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WE. RAIZIE AT P8 L CT1IHL,500mg % 3R 12451 F
TEBRO®RGT 205, BREMIIE, LZEIZL CTLHLE
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7.1 1H4,000mg~ D& 1x, FIREHE TP SE O i
KipgesEs (EHERZEO) IS LTIT) L) EET S
Z ko [17.1.2501]

7.2 1H4,000mg% . SHRM %82 TG L 7z ik 13
L TWaRWwzo, BEOFREEZ oL, BRE1LH
4,000mgDF G- % fkfe L v 2 &y

7.3 KH % X T Y AEEHIDUTBHE & O A 5E 121,
ATV E L TCORESEAHINT 52 L2 EB L, §F
VRSB RBE DAL T LT 2 B NI s A0
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8.3 FAREMAEIM . JLIMERFEAY, MERIERAE., /MK
FED 0058 5 b s 2 L DT, PG
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B G 3AST, ALTE O ERE» =% — 3 5%, B
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Fl Y AFHRI%IE R Y 5 §E250mg (WHIIE AT Vv &

L C1,000mg) % ZENEIGIZHE 8T L7z & & OREALED
HMBRE ST A =¥

Cmax Trmax ti2 AUC:t
(ng/mL) (hr) (hr) (ng * hr/mL)
N AR 1,333.2 2.6 2.0 4,316.6
94% +815.7 +1.5 +1.4 +1,913.4
YA 1,341.0 2.2 2.0 4,113.9
250mg +767.8 +1.3 +1.6 +1,964.8
Pl = R n=30
16.2 BRI
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ZABE RO L7z & & 96 12 0 IR ki1 d, 28.4% (7
YT VRE LC27.7%) TH Y. FPPEIEE1350.0% (7 F vk
& 1LT23.5%) TH-729,

BEHER AL A5 Y 2 & LT2,000mg (¥ % ¥§250mg 8%E) %1
H2Mml, 6H B ERE3%G- Lz e & R 33 SR ta 54 H M DL
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. - Gt . HEERE DL g
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il m— 750~ HA - 91.9%
M 2,250 i (34/37)

[ 1,500~ 43RIDLE B 1 54.8%
o 3,000 12381 (17/31)

- 1,500~ o 1 A 1 90.0%
3,000 9/10)
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012, 250mg X 121 H2[E4,000mg % 838 [ ) 454 5- L. UC-DAIA 2
7 OUFEIZ DOV TLIHA,000mei 5-O1H 2, 250mgt 512 % 3 % bk
k% MY 5 VR AL G BRI R L R R G L 7.
DR, UC-DAIA 2 7 O G-HitR DU EEIZ BT, 1H4,000mg
Pe5-01H2,250mgd 5125603 2 BB AHRE S 7z (32),
EIEF SEBUSEE 122, 250mgd% 5- 86 C25.4% (16/63%1) . 4,000mg
WEEET21.7% (13/6061) TH o720 EREIEHIZ. 2,250mghk
HEETIZIRBS-NT £ F VD7V a4 3 =5 —+ (NAG) HH16.6%
(4/61%0) . IM/INEE N4 . 9% (3/6161) . HFEEEK 452288004 . 8%
(3/63f1) .« B AP K ONASTHIIMNS. 2% (2/6361) . 4,000mg#%5-
FECTIZRPNAGHML0.0% (6/6081), I ¥ )L »H#N5.0%
(3/60%1) . W > 78ERE A3, 3% (2/6061) T - 72, [7.151H]
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Ty
- 5 BESHE | REHHRO ;3 s
g e 8 E#3 P -

Fite H PaEL IR 21k PER 2L
2,250mg -0.8
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#2 PE AR Y & 5% 1 H 2

#3: P EERE  #4 TIE, [95%EHXAM]

¥ t-HE t=-3.705, p<0.001
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WZxb g B I VE R ARG A MR AL T E BT I i e R
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WL TH G- 01 H 35120 2 I PATHGE S vz (383) 6
BIVE R SS B 121 A 1% 5-8C5.9% (9/15261) . 1 H 3Mml4% 5 5
T4.0% (6/149%1) TH o720 EREIEMIE. 1H3MHEGHOHE
41.3% (2/14961) TH - 7=,
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Erac i PEBRHE R B %) TR 7E(%)
1H1[M 141 112 79.4 7.8
1H3[m 141 101 71.6 [-2.2~17.8]

#1 0 5520 B R IR F TSR L % 2o 7o HBRE
#2 0 GRMEREE (%) = (RERRAERE L 7o B 0+ BB H0 % 100
#3 0 LH 1A% 5-8E — LH 3 58 [95% B M. JEHth~—2 >~ 1 -10%
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18.1 1EFH#RF
RENOE MR & L CEEBRNZAERT, afa ) =B
(LTBs) A REVEIERT ., A5 7S—CDIEMALERS, ~u
T ¥ — ARGERTIE LRy (PPAR-y) {EMEILIER . #%
WK T«B (NF-«B) {HEEALINGHIEE, s oo 24 3
VORISR S . MR LI (PAF) A A sl e
Ay —uAsFxr-1f (IL-18) EAMHEHY2SE 2 5N Twh,
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In vitrolZB W7 —5 Y 7))V (DPPHL) @icfEH. #ER{LK
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18.3 LTBaCX ¢ 21EMH
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18.4.1 BEBEMHXBEXBLUET IV

(1) 7 v MEREFESSETIVIZBWT AT P 2 k50, 100mg/kg®

R G- T B 2 BRI R0 6 7z,

(2) THFAI-GHA T T VFERETNVIIBVT AT T Y VR
150mg/ kgD 1% 5T A 7 70 BEEIHIRh R 25RO & 1725
18.4.2 7 O—REMUET IV

F v NINBFHIHE T VBT AT T Y v BR50me/ kgD FE 144
5CH E  BEEHIR R 5,
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[ S

HaN : CO2zH
OH

TR AmEEG, RIKE T IRE ok & UL s ok R

T&)éo
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AEET %\,

A AR B
B 270~275C  (4f#)
SSPEAREL 1 0.03 (pH3~9. K - +27 % J — V%)
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RANLBI P DT HIHET B 2 L 2 DN B,

22. @
250mg3 © 0.265g % 1008 [104 % 10]
500mgsil  0.53g x 1004 [10% % 10]
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2,000mg7 : 2.12g x 1004, [10% x 10]

23. EEXW

TR, b, 3

FRIRE, b, 38 . 1994 ;22

TROTHAE At . 1994 ;22(Suppl. 10) :S2531-S2554

O IEED, . SRR &G . 1994 :22(Suppl. 10) :S2555-S2583

BOTHAtE, b, 3E3E & 5. 1994 ;22(Suppl. 10) :S2607-52624

Miner, P. et al. :Dig. Dis. Sci. 1995 ;40(2) :296-304

Morice, A.H. et al. :Lancet. 1997 ;350 :1105

Kapur, K.C. et al. :Gut. 1995 ;37 :838-839

Prrosii, A, EE7AR H AT LER R IUN SR BI 706k

1999 ;74 65

Mehta, R.P. :CMAJ. 1990 ;143(10) :1031-1032

11) Witte, T. et al. :Nephron. 1994 :67 :481-482

12) Smilde, T.J. et al. :Ned. Tijdschr. Geneeskd. 1994 ;

138(51) :2557-2561

Otsubo, H. et al. :Int. J. Hematol. 1998 ;68 :445-448

Kotanagi, H. et al. :J. Gastroenterol. 1998 :33 :571-574

Casellas, F. et al. :J. Clin. Gastroenterol. 1996 ;22(2) :160-161

Daneshmend, T.K. :Lancet. 1991 ;337 :1297-1298

Jick, H. et al. :Pharmacotherapy. 1995 ;15(2) :176-181

Committee on Safety of Medicines :Current Problems in

Pharmacovigilance. 1995 ;21 :5-6

19) Bodin, F. et al. :Therapie. 1991 :46 :341

20) Wyatt, S. et al. :Lancet. 1993 ;341 :1476

21) Hautekeete, M.L. et al. :Gastroenterology. 1992 :103 :
1925-1927

22) Stoschus, B. et al. :J. Hepatol. 1997 :26 :425-428

23) Deltenre, P. et al. :Gut. 1999 :44 :886-888

24) Besseau, M. et al. :Gastroenterol. Clin. Biol. 1991 ;15 :
174-175

25) Sachedina, B. et al. :Ann. Intern. Med. 1989 ;110(6) :490-492

26) FHOGEATE, A, SEEE &R, 1994 22(Suppl. 10):52625-S2638

27) Mulder, C.J.J. et al. :Ann. Intern. Med. 1988 ;106(6) :
911-912

28) ANHPEME, M. JOFHZERE. 1994 :47(6) :513-522

29) Christensen, L.A. et al. :Acta. Obstet. Gynecol. Scand.
1994 ;74 :399-402

30) Jenss, H. et al. :Am. J. Gastroenterol. 1990 ;85 :331

31) HPAIE, Ml JoHZER. 1994 48(4) :225-238

—

f. 1994 ;22(Suppl. 10) :S2585-S2605

Suppl. 10) :52509-52530

© 00 1O U Wi
Do D2

—
(=}
=

32) de Boer, N.K.H. et al. :Am. J. Gastroenterol. 2007 ;102 :
2747-2753

33) Szumlanski, C.L. et al. :Br. J. Clin. Pharmacol. 1995 :39 :
456-459

34) Dewit, O. et al. :Aliment. Pharmacol. Ther. 2002 :16 :79-85

35) Honeybourne, D. :BMJ. 1994 ;308 :533-534

36) Welte, T. et al. :Lancet. 1991 :338 :1273

37) Lagler, U. et al. :Schweiz. Med. Wochenschr. 1992 ;122 :

1332-1334
38) Bitton, A. et al. :Am. J. Gastroenterol. 1996 :91 :1039-1040



%k

Declerck, D. et al. :Rev. Mal. Respir. 1994 ;11 :292-293
Muzzi, A. et al. :Chest. 1995 ;108(4) :1181
Reinoso, M.A. et al. :Chest. 1992 ;101(5) :1469-1471
le Gros, V. et al. :.BMJ. 1991 ;302 :970
Kristensen, K.S. et al. :Lancet. 1990 ;335 :605
Agnholt, J. et al. :Lancet. 1989 :1 :1135
WA, . HARMEALERS SRS, 1999 196(5) 524-529
Heresbach, D. et al. :Gastroenterol. Clin. Biol. 1994 ;18 :
782-785
) Gujral, N. et al. :Dig. Dis. Sci. 1996 :41(3) :624-626
) Iaquinto, G. et al. :Ital. J. Gastroenterol. 1994 ;26 :145-147
) Skhiri, H. et al. :Nephron. 1998 :79 :236
50) Netzer, P. :Schweiz. Med. Wochenschr. 1995 ;125 :2438-2442
) Woodward, D.K. :BMJ. 1989 ;299 :1224
) Dent, M.T. :BMJ. 1992 ;305 :159

) Timsit, M.A. et al. :Rev. Rhum. Engl. Ed. 1997 :64(10) :
586-588
) FEPVEEL x> & AR 94% O R N B fE
) MEtEREIE ) . SRR X AR 1994 :22(Suppl. 10) :S2467-S2495
56) KR EINGS T AHDUERC SR — A - B s —
) HOLTE—, . HOARSEEAAMERE . 1994 ;104 447-457

) Gomez-Mufioz, A. et al. :Biochim. Biophys. Acta. 2001 ;
1533(2) :110-118
) Rousseaux, C. et al. :J. Exp. Med. 2005 ;201(8) :1205-1215
) Kaiser, G.C. et al. :Gastroenterology. 1999 ;116(3) :602-609
) Fox, C.C. et al. :Dig. Dis. Sci. 1991 ;36(2) :179-184
62) Eliakim, R. et al. :Gastroenterology. 1988 ;95 :1167-1172
) Mahida, Y.R. et al. :Gut. 1991 ;32 :50-54
) HLEE— ) il HARSEESMERE . 1994 ;104 :303-311

) Kitano, A. et al. :Clin. Exp. Pharmacol. Physiol. 1996 ;
23 :305-309

Y24, XBHEREROEVADER

fiRis E S S G BUR T E S e
T160-0017 HCRUER T X M T 207 #

R 0120-409-341
SRR 9:00~17:30 (£ - H - #H - KKRH 2R <)

* %26, BERFGTEES
%26.1 BUEERSSTT (BA)

FERRING] 7TV Y - T7 —IHFUB1
PHARMACEUTICALS %?gg%zﬁ J Fq:T E 1 0§4_‘|:7_|

26.2 BRZ%ET

EMREARASH

RRBTRBAXAFEA—TE3E/S




