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[0018]  7F HLEE Sl 7 G rh , AR SCHR AR 1 A T e ALK O 37 ARV B A 52 B P U L ¥ PR A 2 )
ASBTIBRH 252 AT 42252 1) &, e ASBT T4 9E 2 4 P Hu MR Wi BORE il v IE R MR U1 < 78
— LSy Z v, AN SCHR L T T R AR I AR R S SO AR RV R I A A
Horp BT 2] A48 5 ASBTTRNZ 2% b T 252 [ R 77 Ho i ASBT TR 3F 22 G M i M WA B0 il
NAE RGP o AE— RS Ty R, AR SCIR AL H A Vs T AR R G Mt T [ i R
Uit 45 R A /B L

[0019]  7E—sbsjfi 5 &b, A SCHRABE I ASBT T i AR BR 52 3t % vAc akc B 1) Ay e ARG B B2 M i
1) o E— L5 5 S P B ASBT THE RGe PE b T I 75 22 R0 A1 91 1 R o &6 W A/ B
B AE— 2S5 b BRASBTTAE R G0 MEHb i T b 75 2R A1 11 1y« 465 i fn/ Bk L
W fE—Yesfiti )y Rrp , D F50% . 0 F40% . 0 F30% .0 F20% . 20 F10% . A F9% . AT
8% /T 7% /bT6% . DT5%.DLT4% . T 3% >T2%80/0T1%RJASBTI#E RS0 Pk Hb
WAL o 25— AN SE T &, 2T 10 % HIASBT T4 2R 88 P bR UL o 76 55— AN 1) SE e
Jr&EH, DT5% KIASBTI#E R W o 7E 53— MR I SE T T 22, 2D T1 % ASBTIT#% 5
G M HO AL

[0020]  fE—/NJ7TH, A SCHRAE T TR BOA T G 7R 09 AN A ) iy B e A/ SR v
WARVE R J7 7% 1% 7 AR 1A A I RE B MR B WiE Rim Ak RS Ui VAT A 2L
SMASBTIEL 25 B Rl RS2 1 Eh o AE— DU, A SCRRAL 7 F TP B 74 1 75 210 4
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PR REERE IR J7 75 1% 7 A AR 1A A I RR B M R B Wi R om Ak RS Ui VAT A 2L
SMASBTIERH 2% B A H52 1 8 o 7 — N7 I, AR SO it 7 F TR A G 75 22 1AM 1 1
T IR B B 1) 51 %7 B 1A G R BRI R B i K AR RG LG AR T
R MIASBTIE L 22 B nl 822 [ 3k o 78— SE STl )7 b, B Wil A v 2 W IR0 465 BB
B o AE— S5 )y b, B I8 A i Il i 45 R s LW o A5 — LS 5 b, B i K i
A Wy o AE— LS 7 TP, 18 W A v A B o

[0021] 7R AEdl s 7y e rh , AR YT AR A/ SRR P A9 D BE 28 PERR AR A FE 2€ 14
AR AR AR P IR AR  J5UR PRI A REL A SRR 4 O PR PN BV VAR 3R 4T
PEZ BT BBV A FR (PFIC) I AYPFIC. 2UPFIC.3AYPFIC, R P& & M F o AR R
(BRIC) -1 Z4BRIC.2AIBRIC.3ZBRIC. 4= i B 41 E F= A S B NEVH IR AR L 9 55 MR Vit AL
Stauffersi A AiE LRI AT P9 R F YA R L BEZAH OC (1) HE T3 AR S 25 AH S IR HE T3 AR | B
FHYE [ AR VT VAR KL = - 295537 (Dubin—Johnson) £5&1iF - J5 % M AR VPR FFAEAL (PBO) \J& &
PEAEAL PENRAE & (PSC) B i AlagilleZRA Ak IHIE M B Kasai A JEE 81 H A2 A
Jei HELE A8 B TR A AL 5 R A P R AL s A D (%) B 995 1 5 ot AH G (1) B9 S HELY R A
S B S MRP28BRFE 7 A MEBCHT A ) LB AL PEREA 9 o £E— 2S5 b, /N LAV A R
99 A SCRTIR I R /N LIE

[0022]  fEHEEesijiE 7 G rp , iy HE I A/ SRR v S AR PR I R R S B — P 2 Fik
AR IR « B8 REHEE Bk B A ) LN S8 % B ik I 28 390 1 375 R Bk 2
SN BB AR B2 52 38 0 () 1M ¥ N 20 25 R P52  FF 4 B 5345 P TR R ol A 32 o L - foke
RSB USCAS B B K S IS S IR R 48 FE AR BRI B0 L 5 A i T il - R4 e« 18 i Hh
I T K R LR W AT SR 5 « B ARANIR L PR L SRR B R s 350 L IR I VS W R 7 10
[0023]  fE—Se4B LT, FIAEAT 5 VA B A Wk /D BORCE A 7 B /N LM I i R I
31 AN/ BE VA R o3 FRRESIR 5 A/ BB FGRE DR 140 7™ 2 4, AR/ 3o 2D v LI R A/ B IR
AR B R AL GO, AT T B B A YD B A 7 221 /N LA
PR BERE o AE — BB LR, _FIRATAR 7 i B A A M ARG TG 75 B /0N ) LA 1 L 375 B -
PR VR P B R AR Y BRVAC J5E o 7E — 281 0 R, 0 T T v s Al S & » M /N T2
BB AE—SAE UL, X T A SO K ATART 7 v R0/ B A, BT ak Ao S8 S 0-18
AN AR L AE—EAF LR, X T A SCHT IR FATAR D7 kA0 B A, BTk AN R 08 1 -
184 A2 )L AE— 2 R L 5 T AR ST IR BT A 5 vE R/ B A9, Bk MR8
2-181 AR EE JLAE— 24500 5 T AR SR BT A 3 ik /S 2] A4, Frid AN R 47 1
F3-181 HRIZE Lo AE— S8 AE LT, AT A8 SRl (AT AR 7 v 80 /B &4 B i AN R 4
1 A-181 AR L A — KB N, X T AR SCHTR AT AT 77 VA0 /B &4, Bk M4
SEWEN6-18 HIGBE Lo AT S5 00, 5 T A SCHT IR AT AR T vk /s A, ik A4
NAERS N 18-244 A L AE—EAF B0 R, 4T AR ST AT AT 75 VAR /B A4, Frid A
WORTER 6124 AR B L AE— 25 U0, X T A ST K ATART 7 v R0/ B &4, ik
MENFRENLI2E L0 S JLE AL SEBLN , ik M/ N T 1085 AE— 215 00T, Bk
MERT105 AE—LABE BN, Bl M AN

[0024]  FEHEELSLE Ty S, A SCHRAIL 1A A T AN AR R R AR AR s EE 1 (ASBT) 4k
ANEOLZG A AT W S BT A YR IR Eh s B A H TR T i IR RE AT/ B
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THR AR TR I VR IT TN A ) o AE FE AT 0T A0 A SCHR AL (1) Ak A P B A1 B 400 i R
TR EEAE B W18 N I B G ER o £E— S8 STRt )7 28, AN SCHR AL 7 v ek 2D 1 W 4 e N 1 B T
1% / k0 /B EH (R R HRE A0/ B HE- 0 R P 995 5 S0 A [ g B8P 40 B 285 A ) 44, A/ B
15 By P BE SRR T PR A — 285 g e, BV TG as ¥R E KRG AL &9 - 75 oA S2 i
&=, B EREe s B A AR AE R G MR T RGN A Y AR AN S iE Ty R, B
TR 32 & VIR RG AL B o AR R LL ST 7 S rh , AR SCRTIR I R4 1 0 771 38
W T R LA LR 1 P8 43 A IR 4l

[0025]  fERELLsj Uy S8 rh , AR SO TR A A A T s e AR PR IR v 4% ds B ) (ASBT) (194K
HPECH 25 ERT 2 () ShBCE AT A IR IR R ia B 1 RV TR RERE IR T T
LR AW AR FELAF U, 8 A SCHR AL AL A P08 D B M il 1 5 Wi v JE Y B 36 1
TEIR o AE— LS Ty 22 , AR SCIR LM 7V 08k 2D 1 R A M P R BB / 3 A/ B3R B IR AR
PR 993 5 B0 8 0] iy B 40 it 465 40 16 B4, R/ B804 g PN B e P O R A o A — BB S T R
W BV e I GIRINEAE RS A E ) A HARSE 7 22, IRV BR i ia SR A IR A EE &
20 P b 3R [ RGP A Y o A HARSE 7 b, MRV B  ia 2 AR N R A & 1
FER LS Ty Z2 P, A SCHTIR R RV e iz 4 558 1 R L4t B it B P 3 T ik 43 6

[0026]  fERELLSE Ty 2 rh , AR SO TR R A T s A HOR PR IR V4% 2 BE ) (ASBT) (94K
A PB4 % AT 2 () EhBCE AT A R D IR #h 2 i B 1 SR AR ML R PRk 2
[RIVRIT ITE A G AL TG BL T, A AR SCIRBE A B Wi D B ] 1 B B dE b iR
PR ER I G IR o AE — LS 7 S8, A SR UL R 7D T 4R B I IR IR/ #h L R /B
FE -G R A P 9 5 S0P S0 [ o B P 48 . 5 ) ) 3 A% , R/ B AT g 1A B B O A o AE — B S
Jit 77 & IR s MR A AR R EA WD o AE HAR S 7 S P, IV R % i B 1 0071 57
NAE R G ML E T RA VAW AR AN S T S, MRV IR 4 s B I R N &4 1
BN AEHRELE ST 7 S, AR ST IA I B B a 400 i 550 38 i W L4 B %) B PR 4 A K
Who

[0027]  7F IR 5 VR — e STt 77 2 b, ASBT T AR ST BT (1 =0 T AL & a0 25 2% |- m]
P23 AE IR T VRN — B S T R, ASBT T A I AR ST TR (I R T T4k & e L 252 |
A2 L AE BRIV — B S Uy G2, ASBT LN I A S ik I R T T LRI S B L 24
5 PR R EE AT BIR VAN — s g e, ASBT A WIAR SR I 2RIV A A P Ei
2% PRI Eh o AE IR TTVER) — B S T S, ASBT LN A A SC ik 1 =RV I Ak & M Bk
HZ% BRI B2 (MR oA BRI — B SL i 7y 2 v, ASBT LA A SC ik (1) s VI B 20V ID
R4 B PE L 2% ERTREEZ 1 2.

[0028]  fE—8Lsijiiy Erp , A SCIR AL T AT IR YT Bk i R T A0/ S IR S AR PR
7732 & T E B RR R A TR ZE R AMEEE R i VG 7 A 22 R TR ASBT B H 24 2
BRI R A B SET T S, AR SRR T B TR T BRI T 1T A
15 19 H I RE MR AR R VT A A E R NI RIASBTI B H 2527 Fnl4s2 i &k, K
BT IR 9 S B R 28 L R 46 TR R B % B TIORG 14 I8 T 14 i 28 (NASH) < A V8 RS T4 T8
9 (NAFLD) LA 2R YT &7 « R i (Wilson’ s disease) ERILPRSF 28 I 28 0E 4
EAC NS MR o 75— He L )7 22, AR ST 1 TR T BUSCE AR TV 1% TR
5 10 F I FE EAMA AR R VR T A A E R I RTASBTI B H 2552 Bl 52 1 #h 7
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—LOSL i 7 S, AR SRR AL T T RN AR A R R LRE AN/ BICE G AR M R AN A I B
a3 U BRECE R K 5 1 % B RE HA IR B AMAEE ARG H e YR T A AE A
TAIASBTI B H 2527 T $252 (1) #h 72— BB STt 7 v, AR SCH At 7 H T B IR i Ry iR vk
FEE B AR B BE ) J732% , i 07 12 A4 1Al A I 75 M R R g Mt it VAR 7 A A= 1)
CIHIASBTIER H 2% R H5Z [ £6

[0029]  7E—8LsijiiJy erp , A SCIR AL T — Bl TR Y7 B i AR L SE A/ SR - A
R I 30 7 S 19 A IR B R MR EE RS M i VR T A R E 0T THYASBT 1B
H2G2% P2 8 AE— RS 7 R, AR SCIR AL T —Ff F TV Y7 B R I % 1%
T3 ARG A R E MR RS L E YR T SR ST TASBT I B L2 b n 252
()8, Forb BT IR s o R B 28 L LR 9% TR B I 98 SR TEORE T B o P B 26 (NASH) < FE TS
PR 7 A998 (NAFLD) ML 5 253056 78  JE /R b7 Sl T PR B 2% BE DS 983 - BT 47 4 4k 5018 14 T
I3 o 70— BESTE T R, A SCERAE T — Rl A TR T B E R I s A AR R A
B AMATE RSV AT H SCE R AR T THIASBT I B L 252 Frl 332 iy 2h A — sk
Jit 7 S, AR SCERAIE T — B A T4 i S B AR R/ BOIE Y U R s (A AR 1 B 1 43
AR BB R K I 51 1% 7 G R RS B MR EE R MEHUE FIE T A RE M RTT
[FIASBTI B L)% b m[ e 52 1 2k o 78— L85 7 S b, A SRt 7 — i H TR A A8 AR
U P o A A T T35 AR BR VA BE 1) 7712 5 i 7 V2 B0 48 1) A7 I 75 2 i M4 lE R G 1k b e A
BRI BT IIASBTIE, He 22 Faf B2 (K £h .

[0030]  fF-—2esLjii Jy Z2rh , AR SCIRAE 1 — B T 97 M a8 i IR e A/ BOIR AR
IR B 7 2% 5 i 77 2 4 1 A M 75 S MR EE R Mt il VAR T A 2 E R T T T ASBTIEL
H2g5e ERTEZ 18 AR — R8s 7 R, AR SCIR AL 1 — i F TI6 97 B I I T 7% 14
JTEAFERA R E R AMEEE RGP E AR T A RE R ST TIAYASBTI B H 252 b a4
SZ2HEh, Forp BT A B A B A S L R 8 L TR BT A6 BV RS TR IR W PR 26 (NASH) LBV
& M HR 7 B9 (NAFLD) I €2 3R YL 9  J /R 099 Bl IO PR B 26« BFE O 28 9 R4 410 B0 1
FF 995 o 76— B8 S 7 S, AR SCHRAIL T — B FH R 97 B B R 1 Y TR R
UEFE B AMATE R Gy VR A 2B R ST TTRASBTI B 2522 ] 252 11 & . 75— 1
S Ty G, AR SRR T — A TR B R R A/ BRI AR PR B R A 1 Y
a3 U BRECE R AT T 1 T BRI AR ARG E TG IT A SCE R A
TTTIJASBTIER 252 b mlBeaZ [0 2k o AE — RSt 7 o, ARSI T — R A TR A 1R
TR P FEF 978 0 AN A P TL375 BV T BRI B2 10 9 0%, i v B G R A B 75 B R MR AR R Gkt
i VA T A A E R R I TTRYASBTI B, He 252 b al a2 (1) £h .

[0031]  fF—2esLjii Jy 2 rp , AR SCIRAL 7 — B T30 97 Ak a8 i R e A/ BOIR v A
R 705 7 B A A I E R MR EE R G e AR T A RUE I 2RI VY ASBT 1B,
H2G2% LrEsZ B8R AR —ReS i 7 R, AR SCIR AL T — i F TR 97 B w7 % 1%
J7iFAFE R A R E R AMEAE RGP E G T A SR SR IVIASBT I B L 2% n[ 252
()6, Forb BT IR I o R B 98 L BRI 9% TR I 98 AR VEORE 14 B 0 12 26 (NASH) AT S
PEAE 5 9% (NAFLD) I €8 20056 973 < JBUR D993 « S ML Pk B 28 EE 28 95  BF4F 24k 5002 M
I3 o 70— BB ST R, A SCHRAE T — Bl TR BB R I 515 A B RS R A
B MR R VUG VAT BCE R R IVAIASBT I B L 252 Frl #5532 iy &h o AE — dbsk
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Ji 7 G, AR SCERAE T — P F T4 A R AR AR/ BRI VA AR M R B AR 1 B 4y
WK BB Z K B 77323 i 07 VAR 1A A I 75 I M R R Mt il VAR T A A= Ty
[RJASBTIEL 257 bR RS2 1 Eh o AE— S8 S0 7 S b, AN SRl 1 — A F TR AR A IR
U JFE S R AN A 1) T35 R BRIV FE IR 73 i 7 VA B G 1) A LI 75 2 ) A AR 3E 2R G 1t b it ]
BT A A ER R IVIIASBT I 22 452 (1K) 46

[0032]  fE-—LLsLjiiJy 2P, AR SCHR AL T — Bl TV 97 A R i R L E A/ BOTE AR
99 B 77925 5 i 77 A4 1A 75 MR E R Mt i PR T A & I VG ASBTT Bl H:
2yt FRT S I #h AR ST T R, AR SO T R TR T BRCE R I TV T
EAHE ) A TR MR R MU ST A & I VI ASBTI B H 24 % AT 52 (1)
£, Hob BT B o R BT 2 2 B RE 9% TR R A 98 L ST ORE T I U MR 26 (NASH) - SRS 14
J& W 935 (NAFLD) I £ 22 V025 95 « B R 10995 B I P 448 L FFF IR 28 i L B 4 AL B 18 1 s
FE—SESLE Ty R, AR SCERAL 7 — R TR T BUGE SR [ U7V 1T VA B AR R A TR
B MR R G MG AR T A A E M VI ASBT T B H 25 5% Ll #5252 1) #h 76— S8 SL i 7
G ARSCRRAE T H TR i R R IELRE R/ B SRR 0 1A 1 s N i R
BOBUER KV I 502 7 R R A R B A EE R G 1 e VR T A S B RV
ASBTTERH 24257 B Rl B2 0 #h o 76— B8 SERti 7 2, ARSCHefft 17— Pl T 980D S IR AA
PR 0 AR (0 LT IR Y BRI BE B U7 425 i 7 A 1 A7 G 75 2 1 AR R G i FH R
S R E MV IIASBT I B L 2 2% 252 (1) #6

[0033]  fF—LesLiii Jy Z2rh , AR SCIR AL 1 — B T 97 M a8 i IR e A/ BOIR v AR
FHR I 50 7 A A I /R EE R A EE R e b it VR T A E R VT ASBTIEL
H2g5e B a2 B Eh o AE— S0 SC i 7 Seh , AN SR 1 — B B TR BIEGE R IR Ui %
JriEASE A A T SRR R g P A YE TT A A E B VI ASBTT B L 2% ] 45257
(1) &5, Foo BT I 9 9 B RL I 2 L SR A TR I 28 L AR TR MR IR D I ¢ (NASH) L TR A
PENE 5 995 (NAFLD) « I €8 2800 6 973 « JBUR 10993 Sl ML P2k B 28 RS 28 95  FE 4 Ak B0 MR A
I3 o 70— RE STl 7 R, AR SCHRAE T — 0 TR T BB ROEERE I 51k i A B A
FERAMEAE RGP VT E R R VIASBT B Hi 22 b rl $352 1) £ A8 — bk
it 5 G rp, AR SCERAE 7 — P FH T R L RE AN/ SR VA AR M B R B AN AR T B oy
WK BB 2 K B 07325 7 B HE A B R BRI A EE R M e VR T A E R UV
[RJASBTIEL H 2% AT HE5Z 1 8k o AE —BE S 7 S b, AR SRt 1 — il F T gk oA R
A7 AR IR LT R BRIV BE 1) 7732 5 i 7 VA AL 48 9] A7 I 75 22 1A E J 4 14 it
I R E VI IASBT I B H 252 4552 (1) £6

[0034]  fERLLL ST Ty Z2rh , ASBT LN AL FT i 40 G IR 1R / ShAE M1 B HiE N A FR
RIEATA G  AE R SE i 7 22, ASBTT N () — (3R, 5R) —Je :\-3-T H-3-2,%:-2,3,4,5-
VS -7,8- ~F A E-5-2F -1, 4-F IR A 2 &5 Benzothiazepine) 1,1- k¥ (“lb&
YI100A”) B HATAR) Hofth 2R Bk A o 75 FE LS 3R AT AAT S 77 S v, ASBTT N 1-[4-[4-[ (4R,
BR) =3,3- 7 A-7T- (R A -2,3,4,5- A -4 51, - A M- 1R IR E -5
SRR T A A- G- OB [2. 2. 2] SR BE R R £ (“AA 10087 B AT AT Hi A 5
B AU o A8 FE e S 5 22, ASBT T AN, N- — I L7 G - — W IeAX AR — Bk Rz (“bb &
100C”) BRHATAR ELERRAUA) o 7EHELEE KTt 7 S84, ASBT TN ATAR 17 B HASBTT , AL HEAH AR T
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SD-5613.A-3309.264W94 ,S-8921 , SAR-548304 .BART—-1741 \HMR-1453 . TA-7552.R—146 2245,
SC-435, #F — L SZ it 77 22 vh , ASBTI N1, 1 - — 4 AX-3,3- = T -5 L -7-H B 3L -8- (N-
{®) —a=[N=(R) ~1 - FE-2-FF B A -2 58) U FF BRI ] —4-F S ) U R P I R ) -
2,3,4,5-PU5%~1,2,5- 2K IR 2% & A4 ¥ (Benzothiadiazepine) 51, 1- ~%A%-3,3- =T
Fe-5- R F-T-F IR HE-8- (N-{ (R) —a—[N= ((S) ~1-#&IH-2- R) 2R HL) FILF B L] 473
SR} GUL P B D) -2,3,4,5-TUA-1,2,5- R E R A AL s 1, 1- A3, 8-
TSI -T-FRR -8 (N- { (R) —a—[N- ((S) —1-FR I —2-FF L 3) Ik PR 2k ) -4 0k
I} R R BRI L) -2,3,4,5- U -1,2,5- TR IR IR 2 R 1, 1- A3, 8-
T IH-5-FE TR -8 (N- { (R) —a—[N- ((S) —1-FRIE T 3k) R AL B IL ] 452 L0 &=
SR B R A -2,3,4,5-T0A 1,2, 52K 4 A4 B 1, 15403, 3- = T 35~
IRHE-T-HR -8 (N—{ (R) —a— [N= ((S) —1—FR JE R 5) S0 P It Ak ] 5 2k | (25 P I 6 R 4
H)-2,3,4,5-PU5-1,2,5- IR R 1, 1- HA-3,3- T RS- E-T-H R
H-8- (N={ (R) —a~[N= () ~1-FRHE 2, 38) T AP BRI ] L) BB P AL -2,3,4,5-
VIS -1,2,5- 2832 o 2 et o 1, 1- 8403, 3- = T B -5 2R B -T-F iR 8- (N { (R) -
a=[N=((S) 12 H-2- (R) —F2 TN H) 202 I Ak ] R ) e e R R B R 40 RS) -2, 3,4, 5 & -
1,2, 5- IR UK 1, 1- A3, 3- T 528 B T-H R B -8 (N— { (R) ~a— [N~
(T 3 2, 5) U B 5L ] -4 N ) R P B P4 HD) -2, 3,4, 5- 104 -1,2,5- 2K JF
B KR L, 1503, 8- T -5 SR B -T-F B 8- (N- { (R) —a—[N- ((9) ~1-#& 3%
) G Wk ] -4 R R R R A ) -2,3,4,5- DU -1, 2, 5- R IR IR A A
ZREE 1 1- A3, 8- T RS IE TR AL -8 (N- { (R) —a— [N- ((R) —1-JRJE—2-F T
Ik 2,0 R TR L ] ) U R AEOE) —2,3,4,5- DU 1, 2, 5- 2R I IR A T RIR B S
1, 1- 4843, 3- T JE-5-FR B -T-H B 8- (N- { (R) —a=[N={ (S) —=1-[N- ((S) —2-# -1~
FRHE ¢ R G AR T U R ] R R B R AR -2,3,4,5-I0& -1, 2,
SARIFRR A AR 5 1, 1- A3, 3- T R R T AR 8- (N { (R) —a—[N=((S) -
| PR -2-FF LA ) U L ) R0 | B R AL -2,3,4,5- A -1, 2, 5-F IR
T RIR R, 1- ARS8, 3 T SRR T R 8- (N { (R) —a=[N- ((9) 1R A
) WA B 4 BN AP B P D) -2,3,4,5- V01,2, 5K I iR 22
B, - 3, 3 T SRR T B 8- [N- { (R) —a— R A-FR AL AE ) R T
HERAIE]-2,3,4,5-TUE-1,2, 5K IR B UK EE Bk, - AR -3, 8- T 50RO
T-F i =8~ (N= { (R) —a— [N- (R L F JE) U FR R A ] 5 0 ) | R R B R R AR 0D) —2,3,4,5-
PU&-1,2, -2 A s 1, 1- A3, 8- T -5 R - T-H A 8- (- { R) -
17 =OR -1 - [N - GREE R L) S AL ] P L) sl B B e P 4 ED) -2, 3,4, 5- 9 & -1, 5-
BB 1, 1= A3, 3 T SR T R 8- (N { R) —a— [N’ = ((S) -1- %8
LRI I L] A ) EUL B R A -2,3,4,5-T0E -1, 52K IR A 2k
g1, 1= R332 T -5 IR BT -8 (N- { (R) -1 2R -1 - [N - CGRAE ) &
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R PR ] R ) R R BESE F 4E ) -2, 3,4, 5- DU -1, 5 ERR R AR B 5 1, 1 - —AR-3, 3
T RS- R I -T-H AR 8- (N-{ R) —a— [N = ((S) —1-FR I 2 Fh) B AL ] ) RS
BEsE A L) -2,3,4,5-TUE -1, 52K IR AR AU 2k o s B 252 Bml ez i85 1-[[5-[[3-
[ (3S,4R,5R) —3-T -7 ("R HL) -3-2.5-2,3,4,5-WE4-FHE-1, 1- - 1-2K
B AHEE-5—JE ] ORI ] G ] -5 AR I ) AL ] - 1 - M A - D & W I 5 B (2R, 3R, 48, 5R,
6R) —4-"F4H I -6-{3-[3-((3S,4R,5R) -3- T J-7- R FI-3-2 -4 H-1,1- 5
f£-2,3,4,5-VU A - 1H-Z5IF [b] R R B -5-3%) — IR AL ] IR L) -3, 5 FR - DU A -k e —2— 3
HEL) TRIR O BE A KA o AEHE LS SRl 77 22+, ASBT T 264W94 (Glaxo) <SC-435 (Pfizer) -
SD-5613 (Pfizer) 8%A3309 (Astra—Zeneca) »

[0035]  7F—LLsfii 7y &, ASBTIAN &1, 1- 48483, 3- ] -5 2E -7 F i 8- (N-
{(R) —a=[N=(R) ~1-FRHE-2-F IR -2, ) ZUIEF B ] -4-F0 S ) AP B AP A5 -
2,3,4,5-V04~1,2,5- M2 R IR BT .1, 1- 483, 3- = T -5 -7 A k-8
(N-{ (R) —a—[N- ((S) —1-#HE-2- (R) —FR A AL) S Bt E Ak ] -4 #2004
3)-2,3,4,5-T04-1,2,5- KRR AR G, - A3, 3- T RSOk B TR
F-8- (N={ (R) —a— [N= ((S) ~1-FR He—2-F BT L) 0 FR I ok ] —4 - FR e 0ot ) S R e A
EI) -2,3,4,5-PUE-1,2,5-FR I SRR BT 1, 1- A3, 8- T 5T R
H-8- (N={ (R) —a~[N= ((S) ~1-FRHL T ) G F B 3k ] 42 L ) 2 R 3 /P A 0h) -2,
3,4,5-PUE-1,2,5- I R R 1, 1- 4403, 3- = T B -5 2R -T-FR AR 8- (N-
{(R) —a—[N=((S) —1-FRHE T L) S AL ) R 2 ) U I R P 4 D) —2,3,4,5- DU & -1, 2,
SIRFFRR A AR 5 1, 1= A3, 8- T R R - T-F ARE-8- (N[ (R) —a=[N-((S) -
| R HE 2 ) A R e ] R ) U R M R A D) 2,3, 4, 5- T &1, 2, 5- R E AR A
ARET 1, 1= A3, 8- T -5 R T R -8 (N= { (R) —a— [N= ((9) -1 dk-2- (R) -
FRTAIE) R R ] ) A B R AR -2,3,4,5-PU& 1,2, 5- IR R L AR R
1,1-—580-3,3- T 5K E-T-F R -8 (N-{ (R) ~a—[N- Q- 2. 38) F LB ] -
A- R B} U PR R T 4EUE) -2, 3,4, 5- D1, 2, 5- 2R R 4 2R T o 1, 1- AR
3,3- T HE-5- KBTI AL 8- (N- { (R) —a— [N=-((S) -1 -FR I 2 5h) B A Bk 2 ] -4 0t
R R B P AR) -2,3,4,5- V1A 1,2, 5B A R AR 1, 1- A3, 3
TR IR AT -8 (N-{ (R) —a= [N- (R) ~1-JRHEE-2-F i 2 £, L) 2 AL FF B ] 2 )
FHEF IR AL -2,3,4,5- 0041, 2, 5- 2RI SRR BT L, 1- A3, 3- T
SR HE-T-FER -8~ (N-{ (R) —a—[N={(S) =1~ [N- ((S) —2-J& S~ 1 R AL . 50) WA F B A
) A B ) EUE P AL -2,3,4,5- DU -1, 2, R I R A R 1, 1
T3, 3 T RS- R TR 8- (N { (R) —a— [N- ((S) —1-FR FL—2-FR L T 0k ok
FBEAL ] ) R R ) -2,3,4,5- D01, 2, 5- I IR A AR 51, 1- AR
3,3- T H-5-IRHE-T-F IR -8~ (N { (R) —a=[N= ((S) ~1-FRFAETHHE) 2 A FF Bk Ak ] -4
R FSE R B AL -2,3,4,5-T0& -1, 2, 52 R R R AU 1, - A3, 3
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TSR R T -8 [N- { (R) —a—JR A4 A A B AL R 2 A ] -2, 3,4,5-14
H-1,2,5- 2R AR Bk, 1- AR -3, 3- S T RS- T R 8- (N { (R) -
a—[N— CFR Jk PP J5) 2 P Wk i ] 9 Ja U P W R FR 4R ) -2, 3,4, 5- DU -1, 2, 2R B 2R

TR 1, 13, 3- T IR T 8- (NS { (R) -1 R - [N - (R

fR=3,3- T H-5-FFH-T-H R IE-8- (N-{ R) —a—[N"= ((S) -1 -FRFTH L) BH P BEH] 4~
PRI FOL B R A -2,3,4, 5- U1, 5 2R F IR A AR B s 1, 1- A3, 3T
Fe5-IRFH-T-FRRE-8-(N-{ R) -1 —JK 1" - [N' - GRE PR G B L] P& J
BRI 4 0E) -2,3,4, 5- DS -1, 5- K IFRR A 2 0 5 1, 1- — 403, 3- T 52K R -7-FRR
H-8- (N={ R) —a~[N" = ((S) ~1-JRIE 2, ) S B ] % 3} R BE S A 0E) -2,3,4,5-
VU1, 5-FE IR BRI O R 25 T2 (1 26

[0036]  7E eSS, A SCIR ML ik — D AR A LN &)
B UDCA 2% SR file / BT 04 B 77) (9, 36088 L 2RI B AH) L FUAR ST 948 B L R L Bl 22
KR (CBLI BN B ZMEERS | Bl 5T 285 (6] % L BA i 18 2% BOK AR TPGS——/Tie b LA 5
B VBRI E A FRADWEERK, AT TR SR R T L SRAL A () b R BSOS A 71 o 7 R LS S e
J7 R AR SCHBER T ik — DR I G B DA I 8 50 B B AR B I B IR R
B SRR K AR ER (i AE R L & T RE M AU R (norursodiol) < BB AUNHER  # fn ANHER |
ARER AR  FEARER (ursocholic acid) «HZNAER B 2B AR ER | AT i SEONE B 24T
FER & &R I AU R B A it e i S IR

[0037]  FE—LBSEfJy &, ASBTII /| & A% Llug/kg/ R B £110mg/ kg /K o F£—LE L T
ZE, ASBTI R & N2 5ug/ ke/ R E L Img/kg/day . 7 — S8 SLJit 5 & vh , ASBTT ) 7 & N L)
10ug/kg/ K2 £1300ug/kg/ K o /E—LE 8L 7 227, ASBTLIH) il & M Z)14ug/ kg /R %2 #7280
ng/kg/ RIATAT 7 & o £E— L85 7 =, ASBTTHI G & W M L) 14ug/kg/ R EZ1140ug/ke/
R EAT ) & o 72— 2L S )7 2P, ASBT I & N Z50g /kg/ R ZE £)2000g/kg/ K o fE— L&
SEJ T L ASBT I 7 N 21 10ug/ ke/ K 2 £1200ug / ke /K o fE— S5 7 27, ASBT T
FIENLI00g/kg/ RELI1TH0ug/kg/ K AE— LTl T7 2, ASBT LI FFIE N2 10ug/kg/ R
221500/ kg/ K AE— LT T7 22, ASBTTI I & N £1100g/ kg /R B £1140ug/kg/ K o 7
— YL STl Ty Z b, ASBTII 7 & £925ug/kg/ R B £)1400g/kg/ K o fE—LLSETl /7 Z
ASBTTH 71 & F£)501g/kg/ R E2£)140ug/kg/ K o FE— L LT /7 221, ASBTTH 71| & £ 700
g/kg/ REZ)1400g/kg/ R AL LESLjf 7 2, ASBTII B N2 100g/kg/ R A £)100ug/
kg/ R o fE— 252 /7 P , ASBTII 7 & N 100g/kg/ K o FE—EESLjE 7 2, ASBT I 77 & N
20ug/kg/ K AE—LE 5L 75 2, ASBTIII 1) & A 30ug / ke /K o FE—LE 5L 75 & v, ASBTTIH)
&N 3bug/ kg/ K AE—LLSLNE J7 29, ASBTIH 5§ & 40ug/kg/ R . f£—LEsSLjiti 77 2,
ASBTI )55 A50ug/kg/ R o fE—LE5L il 77 22 , ASBTI I 7l & N6 0ug / ke / K o £ —LE 5L it /7
ZEHH ASBTI & N T00g/ kg/ K o FE— LS 7 28 , ASBT I 7| & A80ug/kg/ K o £ 14
S 75 G, ASBT LR & 90ug / kg /K o 7E—EESLTf 77 2871, ASBT 1) 7l & 1001g/kg /K o
FE— B 7 S TP, ASBTIH R E A 1 10ug /kg/ K o £ — B8 SE it /7 S , ASBT T 57 & 24 1 200
g/kg/ R AE—LESLjE Ty S, ASBTIH 77 & 9 130ug /kg/ K o 7 —EE KTt 77 2 , ASBT L) 7
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HoN140ug/kg/ K fE— L85 77 S, ASBTIIV /1) & N 150ug/ kg /R o fE—LESLi T %,
ASBTIHI & N1750g/kg/ K o

[0038]  fE-—LLSLjE 7 S, AR SCIRAERASBTI R 7] & A 14ng/kg/ K & 140ug/kg/ REL 141
g/kg/ T E280ug/kg/ K

[0039]  fE—Sbsjfi 5 & rh , ASBT LI 7 & N Z10 . bmg /K £ £140mg /K o fE— L 5L Ty R,
ASBTI & R0 5mg/ R 2 £)30mg /K o /E— L5 il 77 &, ASBTIR | & N 4 Img/ R B4
20mg/ K o 7E— L5 77 P, ASBT I IR A2 Img/ R B £10mg /K o 7E—LESLjifs 77 £,
ASBTTIIFIE AL Img/ KA Z15mg/ K o FE— L5 77 S+, ASBTT I FIE A Img /K o 7 — 5K
Jiti 7 2, ASBT T 7S A5mg /K o £ — 2252l 75 Ze vh , ASBT LI 71 & M 10mg /K o /£ — L 5L i
J7 &, ASBT T FIE N 20mg /K o 7E—LE STl 77 227, ASBTTI¥) 71 & M0 . 5mg/ K Z5mg/ K . 7E
— BB S e b, ASBT T 1840 . 5mg/ K E4 . bmg/ K o 76— LLs2 i 7 22, ASBTTHY 7711 & Ny
0.5mg/ K& Amg/ K AE— LSl 77 1, ASBT I /& N0 . 5mg/ K 2.3 . 5mg/ K o 7E.— L 5Ll
J7 &, ASBTTIFIE N0 5mg/ K 2 3mg/ K o AE—LE 5L 77 S+, ASBT I I 40 . 5mg/ R &
2.5mg/ R . AE—E5L i 7, ASBT LI FI & M0 . 5mg/ R 2 2mg/ K o fE— Le 5Ll 7 &,
ASBTIfFIE N0 . 5mg/ KR ZE1.5mg/ K AL —LL 5L 77 9, ASBT I & N0 . 5mg/ K ZE 1mg/
R AE— LS 77 9, ASBT IR I N Img/ R & 4. bmg/ K o E—LL 5L il 77 8+, ASBT T 77
A Img/ K& Amg/ K fE— L5 77 0, ASBT IR & N Img/ K2 3.5mg/ K o fE— L 5Ll
7 ASBTII & N 1Img/ R 2 3mg/ K o £ —LLSLjfE 77 £, ASBTIIF) & A 1mg/ R &
2.5mg/ Ko fE— L5t 77 227, ASBT LI il & M Img /R %3 2mg /R o /£ — LL 5L 7 S8, ASBT 1
(17 N0 . 5mg /K o 7E—LESLT T S+, ASBT I & A Img /R o 7E— 2L 5L 77 489, ASBT I
(R E N1 . bmg/ K o AE—LESLH T 27, ASBT I I & A 2mg /R o 7E— 2L 5L 77 489, ASBT I
()77 & N2 . bmg /K o £ —EESE it )y 22 v, ASBT I 577 & Ay 3mg /K o 7 — LS J7 &, ASBTI
()77 & 93 . bmg /T o £E—Le LTl 77 22 b, ASBT TH 78 Aydmg /K o £E— L S2 i 7 22, ASBT T
(K758 4. 5mg/ K o 7E—HE ST 75 2 v, ASBT L 71| & A5mg /K o 7 — Lo S jifi 77 2 , AR SC B
= A R S A A = .

[0040]  7F—MLsjjy 22, 7840470, 5mg ASBTI.7F— S8 ST 77 &b, H A4 4 Img
ASBTT o fE— 25t 7 2, A AL 77 2. 5mg ASBTI . 7E—LEsL i 7 2, 5 245 75 Hmg
ASBTT o fE— 25t 7 2, A AL 7 10mg ASBTI o /E— L5277 &+, 7 2 A0 55 20mg
ASBTI.

[0041]  FEREUESEIE T B, R R4S T — IR ENIASBT L AE—EE Sl 7 R, BpR —IK
(q.d) 45 TR ERIASBTL AE— Ll 7 B h , BFR B B4 T — IRIZF EHASBTL . /£ — 48
ST R, R TR IASBT L o fE— S 77 & b, R B M 45 T
— IR ERIASBTL o £E— LE ST 7 B2, B R 45 T IR I E I ASBTT o fE— 2L 5L U7 32
L BEHIIR (b.i.d) 45 TR E M ASBTT o £ —SESEjit 7 vy, BERAE - L AR IR S T
I EASBTT  AE— 5L 7 B, B RAE R AR EPRIR 4 T 1% EHASBTT o /£ — 485K
Jit 7 G BERAE R AR ) IR 45 T 1% A S ASBT T o 75— S8 ST 77 S Hp , B R AR H A A
W LR 25 T i B ASBT L o /£ — S 77 S vh , A5 R AE R A7 AR TR) PR IR 45 17 155 = 1)
ASBTT o fE—SESEJ 7 2P, BER 4 T =R AR BIASBTL o £E— L2 SE i 77 2, B H =K
(t.i.d) % TZAERIASBTL AE— B2t /7 S mh , & H P9I 25 T 1% 7 E I ASBT T o /£ — 85K
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77 %, 4 H UK (q.1.d) 28 T %A ERIASBT L 7E— B 52t 77 R , 4 V0 /N 45 T 1% 75 &
[FJASBTT . £E— 4 St 77 2 rhr, BEPY /NG (q. q.h) 45 T iZ A& (ASBTT . £E— L4 st )7 R, 4F
b — K25 T ERASBT L AE— L8 SLTt /7 2P, B — K (q.0.d) 45 TiZHIEIASBTI . £
— e Sy e, A JE IR A T A B IASBT L 7E— S5t )y Bh A =R (L. 1w AT
ZHEIASBT .

[0042]  FEA S HELL s 77 S8 AR A 7 T VR 7 HERE AT/ SRR - AR P s A/ B
o JEERE B T AR A0S L 375 R 3 22 B O B PR 7 S F 7 3 RN ) 280 (4, 1 IR ER EL B ) 7Y
HAEIBIT B E I ASBT 1B 285 % b mT 652 1) $h A3  AE — RS fit 77 =R, 5 i 4G 1Al
A T E AN D IR E AR T A SR B ARBR JE R U I ASBT Tak H 24 2% [ mT 8252 (1 3k . 7F
— s Ty R, 7 VA A R A B IR T A AR S A PR R
ASBTTEH 2652 ErT 52 (1) £ 7R B 1 SE G 5 S, 1712y B 111 741) [ Ay —p HIgUE RE T
IS B A A& T

[0043]  fF— ety gerh, FI-F VA7 e fE AR AR/ BB Y Y4 AR 1 P 9 B 938 3 v B0 A {1 I
TE AR BRI T A0 A W & &2 /D — Rl o BRI BT ) 72— S8 ST Bh , A A AS
I A A 7 751 7E— LA T WSG9 R B 25 77) (9 4, R JERS 6 3R ) o 7E s
Tt 7 b R FEORG AE R (R AR 4 2 IR R BRI R ST B R R R AR 4 R A e
A AE— e SR T S, B PN 2 WA T 0 B i R HE A 3 e 2 R AL R ) o 7 R S S Ty R
W, W A RS ITE AR AR — S SEE Rh , B SO B TR IR AR AR AR
P 978 BORCEERE 1) 4L A WA B AR AR SRR St 7 P R B S T B A 25 Bk AR
LGSty B rp , AN SCHTIR AT AR 2P 4 S P TG ) e 7R  E R T T S LR VTR B e
FE o AE— BESL il 77 G, A SCRTIR AT AR 23 20 & W) 80, 5 T T 1 IRA 25 () 384

[0044]  fE LS 7y G, AR SCHRAE T —PPEC i B TASBTIR HE R VE A1 i B B S
Wik I 2 &) -

[0045]  7E—LedB s, 6T R IRATAT 7575 it FHASBT L&/ 7 BG 7 200 A 1) B 4 i 1
NV TR /& o A — B8 ST T S, AR SCHTIR K J5 708/ T RS B AN [0 B B 40 1A 1)
HEVHER / Sh1) AR o AE — S f L R, X T R IATART 5 32% , it FHASBT TR 1 AEVHER / #E A 1
T B AMA K ] B Il 1 P R M ) 6 3 o AE — BB U L AT B IR ARAT O 5, e FASBT T 0
T T EANMER B B ARV BR /£ o A — B R T IR AT 2%, i FIASBTT 4K
T B B AN b 5w B AR /BB SRR R B T AR Y T B A S B
TE (a0, [ B 4 ) B4R (T, I IEAE i) 25 R 4545 o AE— BB 00T, AT AR AR
J51% e FHASBT TS JE A R Y 1A B PR B9 (40 A4 v L B R T3 AR/ BSOREL Y 3 B P B 9 2 4%
1) g PR = 8P 4 P 2

[0046]  7E—2Lsijfi 7 =i, FIA A — DA G B UL S A L A H
RE JIE SEUTE R L UDCA . RE I AU B R L RS I 20N IR B R  Z- fid EL R L REMIE R B U1 IR . H &R A
FRER A ik i S IR R AT R R &  HE R I S MR 2Ttk B I SR 28 ke I i/ T S
fige ) (513, 208 LSRR ) FAE T OIS R 2R E B 2 | K RIS (CB LBh ) - FF Mg |
B S B R T 2 BOK AR TPGS—— T3 M L A5 5 20 % VR 4 4 A DL BERK,
TSR BRI B TR BB A 77

[0047]  fF—SLsiji Jy S, ASCIRAE T BT A7 S B IRE AN/ SR IE - AR I 9 i T i
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%7 A A 7 I MA T YR T A ACE BIASBT IR R & o /B — S0 U7 2
W, AR SCRR AL T TR T R B RE AT/ SR YA BRI 90 ) 7325 7 V2 B ) A e 7
ANt F V6 T R R ASBT LA TR WA IR BRI M R B & IR 4 A o A — LB S 77 8
H, ASBTI 536 H DA NI — P B2 P2y 7R A it FH - 8 e RE I AU IR R 3G I AU MR R W HELER
AT R R L RE RS H UM R  H 2 W SRR | 2 it AU R AR Tt R R s L H e G At AU MR
ATtk e M SAUE R L UDCA 25 Sk M i / S T S BrU i e 7m) (il , Fe e S ORI RE IR A& 1 L 993 B
REL L 2 JiE KRRy (CBLI BN  FF 2S5 SRS [ B 2 M T8 2% FKOK A TPGS——AT:
e AT B 2, T VBRI 4E AR A D EERK , BT WA HE T R A HE Bl B A7)

[0048]  7F-—ULsijfa Ty S H , ASBT T4 M R iite FH o £E— 28 S 7 28, ASBT A [ i pHEg K
PRI 770 FH 5 22 ) SRR ASBT 1388328 2 /MR 1) [l iy AR o 265 i A/ B EL g o AE — BE ST 7 38
W, ASBTTAE A Wi B0 A il 55 FH o 7E — RSt 77 28, AR SCHR A ASBT T 1 iz a6 ] A0 4%
AN R 7, DA I AR ART 25 & R ATL ) 245 ) A K B B M i 3 %2 18 0 o X e
HANBR T2 T/ B pHAZ A 17 A 75128 () pHEBURR R T, 79 B 2 () G A A oy, 2 T i 71 1)
YRR BT AR B N R RS B TE R N 2 B AR S B T2 AR (R AR
TR T o T 208 S g 3 5% 7R 28 (1 458 O\ B K76 MR 250 3 326 2 A AT (Il W) 9 I
DT, B G0 A 110 AR g ¥ B, AR 428 At R TS 1 AR i B IR Y BT Y o 5 ) B Vs A B i 2 o —
IR ORAH R R OB O IHEEARZE — F ERES (polyvinylacetate phthalate) JF2AHEH
FEAYERAROR I IRER LA SR BN R A R R IR P BRI I S R A

[0049]  4F 3R 7 vE i — Lo Seiifi )y 22, ASBTIZE S B & W 2 Wil I FH o 76 3R 77 i — e s
Jiti 77 G, ASBT TAES B ) [RI I B30 i e FH

[0050]  7F—Resfiijy Rrp , A SCIRAL W vk — DA G 1A B m HERE A/ SRR YR AR
PR (1) A4 it FH 4 A 22 b 78 7], DLOARRINE A R e i IRV T 4 A 2R T AL R B AIC o £E — 22
SEHE T IR AN AR IR A MR AR R AR STy B, TR IR VA R4 R
4k A D EBLK.

[0051]  fE—SbsijifiJy R rp , A SCHRAE R it — b R A A REEE I M e i &
FhFEF, AR RNE A 20 A MR VA TR A R T AL B AIG o AE— B8 SR 7 S, Pk 4 A2 2 b
AN OFEIEVE LA R A BESEHt T R, B TRV 14 A 22 44 A D JEBRK.

[0052]  fE-—dbsijifiJy e, A SCHRAE R vkt — b AR I B A T R AL IR VT ER IR FE I
ANA T FAE A A 7857 DAOR AN AR 2R ) MR VA MR 4 AR 2 T A I B AR o 72— LB St 7 28
o, BT IR AR AN R R FE IR VA TR AR 2R AR — SE s b, Tk B VA PE 4 A R N AR =
AD.EHLK.

[0053]  fE-—SLsifiJy P, AR SCHRAAL R i R A e — A G i AR VT BR B A R By
At T FEAK B iE sl H o AE— 282 )y 2 b, prid T i AdE it AR B IRV IR 2 &
], oz AR W IRV BR 2 A RIEME R 25 B B o0 T2 /D — Pl iR B A (s A
77 AE—BESLE T S, AN SCHR A ) ANER 8 ARV IR 2S5 R A8 N I 45 W BCEL W OB TSI
Mg o AE— LU ST 7 S, AN SCHR L) ANAR 8 IRV IR 2S5 7 AN B A RV IR LA M S8 HF i B
THBR o AE— BB ST T S b, AR SCRR IR AR € IRV R B A 0 v AR R AR E IV IR 2%
A AE— LT B, dE RG AR T REGHIDT1%.2%.3% 4% 5% 6% .
7%.8%.9%10%.15% .20% .25 % +30% +35% 40 % 45 % % 2 {1 Ho MR UL o £F — LL SE it
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TTEY, ARERNRVT REE A FIAAR TR B AR P ER AE— 2Ly B, A g B IR
RE A TN R HE R EWBIL R AL R S 7 9, AR W IR R & 7 S
— B DN -N-FE AL LR S  — DN N N N-=8 e -N- (N ) R 2 L) e 4l hk
AL NN N-Z RN SR R A  — AN B AN TR 2 L 5 R A i B ok
A R 4E D (cholesevelam) BLH A GRS WBILEY .
[0054]  7E—UEsja g L, A SCERRE Ty vk g — b A FEH A I A3 AR (PEBD) o
[0055]  fEASCIY— LSt 7 SR fR it 7S AR SCHTR I AT -S4 (a0, BE o B
RPN 25 G ) A TR B B W PN R 366 008 1) 2 L I 24 o AE RS S T B, 14
5 ORISR SR A

AHIERME T TIE -

WE . —FHTHIT ® AR IE R AW, %0 )7 ARG R A T E MR EE RS i
G IT B ERZ A G %A AW E Tl A HOR PR R 7 12 % da B 1 #1761 58) (ASBTT) B
HA% bz i £

WE2. HTHE IS, K BriRASBT 45 35 11 IS AR ER BUH AL AR 7 BR 7K -
P D20%

TE3. HTHE IMAEY, K /DT 10% RASBT I R4 P HLIR R .

HE4. HTHE IMAEY, Hh BriRASBT NI T &4 -

[0,

Hrr

QN 1-AR B

nN0-2FF B HL

RUFIR® ST 3% 1 B e 3 7 L BR3E L ARG 3 e I 6 5 S b 3 e 2 I
SRIGEAL TR R TR . R A RN S A2 R A

Ho e B A FE R L AR B S AL ST A b L B S R S A L R
Fe e CRBERL) 75 3R G AT 3 Mg 3% F B OR NRR™  N'RR™R"A™ SR”.S'R'R'°A™ P
RZR'RMA™.S (0) R?.S02R? SOsR? . CO2R?, CN, 5 25 2 ACAICONRTR V4L i (4 £ o ) — Bk 22 > B
REEFTELA,

FLrppE i M bR R R O B e AR R A R A L R S AR AR S AT
HA—ADELEZ M0 NRY NRIRA™.S.S0.502. S RIA P RIRYA B IV 28 3L Fr B AR 1 65k

HoR? RYOFIR S ST M3 [ BT e L L P FR GRS R L AR Ve
Bt e A B e B R 4 5 B

RUFIR® 5 & AT BT B2 K B — EC 2 B Ca—Cro PR Je 32 5

i
il
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ROFIR ST 35 1 T BE 36 M L it S R 438 L 55 3 L 2438 L ORY ONRPR'P L SRY. S (0) RY
SO2RVFISOsR AL B 20 , FLh ROFIR Al i 52 35 Bk

RIFIR* 8 A =0.=NOR" . =S.=NNR"R', =NR’E{ =CR"R'?,

P RYRIR b Sr e [ FH I Be gt 3 B a5 3L F5 L Bt s e L BRI B
IR R I BE L e SR e A R e RO e 2 L ORYUNRPR' L SR, S (0) R®, SO2R. SO3R
CO2R” . CN. % 2 A FICONRPR AL R 21, FL RO FIR BT B 34 52 S0, 26 A AR IR ASBE A
OH.NH2HISH, B

RYHIR' 5 BATTAINE B BB S5+ — T R R IR 5

ROFIROM N7 U3 19 P e 2 L J 3k e 3k 35 3 FRe 3t 0 3R B 43R B 4 55 9L L OR
SR?.S (0) R?.S02R?. SOsRF1 - L,~K, 4L B i 4 5

Horpz o1, 2803 5 5 LA M A HUAR I B SRR e 2 AR BRR BRI e 22  HUAR
(B BRI e S 2 L BB R BRI R A e 2 B B B R AR 7 22 L B BlR B
AR 28 75 5 - AR BOAR BRI BR e 22 L BCHRAR I BROR HUARC) - B e 2t s 2 KON BT 1k R4 iR
iR

FLrp e i bR L O A PP | R IR R R PR RN ZR A g A m R I S M B e
Wik R B e L T L 5 AL L AU R IR R IR L S A B IR B S A
2 VEAR R LORYLORPRM UNRRM SR, S (0) R™. S0aR™ . SOsR™ . NRPPOR™ . NRPNRMR™ \NO2.
CO2R™ ,CN., OM. S020M . SOaNR™R™ . € (0) NR™*R* . C (0) OM.CR"*.P (0) R"*R**.P'R™R™R' A", P (OR")
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N, N— (Cr-1obE ) 2 Z IS A N— (Cr-10f58 ) ZaURE I A 2 N, N— (Ci-1ofe ) 2 2 T I 24
F | Cro1oe S8 PRI T IR IR L IR IR L Cro10f5e AL L ZR IR AL L IR FECrorof5e 2 PR~ (Ci-10
WAEIE) p—R* — (Cr10 W BEHE) B 24 BRI - (Cro10 30 55 3E) +—R*5— (Cro1030 fE ) o—; HerhRM 7]
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nA -3 oA R E AT A 3R ] 5
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(Cr-10%E3%) 38 5L L Cro1obE e 2 Z 2 N— (Cro10k83) Z2E 2 LN, N— (Cr-10%E38) 2% 3 P 1k
e aN0-2[ C1-10%E2ES (0) a N— (Cr-10bt 55) Z I BEHE N, N— (Ci-10bE ) 2 2 s Bt 1 L N—
(Cr1ofE ) ZME AL 2 JE N, N— (Cr1obE ) o ZU N R 23k  Craobe Sk Pl 2 i R PR A
BRIRFEC -10BE 3 8 FRFE L ZRBRFEC 11058 0 VIR IR I - (Cro10 0 B2 ) p—R¥*— (Cro10 W 452 3E) 3K
Ze IR e (Cro10 AR HE) +—R¥— (Croto W e dE) =5 FARY R\ R™ R \R™ R BR Al A VAT 3k
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Cr-afGE 3 s Co-adfii 2 L Co-abh J L Cr-abe 28 2 L CroabE I 225« Co-abe BE A 22 N- (Co-afit 2E) &5 N, N-
(Cr-alieFL) 2B HE  CroafGE i 3 3 N— (Cr-afie 3) L I3 N N= (Croafie E) o F i AL L a
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O-2[C1aEFES (0) an CroalE 2B L FRIE N— (Croafi I BUBEIE L FIN N— (Croaie ) o2V hll ot i |
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— AP EZAREUL;
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F R AN N= (Cooafe ) o U FR AL 9 3 R 38 L R R I 2 R SR T N i
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B CralE B L N (Croabid) 2 FF 3L N N- (Crabi 30) o R L . a N 0-2019Crait
H:S(0) a~ Cr-af5e S FRAE N- (Cr-abi 5) UL FEFIN, N= (Croalit i) 2 G L 5L e R 2L L 24 20
B P R AT AT R AR g — AR 2 AR EUR ; I B i SR Ard IR A —
NH—3543 , U132 %80 Al AT 2 e — N B 22 D RPSHU 5

HA AT AT PR3 A 58 A BRI B B0, s A 3- 124 5L, P o—44
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A AT AR 2R B A VLRI ) 35 A3 VAT BRAS M AR BR B XA , He A 3-12 JiL ¢, Hodp
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C (0) ~B A%, B PRI Ji - AT M A S AL LR I S—A e H.
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[0169]  fE—2esjfi 7 &, sIVEIL B N1, 1- 53, 3T -5 JR Fk-T-F I -
8- (N—{ (R) —1" IR -1 [N~ GRIL L) Z R Bt ] 2 | B R D) -2,3,4,5-
PO, 528 A A AT 5 |, - 543, 3- T 352K -7T-H AR 2L -8- (N- { (R) —a— [N~
((S) —1-BRAEA L) ZAE B ] -4 AR U PR A D) -2,3,4,5- 19541 ,5-K
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R ) G R L ] ) LB R AL 2,34, 5- DU A -1, - R AR AL s 1, 1
A3, 3- T SR -T- -8 (N-{ (R) —a— [N = ((S) ~1- R FE 2. ) H AP L] %
) PRI -2,3,4,5- MU, 5- 2R BR A AR v B L2

[0170]  fE—2LSjfa )y 2, R AT & 18 1) 771208 48 SCHTd AT AT A A4 5 IR B AL
A AL LS TT P, AR SCHTR AL -5 PR RS BT AR PR R 5 A (i, 2 08)
EEES .

[0171]  FERLLLSTIE T Rrp , A SCHTIR AL G A BE R G0 R HBIR U o e 4, AR SCHR At T #5f1
AR R AEAEI B s P i B AL S W o A8 — S SZiE T b, AR AR AL S mT A
M THAIE 3 #E 18 F1/BEAS 5 ASBTAH LA o AE — 852t )7 2 rh , ASCHTiR AL &M s2m ak
o AR PR P52 2 10 i oy 1 YR A A/ BT A o 7 SRS St T B2 b, e YR T A E I AR SCRTIA 1K
AT A A 2= 2 ECMER B W 2 SLECAL IR TR PR T 55 o AR R LLSETt 7 S, AR SCHT iR I 4k
AW MR o AE— B85t 7 v, ASBT T AE 8] i o s B i o 5 A% SCT Ik (19 7 vk A 25 1)
ASBT T RJ A T g B4 44 it P LY P 2 d £ 10 1) LB A1) 7] A8 AA T o 7R 8038 o 10 i 551

[0172]  fEHELL s )y 2 rh , FHIASBTEUEAT A W E IR IR e 2 1 AL SV A
T-EP1810689 . H & f|'56,458,851.7413536 25 [H HiE A6 52002/0147184.2003/
0119809.2003/0149010.2004/00148062004/0092500.2004/0180861.2004/0180860 .
2005/0031651.2006/0069080.,2006/0199797.2006,/0241121.2007/0065428.2007/
0066644.2007/0161578,2007/0197628.2007,/0203183,2007/0254952.,2008/0070888.
2008/0070892.2008/0070889.,2008/0070984,2008/0089858.2008/0096921.2008/
0161400.2008/0167356.2008/0194598.2008/0255202.,2008/0261990. W0 2002/50027
W02005/046797 \W02006/017257 .W02006/105913.W02006/105912.W02006,/116499,W02006/
117076 .W02006/121861 .W02006/122186 .W02006/124713.W02007 /050628 .W02007 /101531 .
W02007/134862.W02007/140934.W02007/140894 . W02008/028590 ,W02008/033431 ,W02008/
033464 .W02008,/031501.W02008,/031500.¥02008,/033465.W02008,/034534.W02008,/039829
W02008,/064788.W02008/064789.W02008/088836.W02008,/104306.,W02008/124505 7l
W02008/1306 16 [I4L-A M0 s B3k SCHR BT Ik B4 6A P &2 2 B IR IR i da 14k & 4 e i 5
AL,

[0173] 7RSSt 77 b, JHASBTEUEAT A YK 2 I R IR B e S A AL & W) N A
W093,/16055.W094/18183.W094/18184.W096,/05188.%W096,/08484 . W096,/16051 \W097 /33882,
W098,/38182.W099/35135.W098/40375.W099,/64409.¥099,/64410 . W000,/01687 .WO00,/47568
W000/61568.DE 19825804.W000,/38725.W000/38726.W000,/38727 (& R B 452,3,4,5-
M- 125 AE L, - A E I A4 \W000/38728.W001/66533.W002/50051
EP0864582 (11 (3R, 5R) —3—] 3:-3-7. 31, 1- — A AL-5-F83E-2,3 .4, 5-UA-1,4-KIF B
P2k 5 -8—JE (B-D-ML M I ME 1 (glucopyranosiduronic acid) \W094/24087.W098/
07749.W098/56757 .W099,/32478.W099/35135.W000,/20392.W000,/20393.W000,/20410 . W000,/
20437.W001/34570.W000,/35889.W001,/68637 .W001,/68096.W002/08211.W003,/020710.
W003/022825.W003/022830.W003,/0222861 ., JP10072371 .2 [H & H)'55,910,494 5,723,
458:5,817,652:5,663,165:5,998,400:6,465,451.5,994,391:6,107,494;6,387,924:6,
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784,201:6,875,877:6,740,663:6,852,753;5,070,103.6,114,322.6,020,330.7,179,
792.EP251315.EP417725.EP489-423 . EP549967 .EP573848.EP624593 . EP6 24594 \EP624595 .
EP869121.EP1070703,W004/005247 41 Frik (K 4k &4 , fEDrugs of the Future,24,425-430
(1999) , Journal of Medicinal Chemistry,48,5837-5852, (2005) #liCurrent Medicinal
Chemistry,13,997-1016, (2006) H1#A8 Jy HA IBATVE PERIAL G4 s bk SR ik 1 416
WA FT IR R 1 A A i i 5 AR S .

[0174]  fE—2LsLjfa )y 2 rh , FNHIASBTEUEAT A Y E IR IR ia = A AL &SV N R IF
PR IR AT (B4R 1, 2- A T8 1 AR R A 8 1, - I 2 o
F/BRL,2,5- 2RI 2 B A 55 A — sy b, PIHIASBTEUTAT A WK SR Y IR
HEE AN S BFE AR TS-8921 (AF TEP597107.W0 93/08155) - /A T-W096/
05188[11264W94 (GSK) ;SC-435 (1-[4-[4-[ (4R,5R) -3,3- =T H-7- (- F & IE) -2,3,4,5-
a4, - MR- 1R IR R B 52 ) R A ] T R 4R - 1A [2. 2. 2] 2
FER IR ER) ,SC-635 (Searle) ;2164U90 (3- 71 J:-3-7.4-2,3,4,5- A -5-H-1,4- K If
FRAZ R, 1- 549 sBART-1741 (Aventis SA) ,AZD 7508 (Astra Zeneca) ; B £ EL4F
(barixibat) (11— (D7 %) FEME L) -N-{2-[ (1S,2R,3S) 3-8 JE -3 3k -2- (2-nfme 5) -
1- (2-ME g FE ) TR ] R B &5, B A oA — L850 7 2, ASBTT N
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FAEA ST R KV I T A S W) o AE R L SETt 7 b, A SR K& &1 — 1B A F
PR o AR 732 A0 45 T R AR 3 PR B B R/ BIORT I S5 A 4 AR/ B by e S A AR 1) VR
B8 R i B X B B ) o I ATATT T332, AR AR R i PR SE ], A4 Ak 2 T2 L
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[0176] XA T fMn/E B WFieser and Fieser' s Reagents for Organic
Synthesis,1-17%4& (John Wiley#fiSons,1991) ;Rodd s Chemistry of Carbon Compounds,
154 M 3%h A (Elsevier Science Publishers,1989) ;0rganic Reactions, 1-40%4& (John
Wiley#1Sons,1991) ,Larock’ s Comprehensive Organic Transformations (VCH
Publishers Inc.,1989) ,March,ADVANCED ORGANIC CHEMISTRYZE4fil, (Wiley 1992) ;
CareyfSundberg, ADVANCED ORGANIC CHEMISTRYZE4fiz , AFIB%: (Plenum 2000,2001) ; PA f
GreenfllWuts,PROTECTIVE GROUPS IN ORGANIC SYNTHESIS, &3/, Wiley 1999) (‘&114>
H i 51 X AR & WS T FENARTSD el B E AR R R, A AR SR 46 &)
HAT AN A BUAREE (1) HAR A A A P o 9 5N A S e A4 ¢y de = r 1 #6388 4, Jd SR FH i
AR, 0 T & A SCRT AL AR iE T E A T B B TR S RBLE
BT

I 26 AR 5 SR AR I SORE T R3S S
[0177] At 45 iy v A4 1/ B0 A A 0o AR ST AR () A & W e AT A2 A0 , LB -G I B B A
B o A Ay S B A HL AR RS20 B ZRA D T S Ba R 7 AR L R 0 WA B R
P ) P e R AR PR PR S 451 o A FIAE XS SRS IL A S 1) 22 b m] TS S v AR R SR AR 2L & 1Y
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[0178]  FEFA M) S RLr, i ZR ZAR IR AFAE T 87 b ) S LR T BE AT, B fun e 2 VR
B E BRI BUR A, DAE R S e A A B S 5 SR o AR 4 3 R da A — LR B A
K S5 ML PR 73 I PR A S A (0 2 25 5 40 2 IR, LS AR SR & B o A2 BE S Uy 56
L 2 18 B 25N OR A e AL R AN R (1 BUE B o AR 58 A AN R 10 B RLER A T A D 1 fR 37 5k
Wi T Z AL R,

[0179]  fE—S8sijfaJy i, CRP BRI IR Bl 38 S S A (9 A S g/ FH A/ BRCAR A 2% A
LR =R A RS = IR LN T A R R e R ) B [ R R AN R
SE 1), T BLAEAZAE I Ik SR AR AT 22 B3 6 Ch 2 38 [ RNBRCAN 2 5 1) Pmo e S A (7 47 1) SR T
P ORI A I S LR B 2 o AEAT A FH R AN AR R 1) 22k [ G 2 2 PR PR ) B P IR AT
AR T AE A A PT 22 B 10 2 TP R T o AT 0 TR R R P 2 IS 2 1A 8 4 FH 481 B LA i T R
B L HEN LB R R AR RE IR B BB

[0180]  7E—LUSLi Ty S8, FRIR AN FR B S B 3 20 FH KA ] 25 B 1) AR 977 22k 2 R R
W1 5 111 BE % 55 PR ol S B ) i 5 AT AN R S 1) 22k ] G Fmo e SRS TAT o PR IR S I P 78 4 BT A
SO A RS L B A R feT B A R AL S (BRSO e 5L B 52 (R 37, B ARl 284 &
BRI RGN UN2, 4 F AR H , 1 [F] A7 A 1) 5 AL DA RS e 1 &0k P IR
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[0181] &P Ak B um LA (blocking group) FEAF7E MR FIBR R FEIT S A5 FHIG , DN EFR 8
I ELBE frd ik 45 8 Bin B A 57 5 o 140, 75 BE ANFR e (W 2L R IR T ERBUAS AR 2 1 &
PR e e AR P LI AT AE T 5 PO~ AR ) SN 475 7 it A PR R R AR 7 o S — i 2 i 1R
PR B YIECR WARI G 210 EROAIE  RERILI A T WG % el sipt 304, 3F A
AP — H A IE FRE 1% E Re A vl ROBL
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[0183] ﬁﬁt%f)ﬂﬁu&Lﬁﬁ?ﬁifﬂlzﬁﬁfﬁvﬁjﬁﬁﬁ%‘i?{iﬂﬁﬁﬁﬂwﬁ%?’”L?Greenefﬂl
Wuts,Protective Groups in Organic Synthesis, 3 =i, John Wiley&Sons,New York,
NY, 1999; flKocienski,Protective Groups,Thieme Verlag,New York,NY, 1994, Hif it
T HIZ R 2 FF A 2R I AN A

[0184]  fE—SBsLfifi 5 &b, A A AEWO 96/05188. 35 H % H'55,994,391.7,238,684.6,
906,058.6,020, 33016, 114, 322 TR () AR EE , & A SCATIA R ASBT T o £F — B8 52 it /7 %
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4, ARVE MR R AR 2 ) 5 H A IR B R R A IR « U HE R s AN A TR R o (B
) o XA SO LA RE YT BR (AR AT 51 A5 51 ATAH A (K R PRI B il % iR Ak 50 - IR
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AEN R KRB, QA EAR SRR B 0Bl A B, A B VAR L 2R s SR B,
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I B LA ™ SRR L P AP0 B DL I A9 2, il /D BRI 0 0 B DL ) B SE
ISR B DL B AR S IR I B DL A S el A B S R 0 0 B DR » SRR R )
FE U], 306120 B 0 » 8 GIREL LE R 99 BSOS DL FR) 5 Je€ 5 2 g0 PR 9 B0 DO A5 70 B0 1 719
AR, 2 Z AR BOR DL S HE MR I, BRES I PR BUR SLIAE IR . IR 2R TE B D AR R1T
IRIT AL TR IR YT 2 AL A TR TR RO T AL AE 1O AR R B M A/ B 75 £ 9 RE A DR I
— e M AR BRI AR BR B A, A T £E B TP B
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[0197]  FERABER G VT BUTB IV A B AT A SCHTIR 25 57052 B Frik 46 (1R €
T J5 T B 6] o 451 00 5 5 A S BT s ) 24 A e A DA FR B R IR S W) DA S Ak 22 R B AR R ATt HH
Ji 3 B S A8 e e R 24 S 3L A T e A ) AR B e RS R 2 R 2 R A L%ﬁl]
SR ASBE T, SR T 5 3R 453 B A BRAR) , SEBILAN 456 o I Ab , AT 3 th 40 FF BRI IS S R A
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[0198]  fASC i FRIARTE “Z9Wad &7 | “Til FAAAM I | it FBLARNRIa 97 71 S 2840k
ARIERTRHIR GBS 2 T PE a4 143 20 5 25909732, HATSR & PR 4 1 [ 5 A
AR 5 H A o ARTE [l B A7 A2 48 22 20— PR SCRd (6 24 77 0 42 2 — i Bl 7 DA B — S 44 Bl
7 ) T2 R i e 283 e A o AE “AE M m 4 A7 A2 18 2 b — PR SRk (19 25 770 A0 22 /b — b
BhFAE g B b i S AR [R B AT B30 A AT A% ) [ A IR A9 2 pal 2538 i P G A a4 e FH £ 1t
PR FRER S 22 P 2 ) AE S AR I I A RUKE o R — BB DL T, 72— IR PR — B[R] it FH 245
G, — IR PR B — Be I [A) it FH B30 o 76 HABAS B0, AE4— Be i [a) e FH BIsf) s, SET i J
Jit FH BRI ZG SR 7 4 o AE S A HAR SE it 7 S8 b, A8 — IR a2 — B (R e FHZ 7 s, —
IR PEBREE— BN [R) it FH B35 o 1X 2613 A T X8 BV (cocktail) y7v5, a0 = PP B 5E 2 Py
PRI A 1) F
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A B it A 2 VR T R, BLS AR HE I8 A (R BUAS [A] 1) 25 253 42 7R AH 1R B0AN [R] R IR 1)
it 25 RN BIVR T 77 38 o AE—RE 5L 7 Z8Hh , AR ST (1) 245 774 5 HG Atk 225 70 3 R e FH o i R
TR 2 5] B 490 i FH 9 R BB 22 24 R LA ASE 24 70 AT/ B AR P IR IS A7 AR T3P o A
DA S ) 2 A W [RT Ik e 5 DA S b Ry 2EL -5 ) AE AN [R] I T8) e FH , /B3 DA A7 AE I 9 PR 24 77 (1 20
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TROLI) — B2 PRER o AE LA 0T 5 5 3 A2 i R ARRAIE fﬁ(jrlﬁﬁﬁ"‘iﬂ/jﬁ? 1%
A 2 G B AT AR H AR S EE 1) AR Ak o AE LB DL T, TR FIEH) “F & RS AL
BTk 16 245 70 () 4 A W0 A e s AR Im IR | 32 2 R B 75 B4 0 & o AEAR AT A S A 0L T, 450 FH
WIS B I A0 S AT A @ I BAR i E 18 9  “H30 &
[0201]  WIARSCAT HIARTE “THEA” L “G 207 %577 RBRUAE R H TR RIS A&
Wi 2k 2 B i AR AR AL 0 5 v IR B T VA B R H AN IR T D ik 2+ 3N &2
B AMNES CBFEFRIKA SR IR UL LM N B E) S R AT B4 2 . AT AL SCRR
S$eVE M WGoodman fIGi Ilman, The Pharmacological Basis of Therapeutics, FRAT A ;s
Pergamon ; fllRemington’ s,Pharmaceutical Sciences BATHRAS) ;Mack Publishing Co.,
Easton,Pa. & B0 T A STk (19 25 7 M7 VEAT 1 R IR 45 29 R AR BB st 7 22
AR SCFTR I 23 A2l A28 O Rkie A
[0202]  fnASC iy R ARTE “245% BT 3E2 (07 & F8 A 22 W R AR SCH ks (1) 245 57 6 A= i P
B T B AR BRI R BD, AR SR AT MR 2 4) oA — 245 00T, Al a4
i 255 Erl a2 M R A2 REUE Z AR B EMRNEE A S S A ENAE
Wb AT 20 53 DA 3507 sSUHAT BB A EAE H .
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0.7%.0.8%.0.9%.1%1.5%.2% 3% B85 % . fE— LS jfi y =, AE R G AL S W &
2 TS /N T B it R 1 10 %6 o A — B8 SETf 7 S, AE R AL S H) R a i T
Bt & 15 % o fE— B8 s2iifi 77 2P, AE RG0HAL & VIR R GRS/ T BT e A7) 219
25% AR LR TTE T, AE RGEMEASBT YA T RS HASBTT (40, A4 #100A. 100C) 1)
R LR E R A A R LA HZER A EY LSl b, A TRk
RS MEASBTLHI AR 22 /N T RS HEASBTT (201, 465 5 100A . 100C) (11 4E M FHZE 11
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FAIER20% o AE-— 250 7 B, B fil AR ORI H -G YL RS s 1% /N T-ASBT T Jita
FFAIERI30% o £E— 2L 7 B rh , B fil AR SOk I H -GV A RGP 1% /N T-ASBT T Jit
&40 % o FF— 2L Ty B rh , B fil AR SO I H -G Y UL R G M 1% /N T-ASBT T Jit
FIFAIERI50% o £F— L 5L T B rh , B il AR ORI H -G Y UL R G s 15 /N T-ASBT T Jit
I ERI60% o £F— L 5L Ty B rh , B fil AR ORI H -G Y L R G e 1% /N T-ASBT T Jit
FFIERIT0% o 7E— 25K 77 2 rp , SR AT 41 77 X (BFE G SR & 55 E
5 K RATERUL

[0206] A1 “ASBTHI i 5517 5 491 6] ToT o B4 A< 36 140 MRV - 2 d BRUAEART A I 2 0 O R T #h 2 iz
(AL AW o ARTE TS AN ME AR VT 8512 8 1 (ASBT) 5 ARAE [0 i BV R 54z 22 11 (IBAT) 7] B
BAE .
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[0208]  £F %Lt 7 22, AR JARRR fil I S 491, AR SCRTIA I 25 %% b ] B2 1K sh A FE e IR
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AR ER T BRER VR KRR ER L ok IR ARERRER AR ER Eh B SR R BRI ER h L
AL Eh 7R IRER (amsonate) FMRER A F ORI IR £ L R IR £h 55 LA, AR 9 AERR Hil 1 1
SEAF) , 2yt BT R 1 Eh AL AR < B (T, 5B (B e Sk (19, AN AR B
A

[0209]  ORE “fEade B BB 48 51 R 2L B — AN B2 A 7 0 B 22 B AR AR S
BESLE 7 S, — N ELE A AR R 5 B AT % F B B e R | AR A
FHE LA B R AL (heteroalicyclic) Fodd (e 3t A A . F iRt
(arylthio) HEFEIEA 75 FE AR BE « SSEFE N 75 FE AN FIE L 10 A e BEFE (alkoy 1)  BElE
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BTN AH AR OBLS JE o AE 5 B IR A PR L A 048 A8 HL 3R Rh BAT 3N R B A, (0 5 B ik
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I A VR S I g R % e S RTIR R b 2
[0220] R 5 B B R B AR AN AN B AN E B A SRR PR A
75 I AL TN R TF E IR BRI B T AR e I B =D ANE E F RAUR
5 B IR ] AR ST T R, R0 R SR IR B2 BRI o 2% 5 R (1) 1 B P S 414 4
DL 49

DD AU TICOD ¢

[0221]  “IRHRPRIR” R B ORI S AR IR e Ak S ], Horp & D — AR B IR
S AR 28 S5 o £E 5 SEHE T S 5 122k B A7 97 H BOR 97 2 o 2R SE ] (AP AR 55
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FEAP A 75 FE TE N Cr—Co e FEMN 57 FE T L UL 11 1K L Co—Calfi 3 . Co—CalBb A 2 L A 3% L C1—Colxi
BT | Cr—Co AT I AL (LR Ci—Colim L) S AR AT 280K i, AT 3% (1)
EUARHE A LSRS, Horp & Lo ghar i B 4 . —0-.—-C (=0) —.-S—.-S (=0) —.-S (=0) 2= -NH-. -
NHC (=0) =.~C (=0) NH-. S (=0) 2NH-~NHS (=0) 2=.~0C (=0) NH-.~NHC (=0) 0~ ~ (C1—Cs %
) - (Co—CelfiAk) —; I HLARIST 1% FHH. (Ci—Cabii )  (Ca—CoFRfiedik) (8 75 3k . 55 KL Al
C1—CoZR bt Ak o AT AR HET5 7 L B AT 4 — DB AN AR (= 0) B AT Rl Bk BUAR R (1)
YT EDI AR Y S RS RN B En, I BT BLES % Bk (WGreene fWuts , [F]
) AR B AL ST T R, A ST IR (1) 8 AT 3 R A 3% 4 2 AN AH AT S O BUAR,
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A3 A, It H B R B AT AETGE-B (31t 2 4H e [K £ TGF-B) A 5 () 1b 72 o 60 32 i B 5 Jr & 5 /N
(1) ] ]9 37T K B o 38 3R BH GLP—2 2403 FH S 06 B ORI B A8 45 I N5 R 1K) o i Th RE A - Lt
b, LB i B FR 0800 , 1 HAETPN R 28 21 (1) 5 5 52 453 AT 350 75 i Jse A8 i = 1z 71 38
Iy 43 WA L o Ty A1 s GLP 24 2 2D 43 A2 S A 28w 0R 25 281 1 A A A 2 ) i PR o PR, S
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HPLLT & .

[0272]  #EHEEesziE 77 &g, LLZ10.001-5000mg /K« £10.001-1500mg/ K £10.001 £ %]
100mg/ K £70.001 % £150mg/ R ELL]0. 001 2 £30mg/ RELLI0.001 2 £)10mg/ KW & A
I TR S B AN FH AR ST (R4 5 W o 7538 S 77 2 0, 75 400 7 2 (5 R b DA B — 57 = B
IR (T 22 RE ) T) B B DA 36 24 1 B 1) (R0 B 5 481 6 4 B R 2 3 AN BICRE 24N 49 7 =it FH 1 4
FH R FIE IR AR LT R, B —FIE 20,00 1mg/ kg 2 £)500mg / kg o 7E #- SL it 77
Zrh, B —FEN270.001.0.01,0. 1. 1810mg/ kg% 211050 10088 250mg / kg » 75 5% 2L s 5
ZEH L ASBTIHY B — & N 210.001mg/ kg 22 £9100mg /kg o /£ £ 5L i 77 S8 , ASBT I B — 5] &=
HNZ10.001mg/ kg %= £50mg/ kg o 75 £ S it J7 22, ASBT T BB — I &N £70.001mg/ kg 2 £
10mg/kg . £ & SEHi /7 2 b, £F6 /N LA 1 27N A 24 /N L BR8N L BET 27N L BE96 /N
RS RR6 R B J& — I FH BB — ) B [ ASBT T o 7 — Lo ST it /7 22 v , ASBT T[] S B — | & 7F
FIRERE N .

[0273]  7& B3 FPRGUAT RIS FIE DL T, AR PR A2 1 I , AT 1 4245 T-ASBTL s B
FI it FH (1) 245 49 770 8 W Bl sk 2 B3GR o 385 2 e — A BRI 1) (B, “PRZGHA™) o ARZG HAR K AT
R AE 2 R AN LA 2 AN S AU E R 7R B, B A2 R V3R VAR B R BRTR 0KV 12K 15K
20K\ 28K L 35K 50K TOR V100K L 120K . 150K . 180K L 200K . 250K L 280K + 300K . 320
K350 KB 365K o 7E PR 24 W 1A H) (1) 7 = 8 D B4 10% - 100 % , (AR N ], 4610 %
15%.20% .25% .30% +35% +40% .45 % .50 % .55 % 60% .65% . 70% .75% 80 % 85% .
90% .95 % B 100 % o £E— 2L /7 G2, ASBT I S Fr— 7| S 4b T Bk fAR iV Rl A o

113



CN 107375291 A iﬁ, EH :FS 108/135 BT

[0274]  — H BF 10 O0A FriE , a0 /5 22 00 FHZE R 7 & B fa , AR AR RER 52 5 ek 2D 57
S 25 I, B B0/ RS Sk /D 25 2R, LAIK BIZE R 9 0E B0 0 2 I 7K
Vo B LS T R, — BRI AR B K, B TR KRR A 3 BT

[0275]  AEFREEAGHLT , RTAMEIRIT TT BAFAERERN B R =, H 51X BeHEFE A R R
iR 22 EEAE A ST R 0 R R 25 18 o AR 2 Phn] AR DR 2=, 1R S AR R il PR SE 48], ] ann e AL & 4)
(I35 M RRIR ST TR R B 0 25 26 5 3K A B 3 10 75 S YR T TR0 9 B0 40 1 77 L
FOHOY = T ) T 5 AT 38 b 2 A A SC Ik G 77

[0276]  AF-idc Hhd ik 240 a1 57 BGRB8 sh A Hh (1) 25 22 R, A0  ABASBR T, 8 52 LDso (50 %6 Ff
PREIE R &) FIEDso (750 %6 BHARIG T A 2 &) K e X 0097 7T R B AT AL 5
PERIST R TR ) & L A9 e T T 4820, ‘BT 3R I8 LDso S5 EDsoZ L o« I tH = ¥R 97 FREUH ik
B o AE T L ST T R, 15 B 41 M 3 7R w50 s Wt 0 5 B o AR il e T
NI E I AR B L 77 29, A SR A = a0 T B85 B A s/ a1 R EDso
14008 B A 5 R P o AR i BT PSR B RN i FH 45 24 3 72 » R = AT i A iz R P AR 4k

[0277] 725yt Jr 9, M5BT A M E AR RE R EFIASBTT (B ik & 1)
100A.100C) () R4 2 i AHEL I, Y697 A & I A SCHT R FAEAT4E RGEMEASBTT (4, A3
B R (A 35 Al R G0 34 WL KB At JE I ASBTT) B RGBT 8/ AE— B0 SL i 5 2, Y
AT 248 PR ASBTT (5 A4 100A L 100C) FIAUCAHEL I, Y697 A A &1 A STk
I AEATHE RS PEASBTT (B9 2, 45,75 R G0 5 40 ALK Bl AR ST ik 1) Ho A B2 ] 19 ASBTT) fIAUC
WL EAD10% ED20% 5 030% E040% 52050 %  FE060% B T0% £ /080 %
F£/90% o

[0278]  FE—LesCjii s 2, M 50T A ERAL Y 100AK) R Gt & E AHEL I, A4 R4
PEHOIR A Y697 A = B R A A4 (B, 05 A R G050 4 fn L-KERAR ST IR i e Ath 2 [
ML) 1 RS B D AL — S0 7 2 Hp, U 50 T A AE AL G4 100ARTAUCHH
EEEF, Ak R MRS 67 A S R A4 (B, B35 AE RGH 3 WIL-KECAR A
R ) Atk 2 A 0 20 LA S 4) BIAUCTHR /D 2710 % 2920 % L 4130 % 2140 % 2150 % L 2160 % £
70% \£J80 %6 BRAI90% o fE—BESL i T S, M H5IRIT A E AL A W L00ARAUCHH LL I, A
B R G R YR A R E R SR IA W (B, A EE RS ER A AL -KECAR SCRTIAR )
i I A TS BIAUCTR D> 2150 %6 o 7E A SE i 7 S8, 4 5107 A ER A P100A
[FJAUCHHEL ), AN R IR U R ¥ 97 A 2 I T &8 (B, A3 5 9 Rl 43 LK
B A ST A B oAt 5 1 2 T &40 BIAUCTR /2175 %

[0279] 7S Ty 2, M 5T A AERALEY100AK) R g E AL, A R4
PEHOIR K YR T A 2CE T LA (B, 4837 AE RS54 WIL-KBAR SCRT IR ) H At 5 7]
MR EYD) B RR R E R A LT B, M 50T A E LA P 100AKAUC
FHEC B, A R G MR U ¥ 7 A A2 T T &4 (Blan, B & HE RS2 WiL-KEiA
SRR B HAR ZE B ) T T A ) BIAUCHE > 2910% 2920 % . 2730 % 2740 % . 2750 % . £
60 %6 2170 % 2780 % BLLI90 % o FE—LESLTif 7 S H, 2 51097 A E LA Y L00ARTAUCAH
E i, ANt R G P IS i ¥a T A A E I R T T &4 (Bl an, 9.5 HF R 48349 LK B 4 3
FIT iR ) HeAth JE A B 2T T4 B4) BOAUCTRE /D 4150 % o 78 Hofh Sz it 7 b, 24 53R 7 A L&/
AV LO0ARTAUCAHEL I, A gk R G PRI ) v 7 A R E R R T T &4 (B, 8.5 HE &
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2050 3 WIL-KECAR STk i e Ath 2 A 1 X T Tk &40 BIAUCTR 275 %

[0280]  fE—LLsLyE 7 R, U5 IRITH R ER G 100CH) R 25 fHELE, W07 A 4
=M ITTALTTIBER I T ICHIL A M) R G5 B 82D o AE— L85 7 2, M 5107 A
=AY 100CHIAUCHHLL I ¥ 97 A 2L E= T T TITAL TTIBEC L TTCHI AL A I AUCTR 2>
Z110% £120% 2130 % 2140 % 2150 % 2160 % 270 % £180 % 5L 2190 % o £F — L 5L it 5
Eh, Y 5B AR E NS 100CHIAUCH LI, ¥R 7 A 2 IR T T T TTTALVTTIBERITIC
A A P AUCTE 2D 2950 % o 7E HAR SE 7 9, 4 51697 H &AL 5 ¥1100CHIAUCAHLE
VAT R E AR ITT ITIA TTIBEL I L ICHIAL & I AUCHR /4175 % o

[0281]  fE—8Lsijifi )7 b, M EIRIT AR EN L EY100AN RAF MR, A RS%
PEHLIR KR T A SCE IR A8 (0, 83 AE RS E6 4 WIL-KBAR SCRT IR ) HAth 5 (7]
R IVIL B B RS B /D A0 — LS 77 9, Y 5iRIT A A=A A1 00AFAUC
FHEL IS, AN R G R I VA T7 B R R IV A7 (B, 5 Ak RG34 WIL-KaE A
SR Y o Ah R 1 TS ) BIAUCTE 22910 % 2920 % 2130 % 2740 % 2150 % £
60 %6 2170 % 2180 % BLL190 % o fE-—LE STt 7 S, M 51097 A E LA P L00ARTAUCAH
oI, AW R G PR U VA T A B R R IV S (B an, 40 53k RS H 4 tL-KEL AR 3
JIT R 1 A A 1 =R VAR S ) BIAUCIR /2950 % o 78 HoAth SEfifi 7 22, 24 51697 A 5L &1
AV LO0ARTAUCAHEL I, A8k R IR R ¥ T A R E R IV & (B, B 5 HE &
2050 3 WL -KECAR ST i e Ath 2 A 1 =X VAL &40 RIAUCTR 275 %

[0282]  fE—LLsLfi 7 P, M EIRITHRERN L EW100AR RF 2T AR, Ak RS
PEHOIR S 9697 A R E I VAL A4 (B4, G5 3E R G032 G L-K B AR SCHT A 1 H A 5 (7]
VAL G 1 RS B D AL — 50 7 2P, M SR IT A AE AL S 100ARTAUCHH
FU , A4 R e MR I 76 7 A A E R VAL A (B, 43 & A R G384 IL-KE A SCR
IR f) HoAth L A ) 2R VAL B0 RAUCTR 224910 % L 2920 % 2930 % 2140 % 2150 % 2160 % 2]
70% \£J80 %6 BRZI90% o fE—BESL i T R, Y 51T A E AL A W L00ARAUCHH LEL I, A
B R MEHIR I VR A RE R (B0, A5 3R RG R  L-KBUA SCRTIA I
A I A 1 VAL B ) BIAUCTR D 2150 %6 o 7E HA S 77 S8, 4 5107 A U ER LA H1100A
[FJAUCHH L , AN R G PEHBIR U VB 7 A 2 W R LA 4 (Ban, B 5 3k /G 43 LK
B A ST A B oAt 5 B s VAL S0 BIAUCTR /2175 %

[0283]  fE—uLsififi 7 b, M EIRITH R EN L EW100AN RA# MR, Ak RS
PEHOR K B ¥ 97 A = I 2RV BV IDAL &4 (9, 5 38 REUER o LKA SCRT iR iy
T FEF ) R VIZVIDAL AW B RGBT D AE— B SLili 7 &0, B 5 R T A MENLE
YI100ARJAUCHHEL I, A% R M v 97 A 22 M VI VIDIL &4 (il tn, A5 4E &
40 554y TN L-K B A SC T i oA 2 A A VT ERVIDAL & 4) BIAUCTH 22110 % L 2920 % 4
30% £140% 2150 % 4160 % £170 % 4180 % BRAI90 % o AE— LS 5 21, 24 5 Ry A 4%
=AY T00ATTAUCAHEL B, A 4% R G PE RO USRI ¥6 7 A = 1 sV T BV IDAL &4 (451
55 AE RS HE 5 WIL-KBA ST IR (1) FHAR LA 1) VI B VIDAL A 4) (R AUCTR 2> 2950 % o 71 H:
fh Sy 2, 24 51897 SCE AL S Y L00ARTAUCHE EL I, Ao R G0 PEHB I i (1 Va7 %%
=R AW BN, 85 A KRG  L-KB A SCHTIR A H AR L i 20V T3V IDAL & 4)
FJAUCTR 2175 % .
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[0284]  fEHLECSLIE T S, M 5T A RE A A P 100CH] Cmax FHEL B, Y097 A 2=/
AICHTIRFATATAE RS0 1 RIASBT T (9171, 40,75 9E R G0 88 2 AL -KBCAR SR I 19 e Ath 2 [ (1)
ASBTI) HjCmax FFEZR/10% 2 /420% 2 /030% 2 /040% . & /050% . & /060% 2 /b
70% & /D80% B £ /090 % .
[0285]  fESNSEH, 4 51697 AR ER S Y 100CH Cmax Al EL I, W67 A &K I,
ITTALITIBELITICHIAL A Cmax B FE£110% 2920 % 2930 % 2140 % . 2150 % . 2160 % . 2]
70% 2180 % BLZ£190 % o fE— L STl 7 B, M SR A E AL A 1000 Cmax AH LE Y
EIT A ER AT TTTALTTIBE I TTCHI AL A1) Cmax T B 2925 % o /EREEE S 77 28, Y
5097 A BE AL A P 100CH) Cmax AL B, 3697 A 2= 1R 1T TTTABL T T IBRIALA P
Cmax T & 2750 % o 7£ HARSL i 77 2, 24 53697 A & KL &4 100CH) Cmax AHEL I, 697 A
MEMIIT ITIA TTIBE ITICHIAL & Cmax TP £175% .
[0286]  FER-dbsij y =, i I A &Y B IRIT B =M ARYT L IRy BR L)
S HE YT ER AL A R R I SRR A (8, 3 A 1 IRB B I BBUAR BUE A B 45 25 1 38k
R TR 45 25155 X0 o AR B s )7 S8 vh , 48 I B0 I 25 Al A A5 Ryt 6 R
T ER AR A SR T SRAS A IR St 771 3¢ A, AR L] e e oA Tt 750 g P 3 K TRt 44
il 1) 23 HOGRFIE I 77 1 — PRk 2 F
[0287]  fF 5 —HF e SEHE b, AT 4% O IRGRI A B 0 IR E A A & e S E T
Eh IR R AU BB v SR AR IR A ) 770 3 1 IR e 25 1 A AT 32 149 ] e s
TR AT 1) W PN 430 UK A 328 140 TR I8 440 ) 591 03 1) o 3R A 346 P RV 791 o A e s
Jit 77 G, D kit A 20 A0 5 RS AT B e 92 o 7545 5 S 7 90, L) B R i B2 R 465
/B R 40 B (a0, 75 25 i A/ BREL I %) 1 52 J2 B L0 R 1 — FhERZ Bl N 2 i)
1) 43 WA 3G TN o A —Le S 7 S b, HLT ) B R R4k 22 20 1.2.3.4.5.6.7.8.9,10, 11,12,
13.14.15.16.17.18.19.20.21.22. 238524 /N o 76 HA 52 75 G vp , A1) L R Wi S 42 24
/NI 2R A8 /NI IR JEL I, i AE At SR 7 2R, LT B e SRR 44 T 48 /N (1) ST

YR UIR IR E
[0288]  fE-—dbsijifiJy & rR , BE il AR SRR ) 4 A MR AE AR SCHTIAR I 7 70w i 59
DA JEL §F P80 8 Bk o A ML 75 B I ALY B /K P o 7B R S 7 v, g AR SO i 4
AL T BB IRGA 24 o AE — Le STt 7 S8, LSS50 43 il 48 B R R 1 e FH o A —
SesEE T B, ASCITA A A SR EA S, H TR ZA YR iEEE BN /54 W
(ARG Wy LS W BT 5 W) o AEFERE SR 7 B, N T B 25 B AR SR A 51
T 1l R W 77 L RE R ~ EL WL LW S5 7R A 70 BOIR R 7RI B AR B VEE W 791 o A — e s
JE 7 R, T OIREA 25 B A SCRTIA R 4 APl il T D IR b R & i 1% 2 45
[0289]  fEALLLsiifJy R, ASCHTIR A BB iR RAVER AL — L5 T R,
ARG VPR ASBTTEE R Gu b (140, K553 (1) W A 3 0 i 43 T TG 5 R AN 3 4 1
MR A 326 A R i A i &5 R R B L W o AE — BE SR T R, AR SCHTIR ) D AR AR
ASBTTHE Z Gt (15140, K393 g A 29 0 IR 43 A 338 i 7R AN 4 3 e TR IR WA 3883 026 22 [l i oK
Uity 45 Wy A/ B EL I o AE — S8 ST 7 ST, AR SCHTIA I EL A G VPIFASBTTHE R g MEHh (40,
K3 Wy N 43U JIK A9 W 3R 588 7R AN A R Gt PR RO UAO) 368125 22 (Bl iy A v 45 WA A/ B EL W o 70
Ses i 77 EHh , A SCHTR I EAE RA U A W) R VERL IS E D T-90 % w/wifASBT T o 78 51 L8 5 i
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T, AR AR RG A AW R G MEH# % DT80 % w/wiJASBT o 78 F b 52 7 &
W, R SCHTIAIHE R M AV R G LI /D T70 %w/wiJASBTT o 75 FELe 52 7 2 vp , A
TR R AE RGTEA AW R G V2% /D T-60 Y% w/witASBT Lo 78 HE B S it J7 2 v, A STy
WRIAE RGP S 1) RS0 VE R 3 3% 2 T50 % w/wik] ASBT T o 75 FE 28 52 7 22, AR SC TR I
ERGIEA ARG IE D T-40 %w/wiASBTT o 7E KL LL STt 75 e rp , AR SCATR 9 9E R
25 4 A Z G0 eI 1% 20 T30 Y% w/ Wit ASBTT o 7F B8 S i )5 2 v, A SCFTiR I 4E R4 1t
AW R G35 /DT 25 % w/wiKJASBTT o 7E FE B S &b, A SR 0 A KRG b4l &
YIRS e 1% /0 F20 Y% w/ Wi ASBT T o 76 RL L8 82 77 b, A SCHTR AR RG A 5 &
G M I % /DT 15 %w/wif ASBTT o 7E HESE S i 77 S8 vp , A SCRTIR I AR KRG PR A7) R G0 1
Mg DT 10 % w/wiTASBTI o 7EREEE STt 77 2, A SCHT iR W AR RGP A V) R G 1t b i
%DT 5% w/wiJASBTT o 7E—LE 5 77 ZHh , LA A3 1 77 52X (B4 i A e 1 S G & i
bR fE R

[0290]  fEAEdbsii )y G rp , BR Z D — i FH AR STk R 4SRN/ 5501 7)o 7 - L8 51 Jife
J7 &, BRI A D PRI A A ASBT LI il 5], 10 76 H A S5 R, R &8 /b = it FH 25
A ASBT LI 1l /1) o £ HE e St 75 F2 v, B Rt FH 23 A ASBT LI il 551 2238 IR o B2 B, £F
BE S Ty S, I T R P R 2 A0 A I AR S L MR AR £ SR T A AN SCRTIR [ ASBT L
MAAMIMEZ TR,

[0291]  E A SCFiradk 6 #1750 o it FH B ASBT TR R B A 20 ImM 3 240 IM o 75 R B8 S i 5 6 vh , 76
AT IR [ #0750 o e FH PR ASBT T AR U 25 5 20 ImM 2 £ 750mM o 78 3 6 SE it 5 22 vh , 26 A SOk
(%) 11 750 it FE T ASBT TP R JBE S 240 1mM S Z1500mM o £F 5 L 52 i 7 22 v, 8 A SC Bk (54 11 751 o
Jiti BT ASBT TR B2 9 £ 5mM %2 2750 0mM o 75 it 28 S it J7 G2 w5 78 A SCHTIR 1) 1l 71 v it FH 1)
ASBTI )R 9 2 10mM A £7500mM o £F HE L St 77 S v, 45 4 3CFrad 16 1l 577) e FH 19 2
2 25mM %2 27500mM o 75 HE L St 77 S H , A8 A SCHT IR 1 1 77 A it FH I ASBT TR 2 2550mM
22 29500mM o £ HE 28 52 it 77 2 H , A5 AR SCH I (54 il 771 O FH R ASBT TR 2 29 100mM %2 £
500mM o £F - LE S 77 S, 78 A SCHTIA I il 751 e FH ST ASBT T3 B9 29 200mM 22 2] 500mM

[0292]  7E L s 7 R, AR SCHTR AT AT A0 S 697 A 2 E (B, T ias7 iRyt
WARBNET AR PE F90) 1 BE B o AE—SUSL Ty S8, RE R RR AT AR HoAth v o7 AR R
o Eh B AC L A — B sl P, A SCPT IR I 4 A A S B SCRIT A 1 7 TR LR BE A 4
0.01mgZ® £J10g[¥) AE % o 7EHELL ST 7 S, AT i 20 & W08 3 B SRR 6 7732
F5 i FH 290 . 1mg 22 £9500mg 1) B % o 7E FEEE St 7 = , AR SCHTIR (41 & W48 & B AR SCRT
AR TR IE 290 . Ing B 29100mg [ HE %  AE R UL ji 5 b, A SCFT R A S A
SR SC TR [ 77 VA i FH 290 . 1mg 28 £150mg 1) AE % 78 S e ST 5 & rp , A ST TR 1)
YA, ST B SCHTIR () 5 VA AL FE I FH 290 Img B 449 1 Omg 1) RE — % , 70 3L e s )y =, A
SCHTIA B 2 A A5 BOAR ST IR 16 7 AL F5 i FH 200 . Smg 22 291 0mg [ B % . 78— LL 52 it
T &, RSCHTIR R AP S BOA SO 55 AR 290 . Tmmo 1 2 4] 1mo | (1) HE B
FERL LSl 7 S rp , A ST IR Y4 A WA S BUAR SO IR 1 77 15 B 48 i FH 290 . 01mmo 1 22 4
500mmo | [ BE % o 75 R LS 77 S Hp , AN SCHT R I 2 A 408 5 BRUAR SCRTIR 1 77 320 4 it FH
230 . Immo1 % £7100mmo 1 ¥] & B o /£ HEEE S 77 G vp , A SCHTR I 24 A A &5 BUAR ST iR
(1) 77 A4 i FH 20 . 5mmo 1 %8 29 30mmo 1 (1) & B8 . £E FE L8 sty b, AR (A4 A
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B BAR SCHTAR 1 77 245 e FH 290 . Smmo 1 42 £ 20mmo | (1) B8 % o 7 = L6 S 7 S v , A SCAT
R A AR B BUAR SCHITIR 1) 7 VA AR Jite FH 40 1mmo 1 %2 247 10mmo 1 ) & % o 7 L8 S 7
S AR SCHTIR I S W, B SR (1) 7 A 45 it FH 290 . 0 Lmmo 1 22 £95mmo 1 1) fE 1%
FEHEBESE it 7 S, AR ST () 415 00 5 BUAR SOk 1) D7 VA4 i 90 . Tmmo 1 22 £
Lmmo 1 {4 B& — % . AE #-SL 5 S v, oL IRV IR /36 B AR B R 71 3¢ BAT R M0 77 B B3EAT
i JAL kR
[0293] 7R LSt 7y S , Ak B0 ) 5 il oK vy (8 0, 0 g A o &5 W A/ B EL ) AR S
v it (1) 25 A ) A0 7 025 R FH B AT 22 040 W P 4 0 TR 43 0 3 e ) (il 5 A 48 1) 5 W T K o
(%9 11 AR AV A L) 68 T Zhak (ol , B AR A AR i A K/ SR AR AR IR AR BB A R P B
T EIREAR) o

L5 23 il 571
[0294] G ASCHTIR I FH T A5 A SR IRk A 0l 3 4 1 T ok 6 28 B i A/ B8 M P 25 4 2L
AYIBC A B ) B B ER A B R T BG4 20 AR SCHER 7 I 24l
SR 5y o B ER A, WA ST RT R 2544 ) R0 2E5 ) 9 A SCHT I (4 il SR B 5 A ST R
TR 7)o £ — e St 7 F2 T, B R B B R VLR BRI B 7R
[0295]  fERLEL S )7 G2 rh , A Ay AR BE il PR S0, AR S BTk 1) 2H S P A /B ) o R R A
AR A B AL VA FIHE , 4005 7K LT B \PEG200. PEG300 . PEG400PEG600 . 58 2, —FE , 7, F% |
1-P % 2-T % 1 -TR 53— B (TR E) T 1% L Hr b 2-FR Jk—2- T 1 | PP e« PP ik P9 B
e B WL O R B TG S P R W R R LB 2 2
Wl — 203 B i~ 2L e J]  N—FR e — 2L i e I N— 2, ik — 2k v e i Y R fi L 1
3— -2 WR IR BRI AR L 1, 2- T AR IR IR L 2, 3— T My IR IR . — BN, =&

FEGAR 7 R L R e i PRI — P R4 L R 2 I AR (dimethylisosorbide) Jz 40

I
= o

[0296]  fE—Besfi Jy P, FEAS SCHTIA A 2L A W A/ 5okl 57 o 3 G 5 57 R EAS TR
TR VAN TR 0 B 1043 H Ve

[0297]  FERLLL sy Ty Serb , AR ARRR il PR SE4], 76 A% SCRTIR I 2 & 1A/ 3 il 57 o A3
RS R/ AL AN E4E, T75/ 1 \BE (cetostearylic alcohol) 5 H 54 £ /i lI5 17 &
BRI IR K L B B (VR B 1) SRR 0 DR e 58 S8 2 04 T U T - g s 1R T 8 A T I 2
T IR AL I 7 1R Tt B R IV R I 9 o4 AR LIV PR R AR 8 - A Vv v i L A S A SR B D
AT A G 0T R e SR S UBR AT AR A I K Ll AR I TS U R R L H R R IR A £ U ThE
(laureth) —4.PEG-2 . HEERRHS AE IR TR T - Fe AL B  — S Bkt HL BR3P R 4 AR el 7 1k
HERES (cocoamphopropionate) « WK VPR 188, 35 B yb i 258 = 7, Tt i 58 — A Lk 4
FILBLEEER60 i A 1L BLR B Al IR PR EE . 22 BRI 42 i sh LA G .

[0298]  7E-—Lsiiifi 7 S b, AR ARRR il YRR SE461], 76 4R SCRT IR I 2 & P /s il 57 o A58
1) 2 R v PR EE , B IE L b A R IR A b IR VD I (9 T,y V& VD U 188) LB 1L
AUBEEG . SR DR HER A Bri jT-30 (AL R 26 WE-4) (Bri j™-58 (T Hidt B4
LTk (Ceteth) —20) MIBri j"™-78 (B I BE R Wk -20) Brij™-721 (g EE R BE-21) .
Crillet—1 (R ILZLEEEE20) (Crillet—2 (B ILFLEEES40) (Crillet—3 (B 1L ZLEEER60) |
Crillet 45 (R ILFLEEES80) Myrj—-52 (PEG-40%H S BEEE) Myt j—53 (PEG-504F ISR ES) .
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Pluronic™F77 QHIE VP H217) \Pluronic™F87 (JAIK VP H1237) \Pluronic™FI8 (JH & ¥b 1
288) \Pluronic™L62 GHI&VPUEF182) Pluronic™L64 QHIE VP H184) \Pluronic™F68 GHIE D
14188) \Pluronic™L81 GHE ¥ H231) \Pluronic™L92 GHIE VP H282) Pluronic™L101 (31
B I331) JPluronic™P103 &V I333) Pluracare "F 108NF (JHI& VD #1338) Fll
Pluracare™F 127NF GHIEVH407) KA 4 Pluronic ™8 A4 m] W3¢ F A0 [ Lk
(BASF) 2 w] K 3]

[0299]  FERLLLsyi Ty Serh , AR ARRR il VR SE4], 76 A% SCRT IR I 2 & 1A/ 3 il 77 o A3
1) B 8~ L 2R v PR RS, HAR R R RN T B R AR RN (SDS) e SRR PR  Joe
TR Sk e S R R £k e LAl Ao

[0300]  7E-—uLsiifJy S, AR ARRR il YRR SE4 , 76 4R SCRT IR I 2 & 1A/ 3 il 57 o A3
1) BH B8 2 SR 1o PR R R DR AL U R R U B B = R R A L oS b i = R
o g Hofth be = O R L&Ak oS Bk R OH BN W R
(polyethoxylatedtallow) K45

[0301]  FERLLL s 7 S b, AR ARRR il PR SE 4], 76 4R SCRT IR I 2 & 1 /s il 57 o A58
I IGH R OFE RIRZ R LA R AW B R AW S A A AR AR R G 1 i s2 451, R AR
ZHEAFERTRATAL (acacia) ERHE EERR £ M1 SCSEIRME  JR/R SRS BT R A s 2 L 2R
P8 SRR L T S RN S o M AR IR R R B S8, A R S B R A 4 R R O E
W BOEA 4R R A YR PR YR LT R RO HEALR SRR LT LR
PR AL R AR NAEPR B PR R S, A R A AR R A IR OB BT A B
& R IRER B R Ol (RVEM) IR g el CRAERR) | BREE L £ MR 3R 4 I
TSV W o A Dy A BRI PR 0 Sk ), Ak 35O R A RE R R 4 A R R A8 IR IR B
(polyoxyethyleneglycol isostearate) .1 7NEelF 5 4 EE300 M B HES . TA %
Jii B BRI T B8 (M dn, AAETR TR S 5RE PR A AR A T TR A R ek 1R IV Y R IV R R ikt
FE5E)

[0302]  FE—uLsiyifJy Serb , AR ARRR il YRR SE4], 75 AR SCRTIR I 2 & 9 A/ 3 il 77 o A3
(K25 7L HE 2 DU 2.1 (EDTA) B H: 2k (iR & K A & s

[0303]  7E-—ULSZjifE Ty S, 7548 SCAra 5 B W il 57 o A8 FH I — Rl a2 PP & IR N
G 501, £90.1% .0.15% .0.2% .0.25% .0.3%.0.4%50.5% (wW/v) -

[0304]  7E-—uLsyif 7 S rp , AR ARRR il VR SE 4, 76 4% SCRT IR I 2 & 1A/ 3l 57 o A3
(1 B7 B AL HE X F B R R IR (paraben) (KRAFFRPIIA MLER R oK R . T Ak B EOR K
THALRREF R AT B O R RN R B RO R IR R N R R R T
B o 2 FE R B ER TAT I W A S Vi R I L 2R T N R IR R T I L R R TR AN T R R
BRI IR BN B AR B AN 1L 24 PR . AR s SRR R B F IR AR R L& R R L
FEEBER A E AR RA D € LA WAL ST B OR S COBE  SUAL oS e kit
g VHE R R 7K R K (thimerosol) A HZH A

[0305]  7ERLAL sy S b, AR ARRR il YRR SE46], 76 4% SCHT IR I 2 & 1/ sl 57 o 58
P H AL ) B S HUR MR AR AR B H08R M PR B T ZE AL e R R R T AL B i FR O IR
R SER A H Y  VEF BR TR  BOUR ML BN - S BN S B S P IR VR I R N £ M A PR
BRCAE IR B AN L AU BRI VRUT AR L DU MR L BORE (G il L R R LA
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(pentasodium penetetate) ELWIER A BNy BofRAE Bl L HA S,
[0306]  7E—LLsijifa 7 2 v, 75 A SCHTIA (1) B W il 351 b A58 B I — Pk 22 P A A R ok
JELLZRISHABE A 45 5, 51 t01, £90.1%.0.15%.0.2%.0.25% .0.3%.0.4%880.5% (w/v) .
[0307]  {E Ry AERR il 14 1 S 48] , 75 A SC R I (49 45 4 AR/ B8 il 3510 o 48 P G 3 v SR R AR
B R e D B (484, = B 0 R H VRS o AE— BE SR T R, AR AR RR PRS2 4]
VR GRARIETR =B 1,2, 3-TH =M =R AL T b) 3R 2 % (PEG) VR TA %
FERTH BEWRA LK LETER L FTEE (L AYEE  H R B FUME VR R A e e A A
[0308] 7 2L s 7 S v, R IEURG 5 RN/ T RN B 5 A A A AR SCRITAR K A RN/ B
T FAE 00551 By A 43 96 JOK 3 30 B8 5 F L R 485 b e RO R 1) 26 5791 o A R PR Al M 1
SEB, AR BOR IR B R S AR R A YR R A LR VR L RER -k
BRILEY P REAUR  LEARR HNEAER R OEFER RREAER BHETF
AR RP EAYER VKRR R O A B R B R AR R A ORI
R RY R ARG RWN R LG R R TR R Eh TR IR R T IR
TCIRME I R R L ER AT AR B IR AR BRI A R R AR L B R AR R L A A
PR B I VR IR R SRR R R A A
[0309]  fE—Lsijifa 7y & rp , AR ARRR il 1 09 SE 4, 75 A SCHTR I 28 A 4 A0/ 35 il 7] w4
(2% o35/ pHR 7 7 B B T 1R L IR — VB IR AU = B (TRIS) N-H AR
(BICINE) ¥ £ WK R 2, It 2 (HEPES) \ =8 F BL UL R 5t (Trizma) «H 2R W 2L W K
AR R S R AW KRR B I A 2R R Bk I R A 56 (m ok R B Tl PR
BB LN G LR R TR T AKAT R BN TR IR AN K S LA A A S
B ST 77 22, NN BRSO U 9 pH o A D AR PR i PR 1 S 48], A3 1 R BRI B, FF HCL A Na OH A
KOH.
[0310] 7R HELL S 77 G v, 70 A SCHT I (1) B W il 551 Hh A58 I — P 22 P o 7R (00 3 5 A2
PAFRAS Bt 3 A2 3 AR pH, 480, £70.1%.0.2%.0.3%.0.4%.0.5%.0.6%.0.8% .
0.9%8%1.0% (w/w) -
(03111 {E Ay AR il 1 S 48] , 76 A SC AT 19 2EL A R0/ B8 ot 350 w45 P A5k 2 184 57 B s
SALEN EACET BRI H R L L B SR AR

FF 45 Bt 16 10 1 il 4h 24
[0312]  FEELLT5 T, M ARE A 2 A AR SCHTIAR I — Fh B 2 P L S0 20 A Bl 7 T4
ASBTTERAS SC ik (AL A 4 = B8 8 126 28 485 B A/ B B o IG5 ) S Ao 790 8 A 3 . o) T
T2 By it 1% 2 45 B LR R R B B o AE RSt Ty =, Bh2E L A B B S A
T B NER T AR SCHTR I A o AE — S S2i 75 2 vh , VB AR IR Sl PRI S2 491, Sk 0 4%
75 B HOZHPMC I B FEE R T B2 47 4k 2 (CAB) T ER . 78 BB S 5 22 v, £ FHZ5 0 i 7510 45 4
FARN R R BT 1R ] A TR o 49, 70 SR e St 77 2, A3 A AR R A
J AR 2% S il £ v 7)o T T RO S0 — P B T 92 R i A B A ) B S — Bk 22 Fhk
A IS TN RS 2L A (R TR I A R AR BOBURLAH & W) AT BLHE I Wl o AE A8 18 S 7 S
138 VR R B0 kL 250kl 48 7)o 76— B St 7 Erp , MBI G B LA 5 AL FER
PR R ST B AR AT A Al g A
[0313]  fERELECSLE Ty S rp, N T 1 Rs 241 il 2% (1) 370 2 A 22 PR 771 A 9 AR FR il 14
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(RS 0R A 700 TR R IR 7 R 5 0 0 .
AL TR S STy 501 2 PTG E WA 5 7907 L
R SEHE A AR IR L PRS2 1, 233 00 25 70 R ELHEVE R (LT TR PR AL U
) I CEL TR AT BERAIILIE) R 2 P DA SR AR
e, L0 T R ARSI Y 3 2 R 4 0 5 O R TR L 4 i 2
IELPHER PR 2T R IR R (Veegqun) JUILALA AEXL
S 75 8 o BB TSI 0451, A RS AN 0. PR P56
1, A AR R LR BB 5 TR ES  FLI P4 3 B o HE B SULAY T30
9 S LA o AR ST S TR FET (R4 (R LM S, £
TR U0 5 1 85 1 2 00 RO 2 B B0 K T 0 9
P TR BB IR AL £ o7 — S5 HGT E  JAR H TE P URC AR
B IPER ST, SCELREVERD PR I SRR A L A Ay B
S0, S5 VL S0 R . ISR BLE VT B0 o B R T 44 6 L 4 4
SERERE, U T SR B FLU RO UM BT L S TV bR 7 S
S5 e A T SRR AR 2 4 I L, 25 K U, R 0 M R i 7
KBS SR T P BT B T e PR B F IR T .
(0314] AL SE Ty 5 11, ASBT 1SR A SO 0 BEAt b 750 905 A T 106 2 A A
(I, 0 A3 250 /B L) 0 B0 1 R
(03151 RS e, A SCHT A MOAL 2D &5 S5 HE R A 63 3 T A R 2
IR0 415 0 ASBT TR A SR ) HE A b A, 125 0 0 VS 2 B 1/ 25 M A3 043
o R ST S LA L S pHAUERH (111, 5 £ Cosmo Pharmaceuticals
(FIMMX ) 3 50 V4 A LB A 043 S R B 5 0 A T BRI Ko
AP 515 00 S0 L EL AR T 5 P TR 2 I, 5 P/ 50 A P
TR, i, Carbopol® 5 4 , 1% 5 74 4 B Ay 5B (40, ~COOH -
SOsH) 3 FLAEWA ROTRPEDH (1401, pHEYT ZE 208) T B o - Mo G 7 5 3 2 TAE L
SRR RO 0L 00 ORI PE A1) A0, OB T PR . 2 RS et A
EAFEE (5130 WP S B 25 ) 550 (PLGA) MRS & T 0 4k 25 4 803879 (o,
LY IR) 5 i ST 1 0 8 A 4 WA 4 M ) (i, YD)
IR P s V3R A (il Eudiragit® S-100. 483 — H 2 BT 46 R 2 B2 I
CESS ] RAE L T E St U RGE s p L PR SR E At
A AT 042, (B 0 5 PEHE 1308 28 L B RS/ S 1S 0l A1
T ) 3 G0 A T B L5 5 0 AR T 48 B A MO 0 TR R SR L L0 1 7
e 3L B SRR/ S /SO 8 450 (0, D= U L B-D— At 45
T8 ) T V0DV . P I e TR W S ) L 0 B R 2, D 2L
0 B-D— T EF I oL BRI | B-D- AT 4
(0316 S ) 25 00 AL A WD FE N Ml 0 25 A SO O AN 807 5 PR — A 2
285 1B S MOV R A OB R 40 75 70 0 JAOR79BHOR 0 AE
53R T PE ) 0L 5 50 B 980 R SO0 i ) 0 A
A L) LU B TRV R B RO £ o 1 T, S P L A
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%, W#ERemington’ sPharmaceutical Sciences, 3520/% (2000) F Frid g AR e AR FE 7,
SR T B IR BRI A A o A — AN SEHtE T Sh, ARSI K& Y B ke I
H— S8 A SRR A AR o 7R R S 7 22 b, — BB A A S Frid A6 S B kL
BE I F AL o AE FE LS 7 S, AR SCRTIR AL A R RURE A Tl R S AL AT R A A
[0317]  FEdr— DSty &P, A5 ASBT LB AR SCHT IR IV FoAth AL S W0 5 F 77 BH TR 4 .
A A UL T 383K 22 18 T P (1) SRS AT o i FE A0 A 1) SE A A FE AE AN PR T 0 TR P R A 4
RS BTl B Y R, TR L MEE3350.4500.8000, B AR 4E 5, O £ B AR 4k
7, SR .

R PR B A 57
[0318]  FERLLLSTyE T S, T AR SCHT R AR 7 v 1 IR 93, S5ANER B 1Y
HE BREE A SR A I ASBT T o ANAR T FI RV R B & A2 A IRV IR B A AR B o5 A1 3 IR
THIREE G ) AL FELL ST 7 2P, AR SCHTIA R IRV BR B A 7 2 B G (B 2 ) BT HER A1/
B H: R 1R
[0319]  fEHFE Lty b, AN FRE MRV BR B & 7 B (9, WRUSCBR 8 IRy R/
B Eh IF HLAE B R R (B, 45 W FH 45 W ORGS0 ~ 45 W R v - LG BRAT AT &) B
T2 D8 A3 MR S ) B 7 ) R R R/ B R ) o AR RE RS ST T R, AR e IRV
G B A RS B MO R T B 5 70 o AR B SE T T 28 P, Bl A 1 1R B o 7F — LU SETl 7 2
Al e 7E N 25 B EL W R B sk B RO T8/ i v R BRI ) A1 T Il o okt A M A T
T FR G0 ) SE A R AT S SR P 3L H R SRR AN/ B UK B s A/ BB 4% A ) (91, D-
e FUARE R B-D— AR B S B G A ) I PRSI R AL o B Rl A P T i Bl 11 5 497 B0 4
B RREER B, 49000, D—=F= FLARE E7 B  B—-D—0 0 15 156  a—L—a] 4111k M W 1t L B—D—WLL Weg AARE iy 55
FE—BE ST 7 S, ANFRE O N B 2 7R A IR ) A 1 R R 25 7] (B, B PR 2 A iR
B AN /B I HLAE — B 8] Ja R & A — 04 R R AN /B L #h) o A — LSl 77 2
P () 0 360 A L B 5 1) A A 7K T AR 5 o () o e ) ) o 7 e e STt 7 S8, AR SR
B B A TR NV BR S A A A AR I R0/ Bl £ B SE A i By R 25577, M Fe VR
HE T BR B A 7 4k S B A FL 7 A5 S IR FE IRV R/ 6 A0/ B3CHL R 1 R 853 b i By R AT/ 3 L
£h 5 FAEH P DU AR IR BEAFAE IR R / Sh A0 /B R B PR3 ORI EA T o 7E — LL 5L i
7 &, AR E R RV R B A I W NRYT BR B A =125 A0 77, 3R GR R A KB A 7,
M Fo VR IET BR 2S5 R B G W IR IR B £6 , F B f W IR v BR Bl L Sh 4k (g4,
AU IR RNB T BR B R, BERUR R BR B HL &k o 7E — L8 ST T B, ARR s R IE
PR S A ) pHAR PR RV BR 277 o 76— L STt 7 2, pHAR B MR BV BR S 5 7 #EpH 6L
ICTpH 6W) XAV BR E A w2 M 77, fEpHis; T 6 I e IR FR LA RS A ) o AR FEEL St 77 22
o, pHARRS PR BV PR B 5 A E pHis T 6 B A
[0320]  7E-—LSTyf T S , A SCHTIR AR E IRV PR 25 7 B 46 AT LI AT & 38 1
MLEIES A IRV R/ b0/ BCH SR AT A 5 4, B T, 75 WA A R A 5 o 48 2, 78 2 B4 S it
J7 &, By BR 2 A R & A B AR A B PR AE LA A e A AR S KA B F L O
HEAH BAE H SR KAH BAE 2 (B A AR S8 S IRVH IR / Sh A/ B #h o AR TR Be St 7 52
W, A A A A TR R R /3 AT /B Eh 15 2 S A i A L R A
() AR A ELAE F (AR LA BB ik i L8 A0 BAE ) 25 MR IR/ #h 80 /B 5 77 o A — SE K 7
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&P, AR AERR i PR SE 8], HEY W2 5 770 (Wi, ARG E IO BT IR 5 7)) B4l AR TR, U
PR B, REW), KB FREWAIRY, S0 — DB DN -N-Fek st . —
B Z NN N-Z B -N- (N i S Z) Bt —# i . — DB N, N, N-= ek -N-ffi Bk -
VAR, — P El 22 b - AR S B AL 5 P AR — P R S/ B R Y, B = 4

I
= o

M5 EAR R ILN T
[0321]  #E—2Lsjs J5 b, AE AR PR il MR 10 s 48], BT 45 g I8 1) 3 05 1) SR I AL 45 , %
ASBTTEAR SCHTR (1) oAt AL A 0 3L 0 7 422 22 s dd , FH pHERUR 4 58 A W0 55 Y #EAT A K H
TAE TS B 25 H i pHER S5 388 3% , 38 AUl JEU SRR MR SR B ), A8 P B Py RS T8 ol 771), R e 25
W 24 B o e P PR A ) BB A, A AR DR B R DA S AT S B 45 R 2590018 32 R4t
[0322]  7EIX A0 7 ASBTT B A SCFTIA 1) HARAL AW B 2 A P 11 e eh 25 1) R e St 77 48
W, ¥ S SRR I T, Hop Y DR gs 20 i B B A B AU R R e R it
NG Ia , S TR pHAR A, IR/ B TR A PR ) B AR TR AR o AE LS S e T B R R
AR PR PR B 5L, ASBT DRI AR < [A] ) AL i S O FR A U 42 T R G AR T R R S
YIRS AW E R R S MR R AN G R BRI i K A KK D) .

MEEY—pH-BURER G T K
[0323]  7E-—RLSLiE 7 2, A SOl 5 11 i A 2 T R i A 3R AT B AR AR #EASBT T B A 3L
B () Ho At AL B4 150 45 R AN/ B R I 805 o 70 BE ST Rb , IVE A A2 15 B K pHER B
W R RE SE B (H 218 IR B AR 1 B FE VA i pH (B T Rads A Ak 22 2 ) B 28 5 VA e i) W
TEA o A I J3 R B e T AR R VA i 2 R Ak o 72 SR S SE T T S8, AE AR SR 13X 26
il ) b A R A AR B A 240 250m 22 27 2001m .
[0324]  FERELLSjE J7 b, X AR SO IR A A s FRIBEAT B4, DUENEASBTIE 254
B 1) 77 A AR SC R () FeAth A A5 4356 26 28 &5 B AN/ B EL W » T ANAE B T 1 b R o AE R 7 S
Jiti 77 ZE R, i AN AE 45 R pHER 53 R B R I 58 G 00t 00 B R AT A0 4K 3R A5 1) 46 i A/ B EL W
1) e MR I 3K o AE 5 18 (1) S T 2, FHAE R pH A ¥ i 1 W v A A iy o AR Tl ) o1 )2
HE A A AT BAR A — LEIX R SE T e, R R i B R AR SRS N
WA IR 3 WA 3 5 77 R (FE — RS2 7 22 HP) 24 50 B R IS i 57D B iz O B4, FF B 0
I R L R A/ BB
[0325]  7ERELEsLf Ty b, pHAK B PE R MV 5 N B W18 (GIT) WTEALERAI I B (pH
1-2, fEVE AL R R 38 22 4) /Mg (pH 6-7) 2] [=] i A g 119 7 - 838 38 (1 pH o 71 - £ 512 it 7 &8
W, T A SCRT IR R A A0 T ke 25 16 5700 28 P pHIBUBS P 58 5 W3R AT A DA S 11 B3R R il
FEOR37 Wy PN 3 W IR 4 A 388 558 591 B 52 18 VL) B2 T o AE RS RE STt 7 R, X R A MR i ikt
B /N B b v 38 40 R AT p HAEL » AL [ g 2R o A/ B8 ] 5 32 2 b 1 1k BB P pH T R i
PRI, 7R B S 7 S8 rp , AR SRR 1 B B AR ) IR Y, i AR B pHUER R SR A
FE— LS Ty 22, MR AR RR il P i S48, FH T4 B A/ B EL I B8 1 1 3R A 4 FR R T A
Me LI T L T R A R B TR A R TP B AL 2R Y \Eudragit L100.Eudragit S100,
Eudragit L-30D.FudragitFS—30D.Eudragit L100-55.% .M 2 IGERARIE RS . XA
FeOIEA YR AROR IR ER B A B FR R AR 4 2 A0 R I BR RS0\ FR A R B A E R AT R
T HEREESS VIR R IR L IRA YR AROR R R AR A YE R L HA A
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[0326]  fEREesjJy rp , 3E A T 0% 2 45 i A/ B B i i 10 IRGR Y 5 LA AT R A
A/ B T TR ) 56 B DBk 5 W R R AR MR T (A B ) SR B D A A o FE IR
A AW AR RS , A AR fi P i s, A 18 1) SR S AR IR AR Y S A B EIER
LR MR 4 BRI FUH B R SRR L R A R A S L 20 ELREVE R L TTURER
T FEIRRE R RS IR R = VR R I S IR R R R R VR (O W
Be) RFLERA (AR - 2B LR
[0327]  {E A —PhE 2 FIASBT B A SCHTAR K Ho At AL A 0 2 A0 0 3 R 1 IR EE 245 1)
W s 7y e, I 45 B AR R (AT B AR S TR UM B B a7 2
FTAUAR B AL A W3k 36 28 45 1, 1T ANAE B 1 B B AL o £ 3% 28 ] AE MR i 1 22 40k, 1 AR
PR it P R SE A1, S SR SR A M B AE B S A R BN/ B R B ) AR SR U R A
[0328]  7F—SLsijfi b, A C i AT 80028 55 45 W RN/ B L W ) 4L 5 TG ok Dy S P R L
FE—BE S 75 &, ZE SRR T AR B 110 B8 T PR 58, AT SB35 1 P 4l S 43 A 3 R )
TR E 22 I NS5 i F /BB
[0329]  {EHEUSSEE T R rp , A SCHT IR 1) 2B IR i ) A S B A K B R IR (B 5 W
PR 3 T JER 43 338 588 R RN A28 PO MR A 3T A 751) o A8 BB S g 2, B B AR 5% R ZE e A Vs
s aafl, IF HEA s A R S AT B4 Y IR T NN, B AR v fi , T HoK
1t s FE N A I A8 — BEIT 8] J5 M BERE 15, 28 A0 M Bse 8 v R Tt o o KBE RS 1 & T s
FETBOAN 5 I B 1]
[0330]  fE-—deskyE )y R, ASCRME T AE 2R AR O RFE, Kz koS Ah
A pHEUBPE AR R AW E U AR FEEE B %18 GL1T) B, iZ A JZ R 58 2]
1) pHITT A o A =l PR il PR 0 S 491, 78 2 il 77 p 3 IV 3R S 90 6048 B & 38 (1) pHIE i 4F
AiF (¥ 5% 9 3L 74 4 i i . Eudragit® rfn Eudragit®gs (i 2) #1 Eudragit® rs (4 2) .
7E HAth S T B P, %R AL B A B TR R A 4 2 B TR AR R R AR 4 R 2 TR TR B 30 R I
(HPMCAS) A7 i B A I F 771 o
[0331]  FE—uesLyfy b, ASCIRAE T A HA R ZF IR T A4 R A4 2 A AR
THPRES ATOK CHRTARAT4ER R LR IR RS IR RS AR TR R L FR AT 4R K
WK =R CIRA Y 3 PR TR 3 R AR R AR R IR ER R T L T S AF 4 X FE IR R . A
FLR LA A R BRI RRER R P AL 2 R A YR PR TR L P LA 4 K FR R BRI BRI  FR TR A
R R FETRGIR L A A TR R ALY

SRR A RN AIRYT
[0332]  fE-—SesEfE iy e, A SCIRUL ik — DA — P el P A R A0
SEHE TR, YA R 44 2 B1.B2.B3.B5.B6.B7.B9.B12.C.DE. K. 832 B8 L JHR
W2 L 2 U BN E VLS 7 CPUIR IR IR B A B BURY i AR B T - B
F L2
[0333]  fE—SLsjfa )y Brp 24 RS RE TR A =, 4R /A D EK AL s B  B-EH
MR EAGEE AR B W SRR R — MRIR S E T B ZIRE A R R EMm R L
FEBR IR R (TPGS) o

& 4w A (PEBD) RIS ¥R IT
[0334]  fE—dLsjifi 5 Rrp , AR SCHRAAEH i — 0 R F R IR T AN I ARAE R R
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KRNI B BRIT 167 A B T FEARHE h BT8R / SR IE R , LAEE ek 2D I A 0E I
BHIEVF 2 B3 T R R K.
[0335]  iZANEHEL AR DS K M 1) FE 43350 443 15 1 0em K [ 175 B DA AERE S (HEY 1 3k 1Y) 3
) AXE BN — I B NREE N 55— I N R DU B/NL CRARRE B Suvr R 478
ERFF D) o A R AR ART] F TR 25697 380 IOBE B, R R AR 2 K
BT ZERAER] BEAS R T4 i B3 a2 ) Lo 35 9 NV 471 4 3t A AT e AT B 1) 8 A ot v
S AR AT () R B o

L ASBTTAIBE ~BERI B AVRYT

RE B
[0336]  7F-—LLSLjif 77 22 , ASBTT 15 B8 B Bl RE I AU IE 1R 3RS Mt AU MR R L B A T R R:
REFR R B2 IE I 20 S R R A T I SRR L 2R e R 5 L =G M SR AT RE R
ANBBRER A i o AE— L5 0T, W AR v vp AR/ SR 3 B 14 338 075 1 ) -4 s e 1 i
A5 FEAR A T #2740 40 1 EH 2 PRI A2 288 A JH DR (30 7 AR BT S AL A B U HHA T
HE
[0337] R HASBTIAIEE 3G PERL 4, M iZ A A LLRIT A A E G ZIRIT A EH
ASBTTAN S — Mk MEpk 2 (1, B& %) R A A RIE A EIE, P S BH G A=,
B BT A3 51 R R B s B R A A, 2% B AT #e W ilm RV ST A A&
R, SR b A Y, 06 AR SCOGVERTIR YT B SR s DI BRI &, 25— BR A 29T k
AR A —LE ST 7 22, ASBT TR QAR SCFI i ) HAR AT AR 7% M 18 43 ) 4 16 58 FH ek i
W ASBT T H ARV 11 B 7 LAVB ST A B ATAE, 1 50— P AR IR RV I A A B AR A A, 5%
32 BT BT B B B 8, SRS T2 V8 T A R0 o a0 AR SC R I, AR 8 ik
JRE7 AR Y Ao (BT 22 ) 25406 PR SR R BB 5 R, e S T B 4 1 1K) % 28 91 ) 2880 2 ) S R o
) % R P R (B 22 ) 245 P PR AU B G 208 R KT B 4 3 110 5 25 7110 30 288 B2 1)
SR BUSE o ASBIT 5 — il 22 b b3 H AT 14 Bl 2 FHAT 326 b 5 — PP ER 22 Bh O Ath 25 28 27 7%
PRV 5T O ATART 38 >4 1) 20 30 FRUHAE A8 SCHTId 77 2 B 6 LAY
[0338]  fE—ULsZj Ty &, A S MIH) BARIE BEEU T 90 B AR B2 W S A R
(1) AT AR 4 V697 77 28 MRYEZI0 P RE B 0 1) 14 5T, AR IR 0 A0 BT A AL & 90 1) SEBR
PR, AT Hb R I (84, (RIS 35 A ] i) BY7E R — ¥R 97 77 2 ) B A e FH AT ik A &4 - 78
FLELSE A, FEVR YT 7 S HIAN BRI I 45 24 00 7 A0 B A5 4 24 1 IR B 1 e e 2 TN B
YEIT B I R PPA AL AR R o
[0339]  fE—Sbspjifi s b, M WAEIR T ALA R E IR V69T A RGN E A BT AN Sk
A T E IR 29 T BBV T 7 S HAR 2 R T A RO =TT
[0340]  FEARSCHTIA RIS Va7 I —LeSETt 7 S, W4 P Fl4h 24 (co—drug) HIZEAL BT H
BARZGH) . Bric 7 B 8Os L 55 , B4 i AL &0 & A BT A A, 24 5 —Fhak
% P AR 2 i MR R T FH I, AR ST 3 14 1K 4K 5 W0 AT 206 s 5 A A 12 ) ] s R 4% 4
2 AEFELE S, an RAHGR 25 2, IR R A 20 5 Al B 7 I & AR SCHTR KGR 7 ik
A ADEYIE 4 57 AE H e .
[0341]  AFade 2 AFAr] Mt B L 22 (R I e FH 22 B 7 7)) GHe o 28 2 — il AR ORIk G 97
AV QR FWF, WAEIE DL — G — T 2UE 2 POl st 22 Bl 771 (U 7w 6
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B AE B — A ABEE B PP IR AL o AL S o AT L DA 2 IR RIS 45 TR TT
I — B o A8 HARSE v, AT 1 DA 220 IR & 45T PRI I T 50 o R AN IR I , JOIAE 22 2005
B0 (A RN PR AR ATARTOE 4 A IR, 8, AR O 21 /DT-4 J] o I 4, B 7 v A R i)
FIFEAR T R R PR ) 3 B AR FH 2 Fiig I 7 A& (AR AR SCHTR I P FhEl 2 Fhik &
) .
[0342]  FEREECSL Ty S, WA 22 Fh DR 2 ok 0 A8 HII VA T TIBIT B 35 - 3R 2 At 1) 9 1L
PR TT & o aX Le PR 3 A HE 526038 B A8 009 DA A 52 3 I A0 8 AR 3R PR 0 X B R T
ARG o DRI, 75 8-SR it 7 G2, SERR R B ) & 77 AN R B & A SCrig HIN R E 7T 4
[0343]  fE—MLSLyE Ty b, DARAREE A R I 45 24 (1 & 37 57 2L B DA S ) 70 2R 4 A A Rl AR
SCHTIRIBRAVRTT I 2550 o AE LB SR 7 S8, R RRIBE B VR T I 25 W) AH 48 it L A —R 97 ik
A E IS ER WD 45 2R T e FH o AE— S8 ST 7 SR, P AP 45 247 R EE R A 4R it FHVE 1
¥V B 1) o it P S K 9 1 7)o AE RS STt 7 v A AR BR il PR s 4], MR 4 5 2 R T o
T AN SN R A I R B3 L LR S N EN 7357 a0 A 5 20 IR 45 249 0 B8 1) ) I
) B 120 B8N AN S
[0344]  FERLLLSTIE T S, RSOt T BRGIRIT AR LS T B, A ST IR KA A )
AL B BAMIE T ) o AE— BE ST 7 S, AR ST B 7 VA FE i FH AL S 3ok Va7 R G 55
T AR ST Ty B b R AR YT AR SO AL S AR T S — BB BEAT T H
PRI I, 2504 R () v 7 R0/ B A I 25 ) 2 P BB Ay e B B T 28 3%, 3 B 5 AR SOk i1
ZH AW RN 50 [ B B3AE 26 30 2 H

i)
[0345]  7£ 55— J5 I, AR A TUH A AR 2 MA-S YR T BEms 251
BB AT T R, & AE T DIRG 250 26 B SR K 2554
FEFLESLE 7 S8 o 25 G A4S T 10 IRt 24 1) T 78 2 5 B -, A2 H A Se it Ty S, 24
AL FH T it FH M B R ) T 7 48 o AE RS0 St Ty e, 25 A FH Tt FH 1 R W
SR P E 7830 5 25 , 1 AE HAh S 7 S8, 245 S A4 FH T it FH 0 5 P 591 ) FLAE 7 v 5 2%
FERE LSS Ty Z2 Hh , 2 A0 FE FH T it FH L YA 570 %) TR 78 0 s 0

A EY)
[0346]  FERLLLSTIE T S, ASCHR M T — M R IT A R E R AR SR T &Y
HMH GV ALFLLNE DT R WA A WA S ASBTHI IR (614, A8 SRk (R AETTASBTT) o
[0347]  ZERELLSTE Ty S MR AR B T V2R FH— AP a2 AL B8 5 B AT B2 1A M TR
PEAL SN T s T 25 A SR B soids (g, 491, R RN 7)) B il 25 54 o 723
BE S T Z2 R, 38 A BRI EL R T TR BRI 45 2508 120« A SCHTR I 29 A A I MR 2 00
541 ,Remington: The Science and Practice of Pharmacy, 2819/t (Easton,Pa. :Mack
Publishing Company,1995) ;Hoover, John E.,Remington’ s Pharmaceutical Sciences,
Mack Publishing Co.,Easton,Pennsylvania 1975;Liberman,H.A. fllLachman,L.,Eds.,
Pharmaceutical Dosage Forms) ,Marcel Decker,ZH#],N.Y.,1980; fPharmaceutical
Dosage Forms and Drug Delivery Systems, 87k (Lippincott Williams&Wilkins
1999) .
[0348]  tnASC P I3 G W) = 18 AR STk AL &4, 51 an AT -VI AL &4, 5 HoAth
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A E B BB AR E R R S AR B ) BRI AT/ EOROE R TR S o A SR A
TG OLT , ZPA WA BT 41240 & Wit T AR BUAE L o 78 SS T AR ST SR A 1 ¥R 9 7 B AT
T R RS2 ) &b BRI T A S A STIrd & YA 2 Al &0 FH T 8H e ia
7RI 93 I 0 B 0 1) IS o £EARF T IR SE T T 280 5 A% MR N o AR ST I 18 () TR, B
M EY 5 — FhE 2 Bl H ARG T RIS A SR AL 54 .

[0349] 7B BESEit 77 G2, R AR ST 1) 24 W il 77 LA AR ART g =Xt T AN 1% 07 S0 H
Z PR IR — P B Bl AR N FERR S PR S, v ange O B Ah (elan, gk R
TR R R BB R 4 s

[0350]  fERLLLSLE Ty R, AR SCHTIR ) WA S A5 — PhE 2 il 2 % 25 IR B S T
LR 252 BRI 2 1 Eh T s AR 3 T B o B AR ST il A ) o 7E FE e STt 7 22, %
AR IN-E B 2 A B R i T 20 (R, 2 @74 (R AR SO id A & W AE BB LT
ARSI AL & I E N BAR S i ARATAE T A B S A AR R A &5 AE AR SO tH AL S P ) Y5 T
W o FERLEE ST 7 S, AR SCHTIA AL S LR B I BUE AR A AR, i iE fle e
AR 255 ERTEZ HE ), B, K SEERE AR SCIR ML SIS LT A
FEARSC PR

[0351]  fEREECSLRf T Zerp, “BUR” A2y 5 BB iR A R E 5 AR SOk S
Y, 1w ATV IR AR AT A 54 B0 RE 25 e AR 8 (1) 7) 8 PR R TS0V 12 Jo 30 AT 106 8 o 0 H91) ) 28 4
MRELFE 140, K5 700 Bl om0 A7) 2E 78 700 2 T R A 3G VA ) AR E R T )
R A RBEREE .2 W, T, Remington: The Science and Practice of Pharmacy, 2519t
(Easton,Pa.:Mack Publishing Company,1995) sHoover,John E.,Remington’ s

Pharmaceutical Sciences,Mack Publishing Co.,Easton,Pennsylvania 1975;
Liberman,H.A. flLachman,L.,Eds.,Pharmaceutical Dosage Forms,Marcel Decker, 4l
Z1 N.Y.,1980; flPharmaceutical Dosage Forms and Drug Delivery Systems, 257t
(Lippincott Williams&Wilkins 1999) .

[0352]  phAb, FERLLE L 7 b, W A SR K 25 A0 & e i g R o DR b, A — BE Sk
77 Zeh, A SCERAME T Od A I 2 AR LS AR SO I A & R R o FE R e SE e Ty
Hh A D AR PR AR ) S A8 5 T 78 A P T I SR RS R AR T ) )
VR T A 1 R AR L A58 ) F4E A 701 ek o 1) 9 9 o 1 R R R Rk R AL
FRHEBE 7 BT AR R TBU 7 S AT 701 kv OB TS 7] 22 T it 550 R 5
TR R 77 o

FE[R] iy A v M/ BRES B BRI

[0353] 7B B St 7y S, AR AD 25 Fo VR 1 50 A8 20 W R s [ g afe i [l g ot o A1 /B
S Wy R R IR B B i (a0, S R T R AR R B R o A RS T R R, I AL B pH
UK Y (B30, 5K F Cosmo Pharmaceutical sHIMMX ™ 57) I fo Vi PRI AE 5 B A/ B4
TR TR 3R B o 3 T2 R TR 3% S p IR PR 3R & W ) SE AL FRAE AN PR T4 5 e 1k 3
(521, ~COOH—S0sH) 3 BLZE M HI B pH (1401, 297 2 29818 pH) T IEZAK B 2R M R 2K &4
(il Eﬁ%Wi‘%@%ﬂ/ﬁ@%ﬁi%ﬂﬁﬁéﬂﬁIﬁ%??&é\%,fﬁﬂﬁD,Cai‘bOpol@%ﬁé\%) oE—
Sy G, TR ] A S 4 AR TR 7 B A, 5 ORI PR AR (B Bk A T TR D oA
—Ue sty e rh AR AR R (d1-TRAC R -2 A2 BR AL A (PLGA) O T ASBT i % 22 7]
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W A Sty o £E—— LU St 77 Z2 R, N T A A S e M o 1% B T B R/ B B, £ ASBT TR 7511284
W%k & (it Eudragit®™s-100, 452 — F R 2R 4F 43, B L IR 2 IR R AR 26 — RS,

FRTA L F LA 2 2R AROR RS, R TG IR R UM IR BRI S PR AW, 5555 4K
FE— LS T R, N VR AL RS TE T 1) ] A B8 I 38028 o A D I B0 1 3R e 119 S A6
AOLHE A SR 1 U H B SRR RN/ BSUAR S0 B e A/ BRORE A 485 4 (9 4, D LR L B-D-
ML R A R 7 FRT 285 0 ) TR0 PR R0 R0 Y o 49 B, B o Tl 2 0 7 I 1100 I 49 /0, 45 440 T G
At 5 D25 FURE T B-D 81 WE T I a— L~ 7 A R IR R T I8 B—D— 1Lt e ACHE 7R 25
[0354] AL AT IR 1) 254 ] Ak 7] R AT 36 b AL 25 R ST 1 H A v 7 A0 A 0 F0 — P ER 2 Fil
2455 BRI IS IR, G AR BB R A iE}E?‘ﬂJ EE S0l S N7 1N 25 571N
A3 IR < 2% v PR R T R TR RRORE R 3 R TR R R ) AR e ) B A
FR B R IR B A AR T R B — ﬁ'&%ﬁ'éﬂ/\ FEFEECTT I , R AR AR
%, WfERemington’ sPharmaceutical Sciences,2820k% (2000) BT iR [ ARLL A1 R FL 7, [
SR T-VIL P HRe  EAAR A — N SE T S, A SCHTR AL A P SRR 2,
H S8 A i 4 AR  FE R S T S, — BB A A S Bk AL S 4 B Uk
BRI Al o AE FE LS 7 2, AR SR A W R R A Tl I A A R A 0K
[0355]  ASBTHIffi 5% (%4, K I-VI4 &4 F T4 Tib A/ BOG IT b BRI R/ BR
HE- R 9 B 25 o A 75 LK BRGR IT (R AMAVE 97 A8 SRR B AEART 5 98 BURRE 1) 77 V268
FEXT BT IR VG T A SE N AMAE S A A MH A & 20— P SCHTR I ASBT
IR ECH 255 Rl sz (0 #h L 255 AT BIN-SA ) 2550 AR ) L 255 BT ez
[ R 2B 24 5 b AT s2 IS )

itk /7%
[0356]  fE ALY FELe STt 7 S fRfit 1 i YEIT MRV AR BR Y AR 14 9 1
A PR 7 12 A R o AE R L SR T S ZIKITE{ﬁT Tt DA 250 98 5 i)k 6 1k 400 1
ASBTII AL & WIS «

a . B AEAE A i 24 e PSS 28 P 2t

b AT 20 Bl 54 (9T, anAR SCRT IR AL A4)

c K MBI 2 Ak A AT ASBTYE P H 51 (1) 20

[0357]  fEBLULSLE T R, ASCRRE Tl BA T P RE RPN IE RGN SIS
A5 .

a. FEOLE R M7 iEFE A A B AL (514, Caco—241 D) 5

b. fEIE L T 2 fLES TR LI B PR R 348 g s s B2

c . AT 40 R TR S MU R 42 Atk &9 (B, A SOk 46 &40 i a a4 K
FETRI R[] 5

d . I VRO L - B (LC-MS) A I B & 78 55 2 I PR AL S Pk B R v AL &
VI R e
[0358]  7E AL Ty 22, 0 2 1 PAT N TR E PR (PAMPA) 25 ) 4E R4t 1k
a0
[0359]  FERLAL Sty S, a5 A 49 0 1 78 R V) W AL TE RS o AE R ML A
.
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[0360]  fEILEL Sty S , A SCHR A 1 AL LT 25 SRS AN AR VT 1R sk R A RO AL & )
5 -

a. S A E oy HAT Tilm AE T IR e o H 1 1) i 4 M A R ) T . (481 4, BHK 4 i . CHOZH D)

b AT A5 16 A (1T, 1A SC TR A6 & 4) R/ BB AR e i IR 8 (9, M e A
REAELTR ) I 7 3 > K L PR I ) 5

c. FHE 21 G L (B s IR 6. 2 b R 700 i 4 5

S U BT R 5 20 1R T AR LC PR R R ) P AR I

SK it 51

LRI 1-2R A -1- (1, 4- R RN [2. 2. 2] 7 58) [ J) WP 20 — P AR
FEAL R 1 5

(03611 ERL:5- (1, 4- IR AN [2. 2. 2] ¢ 38) —1 - S e Ak 6 1) 5 R

[0362] @1 4-— fwﬂﬂ [2.2. 2] e 2% T THR R o 32855 N N it 05t , A VR A 4 el vt
P NVE S
[0363]  JDHR2:N-ZK -5 (1,4~ RUZR AR [2.2. 2] 3E L) —1 - Se ik 6 1 A o

W

I
N
R
[0364]  #%5- (1,4~ R AR [2.2. 2] 3¢ 5E) 1 - S be b 3 BF T 28 - B IR
L IR AR A P8 S BLTR A9 o
[0365]  DER3:1-2R 41— ((1,4- U WA [2. 2. 2] 30 [l D) WP 2008 — IR —
B R A 3R 1 A i o
[0366]  PEN-TRZHE-5- (1,4~ AR [2. 2. 2] 3F 38 — 1 - b Ab 6 5 — U Bk
—EAEIE T B A o 78 Y T 4 I STR A -
[0367] SR FHANAR SCHT IR 1K 772 37 % FHIE 4 1 R 4t L il 2 R LKA 540
*1

: \/F\/L/\/\;TQ
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2

10

11

S ]2 « X ASBT—A 153 (1 JE - R Y 40 11 ) 4 A1 1K

[0368]

F N ASBTHI cDNARL e 4)1-6: 58 '8 (BHK) 41 . BA60 , 000 41 g/ FL K 41 g 32 Pl T 96~

FLAL ARG FRAR P o AEF P 24/ NS A HEAT 1056

[0369]

FEBES 2R, FI100mL 156 28 Bl 4 4 28 )2 o 2 I A 5 5 6mM [ CT AT R
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Wk — i 22 A LI RIS G M b (AL AP K B 2 P A 3mM [V C AR T IR R ) » 4l s 7%
YILEST'C NI & 2h o FHPBSTE B AL o 5 I MR TH HOBUIN 22 %% L, 48 U & 25 L P B T80 PR 7K
LT REBNAH 307 B o HAT . Z ASBTH IS PR A Ak S5 it 1 I rh /e 40 g Hh W 22 2K
IV T P R R o

SEHE 3 : R GLP-243 WA AR AR B
[0370]  ANCI-H7164H s FI/EL-4H B AR Y o 76 #0560 SE 58 1HEAT BT PR R L 4 4t 422 P T H
Matrigel®4 i (151 2- L 57K A S MR o 263006 24 %, FHGE e 5 40 - 40 e 5
PR 3 R L B WA A Y — B B 27N o A B i e A B 37 GLP-2 [ A7 AE « 8
TRERE B USC B 35 3 5 v 1 G, I A7 B B EL B 38 o SR FHEL T SAZ3 AT GLP— 20 47 4E o 7825 A DU
AL B PR A DU B N E GLP-27K i 8 1 % AL & 1) 22 BE 08 1 5 GLP—2 A L4 Jifa
A A

SEJE 54 < AR N A FH R
[0371] g IAAL & Mg T EhKIE TR o 2 2-10mg / ke 44 B 42 bk P4 B0 IR 45 2545 7
Sprague Dawley Kb o 75 2 8/INIF (3% T - I 7] B A i 20 Jbk B A7 Ji A o 3l 5 %2 & HPLC
A1/ BFEEIN E A B W LR R T o D58 A A D ) T B 22 ATAUCHH
[0372] T FUMR 45 24, il ik AT ) i Joi Al BB S AR ot SR vk S AR M ) R 28 i i AN i
SRR 5K 43 B0 7R R 42 B 1 T R 0 29 P S RS Al T R % (B)
AN

F=AUC ,0/AUCiv

S5 « AT 7 [ g Mg 240 e oA R o BT PR P B 36
[0373]  SDIK R H ) [l A I R B 7K P 20 R W58 « S B 994 PBS 188 1] gy A< 3 1T 3—cmBL o
FHARAN I PBS e 2 i » % [ g ) 1) — BRCHEAT PR B, SR i AE 3 e ) PBS vh 28 Js Ak LA T 52
For 4, N B R A o R HILC/MS/MS FR 45 VPl LR\ DCA L LCA L 76 I 2 I 152 111 B JIR U IR R 7K

St 56 « FH T8 5 6 HE SR AR BB VR AR i (R VE 97 R 204
[0374]  Mdr 23 /) B ASE Y BIR VU R BSOIE v TR 14 I8 U5 -5 1 KB, Gl ot Y U i / o8
B b Z) FTF IR A SR (K A o 5o X e s 1 Bk it AL &4, 140 &) & ASBTT, 4l
100B.264W94 ;SD5613 ; SAR548304B;SA IMR1741;1,1-~44%-3,3- T H-5-xHE-7T-F IR
HF-8- (N-[ (R) —a— [N- Q-Tifi 5k £, Jk) 2l B I e Ak ] -4 F0 JLR RE ) Z R R AR R 4 ) -2, 3,4,
5-PUS-1,2,5- R A A BT 1, 1- 503, 3 T -5 JR - T-F A 8- (N~
[ R) —a—[N=((S) ~1-JRHE-2- (R) —FL TN FE) 2 B F B 2k ] -4 R i ] 2 B PP B R P 28050 -
2,3,4,5-PUE-1,2,5- KA A8 1, 1- 2 4AR-3,3- ] -5 FR R -T-F Fi k8-
(N=[ (R) —a=[N=((S) —1 R F=—2— P B DA ) 2l o Y e ] —4 30 0 R ] g R B R P 4D -
2,3,4,5-PU4-1,2,5- 22 AT i1, 1- 2R3, 3- T -5 dR T R 8-
(N={ (R) —a=[N=((S) ~1 R H: A B) G L Bt Ak ] —4- 2 A Ak ) 2 B P R A0 RD) -2, 3,4,
5-DU&-1,2,5- K R 2% 2R B B, 1- AR-3, 3- T k-5 2R -T-FR R -8 [N-
((R) ~a—F H—A—J7 3 ) GUE R BRI AR 48 0k ] -2, 3,4, 5- DU S-1, 2, 5K IR AR 2 R v
(03751 HELI- S B T HELY - A0 P B 99 3 o 375 A B 7T I B 40 3% 5 e PR 22 RSP T L/ IS
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B /K B H B 37 A B BR AR 20 3R AT LU R S Ak o ML MR B2 / £ 18 e 58 At 0 JIEL 7 A
CCDCAR 4R S PE BRI EL TSASR I 5 o ML 375 AE 21 28 /K- I d F sk i B a6 ke il o - B3, ]
PAVACER /I BRUFT FE A LT DA U 5 40 B 5 1 e 3 27

SEHEART : £8 1% LUMO0 1 R 1 - [4-[4-[ 4R, 5R) =3, 3~ T F-7- (- H I EIE) -2, 3,
4,5-ME-4-F 51,1 - E MR- -IR IR R e -5 ] R B ] T A 14— 2% - 1 - XA
[2.2.2] 3EHE R R ER 25 (P A 9100B) S 15 K BRI GLP—27K P (1) 52 W (1) 1F 52
[0376]  fifi12 U4 KEVEHSD K R 25 16h, 3745 7-0.3.30. 100mg / kg I AR & 4 &b T 25 1R -
ML e 72K R VR A 0 I ASBTT, BFLUMO0 1838 1 [4-[4-[ (4R,5R) =3, 3~ T H-7- (- F &
L) -2,3,4,5- WA 451, 1- A1 - IR A -5 ] R ) T 3] 4 -1
B [2.2. 2] F e FEER £ (FHNanosyn Inc.,CA,USAG R (n=>5/4) LA H 50,
1 3FN5h, £ 25 i) 5 A RF 2540 B 405 MR 35 K B0 . 6m 1A AR 1) AL AE 5 3 0 7 i 2 GLP-2
AP HIEG PR L 0n] DPP-TVHIIH] 741 /m1 il AT £E 1 0min 5o ad B 1 AR OR A7 A AE-T0 "C BR
SRR JE T B A7 - FHAEART AT AR 3R A3 I ELTSA ) Sk s IIGLP-2 (5 14:pM) -

SEHEIS : Py 75 il 77
[0377] ARG YRIITHF (BIAn50050K) §iiiL 1 0ke N I-VI4L &) FR K 25kg FLIE— KA
Y Skg#2 7A F FF FL A7 4 2 1 0 S R T -VIAL B9 M5k g BE IR U85 (FEK) TIN5 24 i Hi b
B (e SR A L) TR IFBIR - & 18 S I 5 (9 150030K) 1k BB Y 3 HBIR T4
50 % MW 7 (2. 5kg, BHJRER B8) 107 , N 22 Fr il 45 VR W v I 5080 VR A o 17 900 4 10 0 0 7
(2kg, g B2 B6) ok 0 , 0 22 Tk B VR W vh 5 R 8 VR A o A S0k (81 200 FK) o 5 DA 3845 1A
BB KNI RIRL AL RIURE o 7 — R SE i 7 S, BORAT A 8 A AR S IR A, R 4
IS 5 FR TR S AP gk 3 R TR L R L AF 4 3 L R LA 4 R R TR R IR AL R, LR AL e
PR T 751 o P ORI AS AE I I e B

SEHEA9 : JLFH 7
[0378]  jgifit F il 77

PLF 2 ) F IR 1 2RI -VIRIASBT 14k A4 (41 01, LUM=00 1 B LUM—-002) [ K HRA% il £
(100kg) -

TR (LUM-001) 25kg
FLBE—/K 5 W) NF 475 kg
T IE R NF 18 kg
WM 4R NF 17 kg
AT IR L 2F 4 25 ) NF 6.5 kg
FEHYETH K29/32 USP 8.5 kg
100 kg

[0379]  {EASBTI (2.5kg) FLME-— /K GHINF (47. 5ke) FRUBALTERINE (18ke) ol 21 4 ZNF
(17kg) AZHER B A 4E 20 BANF (6. bkeg) FIER4ERRHK29/32USP (8. bke) 1L #10 H §ifi o 453 i J5
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IR EHINA600Co 1 let teiR A 2% o ARG R IR A6 B CAME IR KK B A — 0 1%
() BB IRIR B 0 22 20 3777 98 RIIV-7e i #E L (B '5:C266200) H o AT A 5 R BENF (0. 5-
Lkg) 1AL 10 B 07 2E NI A& B 2888 o [ PKEEFENL ) A — NN K 29— 1 Al T R B
TRADH KR B AT — PRI BIRIE A YN EKi kusui A AL PR A 71 7] BC 2 15 46
P 2% DL HIE B T-50mg 35 75mg B 7 FT100mg B 71 1k AL
S5 10 « MHLVEG

[0380]  #740% (w/w) [f)Eudragit E100/) ZEEERAEHEFRE T IMNIE R A IR A EHSE
TEECURE o K453 B R S0 08, 1 J5 i 16 B it i

SER ey 4.0 mg
Eudragit E100 0.6 mg
Bl HEER4R 18.8 mg
LW HEESSR 15.6 mg
TR P AT R A B 1.2 mg
oy B L 0.3 mg

ERERGLS 0.6 mg
it B SRR ) 0.6 mg
i I 1 0.6 mg
T o 4T e 2% 4.7 mg
(Avicel PH102)

47 mg

[0381] Ky 1 i 43 ROk FGIURL & MG TE AN AEAR AL I 78 VR & B AR BIRR A1)
MIEFERL R, FRAERCA A I ) Sk 09 A 38 B e i s /AL 33047 IR il .
Sl 11 s S

[0382] B4 HEVEZucker K FRIB AR BE K SR (ZDF/GmiCrl—fa/fa) W Charles River
(Raleigh,NC) H B T2 4F F (12: 1281 BIHH , 24 CHI50 % FIAHXT IR ) » H HH IREUME i
P4 (Purina 5008,Harlan Teklad, Indianapolis, IN) . T KR 2)iA-L Ewd (£3
K)o zeat LER AR S, K KR H 3 5e (Abbott Laboratories, IL) BREF, H7E 49 5
SRR IR ML (A EER) « PB4 (Bayer ,Leverkusen, 75 ) I & MAE ATy 7 ARIUES
B AL, B T FL 25 &) BRI ZDF KB 70 96 b R 2H - 44 (0. 5% HPMC. 0. 1 % i 80) Al
5P E R 264W94 (0.001.,0.01.0.1.1.10mg/kg) I RFR AR RS T Fr A 4038, BRER
SN2 AE T AR B9 SN R ERCR SR e (SRR 7558 — R Ab ¥ M R Ui S 35
FE 247N

[0383] s R4S & AT HOlympus AU640IE R 73 B¢ (Beckman Coulter,
Irving, TX) M EAEBEALIE TR (NEFA) R B AN S8 S2 AU IRV R
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[0384]  SE&AgE Iy -k itk A0 R L 5 MR AR B2 () AR 4K, o 11 AR 264 WO 457 & MG 1 b 3 i & 58
W R I R o 24 5 B Ak B () KBS0 AH B ISy, S8 (8 IRV BRI T s B 2186 . 565, EDso
0.17mg/kg . 7£264W94 AL 38 (1) K R ZE(ENEFA UG AT 189 1o AH 5, 7 264W9442b B (1) K B, v 1fi
N BRI 77 S P B ALK . 2 LI 1
[0385] Jifii FF 3 38475 & (1 SC—435 FILUMO02 J5 ZDF K B, 1) 1L 25 HE I 18 7K T o 308 e A K 11 ) 72
YO HEMEZDF KB, (n=4) jiti F %844 . SC-435 (1. 108%30mg/ke) BLLUMO02 (0.3.1.3. 108, 30mg/
kg) » FFEE2 ] o AE 55— JE 45 AR U2 IR JR Y BR 7K F o X T B R & 1 SC-4 35 F1LUMO02 , IfiL
BT BRI FEAR « E04E 2 7R 1 2504H == SEM. 2 DL 2.

S 612

T — IR TR E AU LUMOO 106 P 48R 288 Ji s ML 375 LY R (A ASBT T 14 P A P 38 482 [17)
FORD RS (8] ) Bh At 9
[0386] WK ALAH):LUMOOL-TE T
[0387]  Fl| & #E 4% A it FH - ¥ LUMOO 1 BAJjitE FHO . 2m1/ kg IV VR BT 75 B IR FE VR R AE K R TS
WE T HKIKEE (Torpac Inc.,13%5,{it#k594,Fast Hanover NJ) 5 3F I ARG H -
[0388]  J: [T EL 4% R3R H Covance Research Products,Cumberland VA or Marshall
Farms USA,Inc.,North Rose NY.iX#&szifh @3t 120 R (1-5% , /K H6.8-15.6kg) »
i 3 e 0 ) 5T 127Nk B /IS 4 20 9 B R 777 A0 308 AR L/INB (1) FR B B 0 1 PR 15
(Richman Standard Certified Canine Diet#5007,PMI Nutrition,Inc.,St Louis MO) .
BeiNg 2G4t (16#E397g , Evanger 100 % K H2F Al ,Evanger’ s Dog and Cat Food
Co.,Inc.,Wheeling IL,550g ik @WhmEIR ) I L2048 P s iz fide 7 28 61 o
[0389] iy NV ER (SBA) WUI5E - i3t W 1A 35 M 72 SBA - SBAM{EL R 7~ Ang e IH VTR /m LI i
[0390]  F-T- VPt Z 40 M35 HE v FR ) 1 s A0 i P 5 S ) 7] (30 %) B S5 < ST ) AR A
EE A% R B SBAZERE £ IR A L/INI 5 F 8 RV E K, AR FRAERR KB4/, TS R
B 9 T VA AR AR A 5 45 76 R A& £, FE MBI ) 2 4E-30.04.30.60.65
70.80.90.120.180.240.360.480.720.1410F11440% % i 24 F T SBAI & (1) ML . AE 55—
R A BE A 5 20min B BR AT AR B BV N T B ALY R SBAR & I AR B K1 T V2, 78
Ohritf 4576 A MR, /e — & Jodhr BIR 4G TSN/ 28 B . /E0.1.2.3.4.4.5,
6 7 FN8h i AL ML AE o 761X L5256 Hr FRA5 1 SBAZK -~ 71 fth 28 FH A 8 52 LUMOO 1 5256w 1) 1L
FEREM RS % . REG A RE, LI BT o v, 7648 AL S sea6 b, & R e A
Ha 5D, 3 B the SBMEAE N ETA HAb T 35E 5 HEfT R 2% .
[0391]  F-T- Ul ELUMOO 135 4 (47 RS ANk TR) 1 SR 3 « 7E MR bR AR SE S48 Lhr J5 , K LUMOO 1 A
0.0.01.0.05.0.2F1mg/kgZt I jitt FH &4 (n=6) - \FRE R HL-30.0.30.60.65.70.80.
90120118043 %fNf K42 FI T SBAMN & I A 5 R Ay 78 9 H 5 B AR, IF B 35 SBAZK S
556043t (1) 7 2 SBAZKCF-HEAT EL 552

1. LUMOO 156 40 1L 375 HEL Y+ PR D3 2 ) A 2
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| SR BT R tegimh

P s | B s | FHE s PHE s | FHE s

seadng

AL oRE o83 L o1s L B aoala =
S L e 0 Woam A R
> s i £iq 54 38 8 T R W4 3
. o i o S8 ag 18 N NS e e
we w2l ws s e 13 48 S8 AR

B Z00AE0 43 Bhint AT, FF 726093 B 4524

sk = JE I OUR B URE e R B 5 IR — il 28 P 19603 B E LE 3ep<0.. 05,
[0392]  F-T- WU LUMOO 1 E PR LM 7] (1) ST « BR— S8 B AR A P 7= A2 28 Ji5 SBAFF /=1,
FEPR AT S 1/INB) FF 51 WA AR R 1 3/NB P AR R R & Ja TR SE38 (2) R EHLUMOO 1 {R— FF
T TERRL4 . 5N o A AR S SBAZKCT- 0 S ASBTHI i 37 6 /E FH 7 482t 1) 75 B AE X BRSO
SBAZKPAREFFF 1 H AL B G WE FH I AR ERE 2, BU 728 o 7 51 R AR BT () e
FZAL A, TR AR MR B AT 18] N 7025 WAL R G TR AR 506 1 o DRI 0L, £ FH R R 2% 3 vk 42
A4 52 SBAF =1 1 & 11, L AT T WU S ASB T it 771 () A/ FH 357 2 1)
[0393] 753k P T REKCSBAR FF i1 : 7EMR £ 5 Lhr ¥ LUMOO 1 ELO . 0510 . 2mg/kgé7<u)‘j@
26 R A0 fE LB G4/, 3RS — & &N 1/ 210 55 8 FSE — & — 8, g R
Ft:%f@ﬂi%ﬁ,ﬁﬂ%—%ﬁtﬂ&ufﬁ%ﬁ@smﬁ%m%N\T%#E%—*%E@Hﬁﬂﬁ_ﬁo\1\1.5\2\4\
4.5.5.5.5.6.6.5.7.7. 58/ 24 F T SBATI & 11 LKL 35 22 SBAZK -5 L /NI st 1 1
BISBAK T-BEAT LU 3, B ROAE R [ B 6k B DA IS RS ROk AR AE T HSBME A B Z KT
Lhr P {EL (R IR 1) o

262 LUMOO 1% 00 XL 375 FIE VA 1588 PV P R 42 ) ) 1
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SRR gt
RS Ao wsd LS00 kg el | 02 kg o8
ey PR sew | TRMW sem | FHE sem
B 25 B8 18w 13 W
2 BN 1.8 &3 48 B 83
3 Wy a2 S I R
45 168 15 84 ar o o 88
5 8 28 T 87 L ga
W4 23 T4 58 3 48
L 13 18 §3 110 8 98

[0394]  {EO/INES A BT A SR A, FE /NP & N4 TALA D, SR G AR A/ N PR A MM
1/ 2284% o = T I 00RO RURE it 3R % 1] — il 2 1P 38 (B b #0p<0 . 05,
[0395]  Jjik2: —R AN 2455 M B 2 [A) F A K ) g = 4% e b, 7E MR BT R L . 5/8EF BLO . 05mg/
kg, BUAEPR AT AT 27NN LAO . 05810 . 2mg kg, [A]6 R AWZE (145 T /K BLUMOO 1 o 3X {3 75 FF =1 [ SBA
T AKAERT TR SR i #e AR Im 25 2510 (0BK0. 5hr) MRS (hr) R JE2.5.3.44
57N AR T SBAII & [ I o X AF 45 56376 M A ASE I B 45 245 5 . 5 FI6 /NI, T B 7R 56—
RN MEET o B 1 35 SBATK - 5 7K Ak FER (1% S5of B r ) AR B2 T S5) SBAZK A1 AT LU 3 o TA i T 45
WOR AT T35 SBAELA 5 250K T AH IR tT ST AL 1 35 — B[]

3. LUMOO 1 X 40 ML 375 HEL Y P A FH 4R R [R) T T

S R fegiml
335 9 i 0.5 e She 2 he
e e 2he ahe
SDS613 1 K L neE | DS motko oed | 008 matky, ved | 82 motky, ne
W FE sEwm L CTHE sew L FHE SEM L ENE s
8 £ 81 1 owy e
83 1% a3
3 g 33 8NF 8 3 T4 $.8 a8
8 8 38 ] @ 28l o3 1 L o8y aa
,,,,,,,, S5 bowyomvdoms 24 do1es 99 1oFe o

k= l_l_ﬂ):ﬂﬁnnt*/\qu (R 2551 5K FRLE Bip<0.05
W« FE A SBARR A b, MR 1/ Ji5 28 11 it FH T LUMOO 1R EDso5f) & (0. 2mg/kg) 1E45 %)
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30435 PN 42 25 PR ALV HE Y TR K P, 3 ELIX B8 7K P 7E 52 /06 /NI A £ 465 i 25 B A . Jl i Lb
5,0 05mg/ kg R 7S AR 45 245 J 49 1-2/ N Y 35 25 B AR SBAZK -, {HX i I 25 B IR 4 e A b
125 245 )5 3/NI) o K 5 T EDso7K S A =3 N 2 Img/ kg AS 4 4 J6 SBA I 25 P AR 1 S R& i (1) , FF:
HAEZS 245 J5 TR FF S R 27N ) o 24 AE MR AT i 278 il FHLUMOO LI, 7™ AR AE M S AR ¥ 22
/2= 3/ NI [ 42 25 RN TR 220 . 2mg/ kg ) o aX Re BT FL I 45 SRR B, B iiE I AT AR
ASBTHIIHI T 25 2% 236 e B AT 0 25 S2 0, s 7] B 1) 1l 3k R 29 A5 /N i (59455 B8 B 1)

S 13

381 2 B ORLUMOO 1775 78 £ B R 32303 I BB AILAL U 22 RS B 22 4
1N il i NS awar) A e LS v et O
[0396]  iZ T3IAIF 7T A& 8 18 11 22 B 11 HRLUMOO 1 7 & 7E £ Bt i AR 32k & h K BE AL AL LS &
B0 BRI 5T o i 92 LA B b O 3R 4T AEAE L3 NLUMO0 1 45 2540 R R 5. 110.20.60. 100 A
20mg (qAM) (2) (RR, 7EAH 70 88 R IiZ 7 %) , BRI F5mg (gPM) ,0.5.1.2.5.5.2.5
(2) .5 (2) A10.5-5mg qAMFI &7 58 - K2 H4A 254 A 45 T RC A 22 R 7 1 32 & - I o
A T0.50=16).1.0 (h=8) .2.5(n=28) .5.0 (n=8) 10 (n=_8) mg4: 254 I} K} .
[0397]  XFT-qAMZE 2G4, 7E3R YT 3H (28°R) BIRE— R, £ K £108: 001l F-4 2 Bl Al A A7
WAEL R IR 2 I Tt FHLUMO0 1 BY 22 8 77
[0398] I iEARVHER (SBA) 73 #fr « AE S LK, 75 AR HI NI L8 5 R 203043 B LA S T2 MG &
J& 3073 Bl UL VR FH T Al B 4 SBA o £E VR YT HAIA] , 7R 552 LAMI28 K (14 R 45 s T K13
) ()6 H 3% J5-30.30.60 120124073 BhERAFAE i FH T2 B o 6 T BN RE i, I 58 bk 2
L LK B (saline lock) SRAE K2 3mL Bk I o
[0399] 73 4frSBA, 1 hystef AN Ik 1] SR A2 049 HIL IR AR it 1) 5 Rl PR 9 A ) — B 9
[0400] 2 E VR 4 AE B59-14 R F123-28 K A b FIE M E 412. 5 (2) 5mg (2) Z AMH
B 20 R S0 R BUE A A R ) o B59-14 R A123-28K [ 24 /N FBAHE I 4 B
Pharmacia@iT &4k . £ 24/ NP U EE 75 2% RS R 2506, 7E08: 00 - , H 7E 24/ NI G 45 3R . 78
14K F123-28 K, F FEH X BN 247N J& HH R T80 BT BE 28 2% 4k 82 14T %0 72 o £ECRF
e R 24/ N S EUER M L M AR AR AT AR 24/ N B A, AT RTAE K Z)-80°C ¥4
o
[0401] KR AE 55 23-28 R WA 1 BEAN 247N ZE AL T K /My 5 FF L 33 LAk, F FH ANAPHARM 73
HTHET BRI o H VR B o VP ) ZE (R v BR 4 P 0 KR RS I U B 2 W HEL IR - M S NE B A IELER o
[0402]  Z5if . &5 S TR L AR R S 8 R AT, in 28 (s Ry R 3 25 35 0

St 14

FHT- IR ASBT Dk B I L5 HE TR 1 Zh A5 AR B 72
[0403]  CXMFUSAE18F LA T IM4044 3 i A T LUMO01 . 3R~ T 8252 LUMO0 111 F1. 44 i
N PEFRAE o B R — IR QD) 15 i AW, FFB214K AR R IMELUMO0 1 1) R4 %
#2 7K, 3 ELEIA Z5 Yk i B AR A M R AL 3 6 5 & AU T A TR 7 B A R IR LR
IR RRIE .
[0404] 4. LUMOO1/ESZ K3 H I Z5A5) 775 (BFFNB-00-02-014)
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WA | LUMOOL JA77 - U | PRI Y B ER
2 (mg) ne/kg | (ng/ml)
0309 1.0 5 | 35.0 0.0
0304 1.0 5 | 243 0.0
0308 1.0 9 | 289 0.0
0410 2.5 7| 420 0.0
0510 5.0 Y 1168.4 0.0

[0405]  jdH 3k 52 A S /N T 18 1 JL B AN 75 /D 4 A1 25 298 K Ja 1 S M 375 B 7 R SR 1 2
LUMOO L ThAK o A R — IR B ZIHT3040 B, KN 18 i, 5 MLy ARV B /K F o 7R RAE T 12
/INBSY PR Al LB 3 A, AT B A R M AR R KT B e, BB — AN /N (B8 s R
A7) I I3 L PR 5 10 S L 75 R R A 5 o 3R FH LUMOO 1388 55 B A1 2 IR RN 288 i 1L 3
AR BRI AE AP (LR AR N R, B3 B A8, 6umo 1 /LIF P32 5 L5 ARV ER 7K
SEAILL. Qumo 1 /L& Ji A L35 AEL Y BR 7K ~F o X -T-LUMOO 1 ¥R J7 19 J8 3, i AB 43 1 246 . 5u
mol/LAN9. 2umol /L, fX 724 % F123% [IFEAK (& WE5) .

[0406] 5. 32 12 I SBARH LR Jr W H

301 307 405 408 508 | 304 | 308 | 309 401 | 510

R (me) | R | e | kR R s | 1 1 [25] 5
bl ) bl
75 I iy H T 9.1 7.4 10.5 8.3 7.7 56|68 |69 |60 74
& (umol/ly
HEREREMN | 119 | 107 | 131 13.4 104 | 84 |93 |100] 68 | 113
(umol/1}
SEJi 5115

FI T IRASBT AR VR 7 A/ B 2% A NE VYA AR BUIE v Y R A JH 9 s R A 4 D 288 40 i AR i
3%
[0407]  AHFSEK i 2 ASBT 1VA T 78 A AR VTR ARSI YT VR BRI s 1 2B 2 v ) T
[0408]  FEIGIR 2B A IEH AR BRUE AR TE e ) 18 5 818 B LA [ 1) 52 il 4 Nk o
S AT DUARTE 18 e IS R EEE L S LS B B8 /B 40 T = S R AT 2 .
[0409]  KgHERR B A B AE A 1 B R o XL s B S R MR T 1) 323
[0410] 5% 4 3% it FH TG fil] 9 18 o] i AS o BT 40 8 H 1 IR GRI = AL S 40 100B . B F 5 A A7)
DL AL AT LA 2 1% R EE 1) % 52 < 264W94 5 SD5613 3 SAR548304B 3 SA HMR174151, 1-—44,
=3, 3- T B TR -T-H R 8- (N-[ (R) —a—[N- Q-T2 2, 3) L Bt AL ] 42 ¢
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SRR BE ) -2,3,4,5-PUA -1, 2, 52K R AR A8 Uk 4 1, - EAR-3,3- T
5T T8~ (N-[ (R) ~a=[N- ((S) ~1-Ja -2~ (R) 2RI 0) UL BE L] 4 0t
TR B R AL -2,3,4,5- 01,2, 5- R IR B A AR 1, 1- A3, 3-
T -5 -T-F R L -8- (N-[ (R) —a—[N- ((S) —1-FR Jk—2-FF S P 5) S L I Bt ] 44 0
L] U P O R 4EOE) -2, 3,4, 5- DU -1, 2, 52RO R AR SRR TR s 1, 1- A3, 3
TR ORI TR -8 (N { (R) —a—[N= ((S) ~1-FRILTH L) Z L B 3L ] -4-F2 03 ) &
SER ML R AL -2,3,4,5-V0E-1,2,5- 2K IF B2 R B, 1- A3, 8- T -
HIKFH-T-F R -8~ [N- ((R) ~a—R 34— 3L 30) WL AL 3] -2,3,4,5- 1041,
2,5 KR R,
[0411] 3= B2 5 7R G AR AR MREIR A 0 3 R/ 3 R/ BRI L 2= IV 7K1 9%
FERE B TH PR B (1 32 X I L

Lt 16

FHT- IR ASBT TAEVR 7 A/ BREEAARFEAT P SR M A IRV ER L (PFIC-1) [RE IR T 197
2 RS
[0412] A ALK 4 2 ASBT L T-¥R 7 FR A PRICH AR 19T 4
[0413]  ZEiA%2 b akis Wy B A ATPSB1 L ABCB1 1 BRABCBAJE PR 53 () He 8 A I PRI C—
LR B3 A NG B4R
[0414]  NIEARiE 55 R FE (5 T 1140 s A BE % (ursodiol) B B J5iF s 5PFICL
oA lagi 11 e A AE— SR B AL B S % A UG 22 R T s J% (R 25 SRS 124 HBUE K.
[0415]  HERR bn v 045 75 BERR KRR BUE 57 T SRS PEIG S « W FHE 0 21 10 A0 B B s B4R
FEIYAPEREIL (PT>16s,a1b<3.0gr/d1, JEAK , R RIGTT , bk d5K H i, i)
[0416] ¥ %of 52 135 Jite FHTEC i1l g 6 1= B oA o RIS 8 I 10 IR 1) 8 R LUMOO 1o B, 44T A
AL G AT DL %I A6 ) X 4 264W94 ; SAR548304B 5 SA HMR1741 51, 1-—44%-3,3-—
T -5 ZE R -T-F R -8 (N-[ (R) —a— [N— (2—Tilfi i 7, i) 4 it P i ] —4— % B B ] S Jik PR
Wi D) -2,3,4,5- P04 1,2,5- 2K IR 22 AR T 1, - A3, 8- T k-5 2R gk -
T-FIRHE-8- (N-[ (R) —a—[N- ((S) ~1-#RF-2- (R) F2 N L) E L P I IE] 4- 3L /ot
B EL) -2,3,4,5-PUE 1,2, 5- 2K MR R AT 1, 1- A -3, 3- =T -5
F-T-H -8 (N-[ (R) —a—[N=-((S) ~1-FRF—2-F L) FREF B ] 4R R &t
FELIE AR -2,3,4,5-PUE 1,2, 5- K MR RN 51, 1- A3, 3- =T H-5-3%
B-T-FRHE-8- (N={ (R) —a~[N= ((S) ~1-JRIE A BE) Z P BE AL ] 45 AL ) | AR P A
FAEAL) -2,3,4,5- D%, 2, 5-FIFRA R G B, 1- 503, 8- T -5 -T-
B -8 IN= ((R) ~a— RS -4 B 50) UL R i AR ] -2, 3,4, 5- 10 & -1, 2, 52K JF
Bz R,
(04171 13H°HE & 4 J 3R B 3 AT 90 , DA S 1) B AR 32 7)o R &1« 14ug kg /R, R 45
TR s &2 :35ug/kg/ R, FFEETR s & 3: T0ug/kg/ K , FREETR s i1 &4: 140ug/ke/ K , FFEET
Ko
[0418]  2HANE A2 XUE 2 76T BRI 2Z SURIF AT o 5238 4 B WL 52 St KT 52 771) B 1k 2 et 5]

139



CN 107375291 A iﬁ, EH :FS 134/135 51

8J& , 1 i A& 2 SR ZG IR, 328 A2 4306 77 528 o
[0419] 2 HL2 i WoR FESARMEAIAE IR ] a0 g N VR / b A/ BOIE 21 3 IS 7K
FERE (T BR B K 32 13 (R EL 41

LRt 17

FT-IRASBT TAE VG 7 FH/ BRUGEfff R  52 R 1M P B I AR BB U AR P 9 (BRIC)
RELR R 97 R PR 56
[0420]  AHFFSLIK B & 10k RS PEASBT LR VF VR 7E VA7 BRICH (1 801 o S AT 4 K —IK
X2 it FHASBTI ) 1 [ i pH- R TRV o
[0421]  fEI4L2: F kSl FLAATPSB1 . ABCB1 1 BRABCBAJE: A i ML IR JE 18 MR &
R MERR T FA BRI AR i IR A S8 N3
[0422] ¥ %o 52 35 Jite FHTEC 1] 26 = i 2R o BE IO A5 1 1 IR ) 216 A 5 I LUMO00 1 o B 3%
TEATEA T AL AP AT AR 1206 PRI B A0S 4+ 264W94 5 SD5613 ; SARG48304B SA HMR1741 51,1~
AR, 3- T RS OR R - T-R i AR -8 (N[ (R) —a— [N— (2T ik 2, ) SR B ] 452
AR B P AR -2,3,4,5- A1, 2, 5-F IR R AR 1, 1- AR -3, 3
T IR TR 8- (N[ (R) —a—[N- ((S) —1-FR k-2 (R) —FR A ) S B F i ] -4
PRI AR B R AL -2,3,4,5- W94 -1, 2, 52K R 4 AUk A5 1, 1- AR -3,
3- T -5 IR -T-R R -8 (N-[ (R) —a—[N— ((S) —1-FR -2 F B A ) S B F e ] -4
PR ] UL MR D) -2,3,4,5- D01, 2, 5- IR B AR o 1, - AR -3,
3- T 5 IR B TR -8 (N { (R) —a—[N= ((S) —1-FR LA ) Sk F i ik ] -4 -2 %
) FUUE B RS -2,3,4,5- D01, 2, 5- R IR IR AR UM B, 1 A3, 3
TS RF-T-FRR -8 [N- (R) ~a— R 42 R N3 G P P A -2,3,4,5-14
S-1,2,5- KB4 AR B SR BRI AR 0 S IR R/ A/
BB AL 3R ML 7K T R REE R W R B 1 52 3 (R B 4

it 5118

FIT- DUCASBT TAEVR Y7 R/ B % g s ML LI PR LR w13 T 28 e PR K36
[0423]  AHFFSL1K B & 18 2k RS HEASBT LB VR AE VA T B LI E P (4 8051 o I AT 4R
— R 52 A e FIASBT 1 i) 1 10 7 pH— B TR PV
[0424]  ZEIGPR L2 A s AR L E AU DO R 38R Nk
[0425] ¥ of 52 R 35 Jite FHTEC 1)y 26 =0 i 2R o BRI 5 1 1 IR ) 16 A 5 I LUMO00 1 o B 7%
TEATEA T AL AP AT A 126 PRI IR A0S 5+ 264W94 3 SD5613 ; SARG48304B SA HMR1741 51,1~
MRS, 3- T RS OR B TR R -8 (N- [ (R) —a— [N- (2T 2 B SR B A ] 452
SENIE)V LR L AR -2,3,4,5- DA -1, 2, 52RO IR R SRR L, 1- T EAR-3, 3
T IR TR -8 (N[ (R) —a—[N- ((S) —1-FR k-2 (R) —FR A ) S B F i ] -4
PR U R R R AUE) -2, 3,4, 5- D01, 2, 5- R AR 2 AR s 1, 1- A3,
3- T -5 IRHE-T-F R -8 (N-[ (R) —a—[N— ((S) —1-FR -2 F B A ) S B P e 1 -4
FRILEI) FOL R B P AL -2,3,4,5-TUA 1,2, 5- KR i 28 Ak 615 1, 1- 8 AR-3,
3= 5 IR B TR -8 (N { (R) —a—[N= ((S) —1—FRHE A ) Sk F i ik ] -4 ¢
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Ho) AL B ) -2,3,4,5-DUE 1,2, 5- R R R A Rk 8 Bk, 143, 3
TR IR TR A 8- [N- (R) —a— R -4 L) S I AL 1 4A L -2, 3,4, 511
H-1,2,5-FRIF B A A € L B R R R ARARAE AR IR ) S s AR AR/ A/
BB LT 2 M5 7K T REERE R YRR B (0 32 3 I b 4l

it 5119

T A LUM-0017/E YR Y7 A/ BREEMEF1CL R i FHA Lagi 1 e 5 A AEREIR H 1997 R 1) e R
RIE
[0426] B IUlap g A 12 AT K SBAFICLIZRR (n=15) FlAlagilleZiA1iE (n=20)
/N L
[0427]  NifbrdERB4E (1) A5 MG TT R B = R (114 , ) 5, ) 5
FIC1IER — BB AL B AR R PN BRA Lagi 1 1e i A AE M BAL K I, AT (4) S0 475 17 & AR 1
[0428]  HEBRARMHKG ARG (1) 75 BT I8 V5 AN/ B 5 18 AT 45 2 B0 A BUE 32 T
[RI12 RS , B2 (2) B R A0 B, (3) AR£E S 8 A fk (PT> 165 ,a1b<3.0gr/d1, JI§
7K FIRFANG ST » # Rk it 7K 00 Fimg) o
[0429]  1HH: 4R RILUM-001 7 &3 Gl &E T H DA/ MAFRE) » DA e 52 1 5K
AR IR -14ug/kg/ R, FFEETR s FI & 2-3bng/keg/ R, FF BT R s FIE3-T0ung/kg/ K, FF
BETR ;M E4-140ug/ke/ R, FFEETR .
[0430] 23 XUE 2 BRI R A XOSEIG o B ATLEE 52 B K 52 77 S B2 R 7RI 8 JB , i s e 2
BB, A8 M A252 410 77 %28 Al .
[0431]  WIREMY 3HHAE H AR 256 T
[0432] 3= B A LUM-001 [ 22 4 M R 52 72
[0433]  JREEZ fi RIEVPA e PRECIG 2 45 AL SR ARV B2 43 Wl MLy AR BR AN ML Ta— 28
Fe—-4-JH 88 45 -3-H (7aC4) (A8 1L
[0434]  FLLGVPAEE RS FICI B Jagged 13D Y43, 58 (1K) 95 s R B 446 7 , 4 10 114 i
PREZIGMEN , 727N 2S48 R v BRUSCAE IR Y PR ILIF 7K~ BV BR & BlAR 124 (TaCd) &
[0435] 1 HH——NEAEREANTRIGTT BSOS 5 2R VAl (B 77 S8 DR 2R 43 2R o sk A B
K Y) LR 2P U AN R F R L LB (R AT BB E) DA B2 I PRI AR X v 40 i3
1TVEAG
[0436]  28H——NEAEREAN8 VR YT HHLE RA B 52 JE 2R VPl (B 77 2 DR 2R 43 2R o sk R B
R Y) o
[0437]  LUM-001 27~ 7E JLFF2 IS0 78 i i 52 14 R 47« 2 il B H — IR 2185mg (39 A 4F Wy
10-17 B ZIRITH) -
[0438]  EAAA LA RRFRER T AR BRIk St 75 58, AR T A AN 51 1
Ty WL A 5 16 8 St 77 224X DA SE ) 7 AR L o AEA T AR I LT, ARSUEEAR A 7
W o AE BV 2 A T AR 7 2 o R B A, 78 AR 2 I (1) 52 8 v mT DR AR SCRTIR ) AR
RIS 7 R0 2 Fh &1 7 %8 o DA T BUREE SR B 70 PR 7 A R B () Y TR 5 AT 99 5 701X 28
BRI EE SR G P 1) T3 R 548 L L 4
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