A4 RS B2 N- e R BRWRIE « 25 R R 2
N ] ) 20T A2 BT 2R AT AR ) B 2R I e

[0497]  95. Hil4& S-MNTX {7775, BLiE Nl D IR -

[0498]  (a) 1234 SMNTX [ —4H5,

[0499]  (b) IEit sy, Eeh e LA G4 iR — A5,

[0500]  (c) A S-MNTX VB A Anite, 7EAEA0 1) 28 — 4 AR _EdET HPLC,

[0501] () l5& P il AE St "R A AE BUANAFAE R-MNTX

[0502]  96. I 95 [¥1 777k, HAb Tk 4L (056 2 Wk E 45 i AP Rl 2 Ik (il 2D IR
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[0503]  97. T 95 [1)J57%, HrpdEAT 4L EL B W@ ik HPLC R I [ FE 5 HB ANA7FAE R-INTX.
[0504]  98. i 96 [1) /7%, HAr AT a4k B 2 dnim ik HPLC A3 (R it HR ANAEAE R-MNTX
[0505]  99. I 97 [ 51k, BE— D AR RS HPLC Rl ALK R-MNTX [2itb 3 —A 5
Y.

[0506]  100. T 98 [¥] /7 %, ik — A0 3G A A& A7 HPLC RJ A I ) R-MNTX iR 4ifb 58— 205
Y.

[0507]  101. T 99 (¥ 777k, BE— AR T ATk B2 aifb 5 — a6 Lk i
[IFR IR, T 78 BT IR AL (K 440 5 — 4L A AN & 47 HPLC TR ) R-MNTX

[0508]  102. T 100 [ 7732, 1 — DA FE+a m T i S 38 i 44k 58— 4 & A5 A HPLC il A
T R-MNTX,

[0509]  103. S AU EGWAFRRIEEE, FrRd W &H SSINTX, L Ard A 5 A EE
HPLC RIS (1) R-MNTX, Jf H TR PR RN T Brid e 2 b ol & 46 Fridk .25 ok Frn i id
HEWAEA TR RNTX.

[0510]  104. Tji 103 fjds, b Tk &2 Zia &9,
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- “! ‘;a %
LUNA €13(2), 52 4.6 x 150 mm
Zk 1.0mi/ 24F, B2@230nm
A-0. I¥TRAKIENE B-0. 1%TFAZEMeOH ¥

Sk 00 start3814_lura_el8(2)_fong uv ;ﬁ? NA  %B

Rl HHER 95 5
800 65 35
HHE: SMNTX 1200 25 65
1500 © 100
1600 95 5
1800 95 5
o
= = :
* -90%
0.75- 70%
& 0.50- _500%
0,25~ '§§ -30%
i b
D - . Ty “"10%
-ﬁﬁg T T : T T H

25 50 75 100 125 150
: a4

RERE @R 28 %

23 "o &h AR e sw
1 8.025 26031 BB 6.6 0.2607
2 9478 9551224 BB 83 95,6377
3 9.995 259922 BB 58 2.6026
4 10.728 149702 BB 55 14980

9986879 100.0000
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