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T-(N,N' - ZHE)- 5 -3 ,5" - SR, M 2, T-(NN - RIS - A S E -3,
5" — —WEER, PR 2, 7-(N,N' - R - AN -3 .50 - TR, FR 2, 7-(N, N -
L) - AT -37 .57 — B, A 2,7-(N,N' - 3L ) - 937 -2 .3 - —BiR,
®2,7-(N,N' - —HI) -5 -2' ,3" - “fEBRAIR2, 7-(N, N - ) - &iF -2,
3 - .

43. BURVER 40 Frdk 77 7%, TR 46 ma & %1 3" .57 - M — Rk 2
5 BRI B ER N2 bR AR B R R

44, BAESR 40 Frik ik, P A A A ETEH SH 3,5 - Rt
2yt TR I B RN 25 B AT S MR B R SR 4L A

45. BUREESR 40 BTk i 5k, A TR A AW ST 3" ,5" - M Re L 252~
TR I B A 2 b AT 52 2 M B R SR 4L

46. BUFE K 40-45 T AE— I Fr ik 1) 77 2%, Horh Brid i) i v ik B i 8 g &
e, IR i, B Bls s 3L, W B, T el IR, A R, DhRE M R,
B TEIEACA B, DhaetE B 20, DhRe itk B A, B a8 IR, B RN 1t 4

=2

\T

&R

AT, BUFEESR 40-46 HHAE—TUFTIR I 532, R AESS 2555 MR T 7).

48. 6I7 NBFE B I8 Wi (5 1%, Brid i) 8 I 1B 2E B 8 P s 7 A ISR » 18 1
PN AR A0S L, A AN B B0 &5 i EL I 3K IR RS N, VA A [ BT ) B B 4 2
EARELYNAEGY, B AL e 1) %3 5" - BRI 2y% L n %)
Hhekii) B3 .57 - BRI s 2% PRS2 18k, i A
(a) 2558 B8 AT B I E PR, WA, 18 1 3 IR 48BN T ARAS R B0 & i EL g™

4



CON 102342953 A W F E k B 4/4 T

SRR N A

(b) 4525 EBIPTIR Y.

49. GITIE B U1 BN B RAE I ik < B I TE AR, A RIS, 15 1k PN AR AR S N, 3R
AN RO 45 o L3 5K BB RS I, B4 17 it (9 B8 4R 2 S A B A AL & ),
PR 25kt 8 1) 51737 .57 - BRa L2 Bl 2 e ii) B3’
5! — M WERRSR Y B 255 BRI .

50. BUHEK 49 Frk iy 75k, b kA EMAE SH 3,57 - —Bmedisy
7 B RTRE S A RN 242 R A2 B AR B R A o

51. BUMEK 49 ik i 7535, b rid A &M FE B S 37,57 — e
255 R I A2y 5 BRI IR AR s R TR 4L o

52. BUNER 49 Prik 751, b rid A M H 51 31,57 - ReIL 2577
RS A ER AN 25 RS I B A SRR I A

53. BUMZKR 49-52 PAE— TR KI5, B4 2520 1T Kt S el 277 Bl %

WL
L&) R
Ry Ngx

O

=

A
Horp R R, M7 ML F H AT C—C Jt 2, 75 2 Bl S 77 2 77, R, TR, 3524 H, 28 L,
¥k 3
54. BAE K 1-53 AE—I iR v, P B S A &L 1) B3 .57 -
— R 2y ERI R e 11) S 3,50 - RS e H 2 E AT AZ )
BRI A G A ST E A A — s 2.



CON 102342953 A WO B 1/40 7

BT BB RIEN TEMASY)

[0001]  ACHIIE & HIIE H & 2006 4F 11 H 22 H . HIHE 4 200680051644, 7 ( [H 5 HiE2 .
PCT/US2006,/045289) @l H A “ V697 B MBI IE ) 7L -G8 g 2 E G,

AR
[0002] AU BY KR I 5 B hE , B A& RS, BV W S5 B0, e i MV O T2 el A
Mg G REAN B Bt sh Z AL T A 5 o

EEREA

[0003] it I i 25 A E (IBS) AN AE 35 1B 5 %2 i 2000-6000 J7 /> 44 1 57 A% 4 i 9
(Lehman Brothers, Global Healthcare-Irritable bouled syndrome industry update,
1999 £ 9 H ) . IBS Al ERHE A2 Wit WoiiE (ka8 50 28% ) IF H 5 Wik
fEEEIRRE L) 12% (Camilleri 2001, Gastroenterologyl20 :652-668) . {E3E H, JE{l1t
IBS X Apof i ik 1A R e 7 A 4 9l P RN A Bt F 18] 4% 9l P ) 8 57 52 I AE 250 1238 7T
(Talley 1995, Gastroenterologyl09 :1736-1741) , & 1BS B &5 — Ik UL E B, JF
H#ERERE T, BEREAREEAARES INSIES), 4 Rl sk 5 2 500 1)
W (Drossman 1993, Dig Dis Sci 38 :1569-1580) o KJL-FEAALEIEYT IBS [R4b 77 1M
FEEAT A A B BT 77 K R REAS 21 BRI AL o

[o004]  HA IBS A F BABEMMEALW B, Cai T FER KM H (bowll
hubit) & X T IBS B3 1 =FiE A AFFE N (c-1BS), Y5 N T (d-1BS) B 2 [HAE &
TE (a-1BS) o fBAT c~IBS MR THE 5 1BS B 1) 20-50 %, H A Tk 5 H 30%
R 5 BA AU L 3 AR RO BAH &, ¢~ IBS FE LM B L (3 0 1 [k
f ) (Talley %5 1995, Am J Epidemiol142 :76-83) .

[0005] L 28¥% IBS (1) 58 A2 Wi bn ok IE KRR SE B P Al B 2 17 B B b
Y7 (Drossman %% 1999, Gut 45 :Suppl I :1-81). fAi= 2, &bV E 2 V897 F1ERT 12
MHT R 12 B GESEAZESL ) & EHAE BRI, Jorh b4k AT 41 =Rkt o
Rz b PRl (1) HHETZ2ME 5 (2) S5 IS(EATE SRR RAE, T (3) 53R (4
M) BCEA K RAE . £ 1T BIFRAEDE I SRR S R U g SaE 2 W IR B < 57
WHEATE (TR BET 2 R E T 3 IRIHEHE A D T 3 IRIIHEE ) , 7%
FE(E A (Bl / B BB / KPR ), S 30 (59K, @ P siA se s B ) , 35
P HEBRRG VRN B SR B AR, i 350 1 e A QB SO L8 TRV AR IR 1 B2
Mo X FECE IBS 7324 DRt GT &KL, ‘B2 T 2 SRR PRIV AT 2 W UHERR 2%
JFitEEmi (Ringel 25 2001, Annu Rev Med 52 :319-338) . ¥4 IBS ¥4 B&l =Rkl H AE AL
HEFEUN" AP FAE I s ML, 1 B4 g T T T8 P g 1k 4 n
(YRR ) RS oAt 25 [A1 2 (Camilleri 2001, Gastroenterology 120 :652-668) . it
K, A K IBS WA 2 i (1 ZAEVE FH IESR S . RS B IBS B3 WA KA /b ol 2 i 45
13 9 S AT E K 40 8 n, i Sk — 54k & (NO) A&l (INOS) 3 BN 28 1t 4 Bl ] 128k 4
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A% (g Talley ZEiR 2000, Medscape Coverage of DDW week) .

[ooo6]  Hik

[0007]  AS B EPRFAEAE T 3697 IBS FHHCBOAE I B (a0 S 28 B i sh 256l R
YW (IBD) , 3o %0 B, -+ 481 B iU, HALAS B, DhREME AN B, el A R
DheetE B 2L, DhaetE B3, B a8 R IEM (GERD) , B ARHNE, bt M4 W 2, 18 M s
5 JEVERH R B E A A (BN 5K & IV, 5 DY REPEIH AL R LA G IR IRYS , & R Ve TE
75, 4E - B IETE , Wlkom  MERRYS , AR OB TERRYS , RIS, JE R TS, S U
Y5, AE W MENRYS » 55 AT AH OGN IS , 5 I B4 AH GRS , 259075 i W IRYS , 41
- WK IINEYS, B R IIRYS, [ AL S35 R RS , HIV AHSCPEIRYS , mis TPl e 5%
W ERITIEAHRTEIRYS , PrAE R A YIRS, & B A RE A S MENRYS , 5 TRos BRI PR M 25 AH %
(1 IS T 5 2 73 36 IR AH DG RIS ) DL R AR ST IR (1) L e 9 SR R i I 4 & ) AUAH
KITie

[0008] ACHTIAM TiA T EL AL HE I 6" - — @R (cGMP ;CAS Registry
No. 7665-99-8) , LLAIE I+ Rl L& A4 B, A FE, #4n =37 ,57 —GMP ;37 ,5' — ¥ GMP ;3
GMP ;BA 51§ 37 ,5" - —84M2 ;51 3’ .5 —(BFRRENR) ;S H 3 .6 - HR ;3
3,5 - B AR - — R COMP I N2 T PR

[0009]

?H

":;P

H
HO H

QO
™0

I
N

N

N

>

oﬂ_{z——c

BNl

[0010]  ASCHTIRKT cGMP A5G, 5] i 18 i 5 cGMP A7 AE Ty Ak 18 i — Pk 22 Pl A=
RG890 n Wt B R AY, cOMP (3] A B 5 7 Bl 1 1 O AR B 5 1 sl A S 1 ) GMP A
GMP T A B IR AL T 2 (49 4 5 7 — B IR Bl Bl 1 — IR Bl Bl I 4 S 1 — B PR
FMPE—RIR, w5 - — IR, 2" - — IR, 3 - —WER, IC &2 .3 - —BRRAy
EAARTE ) sHZ PR I RZ B ¥ P AL B A8 20 (9 anAzomil , I AeC Rl bl — Bl 1 0t 4
R — RS ) ;SN A R AL S NSNS T cOMP, 3% W017E N2— AL S A | N7— FFJE B Ay
N2 ALK cGMP BYAE N7 F AL cGMP, [Al, cGMP 2R AL 5, (B A PR 1 H A et
WOIR 25, BB B R SR IR A . (R RE LB i, cOMP AR 287 1), 15 T B e A AR
] L T A SCHTIR B 7 VAR E4) . cGMP BB wT L A 40 Mo i v] 5 ok 1

[0011]  FH T ASCHT IR T7 i FH G5 ) cOMP A FER I H5, (B AR T 8- (4- ZURMM
) B 3,5 - —#8 (Menshikov 55 1993 Eur J Pharmacol. 245 :281-4), ]
WEIE S H 37,57 — B8R (db cGMP),8- ¥R - &1 3’ ,5" - F—Mff& (8- IR cGMP),
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8-(A- A AW )- S 3,5 - — R (8- (4- F A i % ) cGMP, Rp— & 3",
5/ - —wEfE (Rp—cGMP) 1 Sp— 137 ,5' - — R (Sp—cGMPS) (cGMP [¥] S 5 14
), S -3 .57 - =B, MY -3 .60 - R, MY E -3 .50 - =R, B
B4R 4 -3 .5/ - —WEMe, MR S H -3' .5/ — B, RIAE S -3 .50 - =
MR, RN 2,3 - — R, RS 2,30 - RS, RS -2 L3 - = RER,
Wo-(N-FE)- 5 -3" ,5" - —BRK, H2-(N-FE)- 5 -3 ,5' - R,
2-(N- ) - &% =37 ,5" - =B, M 2-(N- T3 ) - s S 17 -37 ,5" - — %R,
Wo-(N- ) - WA ST -3 .67 - R, M 2-(N- ) - A S -3 ,5" - =
IR, ¥h 2-(N- 3 ) - BF 27,3’ - — B, M 2-(N- ) - & 27 ,3' - —#k
Mg, R 2-(N- 26 ) - 54F -27 ,37 - =B, M 7-(N- 3k ) - 7 -3 ,5" - —#§IR,
W7-(N-FE)- 51 -3" ,5" - 8K, B 7T-(N- ) - 51 -3" ,5" - 8K, 3
7T-(N- 3 ) - i S -3 .57 — —ffER, M 7-(N- I3 ) - A S 17 -3 .57 — iR,
W7-(N- ) - A SH -3 .67 - =R 3 7-(N- L) - 51 -2" ,3" - — R,
W7-(N- F5E) - &7 27,37 - ZRER, B T-(N- IR ) - S -2 .30 - SRR, 3 2,
T-(N,N' - ZHE)-5H-3" 5" —— R, 42, 7-(N, N - ZHE)-5#F-3" ,5° -
MR, PR 2,7-(N, N' - “HE)- 9 -3 5" - =@, B2, 7-(N, N - HE) - i)
AYF -3 .5 - —WERR, R 2, 7-(N, N - ) - AT -3 .5 - TR, f 2,
7-(N,N' - TR - BESTHE -3 .50 - =BER, R 2,7-(N, N - THIE) - B3 -2,

3, _#ﬁ?ﬂ?@é,%Z?_(N, N, —:Eﬁ%)—%ﬁ—Z’ 73, —:ﬁyﬂiﬂﬁﬁﬂ% 2,7_(N7 N, -
AL ) - §1F -2' ,3" — =g ;I H TWC Biosearch Intemational (Hong Kong, China)

[K) cGMP 28104, £, 5, 1H A R T Rp—8—pCPT—cGMPS (CN-206) , Sp—8—pCPT—cGMPS (CN-207) ,
8- VR IBTF -3' ,5' -4 Eh (CN-205), Rp-8- W51 -3/ ,5' - F—WifCmm
By#h (CN-216), Sp—8- ¥R % {F -3’ ,5' - H—WfCBEE 4 Eh (CN-217) FIN2,2" -0- —
TEEE S FF -3 ,5" - — B2k (CN-215) ; 3 # £F Corbin 2% 1986 Journ. Biol.
Chem. 261 :1208 HH] cGMP A4, F0.4&, (HAR T 5" —NH-cGMP, 3" —NH-cGMP, cGMPS (R)) ,
cGMPS (S,) » CGMP-N (CH,) ;(S,) » cGMP-N(CH,) ; (R)) , 8-BR-cGMP, B —H.C,~1-N*~ Z.J#i3E —cGMP,
8-S (4-C1) —C4H,~CGMP, 7— JIii & —cGMP, 8-H,C,H,CS—CGMP, 6—HS—cGMP, 1-H,C—cGMP, 8—HS—cGMP,
N?—nH,,C4—cGMP, 8-H.C, (0) C— GMP, 8—HO—_GMP, N*-nH.C, (0) C—cGMP, 8—-H (2-H0-iH,C,) cGMP,
8-H,C (0) C— GMP, 8- (H.C,) ,N-cGMP, N*~[2, 4-(0,N) ,—H,C,] cGMP, 8—H,N-_IMP, 1 2° — Jii
4, —cGMP ; Wy H Biolog Life Science Institute (Hayward, CA) HJ cGMP 2% 1l 4, H
F5, H AR T :N>-MB—cGMP (cIMP) , 3— JIii % cGMP, 2— & FEME S #% 17 -3 ,5' — FF— IR
(2-NH2-cPuMP) , 2" — i S -3' ,5' — R —Mle (2' —cdGMP),2' —0—(N— P3R5 ja) it
) BE -3 .5 MR (MANT-cGMP) , 2" —0-Me—cGMP Fil cGMP-AM ;8- IR IR £ —cGMP,
N2,2" -0- =TS -37,5" - — sl (W H Biomol ;Plymouth, PA) ;A1 H I
TR AN T, 45 Sigma Aldrich #1 Boehringer Mannheim) (1] cGMP 2447 .

[0012]  ZERLLLRH UL, MR E LA TRAESYEFREIEHER (BRREIRHR ST R )
BRI IRAT A2, 19 An B IA MR (1) 24 2 b nT 452 (R ER PN, 15 an DR A IR — 8, DR F R — 4,
BEIITE— B, BRI TR —HFIBE IR — — 1 = — — —C JidifiE. Pk, %459 LA A
AN I EY, Hod R, AR, M7k § H A C—Co ke RSPt 77 277, R, AR,
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B0 H, 508 R, 3808 3k

[0013]
Q
R
Rq/ow‘/\)ko/ 2
0
A

[0014] A B FRRAE JE 76 T 3677 %9 0T, 4 4 55 ATDS BRI RE AH 5% 189 0t ) 21 & ) A
R TT

[0015] A< BH (WHFAEIEAE T30 97 BERE LA Y RIAH ST

[0016]  HH T ANSZATAIREE BLE 200, BT LAl 1BS (40 d-1BS) , 1BD, 15 B I AH O it
P A0 B BT T TR RS PR Y, BB e A eT B 46 nd i v B s
BT AL B WiE B0 .

[0017] I FAZATATEE 2 B 290 BT DLk 1BS FdELedLs B Bl i i 5, Frid i
AW 2 R, B ST LA B i, WS, 18 1 PR AR R, T AL AN R BR
XF 45 i BT 7k B RS Y o

[0018]  ASCHEAR Tl 5 A 5B HIRECHAT Y — e 2y (Hlin DR 25 ) My
cGMP Kz SR a0 B i 7 S FIRIE « IEHEIR T A5 cOMP BRI A —Fh ek £
Bl S MR T IR 29 A S 1), BTk I — R a2 B 55 PG 7 AL HE, (RN PR T A SO ik
K254 (agent) o IEHER T ALFEL 2 cOMP Fl—Flalt 2 b 55 SRV TT FII 732, BTk i) — b
B P S AMR T RS, (BN T A SO IR 25 W ELS cGMP BY cOMP 28U —it2 ([F)
N BAKIR ) A 253 E 2.

[0019] &R T H T B3R v A8 4= R B 4 s s R R T AL G s s It 4
B, W, g5 A E s B R IR SR A, AR AR A s g il B g iE .
[0020]  fERLLLszil g SR, R TRy %2 g B IBS. XL B, IBS N
d-1BS. {EILESLHETT T, IBS HASRR I IBS. fEHE4esSi 7 &, Ik ity Bk Lok o
[0021]  IBHEIR T IRIT BA VS I R I 7. — T S, IEVE R S WA S 4 (K » B
V5 IR AEAE T B HE AR B AR — FESAE . IS W AR REYR =2, i B AU, RN RE
59, MEVSI0 R E RERENOK, BIheEA S, B RS, Ry, ERKZE BERAR
FBET o S O™ S MR I VS (%) JBeP 2B Ay 1) 5 T A BE 75 B Mo M ¥R 97 JF L nT e S B0 B
VAT o FEERTE B B RS I8 T BEXT BB (W A0 R LA SOy, TR AR G4,
N R RBAE A SRR Rk, R Les y rh, B AN, B N EDF, BEAE T N\S
SRR, B O L, BE N, BN B AN B, IR YE R SRR B A RUK 4
AR Ny 5 [ 6

[0022]  BRH T ANIGIT o6, AR BHIEH TSR FL, SR K T804, A FL3)
WY, WG B S R VAT . AR AN ST R, TR R L AR A, JE N, 4R, W
=, RAR . BRI, v QAR RN, AR, (LS, AR RS R RRE K B RS W
SEIXLCFYNFET (1) 3= B G R o VS AT LA BRI ] 1) Rl A 748 T 3 350, o i B & s ) 1B
¥5 1 —F% A R AE 7 %5 40 R R BB e S N I IRYS » HL— R AE B A= A (AT LN Y
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Ko RGP R R B2 HT A2 /N R RO LR o DR R Tk el o E R 12 /)
N Ao SR 2 A B AE R L G HE M KA SR, MK AR 55 . EOB A=) ¥ 5™ E
PRI AT PRI B HAT o TR PR BRI A PR TR AR, T 4/ i sh ] e J e — A LA
bR R I A B S A B Ao X O G N T T

[0023] W] LAHFARYE 70 ROB LRS- 8 VRIS, W/ R RS » AR ol 01k
V5, RVERRVE , AR R MEIYS , 3 W IEVE AR > WA IS

[0024] V& M PEREYS DA 53 35 T E0) BE ME R A5 3 8. 3 B W2 453 1 SORE Tk
A AR AL I 32 ok PO 4 AT T AE 11 A, (ELASBR 135002 R 45 i % 440 T SRR oK E2
] L EGE IR .

[0025] 9 R W Se o /D PR IS R E A VBB ME, e 2 2 ALAS S RGBS
DRI N A 2 e AR A Ay X AR Bt 5 1S o DRI, v2a MRS Wl AR AT A A O 4 2R
WL 2 M M A A RS2 L CRRRONRIE AR DIER ) ARSI S T AR ER
K E D REVERE AR O AW MBI B BT (T AR BR 25— B DhRETE AL R 5 1
W i IR A DI BR AR G5 e iX SR AE AR K o W Bl / 183 MRS Rl LATA S PR 45 s I
[RIATEL (2 EUR A B R D ) o RIIE, W 0 AR BR AL RE TCREAT IS S8 M i 5 G X S8
S B 18] 9D 7 R LS BUE S MRS .

[0026] 7AW L DTS PR Wi el s ant A4 e At 0 A g B 4 Jd 739 2 BT . A
P 5 AR RS B B 5 A0 R LR 7 A N i ELOR B4R MOk B I TR 2 s S W] LA
FEIR LT FE 52 BIBIA T AT AR AN A2 Wiikia shilad ko 53 F HORB 40 = 252
P K b B 1 Ha R DU IR 25 5 s . X8 R B e S 35 AR A, A
FEIMZE IR, BERRILRE — B H iR Ae b i e Ay B ML AS 15 . fEMAE S IEAt, 5o
WAk 22 KR IR 10 23 HA TR IS PRI AS R T fiy PN VB M, WAL R RN A U 7 A IRV 3 e FE TR 5
PITEL. X1, B A T X RS 30 mT DL IR 5090 F 7 o

[0027] 73 Wb EREYS AT LAAE G B 3l it , w6 W SOAEE i o 70 Wk VS W AE A B2 36
&, U RAE R IR e ek I SR G AL (ATDS) FUIE 1tE JAE 1 s 1) 583 mh B S B 1
P AIDS S VS T LS B0 ST BT e 21X A8 RFE SR B A5 . AIDS B
PR G e R AN BE B i o TP iy 3 5 & AR S, HL ATDS BB IE W] RE 2L ATDS Jiahi 33X
FIPEYS . ATDS J fe — MR IEAE T IRVS , (AN KR A AL AL . & Fr /) ki i 4 f A
i o R RS L R N S B B 2 (HTV) Sk 2L

[0028]  JEYS W] LADRl o5 ooy 2L A P 2 2L S 2 AR B I 28, DR B A2 407 (B4 DR ™ o
eI » 45 W R BSOS I8 BRI ) S BRI A B, 3 7 0 A A2 HURGERT I T, b e
R EIINEESS . eI M H e ABURE B e R A T A RO, S
A A T R TEE AR s 1R B BHRRE AAEAR . P ARYE — R T LT EL -
(1) & DR gt AR R R il % 5 (2) ARERBCRLLE 77 (RN ) AT
(3) it s MR s AN PRI A I8 o X2 n] LR A S A I B8 AE ml LURAT 18T
VRN / SR i) 2 Rk, (R AR R ANE 2o FEIR )R — Bl AE o, 528 S goN L 3
R 28] BEXTREARAICR = AR AN R

[0020] VS W LUK 2505 1), 490, LS WT LA 8 ie (490 i, SR 4 e, FB5 I, 8 JR
fis SUBR Sk, 35, FUIE, BTSUNR, S5 B i, ', W, BN, SRR SRR AR B JRE ) ST
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RIE R, HLI8 3 R A AT AT AT IR RV T R R o A7 Rl RE S S0/ SN 400
TEAHOG . HIEYE @ 2 BT BT REAE4S 29y N BREE 25 )5 218 24 /PR A, 1R
WIS R AEAEARTT fa 24 /LB, 3 HLE S 5O P 5 Bl se g A d . S IRVE ARSI AT
FELFE, (HAPR T methroxate, FIZUIEN , FMENE (1401 5- FUKMENE ) , SART A4 (5] )it
B, BYPRER ) IR A B AR () an TR 2R ) M ERHEAT AR (B andrar g Be (1
4 Camptostar™, Campto™) , EhER 7 & 5, SN-3S (10— Z.3& —7- BRIEZE W) , /5 Eb B e
FEMEHE) .

[0030] W5 R MRS IS LA TR T N o dh b s (HIV) B MR oM g 21 i IRYS
BT AR IE AR RS2 AR THRI BT — T S 591, BRAE HAART B3050 B35 PR BP0 % 5%
BHTVARIA G o HAART J7 VAT LAALHE 5 G 50)  A% 0°100 5 s Blg 4 iR AlE — R Bl s
Wt A 07, anhat R e M IR 5, 2 AT, MBI, 2R, MR a3 4E 6, Mg vb
24, Elfavirenz, P01, BERR R4, FRERIL LA 08 , FLIG MR, A ke, 552
FIE, PR KE, K KRIE / K2 REHA G EFZRN

[0031]  AIDS F&35 IS A — PR ™ B, & S E0H I HTRe R iX e i iR
MELRER . R AIDS B H P H A R g Arebidh TP m i s & A 8YS , 2 ATDS i
IR T R R A S i S BN VS o SCUE B e — MR IETE T RS (B AN R4k R Ik
GLRPRIE o B HH /D IRt T 4 AN 45 kb Rl L ) N S ek a2 (HIV) e 3. 2
ATDS HR5 oy T8 I e ad BV RS 1) i WL KA e R A KAt Hu @ (Cryptosporidium) o 1697
ATDS BB E VS I VARG 25T A 2 0 D A R Bk EE A BUE & s Bk 8 A AR 5L
Py o

[0032] 2541 R WIS 16 5 45 25000 2900 AH 5% < B B R 3% RE Al 22 ST BRI 71, 8 404 1t~
MR CWE sPUED 2, W IR LS, VIR BRI 4 1% 2 s JRV TR 898 7 b (1
un 5— F O VG R K ) s AEAR BRI AR G MR ) JR TR s BARNETE 24,
UnLALRE R ERTE 25 A2 B W ) 245, v AR AR S N R 20 S0l s AIR R R e T
RS ) o

[0033]  JIEYE W] LA & Pl A0 B RE W EE (0 an AR 5, 40 s =, i IR
B, Wi L YL T, T/ L B A% IR 7 B, adenovirucoronavirus, SR EE (kA 9 B B
(Caliciviridae)) FNAi 5 MEVE Wi EE ) s 40 R (490 0 g 25 8k R0 A2 3 MR 1) K i 382 45 [
FF B (Escherichia coli) (] 4n H 45 K99pilus Bt Jq i) W 25 M K AT & (E—coli)), &
HIKH 8 (shigella), YW1 BH @ (salmonella), JREJ& (Vibrio) 45 (] 4n g &L 9K B
(Vibrio cholerae)), ¥R ¥E# B (Clostridium difficile) F12% g 25 Ml 4 & =5 % A4
(Campylobacterjejuni) ;JR4EzY (44 Microsporridia spp. ,Cryptospordia spp. ({4
1 Cryptosporidium parvum), Isospora belli, N2 (Blastocystis hominis),
Dientamoeba fragilis,Balantinium coli, Isopora belli, Cylclospora cayetanensis,
Enterocytozoon bieneusi, WA NPT KE (Entamoeba histolytica), =241 (K& oy
(Giardia lamblia) (tHWFR{EMm 2{qHiEH (Lamblia intestinalis)) 1 Encephalitozoon
intestitnalis) ;FldEd (HWnFESEF 2k 8 (Strongyloides stercoralis)). 4k, S5
JIEV5 1) HL R Tl A A 4 5 B G 65 W 98 R R ITE () IR 285 240 o

[0034]  3EW] LLRHIRYE 73 K N PUA B AR IS (AAD) o AAD O (5 Bt 6 e LA VS Jim
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BRI, B O 38, SET 3N B I B B (Rl o VB AR AAD IR KB 703 91 R R IRAR B4, (H
ST AR A G5 11 RAE AR AR 2R3 T 2808 T RMERR B W ST BB B A5,
EATREU T Z IR IRR IR, AITCREAR 357 E RS B BRI RS i & . K73 AAD
R SR RS TR P AR B 25 RN . AE B ™ SRR SRR ) AR v, RTR) A RO
PRI, HRE R K.

[0035]  10-40% (1452 & B Bl 75 = s B LD IEYS « 5 DRIEYS 1) &5 LR R 7E
T A BRI e AL P R TN Y o S LN ) B e AR AR B I S O A
[0036] MM/ Bl M S VS A 1 B R PR 5

[0037]  JIgYS5 A b e 28 Py S WA AE DG o 48 4, B M PN 0 g, /B i AV T i DK e
o, H AR, R KN R A R S EUIRYE . IS M B8 5 2 e P B VS A%

[0038] A BH 11— BR 2 AN SE 7 SR 4 N BB FE B A SR . BT AT X
Bk, BRI LR RIS BT AR AN ST

[0039]  TE4UFHIAR

[0040]  Ji#Eiz e

[0041] 24 T i€ G452 5 b 88 N S i Sz i 2, ] LIAE A L E i #eiz (GIT)
MEFEIRRA S Moon 25 Infection and Immunity 25 :127,1979) ., fEiZ%ilsE kT, 48
2R AW G XN R 25 B i & T B2 E ok o e Bd M A 25 R 3 9
KRN mB K E .

[0042] AL AR 4L -G W) sont FE R i AL B AT, 2501/ B BHIROK 12-16 /i fE45 24
IR B 1 5 %6 VG PR (Aldrich 242276-2506) R 74340 IR 25 AE 28 P (20mM Tris pH
7.5) T lug/kg—1mg/kg HEW . 1E45 25— & & BTG T R AT DO X R ZH /)N Bl 25 25 22 i
o TE 15 080, AbFE N I B UIEIIL N E BIE W A . A X sl e & i B K
U BIVE PR AT AL R EE B, HoK g5 AR 7R 700 Bk AT AL X i B K I E 4 e
[0043] W] LAEAT AL I LA 2 0 AR S EKIHG 20T T EP AR M52,
XT 8 JAIS CD1 MM/ B Rh 25 R4 S A 25 29384k (20mMTris pH 7.5) , BR—IK,
R 5 Ko B8 5 KA, BT S FIRARFEK GIT JU5E , {54525 200ul 1) 10 % 35 TE RIS o
[0044]  Jiz 73 WA ) FLBUBERY (SuMi W€ )

[0045] W] LIS HH i 4 v ) 5L U B I A R BH 25900 38 I o3 Wb I e ) o AR B R oy, Xof
7-9 HE LR 5N S Y. fEALIE/N UG, VIRINB RIEmEmiE (7 7 ). X
TR (7 s PR ) Mg EF Bt S R ERL. Mt E s T
0. 09, AB-A ] LLHE W IR AL S 38 iz 70 i o FH 32300 52 (% B 20 n] DAAL RE 4 B ST kRN
Zelnorm®,

[0046]  ZE{H B AN B2 I 2

[0047] W] DAY A A B 2500 SO 3SR P RN/ SRR e Ty o 458 R X/ B skoK R
2H 25N AAL AR TE O0 T I e FE AR/ SRR o TEREEefE Ol , 7R 25 250040 S 901,
WL 25 25400 ST IR RIRYS . W] LLIIE FE(E K& B E & / AR / PR
[0048] 45l it i BB Ay s A

[0049]  Xf &5 E W9 ok R R W 2 B IBS f £ 3 Al WL 9 EL AT DA 2 2 ()
PR IR IR BRL o IR T R K A e o e A A R E S8 R S A A, DUEERIESAL S X TBS

12
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FF T AR AR AR

[0050]  I. —AHZEZRTEIR (TNBSV) 53 (1) B 5 o Pt A A

[0051]  XJHEVE Wistar K (220-250g) TUSG45 254 BN (IP) 75T 0. 5mg/kg L Bk
eI FOE LN 25 245 100mg/ kg S HZRABRITR . F 4565 4 8 22 AR (60cm Ko 80 wm H
2 RN JE BRSO, A6 0 T R A 2 2em. R HAR I B Hm B T SUS IF HADRG E B IR
WRVE Y. AETARSG 5 RITEEVLEE EMG) id=. {FHMERiCs Mini VIII,Alvar,
Paris, France) , N RIS IE EH (0. 03 #2 ) ic SR IEFRE SN FyE s I, DA RR AR
5 (< 3Hz) .

[0052]  FARHENJG 10 K, 41 BTk ()8 o 76 52 A2 CWE BRI R EE LTI 3em b5 N IR I
SER BN AL —HIERKEIR (TNBS) (£ 0. 3ml 50% LFEH 1) 80mg kg—1) LAH
BB RAE Morteau 28 1994Dig Dis Sci 39 :1239) . 7EZ524 TNBS J&, ¥ A BUSRN BE B E
TE W, A s B A B DLR, IR T8 I By ik (CRD) o« 7RI AENLT] Lem 4b
F N\ EL W B FLkE 2 2 ) R dem KAEEEAT CRD AT 1 /NP5 25 5200 54 (Gue 5,
1997Neurogastroenterol. Motil. 9 :271) . ¥R FEM B H 1 T 5 AL (Fogarty)
FREPESE Lo HSEIERN AR E /AR Lo DL 15mmHg FIEEZM 0 2] 60mmHg
ERE AR BB S WK, BRI R SE 5 438 8 TNBS (W E i ar (1-2 %)
M2 J5 3 RUAT i ik EMG I 52 ¥ B RS VPR o

[0053] &K 5 738 g AH = T MW 4 (1 48 ) (spike burst) %o W LA —H 7
Z3 Kt (ANOVA) 77325, Bl ik XL 43# (post—hoc) (4 FRERASZS AR 56 ), HL 201 543 Xof
ED5Q #4133 A7 AT I S S 48 DR BRI 8 N R R AR v 22 5 7

[0054]  TI. Nk — 175 S 9 b ok AR 7Y

[0055] W] LLAH RS S 09 Dl BB A IR AL & cGMP sl HL AU I A& 0 0t 5 B EL W
WURE IE . (Morteau 25 1994Dig Dis Sci 39 :1239-48) o f1 & FT iR 5 5 8 4 30 )12k 7 38k
(PRS) , BUAH X2 S (I i (Morteau 24 1994Dig Dis Sci 39 :1239-48) . i F Z W52 & bk
s K B LK G R 0 i T A A P 3t A A b DS R g e AT ] (AN S
KIE5 . R R B - N, (EAEEE . 78 2 /N3 00 S 0 R BaT ()
HEZH CRD) 12 J5 16 43 8h, s B ¥ 2 55 R 45 By ik (CRD) o 7E K CRD J5i5A1T 1 /)
5% K R A FH IR 20 A ) s AU ik (Z8080K Iml) 8 COIRAGEE . 4 7 S CRD 7512,
KR B AEE s e e R AR NG IEE ( HER Tem ;K :220em) LK, HEHET
CRD, MBS R 55> o T IR N dem K H HECFLEE A E o L 2
TEE AR FIERARIR L (Fogarty) MM RE o WEAEENLT] Lem 0¥ < FEHE N B LA
AT CRD, 4 FE [ E R RIEIRE b AR ZRREL L RF 82 5 73 B0 A 0 31 60mmHg 1JF4T 5%
JERZAK . 7 15mmbg Fs 77 F BEAT 1 kP 5K I HAE R — B S5 IR 2 38 0 15mmHg, B 23515
60mmHg {5 K77 fEF AN b RIFGIL R ENRSR . AFHREH 08 Mini VIIL, Alvar,
Paris, France) , N 4 I EEE (0. 03 #2) id % g sh b, LUERR RMEES (< 3Hz) »
W EERE S ENULE KA AT S S Ry 5k B8 B Il x4s (19140 Leb14,
Linseis, Selb, Germany) W& s AVEAAI . BERG 5 73 PP PO AH =4 T I SR Wi 4 1) o
KWL AE A LS A6 45 o B AR RN E B — 3 sk B Be AT i e R AR AR w] LA
— P72 53 B (ANOVA) 5323, bifi Ji 18 ik AR e i XOR  [G ¢ A4, 4 GraphPad Prism 4. 0
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HAT XA S HI G 22017

[0056]  ZRILIRHE — 75 T A FH AAAR 1Y

[0057]  PBQ- 5T HIFHARE AL W] LLH TIP3 cOMP s H SR I A0 &4 () P s
Mo B Siegmund ZE45iK (1957 Proc. Soc. Exp. Bio. Med. 95 :729-731) . fai &2, ¥
FHIRRAL AW, 51401 cOMP, Ry EBSA A 1 IREE 24 5 1 /NN, 38 S P 4844 0. 02 %6 2R 2K
B (PBQ) ¥ (12.5mL/kg) YEN/ML. M PBQIE:STE 58 5 7085 10 /3 phid S A
RIREL, I HIETES 35 438256 40 48P FIEE 60 7 #2156 65 73 Bhil2, LUESEHE5h 1) 2% F
Wro 45 BRR A RFFARRE CPIE £ FPRUER ) I H g A ab B4 P34
THE AR AR 57 A b . ZEATH SigmaStat 3KAFHI—M Ty Z a4 75k (P <<0.05) )&, i@
A 5% 4 7 22 RS 2 RS 3600 5 v T T 40 S5 6 R 2 R ATl 22 R Sk 22 B 5
[0058]  H] LLH BEVE bR UESH IS RL VR cOMP Bz FL R VR F o 4, Mk ik sh 40 i 40) s 3%
E2 % SHIIEEHA (1, 220 Riviere 25 ] Pharmacol. 1991256 :547-52) & kRi%E S
(RIS

[0059]  HEFE(EAH I 2

[o060] W] LAMEIEAE A /D 10 NI EEfr fE I B (B AR - ) 25L& oY
IRRAL A5 HEE IV o BFIRT4E 25 BT 48 /NN IS 25 J5 415 A8 /NI R A IHHE Y-
HE S (45 Bristol Stool Form Scale V¥4, HHEARF I E R ), n] AXTEES
245 7 R H SR E RN S 9, CUE PR IR AL S PHFHE SR R - 5 2, fE 220 10
NI AR JE AR H AR 2 TE BT BRI A R HE A (R PR 1)~ 34 .

[0061]  I&W] LL4n US20040197321 Hh BTt e (a9, n] LK HHE S ia it € &
NEEAETINEE () TR BER 1 EE N ERA R OMP IT
TERIIEOU T RAEEAR o 0, v DU HEE S0 e oA e e v, 3R A KA T, 7 e
e Eart. N T HETREN IR cOMP 7R B HHME ) SR " ™Er F
Bée, WA i 1EAT R 3 2 R) 22 e (R B SR v 4

[0062]  I&W] LATES A A cOMP 25 251G O T X IRYS R AERF S R T 2 & MR E X
55 55 JE R [ /K RE B 2 WR FE AT 2 1) (A R B30 e RS R B ) o

[0063]  cGMP K AR5 24

[0064] 4 T iAIT H IERRAE, PLidk D IRES 24 cOMP s H2S U . VARG 2540 & m] LA BE
RGP T R R, TR )5 R I R R B BEGR,  RR, ORE R B U A
fan, a0 bR . CUIRZE 25050 1 an 5 30 nT DT AR BRZIIR , FF BT LUK e AT TC i g ]
PR R AL, SE R B P R O A TS MR 4L 0) o AT LUK cOMP B 28B4 5 H 1697 I iE
iE e 29I R4S 2, oAb A s, (AR T AR ST (1 2540) » 16T L ok 5 iR il
24 cOMP B H R .

[0065]  AJ LA phak 5 H s 2L R 45 24 cOMP s 8B 9 tur, AT LI AT 5 R ik ek
WEY s 2,

[oo66] W] LAIE i 25 24 Py Al B 22 Rl 24, 40 cOMP A1 EIR AR B4 &40, e Ao B il 1T
PR B SE 22 i 24549 43 3 I 1) L SR ey 24, BRE i 45 25 76 SR — 50 b i A R sk B 2 Fh 24 51
MERAIT V. AT BRI e & o 9, T DAL R ECHI P AP 25 3 HLS A5 28 = Fh 2y
VIR G S en 2. RER] LARII 25 25 7R I05 97 T I P Rh sl 2 Rl 254) , (H2 AN

14
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. N, TR 2R M) (i AE ) AT B, BN, BUR B AT DL gy
2R (BRI ) o BRI, v LAEE BN LRI 45 2 AT 1,2, 3, 6,9, 12, 15,
18 5% 24 /NF N FLEI A 25804 1,2,3,4,5,6,7,8,9, 10, 12, 14 RN ILFRIZS 25 807F 2,3,4,5,
6,7,8,9 8¢ 10 A WAL R 25 25 PR al SE 2 R 2. AE Ll fh ol T, B 2 m] R EACHI AR .
R AEVT 215 0 77 LA 7V AT FH B P A s B 2 R 259 RN A7 A8 T 3 R, (R AN
—E . AT IEIE W] DLALHE PR IR BN S 22 IR 45 25 G R P AT IR I sl B 2 e 254
i, Wik 254 X 2590 Y i TBEE Y7 AR LUMER A &3 CAMKIR G 25— IR B2
W BT X=Y-X, X=X=Y, Y=X=Y, Y=Y=X, X-X-Y-Y S [{ 07

[0067] K& IT e n] A FE B A FE sl B an AP B e 2 R 254, filin, (a) @
o CUIREE 25— R 2, IF HAR IS Hr Ik N 25 25 55— P2 80 (b) sl DIRZ: 25— M, ot
HIBE Res 255 — R e . Mol , v CLEIN 8K IR 4G 25258 . 76 W001/76632 ]
11-17 5T BRER " BNF #EfE5 &7 A2 m] DA AR STl i SR LC 1565 7 125 1 25 i (A5 =
(R EIEAR I T 20003 H 92 H E 5 258 ) , IF HIER] LA7ESR#E 2 SR & 25 40 77 F 0
$ 2, ALY S, H T8 NAE R AT 7 E A E K 5 E K /W] DA — 2 R
Mz

[o068]  WJ LA 254 b sk LA G 7 S AR 254 ERT e 2 MR s TR & . IRk, m]
U e S EX B E s AN AT AR, 8, 8B AT E RN ENR S . I
FAR BT BURT AL FR IS, 43 500, A, WS 12 751, 558 S0 —Fofr 8 22 e 1 I
) CEIFRGER, 2 0B, HIRR), it £r4e % (i anCelphere beads® ) , #ke 5], i ¥ 51, kb
R, AR ) S AR EL, W] LR B K BAR K B AR 45 R R AL 0 i 5l 3 2L A
1o

[0069] WA G Wik v LME L LR e vy 4108, g pan), B 85 511, Bk, & ), B
AT, 500, 385 5500, Geokt, Bhiaisn], Bk, B s B sml, 26 i g 1 ) R 5] ), s e,
ML AT S o AT X ] BRI 2 73 0 2 5 e 170 AH 25 LA R il 3R 0 A e

[0070] X AL-G PN 75 L2 RT LAAL S I e s 0o, A0 4, 400 dn LM, F 20, OB, IR,
R, M, 22 2R, AR TRE, 22 PRI, AL =R, KRR, By 5O RE, palatinite, JER, K
BEEE, H G b e, WIS R ILOK G, Flad IR, ) Un N 2 1R, H 20 B R0t Sl A1 TR SRS A 2
5, 9 a2 o

[0071]  FHAEZ%: B2 MR N2 2% ] 3552 I I Ptk 28 AR Eods B A1 2043 (B R TR T
RS LFE , (AN PR THG-5 500, T 7870, 0 g, ST 500, DUCcE A n R B AR, 195 -
[0072]  KiA 5« R oK UERD, D4R FUER, HETER, IR, RN EG BB B, 1 Wi $7
RIS, B2 IR IS, BEER B, BRI, e BRI 2k, B IR B IR, RS, 44 &= R HAm A4 (11
MEHEARR, CRETY R, RPERAA R, RP LY R ), B LG bl (4
WIZREYEN, S FEAE W, IL R AW 55 ), FILET 43R, IR vE R (1 4n e #31500@ A VE #7
1500 LM®,H Colorcon, Ltd. %), RN FEEL Y2, b T4 (11 AVICELY, i#%
i AVICEL-PH-101™, =103 (TM) F1 -105™, f FMC Corporation,Marcus Hook, PA, USA 44%5 )
B IR G

[0073]  YEFEH IFAKD, BRIRES (B WIRUR B K ) , BERRZUEY, IEBEBRRES, b B 45 (451
PORLE R ) AR AT 4E 2, BIRETYE R, MR PR S Gf, =l +, T EEHEE, /i PR, (LA, U
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Ky TR ACTE R > 7 200 , SRH, e, FLRBEI K, FUBE— /K4, SUREART =) i dE , FU5E F1
LTUE R, FUMENGA SR T 4R 2, 22 2P MRS » 22 200, H BBl I, ol 41 4R ORI, BE 2, T8
PSR EY)

[0074] AT B, VEPR , DRIREY Tl 2T 4 325, ACTE R TR AT 4 2240, AT TR YE I, 8 7R Bl o
SRR, I SRRVERY N, TR S BUOREEN , HEVERY , TR ATE R, R, R, HE
g, IR U EERE ) IR R N R 4T 4 2 BULIR A

[0075]  JIEIE ) « AT R 45, fuH I 8 66, A 0 ve, R W, H o, (L A, H R A, R
L, How T BRIR, + e AR IR BN, BE AR TR = L R BN, 55 AR 16 R T R v v
), W AR, EACTE D (A A g, FRFF I 10 H 2R, 22 RR I BN v, K R K S
W), BEAREREE, IR WG, HEERR L W8, 3R, oK e (AEROSIL 200, W. R. Grace Co. ,
Baltimore,MD USA) , & i —EALEE &L SR (Deaussa Co. ,Piano, TX USA) , iyl —
FAbE (CAB-0-SIL, Cabot Co. , Boston, MA USA) BRHIRS ;

[0076]  BUEEHRLF AEEREY, RERRES, AL, A T AARE A B RS

[0077]  Hifd M) R LR, TR, KPR, N, W REARFR T M5, vt &,
AWy, =&URCT B, A L2, X2 I 25 F R 20 g, X FR 62K F IR RS, 2Ky, X 18, RO
Bt s I PR 2R 7R, AR R R, LI AL IR, X2 2K AR R TAT G, 2K P IR AN, I & SR TRV R A, 1) B4
MR, i dzk (thimersol), thymo BRIHIEAH s H1

[0078]  ALAGH R FAELTYE RN, LTRABE PR ET Y 5=, LIRET YRR, WIIR, 25 HE AR,
FNEAYS R, RNETEAY R (RATFA%ER), AR FRAENEFREA 4R, PR
YR, RO, BE IR O ER AR 2R — TR NS, UK, BERE, ALK, T VAR AR 5, 780
W, A 22 BEI, 22 27 BERIRS , T 2L PO IR BR RS, Tl 41 4R 200 A SR IR RS9 o

[0079] il 553wl AR H5 JL & WO R S 26000, B4, (HANR 1 L- 4%, Pluronic® i1
KA (WL utrol ® FAHIE VM4 188) , HLIR MR, 23 Wt H Ik, B A2 2k (B anfig 5, IR
B, WEES AR, KA IR 2R, VRA IRV IR £, IR 7 BRI AL, B35, IR 7 R, 3 1H ¥ R 551, +h e
HHEE ), g1 EE A EIFR) () an K R B B IR, A LR ) 5 pH FRAGRI A 28 = B
) i A R ) (LR, EANFR T US6086918 Fl1 US5912014 HH TR HSLE ) , FEF7IAIE
) CanZ2 ZEFORDRS RN A ORI ) s FH TREE A ikl e 208, SE8%, SLBE— K69, FLBE
IR =) MASH, FUBE RN 4E 22, 22 2P MERIORS 22 288, H S B, Tlid 21 4 2= FTUR S, (LAY
ghin) sAENmIE YT Can H S RE BRI SR AR ) B SR5) (s 1 — T B8, A TRAC I g 2
), MR CIGHEEAB R Z RS ) sWEME Rk R Chaml vl Hmls ) 3 ked (s H 3
BV ) sEACHER (rgEEk ) TR EF Cani a7 iR H M ER A 4T 4E 22 ) sBIER / IR B
Canfa SRR, Mo 2 MRS, H B B, Dl 4T 4k 22, AR, 5238 STRVE R 8, TR AR ) it
WA A ] s ey, o ) i SE M LR S e, SRR W, 22 SRR MIORG , 22 0, T R R,
B, (AL G, & FH L BV R, TR ) YRR CUTBRIR S, oK FLBE, LB — KA
V), 22 ZERERIDRG , H ER PR, TS AT 4R 32, ZRYEMN, Yk ) , M, R P ILAT 41, VERkIL B B
WR TR FIAE BRI, TCKATRR R, AT R IR, e SRS K, D&C Red No. 33, D&C Yellow#10 45
IE, VY 2 5N, 15% L, FD&C Yellow No. 6 43(A3E, FD&C Blue#l £E{03E, FD&C
Blue No. 1,FD&C blue no. 2 £ {3, FD&CGreen No. 3,FD&C Red No. 40,FD&C Yellow No. 6
e, FD&C Yellow No. 6, FD&C Yellow No. 10, FEHEE el HymBE, S8 e B H i BE, 5
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WA TG BRI, H B HEEE (manitol) , AFRFE K AR BRI N R X BRI G, H Wi — %%,
FARFNNEFE TR, 25 T REL, A8 V0 1 188, B M 20k, B8 (L AL/ 20, B8 (L AL fig 80, B8
YL, FREAL T K TER , TIRATE B, 214840 Bk, BIORS B, F2 TR 1 4 S5kl , UL, AT IR
B, BEIRAN , SRR, B R AR, B AL AL R, A AR i

[0080] W] LAAT: 3 A 404K 22 e b TR A 1R (51 i Opadry ®fx i fith 40,4k 2 4, 51 4
Opadry®3# (0Y-LS-20921) , Opadry®5 (YS-2-7063) , Opadry® g (YS-1-7040) F1E &
7K (S-1-8106)) .

[oos1] W] LUK U B A XMW SR &Y, B R IR - LR (glycoloic
acid) PLGA), ¥ -(D-FL MR - L BE R - A R P)LGT) (WO 01/12233), F L B &
(US3, 773, 919) , BRI B (US4, 767, 628) , 5B (e — CLNME ) FIEE (FREE L) (US20030068384)
TR B T ) R R R SR X R HIFIT DL RN, EA AT R R AW, B
W)L BEFNRE N KN AN R AE LR, LR BOLAS B AR PR I 254 (6, 2 L US
6, 620, 422) o & ZREHIFIFH TH o 2 -G RIRAE R SCk :EP 0 467 389 A2, WO
93/24150, US5, 612, 052, WO 97/40085, WO 03/075887, WO 01/01964A2, US5, 922, 356, WO
94/155587, WO 02/074247A2, WO 98/25642, US5, 968, 895, US6, 180, 608, US20030171296,
US20020176841, US5, 672, 659, US5, 893, 985, US5, 134, 122, US5, 192, 741, US5, 192, 741,
US4, 668, 506, US4, 713, 244, US5, 445, 832US4, 931, 279, US5, 980, 945, WO 02/058672,
WO 9726015, WO 97/04744 F1 US20020019446, {EiX 2RI A, B AR IOk (Delie AN
Blanco-Prieto 2005Molecule 10 :65-80) 55 & WHCkiiR & . W LUK —Fh ek 2 P2 8¢
HAME T KW, MNasie T+ . US6,011, 011 A1 WO 94/06452 HH#iiR T LA 4 1
( B PEG 300 F1 PEG 400) B — i A5 H B 22 Bl WO 03/053401 ik 1wl LA4E =
YR B HARAE 25 7E GT W rh 4 R iR . FLAR R 420 iR HE A 72 WO 02/38129, EP
326 151, US5, 236, 704, WO 02/30398, WO 98/13029 ;US20030064105, US20030138488A1,
US20030216307A1,US6, 667, 060, WO 01/49249,%0 01/49311,W0 01,/49249,W0 01/49311 F
US5, 877, 224 1,

[0082] {4 fur, W] LAJE b & ik 3 v 55 LPS 33 585 B2 RS, S P9 5, R, i R, DR
PO ), LR WL, O IR CRUARIR Y ), & CEEEEHES ), FHEW, B 8od it
Hedfe 2i, LUl NHIemes 2y O CBIanE A R 500 s BE570, B, Fukn, B3,
BT, KAL), ZIRER, 2550, B3, Wy K, VR T, kL, /N HE 1B AE & KA B AR K TR
P TP IR T BTR A A R 7K e 2R L ) S A K B R LRI, B AR (g, 2
DL WO 97/11682) , g B A (5l4n, 22 W, EP 736299, WO 99/59550 F1 W097,/13500) , WO
03/094886 1 AT b (51, bilosome (F&E T-HHVTEE B R Z ) , WALIR K2 ) B85 TE
S AL R e . 0] LUE A 7 45 25 25 (RDIE g8y - R i — AU
7, BAERIEED, #5F L (thermal poration), 52Tl B AL, G AL, &8 75 B0 7 2
B TE A, Py 5 8T EIR T VE A S (Prausnitz 55 2004, Nature Reviews Drug
Discovery 3 :115-:124)) . HJ LAE A imd s f FOki v 56 B oA, B US20020061336 H1 ik
(7K B R FURE 725 2 o LAt ) R0RE S H IR 7E W000/45792, WO 00/53160 F1 WO 02/19989
oo AL B IR ) R S L A 407 B R S5 T BAAE WO 89/04179 Hr 4k
Flo WO 96/11705 it T id & 1% 45 5 il ] DA LR 7R sl ai o 3w [ 1E sl
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WHEZZ). AILLUWIWO 90/07923 H Bk DL il 55 17 X 4h 25wl BLBLAER AT L&
US6, 485, 706 H BT ik i ZK Wik 25 25 . a] LLEA U WO 02/49621 E{J}iﬁﬁiﬂﬁ@,ﬁ%ﬁﬁﬁﬁ”ﬁ%
HilfI25 25 . W] LIS ] US5, 179, 079 ik il ok & N 2524 o1& -5 T3R8 5 i il 571
FIRAE WO 00/62759 Ho W] LU H] US20030206939 1 WO 00/06108 HH BT PR 2 1 T4
2. T LAMEH US20020034536 5 T ik B0k il 5125 24

[0083] W] LUK 25045 NISFLIR, AL — A #4007 25 A8 8 1 W M AN BE TR S IR, 15
L AN A IR 1] R PRV 2 B, e AT R i v PR SR 43 I SR RO 8 (Encyclopedia
of Pharmaceutical Technology(New York :Marcel Dekker,1992),volume 9) . A T 45
FLI, R IE ) CFLALTR ), BhR s k57 CBFLACT] ) , SAHFI KA 2 AT D[R] il
(1) 2% T ¥ P R B 5 FH o 2% L AT e SR T v M) 490 o — SR T & RE R LA . B
TR (B BhFLALSR” ) — ik B R H AT A, HimAT gD iE . Pk rEL
3R/ BhFUALRIAE S 8 — Rk B, i, A2 1k B AR H b B SR A SR R IR IR s
H O L ZFERF AR IR ER R 50— = 1 H v B R = 28R H v BR A IR 2R £ — s Hr o
o KAHADCAFE K, Ty H— B FG G2 i 77, w0, T 0, R O, Uiy F 2R L
Tl (1 PEG 300 FTPEG 400) A1/ B]CH IS, M AR — MR, 1 W ig T ER NS, Cd MR
WL, — - - A= BRI A, PEG I — - M - g (B R 2 B
MR ) .

[0084] W] LUK AR BN 254045 N 255 ERT$ 52 IR IORL, 9 KRRk #2617 (Delie
and Blanco—Prieto 2005 Molecule 10 :65-80) ., #KF&— % n] UL LR & Ffim] FRER ) 77
N E LS5 Y Henry-Michelland 2%, 1987 ;Quintanar—Guerrero 2%, 1998 ;Douglas &,
1987) o Ay T 3t 4 IR P 285 At 11 far 3 SO RIE L, AT LT %E&ISWM%E’JE*/\%
(A anm] A P B At 16 SR e 2 — SRS TR BR R 4 Kk ) v 4R, ( K/MAE 0. Lum /2
1) o KRR RR I AR (Couvreur 25,1980 ;1988 ;zur Muhlen 2%, 1998 ;Zambaux
2% 1998 ;Pinto—Alphandry %%, 1995 fil US 5, 145, 684) ,

[0085] W] LA FHELHE W004041195 Fp BT iR (R S48 () pH AU A R (LG FL b BT i 1 2 df
FEAH L) FIELHE US4910021 F1 W09001329 H BT 19 A LE7E 25 iy Hh 384T 138 36 1) pH- 4
JEPE A4 B4 L TEC 1 A o B 25 4. US4910021 i3k 7 A pH— G0t b R 40, 4 e 3
W09001329 H iR | 7oA & BRI R LA A pH- UM A2, b B8 1R A8 K pH B
MR B Z . SKE LR USh, 175,003 T #EE T E LW R SVIREW, B H
pH TR S AR R BE B8 TR T I s A s o M ) R 8 B R A R, T TR R 4 2
SRR, & AT 2590 3505 B I 78 5 25 2 T AR RDOD R S5 /) IR SR G TR S ) AL
TR RN, L P F A (R BAS [R] 2H R 90 X0 TR, &5 16 36 6 W) Ve O o A 7 1 258 SR 5
A2 BE BURURL I 25 500 B o R JORIORE T8 e 7 R PRI pH T BT HaB I FRFRAESY 5. 0 5Y
29 5.0 UL b pH KN A AR IRV T 254 o W] LUK AR i BH 1R 285 B il i W004052339 1 i
) pH fis 2 (R FE [ P20 R gt . W] LASR BARART 40 SRR P BT ik 1 7 VA B A R BH 1 259
W003105812 (HF AT AKALHIER &4 ) sW00243767 (W] B2 it (4 A7 2 1 ) s W003007913 FiI
W003086297 (KL IEAGEFN R G ) sW002072075 (A4 E pH FRAKTH AR K42 3555 B XSUZ #1057 )
W004064769 ( BENZALITK ) sW005063156 ( 7145 A I ELA A 1) PR/ B A 14 1) ] 4 I o v
BV ) sW003035029 Fl W003035041 ( 5 il iy B A 5 178 ) ;US5007790 i1 US5972389 ( 25 ¢
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A ) sW004112711 ( O REKBEIRAL G4 ) sW005027878, W002072033 Fl W002072034 (15
H RAREA B B IE 2R A4 ) sW005030182 ( AT b FH IR IBOH Z it B 1) ) 5
W005048998 (T FEAL R4t ) US 5,952, 314 (ZEMH A Y ) sUS5108758 ( BEFEIR [ EHAE T K
FEBIE ) sUS 5840860 (FEF e thyekr idi% ) o« JP1 0324642 (AL i L% 52 2 BE AR H
VMR, W 027 B B A B R OK I S A I I5 R 4L ) 5USH866619 FTUS6368629 (75 8 1 2R
EH) sUS 6531162 (i T AS KA L (CRIRER Ca BUILEIKAE R G ) Finl il
&8 FE (BB K R A9 —Fudragrit) FIEZT RS ) sUS 6234464 ;US6403130 ( A £
FEER AR A R IR P R AR Z sW00174175 (SERLE K N =40 ) sW005063206 (1Y
TNV g eI ) sW004019872 (ARG 8 H ) o W LMEH H iR EF R4 A (GIRES ;
Merrion Pharmaceuticals) BCiil 4<% B 254 . GIRES HLAEAEE T LIRSS 25 FH I 25 I 5
o RTRT B2 I /N R P B B R R A o AR SV I, 7 N R G AR E A NS, Hodhe T
TR¥F 16-24 /NI, NITER ZRETAS & B I 25400

[oos6] W] DLWt A A& BH 1) 245 4 L il 7E ¥ J& 2% B b, A $5 US4503030, US5609590 Al
US5358502 Hrf & (B LE . US4503030 Fh¥ i 1K 25 W IC 22 B Wil (1) 5 28 pH X 18 7 4%
Ho SHARHL, AR B K AR d A T pl SUBTEZL S YR I BE (K3 B S, FTid 4]
G EA S YR, rh il A S S AR E RSN R 2R E AR T
3.5 [ pH [ B i 1 X Ssrb DLz i 30k 2, OF HAZ3e BAE B KT 3. 5 1 pH I B & (1)
X B ST BRSO A 259, oA 25 i g Ak oAl R« 35 B &R US5, 609, 590
F1 5,358, 502 Hf g T AT KM ESIHEA M2 B R R E . 2B AR D1
HA B 2 osmagent. A a9 AT UAER osmagent &IEH . BRI R ET
IKGARIEAR FAGEE L 229 osmagent. i RAEE 5 FEEER: (B0, &2 I
B) o AR BEEYE 3-9 (1) pHIEAL I L5 R R A IF HRFAR A s i1k o XL 8
REAS 10 BB ZARATAE A AL A 25 25085 % A6 pH- fid R IR T

[0087] W RASET-3EE LA US5, 316, 774 AT (1) & BH T il A< & BH (1) 2549, 12 SOk A 35 e
TH T BB S E YR S YRR S T AL A4 SErh 25 RORLR 2 T N SR FL IR IR A
6o TE MY TS AR A B AE L I W R AR P, TR ) st PR ) B A I R B ) B R A 2
R, DACSCRR v PR A 5 P 0L S IR A 2 P IR RO 3R o 7 — NSt 7 &2, m U i
VMBI s e B OB 29 W03 B W o SRR A P 52 38, i AE s pH 44 R
Bfid o A5 53— ANSEHt 7 22, SR wIRIMS FHAE BT R 0E YY) I I B 2 1F T IR EF AR E
(R PRI o Ay ST SE A RS TR N ] pH— U P A R 2 PR S 140 R A PR TR BT 75 R T
I IR) A 2 25908 U » FF HXE DAAE R A = pH J 7% P4 20 BETRT IR B A ZE N (R pH- 8
S A LRSS H BB A ) o

[0088]  iEW] LA BT iR () 25 W L il 2 VR & A pH- BUR M B HNE B IX R B R G R E
e XESREGRCERM T A AWM ER A, £ E A, pH- BUR R
BRSBTS E R B, WA @ 25 R 88, 2 36 B £ R US4, 578, 075,
4,681, 583 1 4, 851, 231, 5% _FPE A A pH- BURMEAM BLKIZE S 15-6 P
HIEMEACH . Y pH B INET, AL (192 B 38 0, ML TS 25 2590 OB O R 14 m, 2
D25 [H L F) US4, 096, 238, 4, 503, 030, 4, 522, 625 1 4, 587, 117,

[0089] W] A% i 36 [ & A USH, 484, 610 K5 A% A B ¥ 25 P L 1l 1% terpolumer, 1% SCHR
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% # T %F pH FHIEFE BURR ) terpolumer, EATT A AE AW 254 LIk AR 9 8 28 1L B 16 B
WA Rk . IX2E terpolumer 75 78 (15 i A2 BE pH N K, SECEW PR -
JiT iR terpolumer Ay BLBE 1 FF H i W0 57 44 B :35-99wt %6 1L FE U 17y ‘e R T
terpolumer { TR K LCST CBARIG AL ) Rk 51-30wt % [ 27 2-8 1) pKa [ pH
TR R A3 B B R BRI A 1 B8 1Ak B 25 B AR AE A, DM 7 1 A= 2 AEAIR pH T 4%
FE, MAE AL YAELA 7.4 I AEIE pH R R s AR R LCST KT AR I FLAME A 259 %)
terpolumer IVEFH IBRK R 73 o PR ) terpolumer $EAL 2 A [ AW 254 =, 57 Y i) 2%
(1) 77 5577 V2.9 HLiZ terpolumer &S H IERME IR EE o i R4 M vk 9 7E F LIS (R AP A 254
DL Ay AL, B3I A 25 W) AE 18 FR BN 1

[0090] W LA R SEE LA US6, 103, 865 H iTid s 4% B 1) 25 ) FL il 7E pH BURMER &)
W, SEE LR US6, 103, 865 Hh kR T AL S BRIEFE [ 1) pH- USRI S, B AT pH
(KA R AT CALE B M, 8 W e PR e D7 T o 28, JF BT L T 25 R 40, 429 - M
K, AR e 5, M ILH & k. a5 R AW KRR, A EEE R, N, N- R
WG TEHE , NG ER , N- IR MG B G S E B a5 e v B & IR 5 pKa n[AZ 4
TR IEIE 1 5 | N8B 1K s K eSS [ 1 46 pH- BUERPE SR &4 iX 4% pH- UM R ST DLA
HEMER G, Fhi LY, KB B % M 4R B A 451

[0091] W] LA$% i 36 [H &) US5, 656, 292 EL il A<k B 25490, 123k h 365 T pH A 1 BR
WEPELL Sy, JCHSE 29 pH YR 238 BRI AW o ZAL G TS AL Rk SRR AN
FRIRTEIEIAR IR 4 T (] 48V G AL . PUE IR N BEHIIR . LRFRIE NI P34
BACEEZ /DA 1 HEt BRI S 4 0. 2-1. 2, 12470 LLEA 5F-—3 05 75 4
HEREE TR B AE R SRR IRV . AR AP ER T Tl I MR A e sk
5 VR G UE R CBRFNVE Ky — IR IR 2 IR TE Ky LBR IR —FRIR MR IA /715

[0092] W] DA% M8 35 [H %4 US5, 554, 147, 5, 788, 687 Fll 6, 306, 422 i il A & W I 254, iX
SOk B e TR TR AR 29 0 7 v A B S MR AR P pH- SRR SR A
BRI ZBAWEETEN FUST] pH 8. 5 K, IR BOE MR $EE T FH T4k
R GKTEFN 55 BRI L5 ARG I B4 . B R T — Pl BRI S2 e 7 %, HodpnT LIAE A
BRRS . # pH- SUBMER SYIREAEH TR S ERARNILR S b BT EHE
A B P R R R R EIF G pH- SR B A Y IR S AR Bl pl R
I RE 20 o

[0093] W LA BESEE &R US 6, 365, 187 £ELEMRG I G4 / F A=kl B 5 0 e 1)
AR K2 . 2L F) US6, 365, 187 ik T ] LU T B W om 1ia 7 82 W H
£ 5 25 BE DT ) R R T B E N TR BRI E R R R R G . ZREY
WEKE HA 2D LN/ em® (LLON/m2) FIAEYIREB Ty o IEH5R T H4& ARG B AER (19 7 V270
PRANIN e Tk SR Y B R ARG B 7 e e AR T o —
77 THAR 2 2R AL 28 PR B, SR TS FIR S 5 55— T T AR RG BR ) 22 TR) A DG 18 7
25 I BEAE IAAERT R ZHLI1) AR NG BB G ) it 6 o W A A B AR, BRI E25 18, 1%
LR AV T 52 LR RS B IER o 299076 22 3R /K RIS AR A b (R V08 5 FH T AR A
W% 25 5 HP (R SV o T B 5 25 2 LA W R S S5 A O LA P 2 R sl R RO DA A s 55
UKL o B 5T 2% 10 252 50 FH R 5 A2 R 25 J0RE o P RIS B 1) O AR U A% BT JE e 1 I EL i
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EWRUEHI BB, @ 0 Sprowls’ American Pharmacy A Remington’ s The Science
and Practice of Pharmacy. &M T4 I I B AT R 4 UM, T8 5 A S Ul
SRR, e AT 5 259 A GrAnT 0 BT TR 75 00 s 25 48 N TR, 3 26 2 B[R] AE i AE i v
RS, @ Sprowls 1 Remington 7,

[0094]  FITaR Ky 254 n] LA A UifF 15 R BB S L 242 EnT 52 (1) o 7R 25 24 i R 20 Bl S0 v A
B ] o FE e Bl AL RE B LR A A A R B B R S TR B 25 A m]
CAALFE T B 7K BOA AR B OB, " ATTELRE, 91 an K, B, A L), T8 B & W3R B3040 5L
) CElanH i, B, 2R L REREY) M ) o wI5RRT DL S Bras Ak R, G2, il g ) R
T ¥ e B S I IV B S T, I HL KRR EE K TS i VR B T DL B, Y
), AT, AR AT ) AT DL ik A B B e A a1 7 O 2R K R
PR 2590 m] UL e Bk A B AR ARk, BOnT DO 48 IR T 1R DL - 25 0 .

[0095]  FTIAMIZZP UL S5 4 (PEG) #E4E G . B4 T8tk (pegylation) K77 iEA!
17 PEG- 4564 (RIZE T PEG I/KEERS, PEG A g Bk ) 155 4055 ] AAE Harris i
Chess,Nature Reviews Drug Discovery 2 :214-221 FIH: &2 ik b3k 2|, 467] DLf#
FGERE (it C1-C20 EREESCREREIE ) RIDTIRIEH] s Bl PEG, ek I 1D BR AL A 1 41 & 15
iz (W HE LR US6, 309, 633 ;Soltero 25,2001 Innovations in Pharmaceutical
Technology106-110) . W LA i 44 >K 0 g R 4 530088 e IR 346 3% 35 4 45 25 (BioDelivery
Sciences International). T LA &40 US5, 204, 108 A ATiA 1 ) 718 ok 5 ks s ( RPaE
RGBSR, i W, R B AL ) 2B 2. T LI WO 88/01165 Hh TR 5B il fEpEE T .
Al LU# I US20020055496, WO 00/47203 Fl12E [F L 41 US6, 495, 120 7 B i 558 i 0 N 44
i, TUAT A WO 01/91728A2 H BT iR IR 4l oK LV R824

[0096] &l

[0097]  — & &, W] LAY A E ik A5 F & S ) BRI B R RSB SO R 259, P
BB R R AEE T WA — Gy BT, BB HIRE R, S MBS RS R, AR 2 R 458
T2 E o

[0098] L5k B 4l £ A R IHUR A B . EIXRBEE T, AR 25— %
VEN 3 BARAEAE TR EWE RN I H— @ R HIREGY) / 25W)IR -GV 808 I i s
AT e IX LB 1) 77 R I TR W] DU T 25070 2 -G W 28 i b Vs i e, Blosi 2 FLE
SR & > HOB T LI RS 3 NS B v I AR FE A R A i Y i . 7E— PG 00T,
15 25 Tl 8 S TN 2 R BOK FF B RO B iR 25 R K B I It A . %2 b
JAAE GI 8 P B 20 Tl , WS, 9 R B AR HH S B A SO R I 5 h () — Rl Bk 2 Fhe 1
AN = k3 E P, 25RO R

[0099] W] LUK ASCITR 258 N 2 ih A — b -G s R E . il & iR i
BIRK - ZisioK - nIEKREOKES I, Fo 8 OB A4 /K T S bl B ] S K 80T B B R AT
TE IR B LA AT 5 -6 225 o 15 1Ak, AT A2 BA7 AR DA B A o A A FH 1) 25 /K R BE I
%L&H“A%ﬁ%)ﬁ%ﬂwkﬁﬁﬂ“ JSER B AR ST IR 25 IR A I PR B o TS B K I 2 I
TEAT I EE T B A2l fidt, B, A A Bl i R3S AR SC TR (R A S R Tl 2 A R B
[0100]  — 8K W] LA NS IT IR 2590 (1) 5y h 28 6 W) 55 4 ik o — AL B 37, 78 3 fie A
FH B2 7K B I W 7K I EL T ek P 245 40 300 2R ) 70 3 G e 5 U i 2k JB I, 4 T ik 56 o £

21



CON 102342953 A WO B 17/40 T

H a5 IR 25WiRG . 290k T80T LLIE I AN R L 0 2 A=, 46 4, 255 J50nT DL i B
2ROk [t 825 RT DA TR SO OT HABEE I ), BREBI0R: h 4 8. X
TR s B 55 B ) — 2L 43 R K AT S R 1R B ik R BSORT s P B, — FmT LUK LR A
osmopolymer, /KIS K P IEIE SR G4 o IX RIS nT LS, SCAL AT IBE IR o BT 1)
AW LA BT . AR LS Ty =, eI DO AT B SRS, NG TR,
IR TR I  PRIGE, BE RIS BAR & G . (EILE S 7 b, e AT B R AR
TEAE I R A WIRT A, w2 0% () an B 3 5, i SR 5¢ 2 B, 40 3R BE R0 HY 28 A0 A R B
SRR IS 5 BT Rz AP A% F , SRR A AR I 5 B 2 I B M IS, 71 SR B RE S, TR RS 5 2 SR e
FUNZ BRI ZERE ), VERy (19 WrRRS R0 22 ZEBRIRS ) » S5 KR AR (ol an SR ) » B AiE (491 4 BN
WG ), BEIR EY (I IR B, BEPR S, BEIR PR B IR, TN R R IR IR ) , IR, IR IRt
LUERI . AYERIABE A ER $o0 F 280 25 5 E Y R NAS i T A2 s 1%
B s B R LT B R AW i, TR BT Z HA SEEE R
SEO TR L) L FEEARE , T 47 4E 22810 LR AT Yk 35 B BRIERE I LRI EE . dk
ST S, T S e B B £ 4E 2= R A 4R A T HK 2 il (R 41 4 2= 25 mT LUAL S, 91 n &
RAYE R (EC), I LIRELYE R MEC) , R A 4E 3 (CMC) , OMEC, 2 LB 41 4E % (HEC) , &
NI Y2 (HPC) , LIRA Y% (CA), NIRA 45 (CP), T IREF4E% (CB), LR T IRET 4%
(CAB) , CAP, CAT, BTN JE LA 4 2% (HPMC) , HPMCP, HPMCAS, Z B3 2K = B3 2 TR Jk 3L 47 Y 2%
(HPMCAT) M ZFe52 L FLeT i3 (EHEC) o fEIELEESTI T S8, 47 4k 3 B0 5 5 Fh S5 L IO
B (MW /N T B2 T 50, 000 18 JK i, 41 41 Dow Methocel™ 41 E5,E1 5LV, E50LV F1 K100LY)
FIEREREE (MW KT 50, 000 18 ZK 5, 451 21 EAMCR, E10OMCR, K4M, K15M il K1OOM F1I Methocel™K
ZA1) ) HPMC, Hog i 2R Ay HPMC £445 Shin Etsu Metolose 90SH %4,

[o101]  FEJFM R} ) B T DU i & B 3R 1T 1) S K 2k B LA S i 5 v 25 Wik B LAY
ECRAVER o ltm, RN AT LU IAE W005/011634 H ik IR Sk B IR 51

[0102]  FHAE Z i bt B L e MBS, (HAN R T HH 2 bl , 28 S Jantl i e ], 2%
LIRHE, B TR ST, Hm AR TR G, SR N G I, SR IG IR, LN BR B 5 T A IR 1)
JLE M) (EUDRAGITO, Rohm America, Inc., Piscataway, New Jersey) FlH &AM ERATAE
V), W R IL N AGETR T R, IR IR TR, IR TR S, NG TR S I8, B 26N 445 IR IR
(2- ZHEFELE) MPENGR ( =FRELE) BREm s iRy,

[0103]  S/ih 5 5 5 A0 mT LA ol 24 s rp 2 00 ) 25 ik ) 288 284 s s A 51,
& osmopolymers, osmagens, $& = ¥ fifk P BRI Ak GE 2% R 571 R0 (8 13k 22 B As e T B T 14 1) T
T

[0104] 55— 5T, nl LAl il JE 2 1h 5 0 s 8 o8oks HoAs N B 9 W ks B 40 2 AN e A 1 24
Vo LEIXREEE T, AT LIS AT IR 1 245 4 73 A 750 1 5 5 b o I 20 1 25 oL BR800 %
2i) o TG T T I TR R ) S LS AN PR B R (54N A IR PR R — TR A A R T
LR, BA LW, B ) SRR G (Bl CRAY R, LRT% 5, TR Lt
e (ARAEAS T YRR ) ) FUE WA G4 (A0 2 VG AR e, et el R ve = RS ) o IX 8
B ILHEIARAE Remington :The Science and Practice of Pharmacy,20th edition (2000)
e

[0105]  m] LAIE LK A ST R K 259 5 HoEWE B & BAR A28 S0 A7), I3
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T30, AT B R Hs i 0 T8 B L e B 5 2E B R A E . W] USRI AT AN [ R 8
Tl 252 B R RINUE BOX P R 4525 E . SEELFE R s AL, 28 U L £
J2 3 B AR AL, e AT 138 R AU AR P L ). . 23 D Remington :The Science and
Practice of Pharmacy,20thEdition, 2000, A] E4a%E & n] DLUAAEA R, BRERTE, 5RE,
iR B i A £ AT D o S O e N TN S R ) P T B A S I P S = A
i

[o106]  FERLLES ity b, il ok e H OB N, 2B A 20 5 T8 (Kilopond) (Kp) /
em’ [BRAE (1WA /> TKp/em®) o 5 JE A Wi Dy, WRRAEAE H AT 4 LTI BRIV 1 501 284 fir
7 0 SRR R B LA Z O T & 18 1 ) e KA i A3 mT BAE A Schleuniger Tablet
Hardness Tester,Model 6D JMEWiZd )y, 1RBINZHRE BT 7 00l 0+ F o/, fH—
FEER T2 5kP/em’ JEHEE P Ay A FIT ) 60 1 24 8 2 1D B8 5% 1) 00 L, "6 mT i X BT IR 26 B
SEERR AR I R S B B R A bl K 0. 8—1. 0 %% I R ARLAW R A4 Jse mT e 52 P 1)
FBR e HA KT 5P/ em’ IR AT (28 B — A o B[, B B/ 0. 5% M IEREE . T st
SRR E 1T T vE I 25 A BT Rl 4N i B, 2 W Remington :The Science and
Practice of Pharmacy,20th Edition, 2000,

[0107] 0 ERTIR, 0] LA SCHTR 25V N BB IR TR E . X R E RS E s
YA S P [ — o 55 22 A 2 40 V505 R B, 28 A 8 T L P 7K R o I 1 AN T R AR 5 Tl e F i
J2 5 G 7E HKNE K A RS FR AN B, DR oo G0 P 5 2 i 4 B T 22 A FH PR 5
M- FEAWREI . AEFLLSLE 7 b, ik iR E K aliE s R &It H R 20 —4
BIEASL. RBIERCE O ARNZIET, T A B0 1K S 7% 5 PR A oK )
VE o TR B 1S LS (RVB 57 AT DR K AT K 1R 58K 28 -G B e mT BLCA osmogen,
HFRME osmagent. FE{EAFREEIMO LWLl (BANAEG Y Hum D, [ F7 5 A s
D173 BRI BRI ) BB N AR T .

[0108]  JBIEF =AM A AT IR BT 55 12 N3 B O KN 1. BB HE, (AR T /K
AL ISR K BB W osmogens (B osmagens) o PR, FTdk (.85 7] PLALFE AT K ME2ie /K
ZEW, eI ULk B B EE B AL, S8 FRAE osmopolymers FUKEER . A74E T 5
(IR TS PE SR K R A B nT IAEZ) 5 2 80wt % (AL4E, B4, 10-50wt % ) o t5ABHT
AR PR )P S0 A FE S K M IR IR G IR R G, 28, 18 IR IR A , Ak &4 (PEO) , 5§
LT (PEG) , A ¢ (PPG) , 58 (MEENIAIR 2- 2 LFERR ) , BINIGIR, 58 P EENIGIR, 58
LIGMERE e (PVP) FIAZIR: PVP, 58 ZJREE (PVA) , PVA/PVP FL WA B A B /K P 54k, i
AL R TP I, LR LG BE 511 PVA/PVP 54, A5 K 1 PEO ik B IR 587K T 2R =28 P IR
Be2, AR I AT Y RN, F1 SRS, R LFE AT R (HEC) , RN TR 4T 4R (HPC) , FR N F&
FRILET 45 (HPMO) , R LA 4 55 (OMC) FR LR 4F 4 55 (CEC) , BEfREY, B Rk AE, Bk,
PRI HNFR I LR TR BN o e MRV R B nT DR I 0 SR A B R I R A B
A 2% () K R » E PP IR 20 T DAL S K MR G ZK M B4, i A 3 B R R 2 /K ] s ik
MoK R EWEFE, (HAFRT PEO, PEG, PVP, & L4 4E 24, HPMC, J25E SIRVERY Y, RN
IR S HAZHRTE IR G o

[0109]  Frik (18518 7] LA HE osmogen ( B osmagent) » £77E T 5 H #) osmogen [1) & 1] LA
FEL) 2= 29 T0wt % (LG, B0 10-50wt % ) I . GG osmogens [ it RIS 7Y 5 fE
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W 7K T At 55 o ] R % 2 o e (09808 I ok P R /K s M LR, 3R OhE . — R I
osmogens £ H%, (HAN PR FHR BREE, S AL BE, S, SUILEY, SUALEL, B mRET, IR IR AN, WP AT IR
B, R, AL, B RN, H BRI, AR, PR B, WL ALEE, LR, RS0, BRERE, AR,
FOWE, FUBE AT IR, BRIIR, WA R MR A W) . EREEESI Ty S, osmogen A I A B, FL
B, R, H R H I, ABERE, S, B HA S .

[0110]  Jrak (85 m] DA ARG Ry 70 80 P BE b iR e ok R R B 1k e 0 &8 s Jn 3 A
WATEF o 3K SIS ISR ) B 46 He i B3, 2 i s ek 5510, AK S 254, pH A7), IH A
), K-G0, EURE, AR AR, PO, WV AR GRR T o R IR 70 64 Al PR ) e s 45
B, AEANBR T A S5 AN AL BT I 0 6 DL R A 4T 4 35, BR 1 4 a2k (49 Qg g IR A, el R R
B, T TR R B, B NG FR A, B IRIREE ), pH T (9 an 2 b ), A LR, A HLER £, A LA
TEHUEE ) , TR, R0 T iy i (90 st I, AR IR YRR A i, 1+ )\ e BE R RS A I ) , JI s
Bame (flanH A (B - A= o) WIRERELSS, Hil =82S, HimE (KRR ) B,
J A L AL T (A8 2 5t 7K Ly R Bl S R 1 B P T IR T, TR B A IR N, AR
B IR ), A LG MK L AL IR ) 5 SRS PEAR) () ke e iR 2 (9 an+ e 2k
TREREN, T R MR E: ), &YW (B W L 1 (polyethylene glycols), 5 4
(polyoxyethylene glycols), B4 LM, A NG EE, ARG HILEY ), I L4 ) Aok
ML CHandE Aok, BEERES ) , BRRIRS, B (ol ansUp, ARBERE ), Ik SRR ) o i fF 1)
[y PR S0 4 F2 5 SR vE Ml (412, Explotab™ CLV (R £F 4E 2% (flln, Avicel™),
AL AR e (B0 ProSolv™) , A8 R R EF4E 224 (B, Ac-Di-Sol™) . H{ACHTIAR
(R 250 A9 T8 S TR T BT HE TR [ A4 43 BOPR N, AT DL SIS 0 30 42 m N 8105 5514
TS, OIS T AR SCHTIR K 2590) / 4 iR BE 19 58 6 4 43 B, A AN IR T 8l o BT
TSP SOV R o PTREHERE, AT DAEME 55T B 5 I NI SRS ) LA B T i
AR E

[0111]  ¥BIE R E I HE R Ml M 549 b A5 ARSIk 1 2590, W W AE SR A 259 / SREH)
AN —ENZ ZAYEMASKTERERSDNERE S OAEAYE SHEIKE R
R E . 20 DU & A IE ], @& a0 Bh3), osmagents, TS P, 7K
MR EMAK AT RMERED .

[0112] W] LA IX S5 0% 00 0 2 Bl B & A LT TR, AR XUZ (L B B 1% AR AR 1
HYBEREREZ ), =5 (P SaERAEMZEAMEZ RKERZ) MELE (P
.5 250 ZAFE R L IR o KR FIRREAE R, HEAR EAZE I A
T ZPAIRIE R 2R BB — A EE A5 S AW 2 BOE A H O e L L E S
K25 (pharmaceutical agent) . M3 E N 2SS 29254 (HFRAEER) osmagents
RS KR A ) » MK E B ] 2K PR B 5 BN 5 55 AR B R A

[0113] Y& T /KA, Frad i oK, FEEUA (agent) T AT HRBC YT & 7K
Bk B3 BRI 2 B2 MR He 5 25 W80, AT A 280 (AR It B H 1 J@ 0 o 138044 mT LA
TR B TR A 25 BT o m] DA RR 2R Y [R5 0K R 4 i 1K A B A BT A
(K254 M T P HEH

[0114] 32530 R 52 BIUE WvR 2 BB R S, & 290 )2 K038 38 K, KB Z 128K
Tt PR A B PR 2 T AR IR S R 2% 45 i) o ARSI A N B A 1 N 25 1) J P2 4 R B R TS0k
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2, MATAT A0 R L35 23 MG IR U 2 - IR Z B 1t 5 38 /K BEI 2 () 2 K P 5 3
& MZERNEE S B e & R iR

[0115]  BRASCHTIRI 254 5 & 41, H T2 B8 25V i 2044 1) e 6 BhE A8 45 HPMC, PEO
I PVP AL E 225 BRI 2 AR . IRAE, TN osmagents, i A E3CEL , BLFR(HANR T 8%
B FURE, ABERE, H B pEEE s S . F T8 oK 2 AR HE OMC B, PEO (491 i LAY
£ 5,000, 000— £ 7, 500, 000 TE/RIAF) -2 70 FEIIEED ), B (NEIR ), (RN )
By, AT R LA YE A, BRI S IRTERN AN, PVP, AT PVP AL i 7 T o K MEA R
[o116] s XUZ JLM[ AR T & » 0% FL Bk H O B m] DA T8 2940 1) 7 500 (0 T ¢ mT DAAE 1%
FFRNEIPRN, Jh A R I a s b, UAEIERRAMZ R IR Z 538 SN . v DUR AT
B FLBOE I E s B R A A B A BRI AR e DL R X R s o
AR O EE,

[0117] W] LL4n US3845770 71 frik AL [l ~F & B iR JE 3 A il iz & 2 B . W LUK
KSR B 2548 N 59 Bad k5 R R A, w2 U A8 Am B iR
2o R AT LG EOs s LT RS2 L S8 25 AR I 2 IR K. PR
M, AT DU A o v 2 A AR Bl G b TR AR ) e DL X B s 1E . AR
— AL T R, BB E AL () REREIE, LA () ARGy, (1) &
CIELYEZAM (111) osmagent, P OGRS P RIFIERELN 2.0% - 4] 35 HE%
H. osmagent HITELEELAI R 156% — £ 70 i % ; (b) AAE L BIREKZ A (¢) fEFEKE
(b) W T4 259338 22 551 o Bl KT AR B 58 1) 22 2D — AN o AR BB S 7 S, T
BB, UAER TS (AR L KRS I8 ) KF0. 6mm ™ (£LHE, 621K F 1. Omm )
A DS IE R U S T AR B I T R A X e AT . AR EE ST T 2, BT IR IR TEAR A
BE, Horp ) 71 232 (tooling axes) , B E F AR A B Az te Ry 1. 3-3 (&
Fo&, 0040 1.5-2.5) o FE— SR TT S50, ASCHTIR 25 osmagent 415 BA Y 100- £
200Mpa [~ FIJIE J 1t , 29 0. 8- £ 2. OMpa [#)~F-3hn i B AN T2 0. 2 [ -1 5 i 1 Wy 3R 4
B o BT DU B FE i ), B2 s AR RE A ISR/ B2 2 BT s2 IR 7
PR BB o

[o118]  FEMELLSTE 77 R, FEIX BB AL B (MR AE L FE FPBF Rt vk Fh ik A ST BT ik 25 4)
(RO 2 T5 B2 o R T 7 A S R, 7RSIk B AE R TP B IO L2 BT A 2950 7R 40 B
TR o S ZOE R 1 — A7 B S I A T8 A o RS R e HERORE 1 73 >R kAT o A
YR o 1022 7] () A R )P S 9 L KE U R A R, 1 AR S SR VERT N (B, Explotab™CLV) , i
M4z (I, Avicel™) , S HEALET4E R (I, ProSolv™) RIZZHER AT 4540 (4
U, Ac—Di=Sol™) FHAAUIH AN 722 5009 H e Rl R4 EL ARG AN [, 52 i 55
DAL T i A sm it o7 X o JUR R BRI ) T8 GBI, ERA EATT S5 7K, FH G RE
WG MBS E ik o AERCEEAEA IR I A AF R R AE N T s M4t 1585 P9 25 ORI BE A
PRI 23 5 AR e S 77 S, ARREEAR I M ) A IR S 8 B T AS e g o 7E—
AT =, TR IR R 4 Amberlite™IRP 88 (M H Rohm fll Haas, Philadelphia, PA) .
TEAT N, B A ST AP E /AR 1-25%

[o119]  H]LAII KM AW LAR e 5 BORLETE T3 8 s, b5 ] DR e i@t i@
W (HanfL) k. SR RS TR LU, AR, ZEAH XK ) T 8 i E B R R
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EMH . ETRENB R T , B o s e — R RE AL B G i isg . RS 5 A
SCHTIR 259 (R RURE 55 7K T B ok FERS VL, (RT3 BR A AEAR RIS IR 0 N MR Rt k. AH
K, BAARER 18 (<£5 300, 000) 15-EWRIBURLGT AN 278 O P G2 B8R
PRI VB DA 56 s 2540 o ORLUT B A2 A0 AN N 2R A5 ) ) 28 X S22 BB I 1) 1) O, P
P50 7 T CLORSF RN AN TE 5 DT B, 15 W0 3350 LU 25 o DR AR AR/ B A
PR N s A Il A4 D PR S

[0120]  FERLMLsziir R, H TR RBIBLE N KBEREGYWA S 25 R EMHEER.
TERAC S Ty T, ik KSR G A AR S TR AW W RCEAA mokh R, A TE
B T AT H POV TR 1B B LR A 0 (1 =B BRI S48 2 Natrosol M250H( mi 7 F R 4
FEATYE 2L, M B Hercules Incorporated, Aqualon Division, Wilmington, DE ;MW 28 T2 1
BT R ARG % T4 3,700) » Natrosol 250H™ 765 osmagent 1A I EAK L5 E
3% IR N L T 25, Natrosol 250H™NF 2 Ekk B R AR B R 4T 4 25k, &0
THOKEA K. 78 25°C N #H Brookfield LVT(30rpm) FJ 1% f] Natrosol250H ¥ FI KL
FELEZ) 1, 500— £ 2, 500¢ps.

[0121]  FEFELSL T Z T, H TRERZBEN RN R LEGERZREMAAAN
300,000~ £ 150 F I EW S T B, RLEFERZRZEWELPH —BRAEELRN
2.0% -4 35 EE%.

[0122]  BIBIEEN 5 — NERNBIEIREE ., R SR FE S I3 4 v LA 2B T
Z B ] DU FE HH AR STl 259, WK DASR 62 0% R RO IR/ BOK Tk 2R &
B AT 228 ) A58 TR T 70 4L RS R A B AR o 3BT DL 26 I 05, (S e B 5 B WUZ, =
JZBURLG 2 LT AR PRI RUZE B2 2

[0123]  FHTA KR I 5 — KB iE e B A HERAC 1 T Ik 3, 41 dn EP378404 rhiTik o £,
A B TSI R TR B B A SC TR 25 RN A B, DL Sieak 1t A i ots, L EERER
TR A EAL S B CTEAL, 75 5 /KA A s, S K MR A iE ke AT DA A 2
Yo mlEReH, BTk R RT DAL & B A a4y =K E I porosigens. Porosigens ¥ T
BrIKAE A, T AL, 8 I X AL SR K T 2R S 2 mT LU o Porosigens [ SE4
MK AW, v 40 HPNMC, PEG FUE 2> T 24k &40, v i H il BERE, 2 B A sl fb il .
&b, Al Lol i O s 5 XEE AR E FE LR %A E FIE L. fEXRBIERE T,
FEAA L AT AL B A AT 1 B 2R 6 ) B B K M BN B MR A, B YTARAE At B
h Z AL SR & KM porosigens SR AKIE AR 2GR B AT WKL, XKL
T2 B 1 St 7 St mT LA 22 J2 1, 49l e EP378404

[0124] B A SHTIR (1) 280 04 A 8 AR ST INT , 1 A v A 38 44 ) 5710, 491 4 gm W005,/011634 H1 By
W, 1B E i R A 0 LLELRE R A BE A RGO LA VAR 50 A B R B B, T iR
BEAL B AR R B AR T TR ) B b 2, 75 BE g 2 B TR ] 2K Z AR W] K = B ik
(K207 = o IR FLAT R AR 0] 5 & KA A BRI o IR SRS B HAR AR SCik < 4
US6419952, US6342249, US5324280, US4672850, US4627850, US4203440 1 US3995631 .
[0125]  AKRPKBIEEBEEEICH DA EIRE. ERSST E0, frik g i iz gL
B AW R — a2 A OhE KR, B 20— T3 AL LY
TR R TR R b 9 AN TR RIEE 5 b iR, A0 15 259 26 A | 58 A3 i e 28 ik 11 s FLIAX , 1X
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SEE@ELREME B B3I R . B IE ARSI E, O e O, i 2 B AU
T3 3 WOGER AL, TEMRBOE IR T AL, 1 A2 7048 A I R I I i 3T B o 7R R L8 St 7y
FH, BRENAEE S B ERY 5-30wt% (AL, 41 10-20wt % ) .
[0126]  —FpiR)Z AN B FE MRS VI, '« BHA AT F AT sl A i e L h e i fL . 31X
REEE W JE R R LIAEZ) 20-800um 2[R AE (AL4E, #1412 100-500um) o 31X fL I E A
— AT LALE 0. 1-3000um B 3000um EL E K/ (ALdE, #4129 50-3000um H.A% ) » W] LLIE
HUbR B 6l FLAE IR B T X 241, BORT DUE 1o % 2490 2 8 SRR T X 2B L 53X 2 4
A] DL A B AR AR /N 2345 NI 2 ks il o nT CLIE IR iR i A L EUR) B0 ik
S N NG 2 b3 2 A B o AR JRAE T J it % £ L o IR A71 5 33 USH612059 FiT US5698220
HRE R IO AN R B 2 1 5 > W] DAAE SR B FE A A st i Lo a0, 2948 oA 5 AR AR ]
BRI AE A T BREE A I, ] DL o i R S A SR TE s ik fL . TRV B G, 29 R %
MIXHER AR, H BAEMRS , X BRI LR B D B R 1. MERIIEA HAa ]
A T, BT CLEBEZA T, AF1S BRTE 25 25 )5 AN RIS ) B e 3R, 3 25 W 1) o PR il e 82
BT WIS () o ¥ 2 ] DU ECE, SALECA X R IG, B R 2 FLIX SCRF RO B 11X,
US5612059 F1 US5698220 H# fx (AR L. Yy 2 BUHK I, ¥ )2 7T LA HZE K PEA B . Y
W2 Z LI, (&R DL HGE K BN B AR MM B . %R 2 2 FLASE K A B2
I, AKAE AR B ZE OB IR ZE LB E . AF B IR E 2055 B 1 AR R il M S ) 4
US3995631 F1 US3845770 H ik i1, 1X @z?/%}:‘meiﬁwmzt,ﬁﬁﬁmka%tETuEEzz%
LR TR EE K IR AT A LRI A ST A 2 iy H e 0 K PSR S A
[0127] {540, US5654005 i1 US5458887 H th 4k it (Il A 2 ALY, T 22t B K PR A e
Ho US5120548 Hitiih T F K ANV PE S G- ATAT B HE R /K S TR AN SRR B 0 G J2 16 5
— A IE I 5 T T LLE VS I 01 US4612008 3 75 (1 i LA T i 2 FLI . Ik ak, SEE AT LA
HH 401 2R £ BUER A — R £ A IX AR LR 7K PR (R A B R i I 2 SRR 2 AN RS0
ISR EANEIK, REIX R E L ALYER . H TR 2 RV RE, (AR T A8 R 55 4%
[MTRIGIR, CIGFEAL G, BE, LR, SRBE A 4 20T A, 'CAEA X A2 21 pH R o i& K
IR AN T 1 08 R A 2 5022, o il il AT R T K AN Uk . TIE R B &
TEERAY (BECBAE ) B HE B HE S p L FE 898, R B8Rk i) LR ET4E % (CA), —
LR U S, — LR Y%, IR CA, TR AT 4 5, LR T IR#T4E %% (CAB) , CA LEHE TR
Big, CAP, CA FIEZIE IR ES, BEIIFR CA, LR K —[REF 4 (CAT) , CA I LRES, CA
LHEBRIRIE, CA A LR, CA a%%@é‘e@‘a, CA ﬁﬂ%ﬁ;ﬁ@é@‘a, CA T LM IR NG, CA X — AR KT
BT, TG SRR, HREER — CFRRE, B MM CIRNE, B MM = LR, Cf —F A
LPRIE, MR = LIRS, i & 0f - Zﬁ’ﬁﬁaﬂﬁz@a EC, PEG, PPG, PEG/PPG FL 54, PVP,
HEC, HPC, CMC, CMEC, HPMC, HPMCP, HPMCAS, HPMCAT, 2 (N4 ) TRFIRSFIEE - ( RENG ) W
UG S FEIL T W, SR, 1 N WORS, I C Wk e 2 0, IR B 1, B, R G0, SRk, SR,
TR, R AR, B CIRHE A, R CIREE BRI, ARG Rl o ZEAN IR (1) 55t 77
%?EP IREGNELRE AT 4E 2R AW, R R AT 4 R E, AT o SRR AN AT o Z s - R, R R A mE AN
BAEARIE A 4E B ATAEY), IR LGB R AT LA 28 (TG ) BRANME, 28 - ( 2R ) IR
Wi S L AL T BT 2 IR BN B SR ET Y 22, IR JE 1 B T e 3= BB AN PEG, IR )2
B LR A4 F R PEG.
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[o128] & M HLTT X, —RGE IR R EOM B T B F TR AR E il ', iR
B AR B A AT IR . AR RS S 7 S, BB 515wt B a5 R4S
Y= A B A I B RS R AHS (B AR TN W, L8 s, L8R 4B, SR INEE, &
Be T W, B T 0, AR NN, £ W — OBK, L — LR ORI, & Pk, —&
s N, 2L SpE, iHEE ARG, DU L e, 1, 4— W@k, PUSRmE, — & — 1 — R,
IR B FIREW) o JET] LI AATA & 1R AL FI RS0 R ik, Horl £ ) s 850 (i
WL — R R ) , RERAWAEW S T IRFF % a0, 75 US5612059 Hhiik T
BALT S A SR E PRI o W E e w] DO K MR ALE o il i FLEE A IR
AT, HASHE S /KA B, AE R 57 K 28, 4 4 iE Qi ee US5798119 iR . iX
FERAME 1), AR K2R 2 — B B K MR S A, 1 W R G, RN IRAT L
W, ZETE, ZEIN, ZEBEN, SRR LG, BRI i, 58 LM FE BRI, TARIE FHA Bl o B 7K R
THALIR B BHEEE, B AR T2 28 &0, ZE0N, SRR, 28 &0, RN, R A LM, Z 0w — 3,
CARFNER VYR LA o T LLIE I 28 S0 AR 3% A2 25, A8 FHARAT 28 SO K AR IR K, #25, kR B
U BRI A B B RS 4R 2 RO il 8 IX R BUK IR JE o AR, A8 R3S AR 350 T
REDESBAEA DR EATI — WA 8o IR, s i — Aok 2 fL 1%
(1. IXZIRET AT DL i US4247498, US4490431 F1 USA744906 4 58 1 )7 vE#EAT . 7]
DIASE FH il 25 8080 S g L 8 120 18 S B . N, 2 0L Remington :The Science and
Practice of Pharmacy,20th Edition, 2000,

[0120] G4t BRI, m] LUK ASSC T I i 25 0 il e poks T 2, — MR AE 2 10um— 2 2mm K7
(ALFE, B2y 100 v m—1mm BFA%2) o F4n, W LURHIX R 2 Bk e fE I Fe v, 185 n /K5
R, W W HPMCAS, HPMC BT oy 4] ot 1) T e 3 eI 3 5 DAAE VAR P (VR B v s e 2
2 5 BORT DLIE G ARSI 28 0 Hs ) B & 5V AT T R R 3R, BB T AR BRI o R A
TR AT AT A FR T332 W AP DRIV R TR, B R /R IR, AR s, M54k — Bk 4h B0d i i
Ol £ 1K S 22 UL o 451 G, PR SRR V25 R0 TR, ] DL A S BT IR 19 25 ) AT 35 RO T
FHVIRE RS 75 /N 22 ks o ] DA HE R RO, i WOk &35 (i, iR 4T 4E % ) 525
B4 UMEE BT i T2 5800 9F HAE LRl o i bilk i & , 26wk iR A a] CLAL R R &
), WAL AT YRR, DB B T IR G 1& 10 2 BRE. 9140, 22 I Remington :The Science
and Practice of Pharmacy,20” Edition,2000. ZE/F{a[1&H T, Fr{S Bk B 8 n] DAY s E
ST AP EAT LU & FlSaiE kL, 1 Wi 28 -G 0 sUK TS I P BUK S R W4 e i e
A<, B DL EAT S B OB A s R iR & MEA B T X R E 452,

[0130]  AKRHGEMNAWAEY)— AR 2 E NG Y 57T 852 10 25 AR
B T 5 v WG B K VL, DA A5 31 e 2R FEYE TR, Xk T HUE N H o il HR—
A AAIE O BT 401, BL Remington’ s Pharmaceutical Sciences(18th Edition, Mack
Publishing Company, 1995) 487y,

[0131] ﬁj_:( ﬁl A@

[0132]  A] LI ARSC ATk (47 2590 F0 I FH ¥R 97 A2 il &, e B 46 45 B Ak sy ol e il
1) B B B 22 ) R () PR A BB 22 R 2540, B DA A T A 25 IO il 1) B 5 i B 2 A =
Rl SEZ M. B, — el 2 Mg n] DIE A T 238 — R s, JF Hazaloh & ] DU A
FEAESE M as P i — R 2 M. K rd RS2 B4 E TN, JF izt i
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Al DME IR B G 2G 2580l B A5 . 5 & mT LLELEE 55 4 BTt w6 v S 2 B T8 25
TN R 24 R AR R SR HL e HL sl e R B

[0133] PRIk, )& v LS sa) 3 ASCHTIRAL G N 252 Fnl 852 (R3304, 34k
S BRI Z9MALEY) A b) wassi s, ZRF T AT IR A RS #IRAE A SCHTIR 7 vk
IR — BB 2 R e A BT R 29 2 A VA R A (B B s sh 2L, IBS (Al
d-1BS) , 1BD, 3¢ % B, + —4alln B R 7L, HALA R, et A R, Btz A =,
DhRetE B 2L, Dhee itk B, B B8R AR (GERD) , B 50, Wi Imes 658, Bt ik
S 9% 5 VS RG] a1 A SC P iR 19 45 S AH DG IR SE AR R ) o 1 & ] DT A 58 —
PRyl &), HAS —F sk 2P R A2, A, (AR T a5 LRI 59, Bk —
BERgHD IR, T a7 B IE AL e 25 CRFEASCITR IR ), 1b75 25, iIE 25, iE ik
ATV S PRI 1) 24 (RIS e R 25 2 b ] s R i, AR B RE R . RT UK A s
AR AL & A SCRTIRAL S I 29 A& R — R 25 S T VR S AR R — 2 A
.

[0134] BRI E ARG T8 & WA -G Wi 2 45 Bt et e ] DUALEE 43 T I 2548 w8
Gy R INEEC S TR ES . A AT LUK, ) AR Bl S A0 &, B IR B B B, T P
HREE (Hun, REFE T ARBERJNBRFIN” FIHA" ) SURAHRGT T ERERSHE
()25 55 2 KDL BB A o ) ST AT R W] BAAE B — A AT — AN DA 23t DUEE 5 5 o —
A g, Frsr el LS AR, e S e .

[0135] I 1) SE ) 2 il (K9 BB o W S A A ke Tk A i A i) 3 B2 v T
BRI (), I BE S ) o B A — M il — A AR MR A ) 7 ne A P 0% B AR kL
IR . ARG RE T, FEBERLIA R TR MR o 3K 8] fe HLA HR B8 2% 1 R BB B2 1)
KANFTEARE] LB BAE R Z 7 f /B R B R/ AR . Rk, Bt Fy
FHVBSR H ET [HBE b I EL SR 2 sfAH G SRR R s BT I 16 S8R S 67 T T8 15 T B P AH
XPT7 AR o 2558, o B B i 77 2 45 B A B Bk R IR RLE 5 2
() I R A o AR I A T e A4S mT DU ol [V B b 3 s AV B B e 7 IR
FH M B B R TR (1 AR5 AT DUl b BT (1) 5 VB 3 sl e 22

[0136] TR E LA MRZG AL I PR = I, 25501 B2 V897 & 25 FE B0 B A/ Bt B 45
iz L. 7 B HFIE” W LUTRE M R4 51 57 B R IR E B L A B LR R
%2, YRS AS IS, RSP e A AW H A E R UL —
ol — R e B A R, TR & o — Pk 2 B LA W A H R E ] LU L s LR i FE 4
Jo IR AT LR FH A 2 R LR 2 N R — Rk — NG B 50 & Bt e 25 4 KT K
A LAZE AR 24 s 2 R A0 S Wt , MEE— B AR T 6 77 SRR . 3X 381250 Bh s (1)
S A s LR T I R H RS IR B I R B2« 3 22 4 Bh 35 1 o3 — N S ok %
Vit 5 HH A BT W A LI AR RS S 0 rR i O B A O i AR At BTl B AT T AS L SR RS
o an s R B e — kB H R H IR/ S BRI T —GRI= 1 H 8

[0137] 3 i A SCHT IR 19 25 W) W 4k 2 F0 / sl B RS e T 19 5 VA AE W R STk P R
3 :US6, 541, 606, US6, 068, 850, US6, 124, 261, US5, 904,935 F WO 00/15224,
US20030069182( i i ¥ fn M W& ik ), US20030175230A1, US20030175230A1,
US20030175239A1, US20020045582, US20010031726, WO 02/26248, W003/014304, WO
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98/00152A1, WO 98/00157A1, WO 90/12029, WO 00/04880 F1 WO 91/04743, WO 97,/04796 FlI
Hrh 5 R 2225 30k

[0138] 4 I A 3T Jir ik 25 W) 1) AR W R F R I J7 1 AR US6, 008, 187, US5, 424, 289,
US20030198619, W0 90/01329,W0 01,/49268,W0 00/32172 F1 W002/064166 T 483, HELEE
Eh AT LR VER B HEF (51, 2 WL EP397447) JWO 03/004062 Fis1i8 T Ulex europaeus
T (UEAL) 1 UEAT BE0, © AR LA TAE A & BH I 25 P #E ) 22 GT 18 o

[0139] W] LA A SO iR (1) 259 ik s i 3 4 1 Is 2k 8k B e i e K. US20030221201,
US20040023334, US20030226155, WO 04,/020454 F1 W004,/019872 Fistig TiskE Amh & &
2RI o 128k 8 A BlG 8 0] DLSGE DI - 2 I D, b A T3 2 i EAE R 9
HBe PR &

[0140] FI&

[0141]  JAF N30 &5 [l — A TR 0. 005mg—10g/ Ko 7843 B P S48 1 7 571 B
LB R B AT UG b A 5 7R X 2855 & A U E A R L S s 2 50 & Bl nd
P 5mg—-500mg ¥ HEA7, T Z) 10mg-200mg. A &8 75 25 25 (40 G W RoR i A i8G2 B AR (R HR
Do AR, PRI E R R TV 2 2, ARG B3 A A, I a7 R MERR i S L™
HE.

[0142]  TEFRIE BT A 1 9 P B3R 22 Bhi MR 20 25 B IRORE Bt o HD e T B A B 23 160 T 75 571
o B, A B B R E R BT & (g 2 — & £l Fp A 25 25 1 HARE N
(R EETT 58 ) 4 2N 7 AR B R, 0 40 24 I s 28 AH [R50 5 1 B Rl o, B B — ik
HIRTT B LB OL, W R B A AT, 1R B A 2 TR D T R AN
AT IRTT BB R 20— Fh ek 2 Fh i o 50 & e 80T RE 75 B 7 AR B R B 10 B AT &
IR KT FAH B — B 07 BB 25 251 — Ml 2 M . 29 A -S4 n] LIS 5
AN Y AU BN T A SO IR R IE o 7R L LU St 7y 2 b, Fl& s pr rp ) —Fh ek 2
BT AT LA AE T L KR I Bl g5 R 300, I HL 3 A a7 U] DAASTEAE T 2R Il
o 9, AT IR B 250 RT DA AE T 48R il 300 B RORE T3 b, o5 & 5 S5 nT BATE
BANTE F2 RS BCRE KR TR 1 55— Fh 25 W AH A o DAL, FERESE St 7 S, TR BRI A S
JIT IR 25 ) — Pl 22 P P R A — P B 2 A L s 2 I R

[0143]  FEIELESIIH 7 2, ) & AL R B R B AH 2 o 7R LS Ty S b, R & s A f i
HFEAFE S EAFR S 7 29, A DAERR R AT 20 408h, fE & J5 20 7080, 5 &% —
EAE AR IAEATI (7], A5 & — B YRR R, e AR E S Y& (Fm
HRE ), RN ZF 85 Mg i (R 25 2555 2 AL EANFRSE 77 S8 mh, K0 & A i
R BRI, TR =R BER VUK, BFR TR, BERINIREE 24 o

[0144] 2l Pyl B 22 i PR 2 S0 VR A A0 B R RN, R BB R RIS TR 4L 53 22 TR R AL 2
FHEAER o A0 A0, B T R A % 14 2 7 ] DR I R 2B SN FF HL IR MR v M 41 43 mT LA R T4
R ST A o BRI, 70 050 2R v, AT DU I8 Pk 0l 1 42 o 2 HR A 38 7 XA R ol Bl s
HIALA SRS R A BRI ANR B B 2 . S IRYERIBE ) AN A R AN A E T
PR REME. 2 ZAHEGYT, v LI 2 D —RE 4 AR . L
SEETT S, AT LK A b — g PR o B R R K AR SRS U7 S, SRl A =R ek
=ML EWEMER A S, AR R AT s 3 oy B i 2 2 R R 3, W] BUE:
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bk AR MR RV

[0145] W] DURF A ST IR (Y67 416 25 WD il et 2 2 AN 2K, OREBRORLRL IR ) B 3
W AFEAL G 29I 4 R 2 A0 W BT 5 M AL 40 T ) e ok s Bk s ALK, AR AR Z,
ACE IR A 25 A IE— D A A LUEE S ] B8 ()AL 2 AH ELAE o A FH AR U AR N 52 Ak P Tl
FIRIHE AGEAT PO BRI ORI AR A o W] LUK 222D —Fpig R 20 4y L B iR B R . i
LN I oA, [ IR BRI 78 N fleg B s 1 1 7 o

[0146] W] LA ASCRTIR 6T 214 29 e il e & BT A7 v P4 2 IR B/ i R
AT A F R 700 i) 2% B8 ok BT ] 260 00 o 245 7 3%, T B s o), ik R BRI R 2% 5 259
[RB o AT LR SO TR NI B o i 2430 B0 m] DA, 55 B B A 1 70 1 — el 2 ik
o AT ARSI BRI B A o

[0147] W] DLRF AR SR (¥R 7 416 250 B il B & — Fh B2 AU Ao R Bl — ek 2
PR RUOR SR ER (VB . A T e S 25400 TR AU AH B, v OB BT 284 A (10 B 35
o3 Bl O I HoR e G AL 7 VR R R, Bk s BRI A EE . W] DLZa Tl i
KEBGHEAC o T LUK 22 /Dl otk 28 43 i) s 5K

[0148] W] LAEC #ill A SCHT R 36 7 416 294, o rb A otk 41 43 43 A 78 7 500 16 P AR R S0 A
. TE TR A G 250 A2 EAAR R R 1 2230, A0 B IR e A A A ] g
il 24 7 i S ROR B L oA AR IRy o R & RN Bk (A ) SR
Pl ARG AL 3 (AR B 2D —Fh 2 2% BRI 52 IROE R &« XA & WAHR S MH TR G
W) s ) S R BSOS R 7)o TR PR SR BB T A A 4 8 BRSSOk 9 L mT A FHAE
B RKEAEK R G I ZE -S4, N ARSI 0 B 77 A RV AR

[0149] W] LKA SC TR V6T 416 25 I i) e A 2@ A G2 b S0 I S 67 500 28 o VR ik 41
G5V RPIRZL 53 IF HR iz 456 NG R — Fh k22 A g2 o) USRS W] BE
FHEAE 9D 2 B AR R

[0150] W] LKA SCBTIA (1) 254 s ph sk DAL A5 T s ST An] 25 2% b nT 8252 IR 3 AR sl A i R
A B T DB e S EX B F A 25 A S AN R, T BME, 75 0l 2 A 75 B S
MRS o BT R AR B BT DUELFR 0], 20 SR, A R, MRS (e 2k 5] 428 R 510 — o
B2 P IR TE R CRETE R, 2 0, ORI, 00 £ 4 32, # R 01, S 30, R 4550 e i
&) S WERTERE, W DU PR & /K BARK E AR 2535 85 A A0 10 I B A A
[0151]1  BREITVET IR ZY

[0152]  ASCHTIRR 2594 m] UL 5 B9 25, ) e S sl R R T Bk Ar vk Tl RL
IR LR G 5 AR — 25 (FIRNEIKIR ) o R TR e S AT
AR LI IE R B & UM AR BRI S5 G EA B2 <Ca @ TERH#E ), 5HT
ZARSEPUR (440 5HT3, 5HT4 F SHTL SZARKE BRI ) » Bl 7 FEY i s2 Ak ish 371 i T i, 9B
ZILZEFZFRJE ) - NKL SZ R 45D, COK SZ AR Bh 7] (1 i 4 ik ) » NK1 52 AR HS 5157, NK3 52
BRI, £ S IR -5 R AN (NSRD) , FHLZFI KK E (cannabanoid)
ZAREEBNFIA sialorphin, #Fh A 11 25 B 7E SCRR P

[0153]  7EA H B IE A sialorphin— AHICK, AHEAL 5 2 FE 1K) T 41 QHNPR(SEQ 1D
NO :) HIHRLEL, 445 :VQHNPR (SEQ ID NO :) ;VRQHNPR(SEQ ID NO :) ;VRGQHNPR(SEQ ID NO:) ;
VRGPQHNPR (SEQ ID NO :) ;VRGPRQHNPR(SEQ ID NO :) ;VRGPRRQHNPR(SEQ ID NO:) ; AH
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RQHNPR (SEQ ID NO:) o Sialorphin— #HICHk&hs & MEE BT HINHIH M9 - A~ S YR
PR PR 2 R i P R 23 i o DRI, Ay Y IR I 2% W S T 11 551 ) A S P R A A R T
24, Al LI e 5 AR e I R 2 ) A 3K (R ik T — A 4 2 sl A e AT B AR e IR 25140, 490 s
A RS . Sialophin FIAE S B IA 7 35 [ L) US6, 589, 750 ;US20030078200A1 ;11
WO 02/051435A2 1,

[0154] W] LI RA] v FE 4 5052 AR5 B IR 0 5 A8 &k B I 25 A L Rl 7 vk — e 2h 24
BUE AT S AR 25, Bl WE I s 45 G o 90 a0, AR Bl FE S s2 AR RS B, v
NI, 20 i, IR (methyl nalozone) , 443E4%, cypridime, B funaltrexamine,
23 JWE, 4M JiE W5 W FI nor—binal torphimine FH T84T IBS. A H i 72 B il X F 28 Y 1)
B A5 40 5 4 3R A S 2 R TSURH 9 B il 3111, 4 43 BT Sk S ) ) 1) e AR TRCHE /) f 1) P 8
R/ BT . X RFEDURIHIARAE WO 01/32180 A2 H. i HEK T Ik (HOES25 ;
Tyr-D-Lys—Gly-Phe-L- S22 &8 ) Ky v A1 & Bl 5 FEM) T2 a7 3+ H o 39 n
RealTE (Bur. J. Pharm. 219 :445, 1992) , HaXFiknl LS AR 250454 . HoMa -2
AT, NN ES G u /6 /x B B2 7R I Hes (02 B sh 2RO E 7 H b 2=,
EETEIIK, A Z R R UM R, BT R FE RS2 AR, v AR 2464, B v
SR A RE R A IR AE WO 03/097051 A2 F({AL & AT LS A K B 25 ek 5 2
i o WA, ATUMEH w By FE40 5052 AR Tl 1), v an ik, M 55 3% G (diphenyloxylate),
RN (H-Tyr-D-Ala—Phe (F) -Phe-NH, ;WO 01/019849 A1) FIY&UE T Ji.

[0155]  Tyr—Arg ( HUARMERK ) Ay i o sk B e 2 1 i Il IR T8 it 5 | 62 1 4 FH i ke
[®)—Jk (J. Biol. Chem 262 :8165,1987) » HUESHEIA ] LA 54K IR 8l S 2 556
[0156]  IE 4% Ki 8k I - T £ B Ik (CgA 47-66 5 22 W., % U1 Ghia %% 2004 Regulatory
Peptides 119 :199) 7] LLS AR BHM 29I HE S 2 456 o

[0157]  CCK 2Rz, v 4k B AN Zh AL & Fh 2 i ma e PR A A F R eI 25, ' Al TmT
DL S AR BB S 2 4545

[0158]  EMBE Z AR T — RIBa K, B A 4 1) Ca 1816, NMDA 52 1A Sl B8 52
B . XL LS AR I 2 ek 5 2 456 o

[0159]  FIBR KBRS (FR H13E 2830451) A LLEA 1R &M - BT LS A % B 1 24
YIRS 2 4545 .

[0160]  CCK (CCKa BY CCKb) 2 AFEHLH, HAFRA LA A A (RA LK R- A4 ) (WO
88/05774) n] UL HA 1LYEIE I Bl LS AR B 2B Bl S 2 456

[o161] & H M B 25 W H% 5-1T4 4 zh 37, ¥ 18 Nt % (Zelnorm®), 5L b w4 ),
A i, $L5 DA, v v bR, AR HL o H) 5 28 R K R AT A= 4, 15 40 BIMU 1 R BIMU 8
) Pb b F) o 3X 2 5h ) HE R 7E EP1321142 AL, WO 03/053432A1, EP 505322 Al, EP
505322B15US 5,510, 353, EP 507672A1, EP 507672 Bl 1 US 5, 273,983 1,

[o162] 4% Jd 1 BH ¥ 57, & a0 55 2% o JIK A0 3 38 7 4] 1 EP625162B1, US 5, 364, 842, US
5, 587, 454, US 5,824, 645, US 5, 859, 186, US 5, 994, 305, US 6, 087, 091, US 6, 136, 786, WO
93/13128 Al,EP. 1336409 Al,EP 835126 Al,EP 835126B1,US 5,795, 864, US 5, 891, 849,
US 6,054,429, WO 97/01351 Al H ARG UL S AR I H ek 5 22 456 .
[0163]  NK—1,NK-2 Fll NK-3 524K 2 Pl PLA (iR m =, 2 0L GiardinaZE 2003 Drugs
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6 :758) W LIS A K I H ek 52 456 .

[0164]  NK1 52 K 45 Bt 57, & 40 [ I ik #H (Merck & Co Inc), ¥K %R UT 3, JK % UG 4H
(Pfizer, Inc.), R-673 (Hoffmann-La Roche Ltd), SR-48968 (Sanofi Synthelabo),
CP-122, 721 (Pfizer, Inc.), GW679769 (Glaxo Smith Kline), TAK-637 (Takeda/Abbot) ,
SR-14033 A1 4 3 £F %1 &1 EP 873753 Al, US20010006972 Al, US 2003010941 7A1, WO
01/52844 Al FIAHRMA YW UL S AR I B HE 5 2 456 o

[0165]  NK-2 5% & 45 Bt 5, w5 Wi %3 07 3 (Menarini Ricerche SpA), ¥ % A& #H
(Sanofi-Synthelabo), GW597599 (Glaxo Smith Kline), SR-144190 (Sanofi—Synthelabo)
M UK-290795 (Pfizer Inc) W LASAKWKIAMIKH S S 4545

[0166]  NK3 2 /A5 05, i 40 B yb 2530 (SR-142801 ;Sanofi—Synthelabo), SSR-241586,
A ZS 48 MR 2545 21 WO 02/094187 A2, EP 876347 Al, W097/21680 Al, US 6, 277, 862, WO
98/11090,W0 95/28418,W0 97/19927 Fl1 Boden 2% (J Med Chem. 39 :1664-75,1996) [ AH
KAWL SRR SIS 28546

[0167] & P bR EE -5 2 (5 % 73 45 U i 7] (NSRI) 5 3% 4 oK T8 3% AT 4 & 72 WO
03/077897 Al "PIAHKAL GHRT LA S AR B8l S 2 456

[0168]  FHFLEZIAFEDIH, 18 41 arvanil FIHEAELE WO 01/64212 AL HHIAHIAL G HmT LA
SRR SS 2 46

[0169]  H] LUK ATIR K1 I IE AL & 5 cGMP e H2R I —iE 25 2 (RIS IK ) o I8T]
AT FTIR 1B 25 55 cOMP S H SR AN 456 il T 6. bR g A o H 54
SCHTIR Iy AENT G5 &, TR AR 293k ] LAALEE 22 /b — AT 1o

[0170] B sialorphin—AHIKAKSN, ILTRAKIEALEE :AspPhe, P ISHERK -1, R HERK -2, JEAs
2, PR, B R SR N B AR, 5555 18 KR P

(01711 HTERETIENHEZY)

[0172]  FEARBIEH W IEH WA G, C1EE cOMP BILR BRI —Fhibyrifl. wl
DLZG T ik 6 58 — PGy 30 LM G Y7 e B N AT AT 38, A& FE AU AT T id 5 —
FIGIT VAT 1 AR MR R B o AT DUIR]IN BAK IR 25 T T IR IR 28 — AR r o mT A28
ZMRIT RS cOMP S LRI ) i id ik i I 45 B BRI S A

[0173] V& Y7 8 Wl AL e i i PR LAt Ry v 7 5] ) S 49 B

[0174]  H TRITEE M AR, HAR T Bl ik JliGsh 28 (B it issh 2549
(Imodium, Pepto Diarrhea)), fil3< & 5%, Bita i, HidEEiz 2y (FlWn)E% & 55, TAT-59 Al
TGS kR BEEL (Rosaceae) M Zf M (Potentilla tormentilla) HEHU, IR
KGR (I Pepto—Bismol™) , H 5% A, M55 i lE 5 FT4E 5 (Lomotil, Lomocot) , #EZZ
B, S5, DRIRAS, s 2y (& 12K ) , R (Questran, Cholybar) , HTlHGMAEZ) (4]
TR HL N (Co—Phenotrope, 4% ZWRIE, Hi 5% 5, Lofene, Logen, Lonox, Vi-Atro, i BRI #G
AEVE BT, R AR AR RIS ) 5 B 2, WE U Reasec™ (Janssen) , a 2- ' LR Re i)
), WA SR g (Catapresan™) , AR KN, ML, SR04, FERK, Xifaxan® (A48
A ;Salix Pharmaceuticals Ltd),TZP-201 (Tranzyme Pharma Inc.), %0 LIS
& (nAChR) PH¥7 AGI-004 (AGI therapeutics), Fil i fiT A=A L2y ;

[0175] & 3 J5U 5, % Wi o+ 22 30 460 570 (9] 4o 38 3¢ bz ik (Prilosec®) , 122 2 36 7
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(Nexium®) , = & 7 :(Prevacid®) , 467 M (Protonix®) 1 55 U1 7 M (Aciphex®))Fil
% H2 32 R (RRIE H2 SZ2 AR AR, Rk T, & e 8 1, s sk T e L
1)

[0176] 58 4% B¢ #B 4% BHT (44 fu1 5HT1, 5HT2, 5HT3, 5HT4) 52 44 i & 7 8 & Hi 71 (4
15 SHT1A 45 $t 5 (4] 40 AGI-001 (AGT therapeutics)),5HT2B % Hit 7 (4 41 PGN1091
F1 PGN1164 (Pharmagene Laboratories Limited)),5HT4 52 4K ¥ zh 55 (& & & %
(ZELNORM®), ¥ /5 + b A, SLyb b, AR N, 415 60, 50 0 R, A 3L R, 25
WK M AT A4, W 4 BIMU 1R BIMU - 8 FR[vb s ) 55HTS 2 A4l 311, # W1 MKC-733
1l 5HT3 52 K 5 Pr 77, ¥ 1 DDP-225 (MCI-225 ;Dynogen Pharmaceuticals, Inc.), 7§
2% )zt (Calmactin®), [ 3% =) 37 (Lotronex®), 5} 1 7] & HC1 (Zofran®), £ $ =) 57
(ANZEMET®), iy 3% i# ) 51 (Aloxi®),#% 7 ) Hi(Kytril®) , YM060 ( 55 225 B ;Astel las
Pharma Inc.) A1 ATTI-7000 (Aryx Therapeutics,Santa Clara CA) (5HT Ezh3FlH5 354
RAEWT R SCHERA, B0 :EP1321142 AL, WO 03/053432A1, EP 505322 Al, EP 505322 B1, US
5,510, 353, EP 507672 Al, EP 507672 B1 1 US 5, 273, 983)) ;

[0177] T3 EEHIE 2 K TBN T |

[o178]  HIRZ ;

[0179] 4 4= 24, 10 45 1 MH 4 8 25 (40 X3 4 Ak (4] 40 Colimex®, Formulex®,
Lomine®, Protylol®, Viscerol®, Spasmoban®, Bentyl®, Bentylol®), & # i
(# W [B-Stat®, Nulev®, Levsin®, Levbid®, Levsinex Timecaps®, Levsin/SL®,
Anaspaz®, A-Spas S/L®, Cystospaz®, Cystospaz-M®, Donnamar®,

C o1 i d r o p s L i g u i d Pediatric®, Gastrosed®,
Hyco Elixir®, Hyosol®, Hyospaz®, Hyosyne®,

Losamine®, Medispaz®, Neosol®, Spacol®, Spasdel®, Symax®, Symax SL®
)» Donnatal (4] 41 Donnatal Extentabs® ) » #8282k (1] 2 50 R ke 5 R R 7 = AR
TIRERAE LY ), WP RERM CHIImRARE ), FURERE (140 Cantil) , 5 5968 (41
WA FRE T, FYRE SE8 ), IRV IZ KRR (U1 Pro—Banthine) , ¥& F ik (0
Robinul®, Robinul Forte® ) % B 75 B ( %] 41 Transderm-Scop®, Transderm-V® ),
7R -N- T IR (45140 Buscopan® ) » UE S 75 (%1 i Gastrozepin® ) , XUEE
depk (4] Merbentyl® ) , ¥ 1% 4% (%] iGlycopyrrolate® ), (IR B2 7% B 75 Bl 4% 1%
O T ERALA, T KR FE N ) sl 0 BRI DLt 82 50, anva 4B iR i, 55 D14k
# (DUSP ATAL®, DUSPATALIN®, COLOFAC MR®, COLOTAL®), ® # iR
(octilonium), UG4EWRS (H1UIDjcete]® ( VE4EIRER ;Solvay S.A.)),Spasfon® ( KAk
=R = SRR ZE =y ) R EAEYT (3% ok i 264577 (Modulon®);

[0180] LW AR 2, A0 H5 (H AN PR T A< SCHT i 1 8 48 L Kz = B4 Hit A 245, 2 o] oK 7 AR

(Elavil®) & i1 8] (Norpramin®) , 4 Bk B (Tofranil ®) b 2 0 (Asendin ®) , 2 4K

PEPEVE 5 FR (0 FE BEGI I 3) (SSRFs) 41 2 1597 (Paxil®), 4 75T (Prozac®) , & Hi#k
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(Zoloft®)FNPEEk ¥ 2% (citralopram) (Celexa®”);fIL e, W14 2 (Sinequan®)Fl i M

(Desyrel®);
[o181]  FRAXAEH] BRI 24, 0 QBel AR 5 52 AR Bz 771, B0 7 AR A0 B2 AR5 7). (491 gy
it )

[0182]  HIT¥RYT RAEVENIN 2 5

[o183] H T 97 3 % R A0/ 8Bt 5 M &5 R B 25 (] 40 alequel (Enzo
Biochem, Inc. ;Farmingsale, NY), $Hi # Jk RDP58(Genzyme, Inc. ;Cambridge, MA) F
TRAFTCET-EN™ (ChemoCentryx, Inc. ;San Carlos, CA) ;

[0184]  JAJT H I IE BN LTI ZY

[0185]  PDE ( 42 MGk ) 5], FAFRHAFR T A SCHEER IR LE

[o186]  {&'& I MR B2 it 2= B Tl -+ (CRF) Z A& F5 i /) (445 NBI-34041 (Neurocrine
Biosciences,San Diego,CA),CRH9-41,astressin,R]l 21919 (Janssen Pharmaceutical CP
154, 526, NBI-27914, Antalarmin, DMP696 (Bristol-Myers Squibb)CP-316, 311 (Pfizer,
Inc. ), SB723620 (GSK) , GW876008 (Neurocrine/Glaxo Smith Kline), ONO-2333Ms (Ono
Pharmaceuticals), TS—041 (Janssen) , AAG561 (Novartis) F1US 5, 063, 245,US 5, 861, 398,
US20040224964, US20040198726, US20040176400, US20040171607, US20040110815 #H
US20040006066 7 #f g% [ AL )

[o187] ik W& I #E ] - #F Ik (glp-1) M K BRI 4 (B F& & M7 4 W ik 4
GTP-010 (Gastrotech Pharma A)) Fl DPP-1V(DPP-1V /& glp—1 Zei& ) FHIF] 5

[o188]  FLARZRHF, XMWRIALLI R- FLARSRPE K222 Bl #e32 1# (US20040229867) ;
[o189]  — 2K Jf WE Y BE A 3% i = B Hu M AE 25 (4 Dextofisopam® (Vela
Pharmaceuticals) , BEZS3%yT (Stablon®)F1H = #iik 7 US6, 683, 072 {254

[0190]  HEIRAE WO 02/067942 1) (B) -4 (1,3 W (FCIFEE)-1,2,3,4- PI& -2,6- —
AR (diono) —9H- MW —8— JL ) AR L & i F S MERE FIAH AL 59

[0191] & FH T ¥ y7 B o 18 5 RE 10 4R 9 10 35 1 5 PROBACTRDC® (The
BioBalance Corporation ;New York, NY) ;

[o192]  PiEIE2y, A, (HAR TER % e (hvadd), W%ﬂﬂéé(){anax(@)/iﬁé /
HZE 2 E5(Librium®, Librax®), Ui 7t 2 (Klonopin®) 5 i 51 B2 (Tranxene ®) . 7
2(Valium®), % 5 M £ (ProSom®) 38 75 2 (Dalmane®) , % 70 75 v (Serax®) , & i 7§ 2
(Centrax®) ;&% &/ 2E(Restoril ®) , =M ¢:(Halcion®);

[0193] Bedelix® Montmorillonite beidellitic ;Ipsen Ltd), Solvay SLV332(ArQule
Inc), YKP(SK Pharma), Fi] P§ L 25 #K (Tioga Pharmaceuticals/Merck), AGI-003 (AGI
Therapeutics) ;56— g5 AZD7371 (AstraZeneca Plc) ;

[0194] M3 75 ZE 5 1 32 45 HLA, 18 WL FE TR B (Enablex ;Novartis AG 3L AE B B
(Pfizer) ;fH

[0195]  BLZGFIRARST %, Adh, (B R TRE MR w50, H % 2%, H W B, /ANEidy 7, %
7 LTiE I i
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[0196]  ASCHTIRM 259 m] LA S —EH TBET . AErR X R, HAR
T

[0197] 11 BHSD-1(11-B F& &S [ B I S0l 1 289 ) #0055, # 40 BVT 3498, BVT2733,
3-(1- & WIkEdE ) —4- 2 -5 ( ZWiEE ) —4H-1, 2, 4- =M, 3- (1- &Mk ) -5-(3,4,5- =
AR ) —4- I3 —4H-1, 2, 4- =, 3- &It —4,5,6,7,8,9,10,11,12,3a— T4 -1,
2,4- =MIF [4,3-a] [11] %4 A1 W001,/90091, W001,/90090, WO01,/90092 F1 W002/072084
% 2 AL L 54

[0198]  SHT F5FHL5, # 1 W003/037871, WO03,/037887 24 rp () s &

[0199]  SHTTa W77, W5 411~ LL 2 [, ¥ 22 JJEFI US6207699, W003/031439 <& rh 4% #& 11 11
e

[0200]  5HT2c (5- Bl 321k 2¢) ¥iahF, & Wi BVT933, DPCA37215, 1K264, PNU 22394,
WAY161503,R-1065,SB 243213 (Glaxo Smith Kline) F1YM 348 F1US3914250,W000/77010,
W002/36596, W002/48124, W002/10169, WO01/66548, W002/44152, W002/51844, W002/40456
FHW002/40457 Hrd; g5 1 HTLL

[0201]  BHT6 524K 5, 1% 1 W003,/030901, W003,/035061, W003/039547 &5 1 ff) 4L
[0202] PRk - MM, i 00 del Mar—Grasa,M. Z§,0besity Research,9 :202-9(2001) #il
HALFRHiE JP 2000256190 H3% Z& (1) i BE IS — HER ;

[0203]  JK £ X 4k & 4, ¥ 0 1426 (Aventis) F1 1954 (Aventis) F1 W000/18749,
W001/32638, W001/62746, WO01/62747 F1 W003/015769 rh3 F& 4L &4

[0204] CB 1( KEEZE -1 %21K) F5H150 / RESHFH], WA AL (Acomplia ;Sanofi),
SR-147778 (Sanofi) , SR-141716 (Sanofi), BAY 65-2520 (Bayer) 1 SLV319 (Solvay) Fl
& ) A T B R R 48 .US4973587, US5013837, US5081122, US5112820, US5292736,
US5532237, US5624941, US6028084, US6509367, US6509367, W096/33159, W097,/29079,
W098,/31227, W098/33765, W098/37061, W098,/41519, W098/43635, W098,/43636, W099,/02499,
W000,/10967, WO00,/10968, WO01,/09120, WO01,/58869, W001,/64632, W001/64633, W001/64634,
W001/70700, W001/96330, W002/076949, W003/006007, W003/007887, W003/020217,
W003/026647, W003/026648, W003/027069, W003/027076, W003/027114, W003/037332,
W003,/040107, W003/086940, W003,/084943 F EP658546 ;

[0205]  CCK-A( 45 JIH 22 ik -A) ¥ 3 7, W5 40 AR-R 15849, GI 181771 (GSK) , JMV-180,
A-71378, A-71623 FI SR146131 (Sanofi) F US5739106 H1 ik (K FTLL |

[0206] CNTF( RE AR #ff & & ), % fm GI-181771 (Glaxo—SmithKline),
SR146131 (Sanofi Synthelabo),butabindide,PD 170, 292 1 PD 149164 (Pfizer) ;CNTF AF
AW, @ Axokine® (Regeneron) F1 W094,/09134, W098/22128 F11 W099,/43813 4k &5 1) S
e

[0207] = JK Z& Bk B TV(DP-1V) # &l 57, # W isoleucine thiazolidide, valine
pyrrolidide, NVP-DPP728, LAF237, P93/01, P 3298, TSL 225 ( & &% Wk 3% -1,2,3,4- JU
A 5 MWk -3- /R ;Yamada Z%, Bioorg. & Med. Chem. Lett. 8 (1998) 1537-1540 #f &% ),
TMC-2A/2B/2C, CD26 34|51, FE 999011, P9310/K364, VIP 0177, SDZ 274-444, Ashworth
4%, Bioorg. & Med. Chem. Lett. , Vol.6, No. 22, pp 1163-1166 Fll 2745-2748 (1996) #
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= [f] 2—cyanopyrrolidides 1 4—cyanopyrrolidides F1 & N & F| 2 FF b 3% & ) ik &
M) :W099/38501, W099,/46272, W099/67279 (Probiodrug) , W099,/67278 (Probiodrug) ,
W099/61431 (Probiodrug) , W002/083128, W002/062764, W003/000180, W003/000181,
W003/000250, W003/002530, W003/002531, W003/002553, W003/002593, W003/004498,
W003,/004496, W003,/017936, W003,/024942, W003,/024965, W003/033524, W003/037327 Fl EP
1258476 ;

[0208] AR EAR /Wb B S ARBBNH / FEPUH, W W0 NNT03, b Ik, MK-0677 (Merck) ,
SM-130686, CP-424391 (Pfizer),LY 444,711 (E1i Lilly),L-692, 429 Fl L-163, 255 Fli# 0
USSN 09/662448, 2& [H1if5 i B i US60/203335, US6358951, US2002049196, US2002/022637,
W001,/56592 F11 W002/32888 rhf i [ HF L&

[0209]  H3 (ZHf%H3) $55i5 / S BhH, v Wi Bhiz, N- (4- BRGS ) &8 IR 3— (1H-1k
M —4—JL ) TNFERE ), clobenpropit, iodophenpropit, imoproxifan, GT2394 (Gliatech) #H
A331440,0-[3- (1H- M —4-3E ) TAEE ] IEFERES (Kiec—Kononowicz, K. 2%, Pharmazie,
55 :349-55 (2000)) , 2 WE WE [f] 40 Ji& H3- 52 1K 4% Ft #) (Lazewska, D. %%, Pharmazie, 56 :
927-32(2001) , . KEIFTEDMFAH AL 5 Y (Sasse, A. 2%, Arch. Pharm. (Weinheim) 334 ;
45-52(2001)), B AL 1) N- € & 2 & 77 B8 B 2R (Reidemeister, S. %%, Pharmazie, 55 :
83-6 (2000)) FI proxifan fi72EY) (Sasse, A. 2, J. Med. Chem. . 43 :3335-43 (2000) ) FI£H ik
H3 ZZ2 AR, 1 41 W002,/15905, W003/024928 11 W003,/024929 Hh |14 25 [ HR 4L

[0210] & AT, Wi US5552524, US5552523, US5552522, US5521283, W096/23513,
W096,/23514, W096/23515, W096/23516, W096/23517, W096/23518, W096,/23519 FIl
W096,/23520 H 4 & AR 4L

[0211] JEHEH, BIEEH A E A (PEG-0B, Hoffman La Roche) FlEZH FAR 2 i3t A8
H I (Amgen) ;

[0212]  fiR Uiy B 3 %1 570, % DY S P8 R e 9T (R R ) Al /Xenical® ), Triton
WR1339, RHC80267, Ye i 7 ‘& VT, Ze MY, e — LB ELWE (diethylumbelliferyl
phosphate) , FL—-386, WAY-121898, Bay-N-3176, valilactone, esteracin, #J] g E§ % &
Wi A, #0015 B 4 % B B AT RHC 80267 1 & | 24 FF W001/77094, US4598089, US4452813,
USUS5512565, US5391571, US5602151, US4405644, US4189438 F1 US4242453 rhtl #& (1 T 4L |
[0213] SRR T/, w8 a0 AERR , =R, RE SRR K BE (ursolic acid uvaol),
FIHENR R , HEAREESEFI W003/011267 8 @& AL 54

[0214]  Mcdr ( FREZBUE 4 5248 ) BN, 195 4 CHIR86036 (Chiron) , ME-10142, ME-10145
A1 HS-131 (Melacure) 1 U1 PCT 2 FF 5 o # & 1 JB 48 :W099/64002, WO00,/74679,
W001,/991752, WO01/25192, W001/52880, WO01/74844, W001/70708, WO01/70337,
W001/91752, W002/059095, W002/059107, W002/059108, W002/059117, W002/06276,
W002/12166, W002/11715, W002/12178, W002/15909, W002/38544, W002/068387,
W002,/068388, W002/067869, W002/081430, W003/06604, W003/007949, W003/009847,
W003,/009850, W003/013509 F1 W003/031410 ;

[0215]  Mchr (B JZ 25 5 52 48 ) i 715 57, #& 40 W097/19952, W000/15826, W000/15790,
US20030092041 3 #& [ R 4L
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[0216] 2O G R 12 4k (ICHR) $5 it 71, i W1 T-226296 (Takeda) , SB568849,
SNP-7941 (Synaptic) 1 & F 2 FF W001/21169, W001,/82925, W001/87834, W002/051809,
W002/06245, W002/076929, W002/076947, W002/04433, W002/51809, W002/083134,
W002/094799, W003/004027, W003/13574, W003/15769, W003/028641, W003/035624,
W003/033476, W003/033480, JP 13226269 11 JP1437059 1% 78 (K] F L&

[0217]  mG1uR5 I 45 #, # 41 W003/029210, W003/047581, W003/048137, W003,/051315,
W003/051833, W003/053922, W003/059904 2k rh il F& ({1 IR L&

[0218] I VE 3 A 24, & W1 2% W H7 B (1% W Pondimin® (% & &, N- & 2 —a -
B -3-( =R ) -, thER £h ), Robbins), £ 45 A2 M (& WiRedux® ( #K L%, N- 4
FE—a - % -3-( =P ) -, iRtk ), Interneuron) FpgAT fHEH ((Meridia®,Knoll/
Reductil™), fLHESMHBER G, W6 el Rk (1) Fl (o) Rt 252 Erre 2 ik, %
FEW, KEY, EVRIL AT R Y, B4 LR vh A i B — /K &4, H 3R US4746680,
US4806570 FI1 US5436272, US20020006964, W001,/27068 FI W001,/62341 4% & 1) B Le 4k, &
v

[0219] NE(EF'YE FMRE ) HizHlF], W GW 320659, despiramine, fhEyH 1A K
S5

[0220]  NPY 1 45 $1 7, i 41 BIBP3226, J-115814, BIBO 3304, LY-357897, CP-671906,
GI-264879A FI US6001836, W096/14307, WO01,/23387, W099/51600, W001/85690,
W001,/85098, WO01,/85173 F1 W001,/89528 T & (1 HF L&

[0221]  NPY5 (LK Y Y5) FEPUHI, #1152, 804, GW-569180A, GW-594884A, GW-587081X,
GW-548118X, FR235208, FR226928, FR240662, FR252384, 1229091, GI-264879A, CGP71683A,
LY-377897, LY-366377, PD-160170, SR-120562A5SR-120819A, JCF-104 F11 H409/22 A1
LR TF ik 2R IR a4k 54 (US6140354, US6191160, US6218408, US6258837, US6313298,
US6326375, US6329395, US6335345, US6337332, US6329395, US6340683, EP01010691,
EP-01044970, W097/19682, W097,/20820, W097,/20821, W097/20822, W097/20823,
W098/27063, WO00/107409, W000/185714, W000,/185730, W000/64880, WO00/68197,
W000,/69849, W0/0113917, W001,/09120, WO01/14376,W001,/85714, W001,/85730, W001,/07409,
W001,/02379, W001,/23388, W001,/23389, WO01/44201, W001,/62737, W001,/62738, W001/09120,
W002,/20488, W002/22592, W002/48152, W002/49648, W002/051806, W002/094789,
W003,/009845, W003/014083, W003/022849, W003/028726 HI Noman %%, J.Med. Chem. 43 :
4288-4312(2000) H#:ZE L&Y 5

[0222] B[ )y FEMDITAS AR, it 4l 26 55 (REVEX®), 3— FAUSL4) R , 44365 A0 29 i
(5140 PT901 ;Pain Therapeutics, Inc.) F1 W000/21509 % F& (K HR L&

[0223] il 57 3 45 Bt 57, % 40 SB-334867-A F & F 4 FF W001/96302, WO01/68609,
W002/44172, W002/51232, W002/51838, W002,/089800, W002/090355, W003/023561,
W003,/032991 A1 W003/037847 rhi i ) &L

[0224]  PDE 1 il 551) (1) 2y 308 aok 100 o) 2% PR — s ilg 9 % B AMP (cAMP) i1/ B3R GMP (cGMP)
B (14 B 400, 'E AT AT LA 350 cAMP R cGMP 1 B P 9% BEAFDRT B m 5 AT RE (%) PDE 0 il 571 3= 22
A PDE3 H 52 s ¥ 2 5311 i PDE4 057 25 ple 19 28 1 A0/ 8% PDES il 551 41 1 114 24 )
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USSR I e I3, el R LARROA VR R Y 1K) PDE3/4 il 55 8 7R & 2R AL 1) PDE3/4/5 11
HIFA AL 5T ) i anan TR AT B EE I ABLE (DE 1470341, DE2108438, DE2123328,
DE2305339, DE2305575, DE2315801, DE2402908, DE2413935, DE2451417, DE2459090,
DE2646469, DE2727481, DE2825048, DE2837161, DE2845220, DE2847621, DE2934747,
DE3021792, DE3038166, DE3044568, EP000718, EP0008408, EPO01 0759, EP0059948,
EP0075436, EP0096517, EPO1 12987, EPO1 16948, EP0150937, EP0158380, EP0161632,
EP0161918, EP0167121, EP0199127, EP0220044, EP0247725, EP0258191, EP0272910,
EP0272914, EP0294647, EP0300726, EP0335386, EP0357788, EP0389282, EP04069S8,
EP0426180, EP0428302, EP0435811, EP0470805, EP0482208, EP0490823, EP0506194,
EP0511865, EP0527117, EP0626939, EP0664289, EP0671389, EP0685474, EP0685475,
EP0685479, JP92234389, JP94329652, JP95010875, US4963561, US5141931, W09117991,
W09200968, W09212961, W09307146, W09315044, W093 15045, W09318024, W09319068,
W09319720, W09319747, W09319749, W09319751, W09325517, W09402465, W09406423,
W09412461, W09420455, W09422852, W09425437, W09427947, W09500516, W09501980,
W09503794, W09504045, W09504046, W09505386, W09508534, W09509623, W09509624,
W09509627, W09509836, W09514667, W09514680, W09514681, W09517392, W09517399,
W09519362, W09522520, W09524381, W09527692, W09528926, W09535281, W09535282,
W09600218, W09601825, W096 02541, W09611917, DE3142982, DE1116676, DE2162096,
EP0293063, EP0463756, EP0482208, EP0579496, EP0667345US6331543, US20050004222 ( 41,
FE A I-XTTT AEL 7% 37-39,85-0545 Fl1 557-577 H % & (AR &L ), W09307124, EP0163965,
EP0393500, EP0510562, EP0553174, W09501338 il W09603399 ; UL & PDE5 1 il % (i tn
RX-RA-69, SCH-51866, KT-734, L % &) ¥, L 1% =) %, SKF-96231, ER-21355, BF/GP-385,
NM-702 FNPGHUASAE (Viagra'™) ), PDE4 )5 (i w4 fl e i, 1C163197, RP73401, I M
el (imazolidinone) (RO-20-1724) , MEM1414 (R1533/R1500 ;Pharmacia Roche), & 4 2%
ik, P RIS 2%, SR B IS i %, Y-590, DH-6471, SKF-94120, SEAhUTHER , F7b55AR , WA
H, B )%, atizoram, KS-506—-G3 dipamfylline, BMY-43351, atizoram, [ & 354, 3 BH
H) 4%, PDB-093, UCB-29646, CDP-840, SKF-107806, Mty K &4, RS—-17597, RS-25344-000,
SB-207499, TIBENELAST, SB-210667, SB-211572, SB-211600, SB-212066, SB-212179,
GW-3600, CDP-840, SEWRIEEE, Bl 4% 5, ¢ T W, 2 ) A%, UL SEAS, U i Ath e, 1 5% il
N-(3,5— ZSMERE —4- Fk ) —3— BRP 56 4800k 4— — 360 AP AU o8 AR i, PDE3 # il 57) (
41 ICI1 53,100, bemorandane (RW] 22867), MCI-154, UD-CG 212, %%, ampizone, P§i%
Bk, = T4, UGB 5, (T M B, C1-930, SUIAE B, Bt A< B, vb4E 114, SKF-95654,
SDZ-MKS-492, 349-U-85, emoradan, EMD-53998, EMD-57033, NSP-306, NSP-307, I 4 %4,
NM=702, WIN-62582 F1 WIN-63291, 4 i £ il F11>K Jj 4%, PDE3/4 PNHlF (i Wi 2K 55 1, hnds
3, ORG-30029, FLIA4EMK, L-686398, SDZ-1SQ-844, ORG-20241, EMD-54622 FI4LH7 25 FE ) Fl
HE PDE 5] (R an ARV T, 28 5080, BN, VI8 w1 RE, /v & i, ST ] T, 27 96
w4, Ak fr4E(Cialis®) 25 B A At 38 (L evitra®);

[0225]  #ft 28 JIK Y2 (NPY2) 3 20 5f) B &, (5 A B F BK YY S 3L 5 B F0 A8 4k (4]
YY3-36 (PYY3-36) (N. Engl. J. Med. 349 :941, 2003 ;DCPEAPGE DASPEELNRY YASLRHYLNL
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VTRQRY (SEQ ID NO :XXX)) F1 PYY ¥z, i Wi W003/026591, W003/057235 i1 W003/027637
g R IR 55— FR G e PR BRI, 1 i 2 69T, S 7T (Prozac®) ik vb B , <& iih
R, PHEESE 22 FITA K R US6162805, US6365633, W003,/00663, WO01,/27060 F11 W001/162341
P R R AL
[0226] FOR IR R B Ish7, i Wl KB-2611 (KaroBioBMS) A1 W002/15845, W097,/21993,
W099/00353, GBI8/284425, 3£ [H I i H i 5 US60/183, 223 f1 H A & | H i 5 JpP
2000256190 H13 & 1) 4L
[0227]  UCP-T ( f# {5 1 &2 2 —1), 2, 8% 3 W& 4 57, % 40 4 ¢ 1R, 4-[ (B) -2-(5,6,7,8- I
2.-5,5,8, 8- VWU FIZE —2- 2508 ) -1 - 4w 2E 1 ZKFIR (TTNPB) , P E{ R AN W099/00123 H i &=
IR LE
[0228] B 3(B W LR E B2 1K 3) Wish I, ¥ 41 AJ9677/TAK677 (Dainippon/Takeda) ,
L750355 (Merck) , CP331648 (Pfizer), CL-316, 243, SB418790, BRL-37344, L-796568,
BMS-196085, BRL-35135A, CGP12177A, BTA-243, GW 427353, ®i -k &, Zeneca D7114,
N-5984 (Nisshin Kyorin), LY-377604(Lilly), SR 59119A5 Al {1 & 3 @k " #% 2% i T8
e .US5541204, US5770615, US5491134, US5776983, US488064, US5705515, US5451677,
W094/18161, W095/29159, W097/46556, W098/04526 F1 W098/32753, WO01,/74782,
W002/32897, W003/014113, W003/016276, W003/016307, W003,/024948, W003/024953 Fl
W003,/037881 ;
[0229] = Bz aesy, G, (HA R T2 AER M (& W Tenuate® (1- WHET, 2-( — &
A ) —1- ZRFE -, BhREL ), Merrell) , A 2R ANE (BRRAERL IR AT 28 TN K, A e A< A g, B I
4 A, Dexampex, Ferndex, Oxydess 11, Robese, Spancap#l) , B[ (( 8% 5-( % — &
AR ) -2,5- & -3H- Bk M IF [2,1-a] 5 MWk -5 BE ), W W1 Sanorex®, Novartis B,
Mazanor®, Wyeth Ayerst), KAEE (BRFEE, o -(1-@EELH ) -, 3hiREh ), 25
(B, 3-[[4,5- —4&( (duhydro)—1H- Bk M —2- 55 ] £ 36 ] (4- FE R -1) &H),
— B L ), tiﬂAdipeX-P®> Lemmon, FASTIN®, Smith-Kline Beecham fllonamin®,
Medeva) , 2 1 25 (8K (2S,3S5)-3,4- ZF3E -2 L - Mk L- (0 - W AIREE (1 1 1)),
W Metra® (Forest) , Plegine® (Wyeth-Ayerst) , Prely-2® (Boehringer Ingelheim)
FiStatobex® (Lemrnon) , phendamine tartrate (i Thephorin® (2,3,4,9- JI4& -2- FF
B -9 FEHE -1H- 86 Jf [2, 1] i L-(+) - WA (1 © 1)), Hofftnann-LaRoche) , /¥
KN (i anDesoxyn®; Abbot ((S)-N, (a ) - Z IR LR Eh R Eh ) ) A7 R 28 7 i 2
(& W Bontril @R IR EE, 7 A ks (3,4~ 5L —2- ZRFLIG MR A FR 28 ) s HB i BRAE AL 18
I /15 W, W MFamoxin® (Genset) ;
[0230] 5 Ji A AL B F0 ), BLHE, HOAS R T DD b aE, R L%, IR E BB,
phenoxathine, ZHE %, befol, FLIRYLER, LMW, Bl K %, sercloremine, ELEETE A, Fir
FL UL, KA e, & B YL I AT W00 1/12176 #E ge i F- e gt &4 s A
[0231]  JLE I8 25, & n 5HT-2 J 8 71, ACC( L Bk —CoA FRALBE ) FI ] F, v U 4% ik
7E W003/072197 (R LE, o — T F R (a —LA), AOD9604, £ &K 55, #& W1 W003/40107
R 28, ATL-962 (Alizyme PLC), AL R, iR "R AEAL B (Didrex), 58 1 # (focus
vesiculosus), BRS3 (#RUE K2 ARV AY 3) Faahnl, 22 AEAL AR, iR, CCK s, li £ Bk5e
40
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Z 0, 8%, TR R, 12 S5 FORE TBOR R B 3R, 23 SR MERR, DGATL ( —BRJE H Wik 4%
Tl 1) W15, DCAT2 ( —WE H e ILFe Al 2) JHI5), R IR¥L 12 8 L 5], R,
BEITAMAIK 4 (glp—1 FHIF) ) FAS ( Ja D7 BR-& 8 ) FlsR] (i an A2 ¥ w228 C75) , g 1D Wi
IR (3 1 W003/053451 R IRIRLLAE ), IR B 4% 12 85 I PR, RARZKIEPELAT 4 (i
FEL, ERTJE (plantago) , di, #637, W) , M2JEHEHH, W T8 (galega) (Goat’ s
Rue,French Lilac),garcinia cambogia, fi#x)® (germander) (teucrium chamaedrys), 4=
K ERBE U BUARTN A K RO RS B (1 40 W00 1/87335 FHTW002/08250 H A LE )
S JR I 40 M 23 WA R DR R S FLARAAR s oy vh s/ B AR (GIP) / & MK (VIP) /
e PR PR R AL B S T IK (PACAP) / Jif oy IURE 25 — AR 1T (GLP-11) / g i af b S AR AR /
Jif e R SR R R K/ BB EIRBE R / SCRETE Ry /B4 2 55 R G AH GBIk (CGRP) &
PR S50 H S 6 (3 3%, B0 4% GLP-1 (R sy IoBR 22 — FEAK 1) s8] (Flhn (1) Esiish ik
4, (2) H#5RAE US20050130891 HHIHBLL GLP-1 4> 1, AL 4548 H C— Rumg b sk ez Ak 2 2010
GLP-1(7-34) ,GLP-1(7-35) , GLP-1 (7-36) 8% GLP-1 (7-37) SkAE &N GLP-1 ik A Ho A4
Y, BLHE US20050130891 1) 17-44 BEizH TR AL FIAT A2 B GLP-1-(7-34) COOH [HRTA4
MUH RN B, BT HA T -

[0232]  R-NH-HAEGTETSDVSYLEGQAAKEF TAWLVK—CONH,

[0233]  Hr R =HEHA 1-10 MR FRAVALE Y. R R ARRRE. Rtk
AR R PRI, BRI, B, N me3E, S, &8, N, RINES, IE T &, T
5, BUT 3 ) A glp—1 (B UOBE 28 — FERK —1) , 8 B2 D B= F5 Do, 1 28 B % da a1 4l
), KA /W E (W W1 USH536716 H 4% i H HLA7E L b R il R i B 48 ), (1 40 M Ay
# -6 (IL-6) AL 55) ( IEWITE W003/057237 Hh il (955 ) , L— AR, Mc3r ( FR R i3 3
AR ) BN, MCH2R ( FB 2R 43R 2R) Wahil / F5Pi5R, BB =R Aa P R i), R R
Fizsh# (W Melanotan I1T B WO 99/64002 F1 WO 00/74679 3 #& (I FELE ), nomame
herba, filf iR #% 12 & [ 3 I, ¥ 29 AL &4 57 (CP 644, 673) , A il iR £, SCD-1 ( i i
Bk —CoA Z=VFNRE —1) 315, T71 (Tularik, Inc. , BoulderCO) , FEnLfES ( Topimax®,ijF sz
R INAR B R BT IR 2 ), B S PR TR TR (18 i W003/026576 H ER 1AL ), B -2
TR BE RSN -1 J0HI5R) (B -HSD-1), B - 23 - B - L TR 2L, p57 (PTizer) , MEJE Vb %
(Zonegran™, IESE A SRR E IR MPUBINZ ) A1 US2003011942820-26 Btk #& 11124
[0234] W LUK TG 97 NERE I A ST b () 259 5 R 07 v — iR N L R k46 24
(US20040015201) .

[0235] W] LIHEAS SCHTIR K 2590 5 15 A AT TF S5 1 IR ML, 491 40 US20040192680 HH i
R — ] TSI AT LA SCHTIR I 2590 5 W4 1R — BRI i) — & H T Bk &7
%o PDE il 1) Ay 388 Ik 00 il 3% 12— 15 g 9 22 A AMP (cAMP) 1/ B GMP (cGMP) ot i 1 T
L4 A, AT LU B cAMP R/ B cOMP (1) g Py R B2 AH XT38 . AT &E [ PDE 157 3=
L0 PDE3 #5512 B 1K 28 31l 1 PDE4 0 il 1) 4 pse 1) 2 S A/ B PDES ) i) 571 26 e 1 28
Sl RS IR S8 5, o i 2 mT DARR VR -G 2R AL (1) PDE3/4 F 3R BTR & 2R Y 1) PDE3/4/5
FHIF AL i AE A SEAE, ] DLAE R A LE PDE FHIF, w8 a0 #1) & ) B AL A A
KA/ B SR AR A TR 4% .DE 1470341. DE2108438, DE2123328, DE2305339, DE2305575,
DE2315801, DE2402908, DE2413935, DE2451417, DE2459090, DE2646469, DE2727481,
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DE2825048, DE2837161, DE2845220, DE2847621, DE2934747, DE3021792, DE3038166,
DE3044568, EP000718, EP0008408, EP0010759, EP0059948, EP0075436, EP0096517,
EP0112987, EP0116948, EP0150937, EP0158380, EP0161632, EP0161918, EP0167121,
EP0199127, EP0220044, EP0247725, EP0258191, EP0272910, EP0272914, EP0294647,
EP0300726, EP0335386, EP0357788, EP0389282, EP0406958, EP0426180, EP0428302,
EP0435811, EP0470805, EP0482208 , EP0490823, EP0506194, EP0511865, EP0527117,
EP0626939, EP0664289, EP0671389, EP0685474, EP0685475, EP0685479, JP92234389,
JP94329652, JP95010875, 2 [E % F) US4, 963, 561,5, 141,931, W09117991, W09200968,
W09212961, W09307146, W09315044, W09315045, W09318024, W09319068, W09319720,
W09319747, W09319749, W09319751, W09325517, W09402465, W09406423, W09412461,
W09420455, W09422852, W09425437, W09427947, W09500516, W09501980, W09503794,
W09504045, W09504046, W09505386, W09508534, W09509623, W09509624, W09509627,
W09509836, W09514667, W09514680, W09514681, W09517392, W09517399, W09519362,
W09522520, W09524381, W09527692, W09528926, W09535281, W09535282, W09600218,
W09601825, W09602541, W09611917, DE3142982, DE1 116676, DE2162096, EP0293063,
EP0463756, EP0482208, EP0579496, EP0667345US6, 331, 543, US20050004222 ( 41, #& =k
I-XTTT 1 B 7% 37-39,85-0545 Fll 557-577 H 4% & 1) # &£ ) Il W09307124, EP0163965,
EP0 393500, EP0510562, EP0553174, W09501338 Fl W09603399, ] LLAE A 164 & [¥] PDE5
FHIF) A RX-RA-69, SCH-51866, KT-734, #4Ew] Jy4¢, 4L 7] Ff, SKF-96231, ER-21355, BF/
GP-385, NM-702 A1 PG AR E(Viagra®) . u] LIAE A S5 4 A% () PDE4 #1407 & RO-20-1724,
MEM1414 (R1533/R1500 ;Pharmacia Roche) , B A1 A H, W% 2% , S84% 75 B » M 5%, Y-590,
DH-6471, SKF-94120, %L Ath VT {id, R vb 55 A¢, W WE R B, B3 5, ATIZORAM, KS-506-G,
DIPAMFYLLINE, BMY-43351, ATIZORAM, Bi] &' 4k, JE B =)*R¢, PDB-093, UCB-29646, CDP-840,
SKF-107806, ity K 7%HF, RS—-17597, RS—-25344-000, SB-207499, TIBENELAST, SB-210667,
SB-211572, SB-211600, SB-212066, SB-212179, GW-3600, CDP-840, %Wk iA B, [l AL 4% 5,
TRV, S AR, USSR, P&t ik, W 55 W R N- (3, 5— Uk mE —4- 2% ) -3- RN H 4
5 A- TR PAEAR TR . nT DUE A SR $R K i PDES F 5 A Bt e, AMPIZONE, V%
Bk, = E3T46, U B 800, (7 DM B, C1-930, SUIAE B, Bt A< B, vb4E 134, SKF-95654,
SDZ-MKS-492, 349-U-85, EMORADAN, EMD-53998, EMD-57033, NSP-306, NSP-307, Ji 4 %1%,
NM-702, WIN-62582 Fll WIN-63291, 4K ifi & Wil F1 K Iy Ae. n] LAAE g SEA5 42 A2 1) PDE3/4 11
i 1 >4 BENAFENTRINE, TREQUINSIN, ORG-30029, ZARDAVERINE, L-686398, SDZ-1SQ-844,
ORG-20241, EMD-54622 FiI TOLAFENTRINE., & PDE I hIFI404E V0 =), Cldn] vl i, %
AR, fhikdzAE(Clalis®) A5 A1k A AE(Levitra®) 4L 3% =) (PDE K5 530% ) .

[0236]  WIRAFEILIAFIATPRRTF 3" .57 —Hh IR (cAMP) A LRI 5 A K B 254
—HBZE 2. CAMP [ I A HE, (HANRR T HA XTI IR 2R, 100 Uit R S (B4 () IR 26
I, T AR B cAMP R 46, BARR T Z T B 3 ,5" — 8% (db cAMP),
8- IR - MRE 3" ,5" - —W& (8- VR cAMP), Rp— R 1F 3" .5’ — M —§R (Rp—cAWP)
i Sp— BR1F 3" 5" — M — B4R (Sp—cAMPS) (cAMP ] S Sp A4 ) o WEEIS R 25 4 18 ¥ A 50
FRIAG A7 B BR] Ay " R A SHL AR P 3 P B A% T B R T & A2 b /5 1) Ogreid 5%, 1985,
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Eur. J. Biochem. 150 :219-227 ;Corbin %%, 1986, J.Biol. Chem. 261 :1208-1214 ;0greid &,
1989, Eur. J. Biochem. 181 :19-31. XFWEWER ZR K241 W] LLAEMERE & 73 BK S 7 FaEAT
BT, SPAZIN FR I WEE A FHEA (1,2 86 47 ) U8 T 5 =R a5 B KAE H i B A
KGR ATT sHH I, XX ZR I KM o3 RS (8 A ) fF8OR I i+, A7 PN ER 7K )
(K44 454 . Corbin 26,1986, J. Biol. Chem. 261 :1208-1214. /RAFTE 8 A7 b IR 4>
HUAREEBRA T ALY FEAH R R S8 0 0, AEE DB e il 2 8-Br cAMP BATAH R VEHT
Ogreid %2, 1989, Eur. J. Biochem. 181 :19-31. A &I F2 PAIWR B 35 [ A Ay H 20 A sl B A
EEEANERMEBEERE. Corbin %%,1986, J.Biol. Chem. 261 :1208-1214, CAMP [¥]
FAI AT UL X EERS TR 2R, A% B BB R 1) (R B o 4910 4, R IEERA 2R 3R BORX B (X8 1 18
SR ISR 2 — 4 A . PREEE B E ERmE (439128 Sp B Rp 744
) ABCE I T AR SRR, T BT 7 HX I R BE K AR Pk . Braumann
45,1985, J. Chromatogr. 350 :105-108 ;Eckstein, 1985, Ann. Rev. Biochem. 54 :367-402 ;
Schaap %,1993, J. Biol. Chem. 268 :6323-6331. CAMP 123U %)7E BIOLOG Life Science
Institute, Bremen, Germany [f] website I H 3, HAfythhl & BIOLOG. de. o« cAMP 125
AT LA A 40 M R m] 32 1 1T

[0237]  YRIT i

[0238]  cGMP Je HLR AT DL s A FH B0 T 36607 325, LUME YR B TR T B i 18 AH DX
iE, AL 45 < 50 B RN, HALA B (B FEDh R A RECE S HAAR ), =1 HE
R, Thae M 2560, Bk i (IBD) , Dhae itk B 2L, Dhaeth B 1, B &8Ik B
(GERD) , H Wit sh 250, B M () anRs APk E 4208 ) , IEJE PR A T 187, RORE T i, il
MmerG9E (IBS, #i4n d-1BS BRAZE 1 1BS) FItim 4 48 . cOGMP S LSBT L gk
i B T A7, DMEVR YT B 85 Bl e R s BN RHFE AR R EUR G 81755 1 61
TWIE R o cOMP S LA mT LA FH B TG, DMEVRIT A T 513l FEAH
A I BY LA 5 2 FH O (R 52 00 1 BB o cOMP R 28Uy ] UL BR oA B s T 597
5, METIRE AT / BRI R EAE %00, Ik, B8 B 5 ANE, 1875, A A B 8O IO
R 2D —Fr ) GLfAE . cOMP S LSS mT DL s s Bl FH T-1e &7 4%, LU TR Fi /
SYRTT SR PR, AP ME R, BRI, BIREL X, RS, AT 1Y, O A S A e,
P L, A Rz 95 R i 2 P ) 22 2D —FioAH SGI GT i

[0239]  cGMP Je H I wT LA At FH B T8G9, LUMERYT, R sk 5 8 i
oI AH O (9 P IR B A0 0 AH DG R o

[0240]  cGMP A H AT LU A T B T 16597 v, DMEIR Y7 BPRT < 5 IR REAH 1
e (A5 5 MR RREAE DG, DRI 5 RS Bl L 5 R R0 E ) o 5 HEREAH Q1) i 1) S 41 4 455
ok EA AR CHEE, s, BE PRI, T e IR L M B 3 e R RN IR = = K, 1 T s il
IAE, 5 PN e, LIS, B 470 s RN 45 et , By D719 98, P 28 M HEERIR PP A 35 £, IE A i, I
A5 IR, S D BEERLO R, O VRS, 78 MM 0 D) 3 v, e Lo, HEAE, ThOXG, 2 3T
S, RO AR, 3 — R AL, 3R A 4R G 1, GH- B 2 B8 3%, IR A8 R S M, Re gl 25
A AR T R B AR B0 D BRAE 4 2 JE R 105 9 5t 1 4 BU A7 S BE BV FE T B I 3
S O 49 G BT MR AR EL A M T ) LB . AR BH 1) 250 RT LU T PRAR B il 4
(IR ) s A/ sGy AERE L S Kt ), WEORS A e e ik e k) o B AR
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(R EARAH DO RE o« X L8254y a] LR T 15 R B ACHS , 9D SRR (48] i ok 5 n s s 4)
) 8agb Caml] ) fak (o anim ki ek ) o 5 AR O IR i i & S 4 A
IWERE R, AR X ZRA 1L, B R HHIEE G0, A AT DhRE R A, 18 i ANT , 53 PR TR AL
RERAR FN Lo 2 BT, B WiE ah 2L, w5 a5 AR EAH OC 1 B £ 0 IR AL, IR » 1 IES e
AT EEAIE (B Bossr Ak ) O VETAE, 208, i WTKE RAE RGN 2L, B ki
Ak, T MR 2 A, e PR R IMLE , JEEEO IR MR B, o AR B 9 o AR BH ) 2 FH T B AR
NE A i 1 Je SR R AU, 18 B AL 2 2 R FR AU

[0241]  COMP A HLSS A4 w] UL s A B0 T G974, UME TR A1/ BGTT JIBYS (A1
W P IS 5 VS AH IR B (B i KB IRYE Wi, 5 DhRe A = ELAR R I IRYS , B
MEREYS, AF — & H MRS , WO IS » JE e/ IS , R RIS, HE R HIRYE,
WHEIEYS , 4B W RS , 5 FAR T A O I IRYS , 5 W AL T AR S I IRYS , 25005 R I
5 S35 K RS , iR K IIEYS , JR A S35 R IV IEYS , HIV AHCMEIRYS, S PEpuid
SRR T A R MRS , BUAE ARG , & B B AR S NRYS , 5 DI BRI 1 5
FH I R HEE FI5 0 2 P 3 I AH OQ IR IR

[0242]  cGMP Je HC R m] DL Al FH B R T BKG97 v, DUE Va7 BB « IR B, AR
WRATLRETCHE, Ho & AR S IR e A IE IR D W i Bt (RS ) RHAG an 4 FH v P P ai 2%
K EEZy (HAART) A7 1) HIV- BHYE &3 AR R4S

[0243]  cGMP B¢ HL 2R K HESR ALY AT DL SR s Al sl A T 6597 v, AV T sl Tty
e, g8 A AE KR RS AR lan, ‘AT A T IR 8T S5 BN / Rl i g
W B e, i IS A, B B E e, Mitides, b B2 4 ¢ s e i I AR KO AR RS M ARG, AT, LR
Jet 45 o EL e, g, B0 LR, BRI, A o) s, B R B DR, U, T R 52 AL
S, g (90 I R R A g, BRI Wk 4 fu i (basosquamous) , Brown—Pearce, &, LA
75 [GJ8, Krebs, M va /R 40 fgss, /N ERAE — /Nl B itidis , ez TR 40 e, LSk, 4 S U8 e
LR 40 e g, ok U T AN i, (Walker) , FHIws (45040 B- 400, T— 40/, HTLV, Spkskig
TR0 R, NE K A0 Mk, B8 ), ZH 2R 4N R, 2 2R AN B MG 22 0, 1T 7 0, AF — AN itk
EL 987, S A0 Bg , IR P S A R M T, e s, R T A IR ok 08, RS 400 e, 55 A
L35, WG TR 440 o 15 22 A 1T 5 AR A 6 A, A ek L AR S TR e » T T A I e 4
Yo, U, SR SR SR A, PR IR ko S , i TRLIRE, R B IE AR R IR R
PR, 3K B MR, AR R, R, IR ZE M, U S8, chrondrorna, [AI AR, 52 R
(cystadenocarcinoma) , ZERIE (cystadenoma) , HARFEE NI, dysgenninoma, 5 & R,
IR AR AR 4B 98, 21 Y AR 40 M, AP 1, Je S BR 4 B g, T 9 BRI, R 4 e
RS A Ry A = Ao = T | = Ao T | = A | R
S Hde , U VE IR, R L R LIRS, 1 s T PR R » SR 5 A e, g D oed, IR U
B, RS, WS LR, W AR, tnedulloblastoma, Jig 987, 18] 988, =0 B 987, [A) )2
Jed » UL e, JULIRE, DL PRV JRg , RGBT, R VIR IR, PR B8, AR dR, MR G R, M bz
Jei, PR LT LR, PR ET AERE I, 98, 988 B, S, RIS 8, R AR o8, AERE AR
P, ¥ SR AR, RSOV, BESUVLRIE , 1R) J50 S 4 B g, e I 98 Y M 4 e 0 G 8 4 e
BAR, TR TE A B AL 0 -

[0244]  cGMP Je 2RI mT LU A A B R T 697 32, DA YR 7 B IR)T < 76 45 W Ji i
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RAE IS N RE M B A (FAP) (e ok W MESR-BAE ) , 18 A% Itk E J5 A 1tk &5 1 L
(HNPCC) FTigt A Mo e Ak Bk 475 1

[0245] 2 T VAIT BRI S, e B3 AR KRG R A2 K, AT U cGMP K HE R 55 st
BRALTT ), cOMP— A58 1A 3% TR — 5 IS8 00 1) 7) B3 3 PR B I 4l —2 F0I5%) — i FH TR &7
e RKEIEPEVEIM MA NG -2 J0 15 H#AR 7E US20010024664, 3 [ & F1] US5, 380, 738, 3£ [
LFI| US5, 344, 991, 2 [F &F) US5, 393, 790, 2E [E LF| US5, 434, 178, 26 [ LHF US5, 474, 995,
% [H & F| US5,510, 368, W002/062369, WO 96/06840, WO 96/03388, WO 96/03387, WO
96/19469, WO 96/25405, WO 95/15316, WO 94/15932, WO 94/27980, WO 95/00501, WO
94/13635, W0 94/20480 F1 WO 94/26731 H, FiX L LRI B2 M N A I AR AEAS % . 16
W [ bme —1- 2% ] IR SR IR A R A -2 JHIF . COMP S LS Ai4pymT DL s fif A
SRR AT v P A DS VA7 BB R E . IRk, ‘e AT DA F B cOMP— 4 i M 1
1% — TR 77 SO B R A A B -2 ISR LA VAT 38 B 988, 1BD (4] 4 5 &'
Wi, B TR A ) PN, B R 58, IR 58, SOV R TR ET i Ak, S e, R/
L I, BV, WE FR AN M ME W 4%, HEK 4N M 35 22 FH e 28 MR E « cOMP 2 FL2R AL
Wya] DL RS 7R G672 A A DA YR 7 BR TR B i 00 (@5 B i &5l B
gy 8 SRR e B LA RE AR DG JE )
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