20244E 2 AEET (1R AAEEFRTEES
872362

Bk L IR 50mg 100mg

BHxhHEAR © 34 AERES | 22500AMX01309 | 22500AMX01310
BR7chann 19984E7 B 19984E7 A

B - BB - JH{biEBESE=A

BAESS 9ILYTFFEXSa—ILEEEE

IV F A X a—IVEEEE50mg [NIG]

IV T F XL a—JUEEEE100mg [NIG]

Ursodeoxycholic acid Tablets

2. B2 (KOBEEICEIBELEV &) IS EEIES RN O =

2.1 EEMERZEOD L EF 931 ]
2.2 BHEN7OEE [932 ZH]

HmaREEROEVIL AT
O—JVRER OB

WAL Z B RV L AT T —
VR OBERICIZ, TV T *
Ya— gL LT, #E. KALH
600mg % 3N A EIRE % G350 &

3. #ER - PEIK B 4l BRI X D BT 5.
3.1 #HRL R ERFRRE (< & (T 5 FERR | 56 P P FEREZZ 1= 5 1) % I Hhe
W4, TV TR A—NVERSE | VIV TAF Y a— VESE BEDHE DYFIIF, TV TER A=)
e 50mg [NIG 100mg [NIG | gk LT, 5@, BALH600mg# 3
1§ 1§ B ERIHE ST 20 2B, A
HRS | TV FA R oV YV TF ¥ a— VEE IERICE D EERRT 5, HET5
50mg 100mg B OTHR RS 813900mg &
AN AT — AN b BEWAT A B, Rfhe o — e
TFE | AL ATTY VBRI AV YA, PYERATT YT Y b - CEUMSMFTRB IS &1 3 FFRRE D | CIUB TR A BT 5 IFFRE O
FoFyroilbio—2 %E i, VY FE R a— Vs L
. TS T, E%. BOALH600mg % 3[4
3.2 WAOHR G B 55, . e
— VYT R a— VEREE | VYT AR a— Vb XD HEERRT 5o HET LA
e 50mg [NIG ) 100mg NIG ) D1 H R H5-513900mg & § % .
- FE Ho#s P o i 1/280 A ) %t e _ .
9. HENERZEIHBREICHT IR
0.1 ABHE - BEBEEDH 5 EE
\109) 911 EELHMEEOSDERE
FIRENENT 2 BZN1W0H 5,
LiS1Z C) 9.1.2 HEMEEDH 2 BE
KR ER 258 5 720, JERPEST 2BZN1W0H 5,
9.3 FFikgEEEEE
— — 9.3.1 E2HEFRENHZEE
BTG LanwZ b, FIIBER 2 S 5720, ERPEEST 2 BZ21)8
ﬁ?x 60 80 &)Z)O [21 Z}ﬂﬁ]
e o P 932 BUEFFRDBE
e 7om o BHLAVC Lo JERDHES 5 520N D 5. (22 B
FTIEEST = = 933 MEIERDH S EE
TR US | 50mg | US | 100mg] FIIRPER 758 572, i) - i Bl 5 BLN1DH 5o
934 EHRMETHFELEOBELTHTCEENEENH 3EE
4. B IHE MELC Y IVE AMED FRERAS NI, 52 hikT 5
: S 73 = e ASHE 3 N
OTFRHKEI-H 3 FE i WY RAEEFT ) T & JERDPEATEBENDD Lo

B (BBE -fEOS) RERBERVETS >#H &5 RS
OBMIFEERICH T 2T EEenXE
OTFRERICHE T BHERR

INBUIBRBERE. RIEM/VEEKRE
ONmARILERH VAL X7 O— )L RIBADRE
OFFMBEITEELICE T B EEOSE
OCHISMITARBICEH T BTt nXE

5. SHEEX IR ICEHES X8

(CRUSMHITREICH T 5 FTHEEDHE)

5.1 CHRUEBMEEBAICBWTIE, 97 AV AHEREEZ £ET 5
CTENEFE Ly, RIEEIIEY AN AHERERIE 2 <. BEATE
CHIEB VTR RO BRI T R0 3 2 IS ReSGE D 28I & 20 C
EaWneH, YA NVAHHRD DDA ¥ ¥ — 7 =0 VGG
HL A V=720 VEHFEPETE R WEF I LR
D52 ERTH L,

5.2 JECIEVEIFZ B E T 5 ARME R ORI L Cv e
W, [935 2]

6. AERUVHE

REBEESES AER U &

- FRURBICH T BFIE
MBE (BBE -BEO5) RRBRY
BBt 5 - a5 FRR

- IRMRTRBICH T 2 ATEEDSE

- FRAEBRICH T BHILETRR

YV FFEF - VEEE LT, &
Wy A LIE50mg % 1 H 3 15
T 5o %P, e, FERICE Y EH
BT %o

MEYIRRBREE. REW GRS

9.35 CEEMRBETEENEENS 3 EH
M) VD EFASERH LN EI21E, &G e PIkT 5
R B MERIT) T ko FERAVEAT 2 BENDH D, [52
ZHt]

9.5 i
Tl AR L T 2 RO & 5 Ik 121d, R Lo wtEss
etz LMo L HET SN AL RICORGT 5 2 Lo B
(7 v ) THIRE N ORI O K& (2000mg/kg/H) %5
2D RRFELEHE ST S,

9.6 BIlw
GHE ORI CREFLR RO AR Z Z R L. AL Ok
TIEZHE T 52 Lo B P TRIANOBRITVED 5N TV 5,

9.8 =inE
MEICERL TR T 52 Lo —RRIZEMBEREPSET L T2,
10. HHEEA

102 HtREE BARICEE TS L)

AN B ARAEIR - 587 Wy - faREF
IVAF T IV AR OMER 2555 2 | AH a1, KA O
IVAFIF BENWDHHOT, | W Z B D D\ IL

REZBR ) MR % & 1) T
X596k,

VEIRDLBENDDH D,




R B RAEIR - S8 i - fafrA T
&l AAOERZRET L |7 VI =7 &2 EHT

KEBALT VI = A
7V

BT AT VI =
BN

KEBALT V= A
T KL= 7 A
DAVEN

BTIWHDH 5,

B AL AH )
L AF oI %
EITDLBIND DD,

Jg B AR A
sua7477—h
NYFT 47T~}
T /)T 4TT—Fh

AK#EEZaL AFa—)
A o B i<l
T oA IE. AH Ok
R R R N S ek AW/
H5o

ra7479— b
Hitdh~oa L 27
O — Vi fEiE T %
o, AL AFO— )
BRI B oS it st S e %

BEINDD D,

11. BMER
WROBWERRH B bNAEZ EDNHEDT, HELTHI2TV, £
HEHRRD L NTE 3G 2 Ik 5 5 EEY R E R T O
to
11.1 EXEEIEA
11.1.1 BEMRR (FEAN)
FEE WL, IR IR, BBl XA k) ME MR R0 S &b
NBEZEDVHLDT, 2O L) BIERD D S bNEIIE, %
Hadik L, BIERE R VE R ORGSO BY) 2 ILE 21T 2
&O
11.2 T OMmOEIER

1~5%Ail 0.1~ 19% A 0.1%Ai SR
HiL: | TH EL L EAORIR MR
fEfh, . 8
AP, . E
TR il
platr el KR N L FLBE (%23
HEALHESS)
iRz AST LA, ALTE|EY vE » L1
A, ALP L7 A, y-GTPL
s
Z ot SRk, ©F | HILEREED
l/\
) FEHBIL IR B RO R &0,

14. EHEDEE

141 EFZMHEOEE
PTPEEDOIEFIIPTPY — 25 ) L TIRHT 2 £ 9 fgEd
5T &s PTPY — M ORREKIZ K 0 o BRI A LR~ A
L. BIZIEELE B L CHEBRNESZOEE R EIHEL 5T 5
ZENH S,

16. EYENRE

16.1 MEE

16.1.1 BEl%S
R ANEZTRE L, VY T4 F2 02— )VEER200mg & %5
(100mgfe % 25¢. 661) L7z& &, FmesliFEhiREI$1.90+0.25 u
g/mLTHo7 T2, 400mg %5 (100mgde = 45E. 661) L
7ol & MR IX709+ 143 ng/mLTdh - 720,

16.1.2 E£YFHESEMRAR

(YT F x> a—)VEEEES0mg [NIG])

1) 7Y T+ F T a— ) VEEEES0mg [NIG] & 7 vy $50mg % |
I UAF ==L ) FEREN28E (T T FF Y a— Vg
& LC100mg) R B A -1 A B[Rl L% - L Ui iR 22
bRiEEZME L., SN RYHENS 2 —% (AUC.
Cmax) 2DV THEHANT & 17 o 72855, T#) o 4 Wy i IR 45k
DHERR S 722,

20 r
’g 151 0 WLV FFF L a— VEEEE50mg [NIG
E ™ ® 7LV §E50mg
3 Y = B, n=20
w10
%
3
g 0.5

0 1 2 3 4 5 6 7 8
51O (hr)

HWBRE R T X — 5

5| AUCos Cmax Tmax Tz
(mg) | (ug-hr/mL)| (ug/mL) (hr) (hr)
IV TERY I
550mg (NIG) 100 | 2332111 | 126+075 | 13+07 | 23=18
vV 100 | 230116 | 1.18+075 | 12+08 | 34%56
50mg

(¥ = BEiff 2, n=20)

M I N IZAUC, Cmax® 0 /85 X — & 1%, WirE o

i\%ﬁ@ﬁﬂ@ﬁ~ﬁ%%@ﬁﬁ%ﬁu;of%&éﬂ%ﬁﬁ
za) o

(YIVYFF % a—IVEEEE100mg [NIG])

2 TNV FFFTa— VEEEEI00mg [NIG] & )LV §100mg
. 7OAF—N—JRIZL ) ERENIGE (YWY TEF T T
JVERE L C100mg) AR A T3 112 HE & HL IR 4% 5 L C I o
REKEEZEL., S5 N-RYERE/ T 2 —% (AUC,
Cmax) 2DV CHEEHENT & 1T o 7o 8. Wi o A= 529 [l Z 4
DHERR S T2,

20 ¢

0 I WLV FHF T I— UEEE100mg [NIG
o 7L VEE100mg
P = R, n=20

15 +

ML (1 g/mL)

0 1 2 3 4 5 6 7 8

51 DI (hr)
HWBEEXT A =%
5| AUCos Cmax Tmax Tz
(mg) |(ug-hr/mL)| (ug/mL) (hr) (hr)
INVITEFERYI=)
B5100mg [NIG 100 | 208+1.10 1.18+0.87 14+09 22%20
IV GE 100 | 203112 1.16+0.71 16+13 18+17
100mg

(P = AR . n=20)

I I ONIZAUC, CmaxZm/85 X — 1%, g o
g\@ﬁ@%ﬂ@ﬁ~ﬁﬁ%@ﬁ%%#u;ofﬁ&éﬂ%ﬁﬁ
5o

16.2 RIY

fEFERAIZY VY P4 %2 a— )VERlg/HE % 288 ME %5
Hhy UC-7 VY A F T a— VI EEHE L. FMAARG %
JAWCTZOWINEZ ExE L7z, BIMERTOY VY 74 %
TI—= VD 7=V A ZF3HMU0mgTH V) . &G-Sy vy 7
FXR A= NWERIZZFDITE A EDGITFEEZIT> TWize /2.
JEAF IR AR AT 1 560 B 7 VY FF F 3 a— VR IZ R A56% T
b/ FrxFa— )V (CDCA) & a—)Vk (CA) ol
e B LAY D GHEADT— %),

16.4 X5

EFER A6 255 E L, VY FFFT - L HB400mg
(100mgfEx488) &G L7ze &, MiEHhoERMR#H T, 7
IV T ¥y a— Vi (GUDCA) KO % ORI 414k
(GUDCA-S) THh o7z F/z. RAOFELMABEWILGUDCA-SK
IV TFFF L a—=VEBEON-7EF V7V a3 VHERT
35)07:1)0

16.5 HEtt

R A6 Z xS E L, VY F4FY T — )V E400mg
(100mglE & 48%) =5 L7z e &, 55248 OGUDCA-S
IV TFHF T TI—=NVEON-7EF 7V a3 JEKROIR
R L N E IR SR D025 % DN0.11% Tdh - 72D 4,

) ARH O KA #13900mg Tdh % o

17. ERPRRGER

171 BMROCLL2MICET 555k

1711 ZE5H%HER

(1) MHEREE (EAE. (B, HEDAF A Y~ [Ho ) Yk
BREEER) BEICY LY T4 F 2 32— Vk150mg/ H % 238 [ #25-
L. HESERICH T 2erEsi B2 et L& 2 A G2
ENxF LT T ARG EIC I LA E R UEER R A D 729,

2) 1BMERFERE (RME . ) BEICT VY T X a— )L
8150mg/ H # 485 L= 2 A, TV T+ F a— Vg
H#13 75 R GEICHL LAST. ALTHAYE BT L 726,

3) IV AT U= )VARBAERZE IV Y 74 F ¥ 3 — VE150mg
/H. 600mg/H%6~12» HH¥5 L. IR EBREE BET L7z
LA, XHERGIC L AIRE 0L, fi - BbEabe A
wEI3150me/ H ¥ 5-#17.4% (4/23%1) . 600mg/ H % 5-#£:34.5%
(10/2961) . 75 & KF%5#H5.0% (1/2061) <. 600mg/HFx5-#
377 L REEGEEC L LA B B E R iR 720,



4) JEIEMENRAEFREZ (PBC) BFICY VY FFF L a— Vi
150mg/ H . 600mg/ H % 248 3% 5 U FFHEsedcs 2 £ 2 Mt L 72
LA, EL EowERIZ150me/ H % 5-522.7% (5/2261) .
600mg/ H#%5-#£92.0% (23/25%1) <. 600mg/H$%5-#£12150mg
/AL L, AERUESE TR,

(5) CHUSBMITEHIZY VY 7 7 32— )VEE150mg/ H. 600mg
/H. 900mg/H %2485 L. ALTOZALE (hdefli) % b
EHRE L7z 2 A, 150mg/ H¥% 58 (19561) —15.3%. 600mg/
H¥% 58 (19861) —29.2%. 900mg/H¥%5-: (19361) —36.2%
THY ., 600mg/HFxGH., 900mg/ H #%5-#13150mg/ H #% 55
WL, BELUESREZRO . BWEHOISBEE 13150mg/
H¥%5-%. 600mg/ H¥#% 5%, 900mg/H¥x 582 h 2118.1%
(36/19961) . 215% (43/20061). 17.8% (35/19761) & &fkTik
IFIZFEAET, FHMICEESEIROONE o2 B, THI
OWTIFEHE TEBRBES WA 2RO 5729,

17.1.2 REIREHER

1) EFEWIRA 2 (PBC) BEICY VY T4 F v a— VR
600mg/ H % 48~ 132 M H5- L IFHERECE MR 2 Bt Lz e =
A, UwEL EoERIZ81.8% (27/336]) TH 7210,

(2) CRUBMEFEE Y IV TF F ¥ 32— VE600mg/H (2512
5 L900mg/ H &) Z14EL G- Lz 2 A, ALTOZAL
#O(Pgfl) 13 -434% (25761)) L BB 2720, BEOR
BEATFRRE S 7210,

18. ZEXhEEIR

18.1 1EA#RF
TN T FF L = VERIZIR s R RS A ER (RIIRPEA)
WCEDIE S oz tidET 5, T2, HG IOV Y T T
I — VERIEHFRC BT MRS O SRR EIR R & E X
Bb ) FOMRE FRES, BUKLEIRTER O Ik dE
HAEERT 2 (BERSHE). 512, YV FFFy a— Vi
FANIA Y A AV BEAPIRIEH R B O JEAE A R
PIRICERC & 0 IFHeRE 2 s 20 2013, PRt OB e
L EAEIEEE R 25 T S T 510 260,

18.2 FIRE{EA
BHE R A 2 BB T-F 2 — 7 FLF— V% &uEL, 7Y
TF ¥ a— )VHE150mg/ H % 14 H B#EO¥HS- Lz 2 A, BFE
eI SSH B L L 7212,

18.3 FFigec=1ERH

18.3.1 FTOIEE - HEHREESE(ER
(BRI VY T4 ¥ 3 a2 — VEE150me/ H %37 J R
5L, ZORi%I29mTe-PMT % #E L CEIREMIT 24T > 72 &
A, FOEREEIED Y — 2 & 4 A5G ZI MG L7219,

18.3.2 EMETIVICH T B FFREEMEI(ER

(1) HOREMWTLET IV AZ03%EEEC 25 & ) IZHEL 72
TNV T XY A VAR A BEINES oL 2 A VKRR
HIA FEGIZELEGFEOMRT ., MHPASTR ALTO L5
AL 31 2 S350 KON 9 MRS 2 30 L 7219

2 Iy hTFN) VAFBIFRBEET NI ATV T F Y
I — VEESO K DN 150mg/kg & #E LI 5- L7722 2 A, MHAAST R
ALTO FRHZWHI Lz o0 REFVICTNV Y FFF T a—
VEE150meg/ kg Z #0572 & 2 A, M TNF-a . IL-6 %O
MIP-2 (b M OIL-8IZHHY) EAZIH L. S 512, FFIcE
WP ERIZEORIE L 425 I X)Lt F ¥ ¥ —+ (MPO)
WO _ES5 &P L 7215,

B) 7/ FFF v a— ) (CDCA) FRNEEETIVNLASY —
W27V FF F 22— VEES0 ) N 150me/kg % #FIIH% G- L7 & 2
A, MHALT O 5% 86| L7216,

18.3.3 ERKMERETEEDIT ARSI d 2 BR/ER
b NI 2R 0 Chang#filli & JH L 72in vitroZ2BRC, B i
IZCA, CDCAH L WIE Y IV FFF 2 a— VEEZ L THlE
BEEETMRE L-E 2 A, MlgEEEORSIZCDCAD R b i#
(L CAEY VY TFHF L a— VERIZRIREIC§ o 720 F 72,
CDCAIZ & M EM LY VY FF F 3 a— VOB LY
HEIKT LT,

18.3.4 HWRBRICHTBY A MhA - FEHA L EEMFEER
<~ AWFIEEEMN &) Bk E IV 7zin vitroSBR T, I v h
FNY Y ARINZ X 5 TNF-a K OTL-6RE4 % JIHI L 7210, 5 b
JFEEME % vw/zin vitroii T, TNF-a RN X %
RANTESEEA: % #0fll L 7210,

18.4 HILRIRKZE1ER

18.41 MIBYIBEEL2EIZY VY 54 * 3 a2 — Vk150me/ H
1y AMREOHES L, ZoRitk clihsSfgigg,. Ratke s
VIEEERREL2E A, ) S — VB, U L UR, Y
¥D. EOZKEEN AL 729,

18.4.2 @ m{eEER
F v PR X OF3REGIZ255 X 10 2MICHRB L 227 vy 7
F ¥ - VEREH25mL/kghk G L2 A, Ty MIBW
CESEE ORI E, $724 X CIRERBEIEEORINE T 35—
B CIEHFE O LR E R 7219,

18.5 BEGARRIEAR

18.5.1 BEM 3RO L X5 0O—JLAEFE{ER
IV AT U= VRIBARERESFIZT VY T4 F T a— VER
300mg/H %2 A, ok L, 600mg/H % 27% HM& I8

Ji 1 R

LA, WTFROHREIZBWTLHD ) JRitthoa L 27
O — )V ORI L, Lithogenic Index®D 3% % 2o
f:ZO)O

18.5.2 H&EFEAIER
VAT U= )VRBAHEBRESFICY VY 74 F 2 a— VR
600mg/H % LEBREOHG L. Ho ) B2 5REL . fmCHimss
THEELL ZA, BRI EEG IO RO i, T LA
TH—VIE O TICL BT E LS Tz,

18.5.3 aAL XFO—J/LDEEWRIRINEIER
TERERL NGB 7 VY 54 ¥ 3 3 — L FE600me/ H % 17 H R
BH Lol h, BEICBT L3 270 — VIR Z ] L

722,

19. BRI ICEAY 2IEB{LHER
— AR VY T F F v a— )V (Ursodeoxycholic Acid)

1t&#44 : 3a.,7 B -Dihydroxy-5 f -cholan-24-oic acid

3 F3 0 C2aHaoO4

syt 39257

R oS U ET, RIEEw, 25—, ¥
J =)V (995) JAFEEEE (100) 12T $ <, K2z
EAEET

bFREER

HO
22. ‘A%

(VYT Fx2 a—)UEEEE50mg [NIG])
10088 [108E (PTP) x10]. 1000%¢ [10%E

(YIVYFF % a—)UEEEE100mg [NIG])
1008 [10$¢ (PTP) x10]. 1000%¢ [10%E
120058 [TV 348, NF]

(PTP) x100]

(PTP) x100]
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26. RERTEES
26.1 BGERRIETT

¢ BELIRE T Euxatt

Nichiko = LTI IR 1 T BB & 21
26.2 %

48&1&5@*

Nicwiko 5 1L 75 88 B B 1 ] B % 21
26.3 BR%

HHERTEARIASH

ARERMHPRXEEHNTEIES

A-03



