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3. #8R - MR
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B - e e
(1%5h) HRE VI TFF>a—)LE 100mg
ryEQIVTFUS Y, EEREILO—Z, A
- LAOQ—=AHNTIL, EFRaFyTuL
" tilu—2, BEEKF B ATT7 U
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OFRFE M EITEZE(CH (T DT HaEDE
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5. HEEXIIFIRICEET R

(CEUSMATREICH T BIFEE D)

5.1 CEBHFREICEVTIRE. T LA REEEZET
BT ENET LWV, AFITIET AL APBRERIZ R L HEEE
TIXCEIEBHFEROEHTRICHT 2 HEEENE O EIZH
SMhTREWVLD. TLLVRABROIZDDA V¥ —T7 zaVik
BENHELIZA VY —T7 2 uVBE EHATE R VWEEIC
M UTAEDORE2EEBT S &,

5.2 JEMREMFELBFHICNT 2B R OREME T L TW
%W, [9.3.5 ]

6. RiENRUAE

RIS ESIES

HEROHE

- FEORBICHIFDFIRE
fEE (RBE - FEDS) RIK
BRUBEF S >HZE/RS
&R

- IBUEFREBICS T DI
BEDTNE

- FRERICSIFBDHELER
B
INEBVIBRIRIEAE . RAETE
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TLYFEAFIaA-LBELT,
EHE. BRALES50mg % 1 H3ERZEO
’E59 5, 2B, Fiw. ERICK
D EEBRT 5,

c NRBREZERDHEN T
LAFO-ILREBEEDE
iz

NRAIRIEZRBDHEVWILV AT
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FAFTVIA-LBELT. BEBE.
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J—-LgE LT, BE. KALH
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CRIBMRBICE T 2 D
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9.1 GHHE - BITREEDH D EE
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9.1.2 HILEBBEDH 2 EE
RERER A S 572 EERPEEST 2BFNMW0H 5,
9.3 FTikeEEEERE
9.3.1 ZLREEREDNHIEE
BELEWZ &, FBEERPD 5720, ERVEETZBZN
Bhb, (2.1 2]
9.3.2 BIEEFFRDEE
BELEWZ &, FERVEETLZBZINADSH 5. [2.2 ]
9.3.3 [EEICEADH D EE
FMEERP D 5720, BHS 2 EET2BEFWPH 5,
9.3.4 FEFRMIETHFEEOEZHCRENDRENG D EE
MECVILEMED LRESALNTBAICIE, BE2PIET
B EEYRNEBEZTH &, ERPETH2BENNDH 5,
9.3.5 CHEMITRECEEDEEDNHDES
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B EBEYRNBEEZITH 2 & ERVBELT 2BENTH 5,
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lEEZE LR S X SN BIE/RICORRET S &, B
EE (T v b) THIRRT R ORI O K& (2,000mg/kg/H ) #
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9.8 SthE
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a7 47—+ |a—)VEAHREO | ZHETHADITL R

NFT7 47—+ |HOTHEAT S8 | 70— LAl R

7x)7477— &l KEOEM |20, aVAT
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REPROONLHEICREEZPIET 274 S@E 2 LE Z 1T
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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
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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,

16. EYEhiEE

16.1 MOEE

16.1.1 EEBRAZNREL, YLV FFF 23—V EE200mg%
B5(100mgse % 288, 6fl) Lz & &, BEMiE+HEEIX1.90
+0.25ug/mLTH -7z, £72. 400mgZ %5 (100mght %4
fE. offl) Lz &, BREMEPEEIX7.0921.43 ug/mLT
Hotll,

16.1.2 £YZHNEIF MR
LY FAF S 3 — LEEEEL00mg[ ZE] & 7 LV $E100mg %
TUHAF=N=FFRICE D ZNZN3E(TI VY THF T a—)Vig
& LT300mg) R A B IR R ERRO#R S L CIEhk
ZILARBEEZBEL. Bon-EYEE/CS X —F (AUC,
Crna) IZ DWW THREHRIT 217 o 125 R. WO &M ER RIS A
EREhiz2,

EMHENT X —5

HEISTGRA—% SENTA=%
AUC 0-2 Cinax Trax ti
(ug-hr/mL) | (ug/mL) (hr) (hr)
IVITEFY I
+ + + +
B45¢100mg/ ZE 3.77%£1.10 3.47£0.76 | 0.7+£0.2 | 0.6+0.3
7 VEELI00mg | 3.79£1.15 3.52+0.57 | 0.7%£0.2 | 0.8+0.4

(Mean=S.D., n=12)
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RO LVYFFF T a—IVBON-7EF LI I VAEE
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ROIILVYTFF = VEBEON-TEFILILIY I ViaGHE
HORPBHRNE IR ERD0.5%TH - 720,
) ARF OB AATZHRIZ00METH 5.

17. BRERRRIE

17.1 EMERURLEICET 2R

17.1.1 _ =55

(1) HERZER(EAE. HER, BEYAFA2Y— HOS TR
BIEERE) BEICY LY T4 F 20— )VEESE150mg/ H % 2581
BE5 L. BREERICHT 2HEBWREMRFT LI LA, HEM
WR2EICH LTI REEHICH LERLRBNR LD
AN

(2) BHFRE(BERFR. FEZ)BHFICVLYTAFI -
BB8E150mg/H 2 4ARBBE Lz &2, LY TAFIa—-)
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L7z%,

3) AVATE—LVREAERZFICTYILY T4 F 2 I VEEHE
150mg/H. 600mg/H%6~ 125 AM#HESE L. HABEHRZE
W L-EZ s, XEEEGICKABEADHEE,. /) - B2
AbEIZEEIZIS0mg/ HBEHE17.4%(4/236]) . 600mg/
H#5834.5%(10/2961) . 75t R#EE58£5.0% (1/2041) T.
600mg/ H% 5813 /It R EHICH LERRIBMEHRER
D7z,

(4) FEFMETEFEZ (PBC)BHICYILY T4 £ a— Lk
150mg/H. 600mg/H %2485 LU RESE R R % #E
Liz&ZA, B EORERIF150mg/ HE58£22.7%(5/
2241). 600mg/H¥%:5#£92.0% (23/2541) T. 600mg/H#E
BZ150mg/ B ERICH L. ARAUEBNRZDD 7,

(5) CEMBHFRBEICYILY T4+ a—LEEHE150mg/H.
600mg/H. 900mg/H % 245@M#% 5 L. ALTOZE/LH (FRk
) 2 Heseigat Lz & 25, 150mg/ B 58 (19561)-15.3%.
600mg/ H#% 58 (19841)-29.15%. 900mg/H %58 (193
f)-36.2%TH 0. 600mg/H&%5E. 900mg/HEZ5E I
150mg/ A& SEICH L, ARLNBDR 2RO . BIEHO
FBBEE1X150mg/ B 58, 600mg/H#%58E,. 900mg/ H#
E#ZENZEN18.1%(36/19941). 21.5%(43/200%1). 17.8%
(35/197f) £ 2fFTIRIZIEFRK T, FHEICEREZITOON
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(1) RFEEETEFEZ (PBC) BEICT LY THF 2 32— LT
600mg/H %48~ 13285 USSR EMET Liz &
25, HE LOWERIZB1.8%(27/3361) TH -7z,
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IZIE C900mg/ HAEE) # 1D LS L2 5, ALTOE
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18.1 {EFtERE
TV FEF T a—VERIET R EE S 2 e (RIEIER)
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BEHbD., ZoEMEEEL FRSE. BUKEETEEO R
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VEBBIZH A Nh A > - rEHA EEAINEIER A O RIE
MR EEANEIE RIS K O FRE R BT 5. £DI1EH. TEED
JHAERBER. HIETRNSEER P SN TS 102,

18.2 FIRB{ERARUREH S - iHNEEA

18.2.1 AHEMBEESHICT-F2—T RLF—Y%2HEBEL.
IV FF F Y3 —)VEESE1S0mg/H E 14HBEOKES Lz &
ZA. T RERRESHE K DEmL Y,

18.2.2 EMFHRZMEFNEHL S oWEZ v Mz, YLV TFAFY
I—V#24mg/kgbl k&, +ZHRBAKS Liz& 2 A, IR
BORDZIHI L7212,

18.2.3 EWFFREBUHEFNEITS oW Y Mz, YUY TAFY
I—)VEE20mg/kg/HEL L2 7HRIRG Lz & 25, HITHRED
B EMHEIL 1,

18.3 FFHRECAEIER

18.3.1 FFDIRER - HEittikaECAE1ER
BHEFRBEZFICILY T4+ 3 —)VEEEE150mg/H %31 A
BRREOHS L. ZOR1IBICOTc-PMT % EE L C B REMRIT %
T-o7&2 5, FOBEEREMRO Y — 2 ¥ 4 AP FERICKENM
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(1) BERBEFRETILYY ZIC0.3%EEICZ S XD I L
TN TEFF T a- VBRI 2 ERES g EZA, YRR
v HTA PEREICEDEFROMEKT., MHPASTRTALTO
5 FHERIC B T 250 O RAERIRDSE 2 1% L 719,

(2) a>HFNY YAFRRBEET LI TRV T F Y
2— LEES0% U1 50mg/kg 2RI Lz & 2 5, MAAST R
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F v MFEEMBERWzin vitro BT, TNF-a @il &
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BLTHEEOHEME, £/:4 X CEERBEBEOEMEVT
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18.5.1 BEO SR+ L A O—)VAESF{ELIER
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RD722,
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600mg/H % LEMZEORS L. Ho S BT 2FE L. LM
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19. B CRET B IEEEHXR
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