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3. R - MR 600mg & BN D EREAHREG T %,
31 485 B, EB. FERIC K 0 HE R
R"a - R T5, HETHHADIHREARS
(1587) HRE VvV TF4F>a—)LE 100mg #13900mge 7 .
= = — -CEIEMHREICHITD |CEEEFERIZE T 2 FKED
bR T R AT FFRE D BB, DLV P T
. - VAVFNR - v E A dv Ry Y .
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. h ZI3EICEROKBET 5. B,
SN
S EEeEE Fl R & D HEABT 5.
. - HEITA2BAEDIHREARBRERR
R A - F5E(ERRAD) 900mgE 7 5.
iz ‘ @ = 9. BEDEREET HEEICHTBEE
it BEfE:8.1mm JE#:2.7mm Et:150mg 9.1 SHIE - BIEESOH DSBS
walg— R ZE11 9.1.1 EERREEDHDESE
FREBASBET 2BENNDH S,
4. FHEEX TR 9.1.2 HILEEBEDH D EE
OTEERRICH1TDFRE R ER A S 5720, ERPVEET 282055,
BEiE (ABEE - BHD 3) REBRUHET S > HEHE SRS 9.3 FFHeEEEERE

ORMFREICS T BRFHEEDE
OTEHREICHITBHERR

INGYIRREERE. RAEMVERE
ONRaERIEZRHBZVN IV RT O—ILRIEEDBER
ORFMETETEZEC 51T D FFHEDIE
OCEUSHATRZBICH T B ATHREDE

5. EENXIFRRICEHET HER

(CEUSMATREICH T BIFaE D)

5.1 CHBHFRBICBVTIE. T/ ILAHREEEZEZES
BHIENEFT LW, RKFIZIZT ANV AHERIERIZ L BHEES
TIRCEEBHTREEOEITRICN T 2 M AEIE O B2 138
ST EVEZD. TLILVABBROI-ODA V¥ —7 20 Vif
BHBIE L IZA vy — 7 0 RESBRTE R VLEEIC
W UTAEOREZERTH L,

5.2 JEREMFELBH T 25 ER ORI LTV
=\ [9.3.5 BHE]

6. RiERUAE

UL ESES HERUHE

TNV TFEFaA-NLVEELT,
WE. BRALES0mg% 1 H3EREO
B59 5, &b, Fis, ERICEK
DEEERT .

TERBICHITDFIE
fEE (BEE - BB 3) /K
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SRR
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FRA1H600mg % 3[E2 43 &R O #

592, b, Fis. ERICED

BEEET 5,

9.3.1 E2BEREDH D EE
BELEZWZ &, FEERSD 570, ERVEET BN
BH5B. [2.1 BHE]

9.3.2 BIERFRDEE
BELEVWZ L, IERVEET 2B8ZNWDH 5, [2.2 BH]

9.3.3 BBEICIEANH S EE
FIRRER A B 578, HITS o2 ERIT H2BZFNNDH 5.

9.3.4 REMETHFEEDELHCEEDHENHDES
MECYLEVEO LRSS AL NHEICE. #E52HiET
B EHIYRAEBELITS 2 & ERPBEILT 2BZNHDH 5,

9.3.5 CRUBMITAE CEEDEENHDEE
MECVILE AMED ERERH S NIZBEICIE. #E52H1ET
B EBULBNEZITO L. ERPELTE2BZNADNDH 5,
[5.2 B&]

9.5 iR
TR I IENR L T W A ATREE O & 5 ActEIC I3, BB LB N
MEkgt: 2 EE 2 EHESNABEICOARET ST L, B
EER (T v ) TIHIRRT R RO KR (2,000mg/kg/H ) #%
Bic&igREEIFRES N TV S,
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11. BIfER

ROBWERADPH5DbNDEENHBHDT, BEEZTZITTVL,
REPROONLHEICREEZPIET 274 S@E 2 LE Z 1T
ST &,

1.1 EXBEIEA

11.1.1 BB BHE )
FEEN. RZBR. PRIRIRIEE. MUERXARERE 2 MO MEMM AT S 5
PNBIENFHZHDT. TDXDBIERD S 5 DNIZBEITIE,
#E52BIEL, BIBRERIVE VAOBRSSEOMY) % 0E %17
22¢&,

11.2 ZOfthDEIER

1 ~5%AK% | 0.1~1%AK | 0.1%Kii SEEAH

HILE | TR D, B
AR EH,
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AR, B
A, B
i

DR |\ EHREE KLBE (2TEB
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25BERK. | B M0 ER KR
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EBUE

JFF gk

Z DAt
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14. BRALOER

14.1 FAIRIRDTR
PTPEXOEANIPTPY — M 5H H L TRAT 2 & 5 5%
T5Z&, PTPY—FOBRKICL D, BOHATI RERBEA
FIAL. BICEERILE B T L CHERR S O B 2 & OPE2 Of
HIDIELHD B,

* 15. ZOHDFER
15.1 BRRRERICE <15
WERICEAEED 120 O+ 18 FLIEIR O LE (NHE SN L)
BT S HEE &+ 28 & oM & iR &) 2 Z T BEICBVW T,
AE 2 BRER LIS, 9LV FAFIa-LBEERS &
THEADERPRESN TN,

16. E4EHEE

16.1 MAEE

16.1.1 BERAZRREL. VLY T4 F2 32— )LEE200mg %
#5.(100mgse % 28, 6fl) L7z & &, mmliiE+HEEIX1.90
+0.25ug/mLTH -7z, F7z. 400mg%#5 (100mgsE %4
$E. Of) L& &, REMEPREIZ7.09£1.43 ug/mLT
Hotb,

16.1.2 EYPFHEEF 4R
TV FAF T I )VEESE100mg[ ZE] & 7LV §E100mg % |
TURFA=N=IRICE D ZNZTN3E(TINVY THF T a— )V
& LT300mg) BERABFICHEEREREO#RS L ClfEfk
EbABEZHEL. Bon-BYHE/INS X -4 (AUC,
Crnax) IS D W THERHRRIT 24T - 74531 WA O LW RIS A
MREN?,

HEMBRENT A —F

HEINT A= BENT A=Y
AUC 0~ Crnax Tmax ti2
(pg - hr/mL) (pg/mL) (hr) (hr)
INVITFFY =N
+ + + +
H5¢100mg[ 75 3.77%1.10 3.47+0.76 | 0.7£0.2 | 0.6+0.3
7V VEELI00mg | 3.79+1.15 3.52+0.57 | 0.7£0.2 | 0.8+0.4
(Mean%S.D., n=12)
(ug/mL)
5 _
% 4r —@— YLV F A %S O — LEkEE 100mel ZE
‘j; —A— LU 100me
Uostb Mean + S.D., n-12
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16.2 DRI
BRAICTILY T4 %2 a—)Viglg/H % 2ERZEORER. “C-
IV TFAFTaA-NEBEEEL. BMEAFRIFEZHNT
ZOWNER EE2PE LIz, BFERFPOILYTAHF a—
WVEBD T — LY A XiEM940mg TH . {5 SNy T3
FIA-NBIIZFDIZELAEPBHFBERZITo TV, 7.
A ETEAEICED STV FTFF S a— LEBIEREKR56%
THOr ) THFa—)LEE(CDCA) &I —)VEE(CA) DX
FEBIKEL LY HEADT—%),

16.4 {3
BERA6HZMNRE L, LY T4+ 32— )LEE400mg
(100mgstZ48%) 25 Lz & &, MERFOELREWIEZ. 7
Vav Ly Tt F*F T a—)EE(GUDCA) XU % OiEiads ik
(GUDCA-S) TH o7z, iz RBDFELREMIZGUDCA-S
BRIV FHFya—VEBON-TEF LTIy I ViasE
TH-o7zY,

16.5 HEtt
BERAF ZHNRE L, YLV T4+ a—)LEE400mg
(100mggE % 48%) 25 Li- & &, 5424 E OGUDCA-S
ROV FFHF L a—)VBON-7EFILIILaY I VasE
LORPBHEME IR EED0.5%TH > 12V,
) AR OBRARZHEIZOO0METH %,

17. BRRRGE

17.1 BMERURLMEICET B3R

17.1.1 _EE%EER

(1) EERER(EARE. HER, HEIAF 32T —, B S
BIAEREE) BE IS LY T4 F 20— )VEESE150mg/ H % 281
BE L. BRERICHT BN RERF LECS. G
BELZEICN LT Tt RBREHICH LERLNBWR 2RO
PR

(2) BYEAFRE (BIEAFR, FEE)EFICILYTAFa—L
B8E150mg/ H 2 HBRHRE Lz L 25, LY T4FTa—)
B 5RIE 7 T R SRIC L LAST. ALTESERICET
L72%,

(3) ALATU—LVRERERZICTLY TFF T a— LT
150mg/H. 600mg/H%x6~12» AM#%E L. HAEBENRE
et Liz& 25, XEERBICKDEADHEE., /D - BHbE
BhE AL 150mg/ B 5817.4% (4/23f1) . 600mg/
H%5.8£34.5% (10/2961) . 75t RE5E£5.0% (1/2041) T,
600mg/HIBE5HE 77t R EBICH LER LB R LR
79,

(4) JRFEETHEFEZ (PBC)BEICY LY T4 F ¥ J— LB
150mg/H. 600mg/H %2458 #t 5 UM BECE MR & #Et
L7z ZA, B EoRERIZ150mg/ B E5#£22.7%(5/
2241). 600mg/H¥%5#92.0%(23/2541) T. 600mg/H#5
BHZ150mg/HISRICH L. AELRBHRERDLD,



(5) CERIBMRREHFICYILY T F >3- LEEHE150mg/H.
600mg/H. 900mg/H % 24EE#5 L. ALTOZE{LZR (Fsk
8) % lelgisat L & 2 5. 150mg/ B 58 (19561)-15.3%-.
600mg/H#¥ 58 (19841)-29.15%. 900mg/H# 58 (193
$1)-36.2%TH . 600mg/HEEGE. 900mg/HILE5H#E
150mg/BHESRICH L, ARANBVWRELZZAD 2. BHEAD
FBSEL150mg/ HI% 58, 600mg/Hik 58, 900mg/HH:
B#ZNn2Nn18.1%(36/199%1). 21.5%(43/20041). 17.8%
(35/197) £ & TIHZIFRAM T, FHBICAREIRD SN
Birolze BB FPRICOLWTIREHE CHREHEENE W ER
PRHL5NTY,

17.1.2 REIGSHER

(1) RFEMEEHEFEZ (PBC) BEICT LY T4 F 22— LS
600mg/H %48~ 1323AM#H 5 LRI EM R EMET L7z &
24, WED EOWERIZ81.8%(27/336) TH > 727,

(2) CHEBHRFRBEICILYTIF T I3—IIE600mg/H (AHE
I C900mg/ HAHEE) # 1D ERE L &2 A, ALTOE
(L3R (FRfE) 13-43.4% (25761) EEBELET 2580, ROF
BiHERR S N7z,

18. EPEIR

18.1 1EFRkER
TV THAF T a—IVEBITET W E (RS S ER (FIEIER)
WCEDBEATS - H2WET S, oo BESNIZINLYTHF
O )VEBIEFEICB W T, MlEEEEOEVBKERTE &
BEbD. ZOMMLERE LRI, BUKEBET O
REERZBET 5 (BEHR), 512, FVYTEFTa—
VEBIZT A N hA v - rEHA VEEAIEINER R A D KEE
MR EIHEERIC X O IFBEEZ2RET 5. T01EL. FED
JEAGERER. EILRNEBEERA SN TR,

18.2 FIRBERMURETS > ME{ER

18.2.1 FHAMBHMBEESHICT-F2a—T FLF—I%BBEL.
TV TFHF T a—)VEESE150mg/HZ 14AHEREA®RE L &
ZA. AT REERSSHE X VML 21,

18.2.2 EMFHAMHWNET > -HEF v M, ILVYFTEF Y
a—)VE24mg/kghl bE . +THRBABS L& 25, iR
BORADZIH L7212,

18.2.3 EMFERHBEHNMEITS o®T v M, YLV THF T
J—)V#20mg/kg/HEL L2 7THRERG L& 25, BIHHRED
WA ZH L7212,

18.3 HHH&eEca=E1ER

18.3.1 FFDIEEY - HEHHEEECAE/ER
BEMEEEZICTLY TFF 2 32— VEESEL150mg/H %31 H
BEO#RE L. ZORIEBICONTc-PMT 2 &1k L CEIREMT 2
fTol&Zn. HOBEER#MBROY -2 ¥ 1 APHERICIENM
L7z,

18.3.2 EMPEFTIVICH T B EZINFHEIER

(1) BCREEHRETILe Y ZIZ0.3%EBEICES LD ICHTHEBL
TeONYTFF O VBRI 2 ERES g EIA. YRR
v hTA4 FEEICEDEFLROEKT., MHASTRTALTO k
5. MBI IR O SEMI IR 2 0] U 7219,

2 IYHFN) VAFHRHBREET T T RICTLITAF
I—VEES0K T 150mg/kg = REOFE Lz & 2 A, MHAASTR
CALTO ERFZ2MHI Uiz £y KREFTLICTILY T F
I—LEE150mg/kgEEOFKE Liz& 25, MHATNF-a, IL-
6 UMIP-2 (& FDIL-8IZHHY) ERZMHI Lz, 512, BF
BICBWTHFRBEOEEE LS I TaLEF V5 -1
(MPO) &tk o _EF 2 MHI L7215,

(3) 7/ FAFa—)VEE(CDCA) FHIFBEETTNNLRY —
YLy T F Y a— LES0K U 50mg/kg & RO G Lz &
Z 3, MAALTO ERZIE Lz,

18.3.3 BKM4AEER DT HRRREE 4 (C X T B &R ER
b b FFfifa SR O Changififa 2 F\ 7z in vitro EBT. REEK
FIZCA, CDCAHBZWVIEIILYTFTAFIa—LEBEEZHRMLT
MREPREEEZ MRS Lz 25, MaEEEOE S IZCDCAY R
Him<, CAEILYTFF XY a— LVBIIEIREICE, -7 F
72 CDCAIZ &K AMIfAEESEIE T ILY TF F 2 a— VEBEOH
WCEDERITET LR,

18.3.4 fIBRICH T BH A hAhA Y - TEHA VEEIFIER
< AfFIEEEMAE U Bk 2R Wizin vitro BT, 3>
HFNY VABRIMZ X S TNF-a KR OTL-6F4 2 H L7218,
S v MFEGMEZ AW zin vitro REET. TNF-a R &
HRANTESEA 2| L7219,

18.4 H{LIRINCAEIER

18.4.1 [MBYIFREHE 12617 VY T4 F 22— L Eg150mg/H %
1» AEROKRE L. Zorig clHEREHE. BEtey
IVBERRAELZEZA, MFY ) —LEE. U LUEE Y
% 3IvD, EOZBBEN LA LD,

18.4.2 BERIMBHESER
Sy MROA 2O+ FEBANIZ2.55X 102MICHB Lz Ly
T F YA VEBEH2.5mL/kgEHRE LI EZ A, Tv M
BLWTHKREOHEMNZ., £ X CIERBEEOEMLOT
I TP EEBEREEO LR 2D 22,

18.5 BEGARE{ER

18.5.1 EDS3AEAHD I L X F O—)LAEIFMEER
ILATFU— LVRBREBRZSHICYLY FAF T a— L
300mg/H%Z2» A, 20&EREL. 600mg/H %2 » HREE
O#%5LizE2h, WTNORARICBLWTHLHEOS BitFoa
VAT a—)LOMEMEERIZET L. Lithogenic IndexDiiE %
RD722,

18.5.2 K& IER
IVATH—)VREAERZSHICTILY T F -V
600mg/H % LAMZO®RS L. B> BEH2FEL. RIEHEHM
BTBELLLZA, BHHRIIZRABOBEFIRDSN, O
VAT U= VIZZOWEFICEZBICAELShTWiz?,

18.5.3 JL R O—)LDGERINGEIER
ERAGHIC LY 74 F 23— LEE600mg/H % 1 » A%
O8E5 LA BEICBY 3L AT 00— LIRINEIH L

7229,

19. B ICEYT SIB{EEHAR
—f§&& . 7LV 7% F ¥ a3— )L (Ursodeoxycholic Acid)
(JAN)
3a, 7B-Dihydroxy-5 8 -cholan-24-oic acid
C24H4004
392.57
TV TFF T A= VBIEABORER IR T, K
& W, XY J =)L, T ) —)L(99.5) XIXHEERE
(100)IZVEITR T L KITIFEAEBIT RV,
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22, g
100%E[10%¢(PTP) x 10]
1,000%¢ [10% (PTP) x 100]
1,0008E [A#8. NT. EEFIAD]
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