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W hIZBOTOREOBERA L VBA of . FBITHVOTRELISvMh b Eahi-EHE+—kER
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- ERETCHOT=, ®

.+ 5w (Chbb:Thom; RS- 5 P02 “CAZAD-h L Imgke FELERIRMELISEOIZSEL , MahiEpE
ZRELT=. FIRAIRE DT AUC (35 70.9mg-eq-hv/L, #f 217 mg-eq-hr/L . BIRETIEEE 83.3mgeq-
he/L. 8 201 mg-eq-ho/L, ) Tip( 8 18} IXFFIRIS S CHRE 13.4 BT, #E 36.8 BFEL. $20R5CHE 49.9 B,
I 524 BEREICHECIHIGEREAEC, HERYBEL NSRS RUT-, TSRS (MRT) (LRI 5 CHE 180
B, i 52.6 Bfil, OIS CRE 31.8 5501, RE 534 BRILHEAN R o, BROIREICHITS T I 1 44 BF
© P, it 6.8 B, Cox I3 HE2.35mg-eq/L. i 3.23mg-eq/L. T#H 1=, 03, 1.0mgke % 11 BRHROIRELF-HERIZ
FUVT MRT [ZRECEIEH 207, 24.0 B, MG 5.8, 486 R T o7, |
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13 ARV 18 ADSYREHITHREHERIC L AR R U FKPIREARA IS ER L = FHERHLD C-
EANF LN LDEEEBETTB1-0, 1HE 18 BDS vk 2 FLIT Imgke 2R MIEEHITHES B -, 35
% 144 RO 216 B HAER 3 BU 6 BYICHAEROE. 5. ifi, O §RUBOAELAREL -, HE
# 3 ATIIFEROE. B, EDEPORETIER 18 BOSYMNIREL-LEDMEIRIEZEE
- KYUEH T, A 6 BTIXREOETAROON-A, B, B OESRUHE RSB OBEILHE
- %3 HOMED 2~83%ETLMETFLTL VA o1, ©

S/ (Chbb:Thom; B IZ “CHBHEADF AL 1, 10 mgkg HEMRELI-FOR, EHBRE. | mpke 1
| CHBREE LT REAIRESN TS, 1 mg BOR5# 72 BRIETORPHET 63.8%.
 BHEER(E 27.0%. 10mg 2054 96 BRIECO R HEEEIE 76.3%. Zrh#kEEEE 22.0% Thot=, 1
mg Z+"1ElRRIR 5 6 BEETORTPEEE 7.9% TéH otz Fiz N-AFIVEITESL- O =3
B Img ZAEOEEHE 96 BRIECORTHEHIEE 51.2%. FrhHEHEErE 23.7%. 48 BN COMS,
- BB 15.1%TH >, R, BEHHROREAFOBEETITh 05%HKHE. 4.5% T otz ?
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E—ILRQ ILE) IJD#/ﬁAozmg/kgﬁ@—é%%ﬂmm BTHLHEMEEL, meEiEFaEL -,
FHIRA. BT, BOREO T AUC (21 5mg=hr/L. 24.1 mg-he/L, . 229mg-hr/L, T T1,( 8 #8) (£ 24 B, -
23.7 B 23.7 B, SEEIIHERRSRE (MRT) I3 34.8 B, 35.0 B, 40.0 BRI CH o=, BOREIZHT S T
[4 7.5 B, Coax [& 0.464mg/L Tdp 7=, @ .
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B 24 BHEIETT 30, 37%) . R C 46, 4%, 7— U5, HEEMITHHETH 7. 4% ThHo1=, BOKRS
(ZH1THIEERRED Ton (& 14 BERBOSET, Cu (& 123-18.9ug-cq/ml, TdpoT=, 5 6-30 BRTET
Tiz #9 6 BFEITHEEL . 120 BAEITIE 02pg-eq/ml ThHof=, BRIRSIZHBITAMEREEIZOVLTIE. B85
#% 2 5O MEEhREEL 80.0pg-eq/mL. 1 BHEIC 31.4ug-eq/mL. 24 BT 0.5ng-eq/ml. 120 BT 0.3pg-eq/mL
&ixof=, TLC TREALI-ECA, MRS RRICH LV TIREG®E 12 BE o mRhEEICHITHRELED
BIE13TH 60-80% T T, 115488 24 BfHE TORPICIEEZTZABIN 2 DAL, BISIENRE 1 T
0. #IRPIRSICE L TERE 34, 34%. K812 T 18, 13%. RILHEERSEEEL# 1% Thol.
EARIZHEUTIEREN 1 T64, 54%. {RBHH2 T49. 533%. FKZH I:m:,tis"mx%'c 17%. *%ﬂlﬁﬁ?’x”—:t’-’((i )

ﬁﬂj —C%t:l-b\jf:o

S = T4 1 BRI “CAESAO L H L 3.5 mgkg ZHEOREL, 554 H%Fﬁ@%ﬂﬁ%’%fé‘t’éﬁﬂllﬁuzo
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SRRk 82%. B 71% Cdhof=, B5#4ERECOR, BEPREGThENBBETEERD 1731%,
2—9_%‘6?501’:0 . BRICEREODRS AN, MBIZHE{H LTz, RNDOBHIEE AT, 8%
HBIEEIZHS 95%& NSADs IZ&L REN B LIITE M o=, M -A EHEATEIT 6% ThHot=. KELEDE]

BITMEERTIL 80-89%TdH 0T R, BEHHFTIL 3% LT CTHoI=. THARFPIIBEET )La—ILChoT-.
e

RS = 4145 4 T AL VARII(L.0. 2.5, 6.0mghke thEB/ENRSIZH5175 12 7 BRIIBIEHEER <55
- GRS 1 B.25 A 52 BICmIFRREAAES M TS, 10,25, 60mg/kg BERCEVNTENTRN Con
13048072, 0.87-1.40, 209322 /L. r&m‘:o - |

[E MMoEHiH5iE55E] W
BHRERT 77 4 BICCEERAOFU N L 30 mgkg EEHRMBUEDREL., E@r& 144 BEEIET
DIIFHRFE, 168 BHEE CORPBE. 180 BEFETORDBERAEL -, T Co (F5HRA. 0185
FFCENEh 535, 3.09ug /mL. Tp (& 13.7, 132 BEEL 1254 168 Bk CORTHEHEL 454, 42.9%. 1%
54 180 AR COEDBE#IRT 40.0, 472% TdhHoT-, MEETREHEED 0%LLEITRTILFTH o=, 1
8- ABRKBEEIL 99% L ETH Tz RPDFREEDEISE 1%L T TH o=,

[ichbi 5i55E] @

AL TA—RI)—C 7RO IV CAER AN S A L 0.7 meke/ BEEEE 5 BRR TREL-HER
HIEFES LT, BRI 5 48 BRIE CICR R U TRBGEED 78 5% A et ﬁﬁi&iﬂﬁ §HET
IZFRTHI= 49.8%. 4 BETIZ#PIZ 33%h EEftah -,

‘4C—#%§J‘D$/13AU)*JJIEU§'FE%U) Comac |3 3.0210/0L. Ty I 8 BERATEH T8, 1555 24 BERSIRIS
i% 2.01ug/mL FTHADL . 5 BRHESHESED Con & 7.00pg/mL., T 3 2 B TH oA, 185192 B
#113 0.08ug /mL EAiof=, Tip{d 28 B TH 1=,

STOEBICHITHBEIRIRRE § BRI BLTRLE( o=, B E 8 BiSEUIRS 8 AR
DBIEBPRERFRTEN T 854, 0.66pg/e. BRTS5.07. 022ug /e, FFETO.52, <0.02ug/g. SEGHEHL
T 521..<0.02ug /g. FHRERFT 055, <0.02ug/e. BIEHT 0.72, <0.02ug /g &iot=, ,

3SR O R RELETH T, Jichk#iﬁfhé#%’é‘*ﬁiﬁo e AHNT-, RiREE
=F~l$%§t#§%®ft;§1%ﬁﬁbm—t\ REIERE LR TH o=

AL TR =S T BT ATAOE LN L 0.5 mgke FEERAEU R FIRELSEA SIS
Tz FHIRPHRSICB L TIRE 5 SR OMEFRREIT 5819 ng/mL ZRLI=AS, 185 144 BEEIRICIZ 63 ng/mD
Efiot=e BTIREIZEHUNT Cra2262 ng/mL., T 7.7 BRICHoT=AY, 5. 144 BEEHIZ(L 51 ng/ml &5
Too SRR U R THREITBUVLTENREh Ty, (£.25.5. 26.6 BHEl AUC (£ 1027, 86.0 pg*hmL THof=, &
YRR 0% Thot=, ©

22558k
(DRE=EE ‘

REMREIT LS LDy (27 DR (SD)DHET 200mg/kg HRELLE. 1T 984mekg (AET &3—37‘:0 =74
MRS 1 BAIC 800, 1600, 3200mg DA AF- A LEEHRORE LEIH, 1600mg ERESN-HER
U 3200mg E¥ 5 Sh-A e L1, (%4 :



>‘ﬂ#/ﬁf-\wﬁaﬂm4Et_outﬁmﬁmﬁsﬂ_m%ﬁ*ﬁsfmf%mmuw LFhbkE
{ethd YBHHHEL D EHREA TS, 090

| QESMESHR
[5v FERVE3 7 ARESHSHEER] (90
Wistar T b (HEEEE 12 ITEHZFFRLV=-E0(0. 10. 35. lOmlgkg‘WE’E)?&‘—:T-l-?aH‘é 3 4 AR
NSNS TR S -BHTTRIZLTOREY Thot, & SISHIERE 10mg BRERE 12 ik
BEERE T 6 BRioRER E clRES -, |

—RRR G ERRAEIRERER T, IOmg BEH TR —FB0EN. $@—%ﬁo§ﬁ‘nﬁ&bbnko -

N EOEORESHEROETE HITBIE Lk Uﬂ:ﬁ'cia%'cﬁmf:o BE11 DT, B 18 PUAS, SUERHARS

RIS H BRSNS,

REZL., ER. . DinR. NESHEE0RESIZRE L,T:%;@ﬁli;,%w:bnm\ofzo SUkElE
10mg RSB CREMLT-, _

MARFHBRE T, OSTOREE. BO 10mg 55T Hb OEE. 3.5mg LLERSHOBE, 10mg
BEHOBCHRIBE. Ht OEE. SMEROEME. 10mg BE5HOBH CRIFRNBROEAED Shl-,
RS SDULNTIIGFERAMEmL., 2y BRIEED LTV, ShbOmMRIEHBIRICIZFRE S
=, -

IR ClE. O TORSH MO 35mg L RSB TB-ABERT Ab OEEAED
Sz, HD 1.0, 10.0mg HEFRED 3.5mg LLERS T A/G LOEEAA S, T, O 35mg
© RS EEMED 10mg IREETY VBOSEE. 1O 3.5mg BLERSHEHO 0me 5T A ORE -
MRESHoht, ThoidEEEPICIETRESI -,

FREETE, OSBS5BI 35mg M HESHTREORILHIIDH LN,

RBRERE T, 10mg REFOETER. B, HTHE. §5. BR. 2ISE=E0aE 3 ohi,
BHRTIL. 10mg RESHROMHETE. /MEOES. BEOBMREREI SO SN,

RIEEESFINRE CIL. 35mg 5 H T BS%DEM CEIEOESHIED S, 10mg IR5H TIX 9%6%
OEMI-BRIRDESHEH LN, TOM+ 6. METLERHoNT, iL PAS BRtE ) VU — Lk
a)i*ﬂnb\ﬁhﬁﬂ”‘_t&’l:%&b Lz,

u.l: 3.5mg KRR TR b h-Amt b o -ABE. Alb A/G HEDEEICBHE T ST bILH

bEEEICEET S b S hiz, —A., H#D 1.0mg HCIHENEY SRR L VREIL E > TV

w&i #B-ABE. Ab, AG LLOEEMNEH I,

AEHERD LOEL I 1.0mg/ke AE/HTH =,

- SDTwv b (S 15 RAHERVVROO. 1. 25, Tmgkg KE/BBEIZHIT5 3 » BEOEEMES

BHE BV TERSH oM BHFRITLUTOEY THote, XBHE Tmg BHEFHTTHITNZ TELEL
10 FEICDWDTRRETIRE L., S L TREHMRT# 6 8. |EEECHE - 85sh T3,

—&E@&Eﬁﬁﬁaﬁﬁcﬁﬁﬁi Tmg IREBOMCRATLOFRES M. A, EHRES. BEEGEOE).
HERD, L, WRIETFOFEKIGEO LN, . 7 EHEH DTS hT-,

HEFIETIE. Tmg HE5HFROM CHREBINEOEMENEH Shi-,

EHEE. EEWH-E%‘DL-W%E@E%L—E@ L1-828133H oniimhoT=, ﬁjvkg.li Tmg F58%
DETEM LT =,

IEEEAHEE T, 25mg BEBOH CRIRRIERDIEN, Tme 5 ROMKET Hb, Ht OEE. @M
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HROEEATEH Sz, BRI DUV TIIEFRRRANEML., Uiy SBRZED L TLV =, Tmg IH5EHO
MECIE S S ITHX SRIMBRSOENE., - FBIRFRMmER, M/IMROBSENEEH Shi=,

MR TIE, 25mg B HRSBROMECRI-ABEDEMEI O Sh. Ab. AG OB
BUNHEEEREFE > TV SOMIL S DHD7 S A — 2 —[T2SEAEID DAL, J%g*ﬁl%?i‘fi‘\ﬁ—ﬁ
EASBH DN ST, T ChOXEEHRETICEIRES T, :

RIEETIE, HOSRSRLED 1. Tng B5HTINEDICHEMERAERD ST, B0 Tng B5H TR
BOBDHTD STz, FIZDOUVTIE2.5me BSHOME 1 IT, Tmg BEHORE | Eaﬂﬁwgw"ﬁmm
Bis#ERLTz.

BREE T, EOSRSE TR0 EUETEEOEIE. HTE25me E%ﬁr*ﬁ‘“r Tmg 135
BT R IS EROEEAEH SN, 2.5mg M&%ﬁwﬁmfgﬂﬁwmﬂ&tﬁ%ﬁﬁﬂwﬁfﬁﬁ
EHoh., BT Img BEROERNESOSELED SN,

L% - PSRBT T, LY. B, BEISENEY LN, ST Tng &%ﬁtﬁuﬂ
BHAVNTRRARO LN, M. BiR). BRCESN B LN, BORICIEEEIES
. KA, WA SN, BRTIE25mg BLHESBCEITIKE. Tmg RSB CHIAESEANED -
bh. TUASEERTIRESARRESHE, B, Feans. RESEEOS:, BiEx
AERREICERD D=, MR TIILBTINENAED Shi-A, Tmg BSHCEENS, o=,
- AFERD LOAEL (£ 1 Omg/kg KEETH-T=. P

[5v &RV 6 7 ARESESERER] ¢
Wistar 5 b (HERES 24 POEHEALV=O(0. 1.0, 20 35mgke RE/EBSIZHITS 6 + AROE
SHEMFRICHL TR SE-SHFRRIZUTOEY THoT=.

—EESPRAEIRERRR ClE. 3.5me ISR CRMER,. HEFTIBEIEZEH LN,

HELIE Tl 3.5me RSB CEBENI DO,

SRS DI, I SR E DR SICHER L 22833 bihfél-?fl\oto ﬁbks!i 3.5mg %5
HOMCENLT=,

MBEAFHEE T, 3.5mg E%ﬁa)ilitﬁ'c FRIER, Fb. Hr (A, BRI, Mk O _
AEHLN-, BUERBRKIZ DUTITRFheRAEML., ) /BRI LTV,

AL RRE T, MHOSRSRTREASRE. CEOEENED bhi-, HOSHE, #0 35mg
B 5BT Alb DEEEED . ORE T A/G HEOEEZ > TU =, BED 2.0mg BLEIRESEE, HD 3.5mg
BEHETHIOLOBENEOH b=, BEUHED 2.0mg 3T ALT OEIAED A, BELSTT
HY. FRICRET SRENBO NGO LMD, BELOBEHIIBALMNRLHELEEZ Shi-,

RIZE T, HOLIRSHTREOBIIBED NIz, Fiz &E}ﬁmm O;ﬁ\w@ﬁmm’&a)&)\
HEEH BT, EIOWTEMEED AN,

- ESEETE. #TIE 1.0mg & 35mg, T 20mg LLERSHCTEREROSEATED bih»f._o 31y
2.0mg LLEIRERE, B 3.5mg R CIBESOEEAED Shi-,

BRTIL, 1.0mg R5HORE 1 RICBHROULA. FIOBHECEEO—HISESEIED AT, 20mg
BRSO 6 0T, 35mg HERORE 10 0T, 14 CIZHESS, B2 Ko+ ismaErEoohi-, 35mg
FSROM o LIZBREOXEEE(EISED Shi-, 2 FEICEROEKX. 20mg IB5HORE 1 FLICFAHE
Hihi=,

FOBEEARE O, 1.0mg IRE5HOM | TTEISESAEN O, 2.0mg IRE5ETI3RE2 FE, 3.5mg
PREECIEEE 11 T, /13 EISEH SR, T, 1.0mg RE5HOE 1 RICBOULAZEEH. 35mg ®
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11 ETEHHERICEESIRB o, BEOMFELREESN, 1.0mg IS CI3HE 1 /T, 20mg 1%
SR CIIRES T, oM, 35mg BREHTIIRE 12 T, i 12 ILZBH 5N, BED 2.0mg, 3.5mg B#OE 1 5
[CEEOFELEO LN, BIEELE L. BIEREN 20mg ULERSHOMOERTRD bhiz, K
HE FRY VY — LB IMEDEMA 20me BLERERCED S R,

zl:“:tﬁw LOAEL I% 1.0mg/kg R E/BTH 1=,

[ =T #RV=3 5 AMBESEEEER] ©
=J% (S 3 B ERALEO0. 10, 35, 100mg/kgf2@5)asr._awés 7 AMOESH

WLBLVC S DN -EHRRIZLTORY THhot=,

—RRAOEEHAEINEER, AELE. MAFHRE, mwﬂsz-‘#ﬁﬁ FRISE. BERERIC, HiE)
EORSIEE L -SEIEEh Shis ot

BURTIL, 3.5mg IBE5ROM | BB, 10mg REBOE | HTHEOESEHITRD bif‘LT:o

FERSRETIE. BROBEOMIBEEES BOESA 3.5mg BEHOM 1 5, 10mg RSB0 2
TGOz, SO, BPRNTEMEEES BRI BD ST, |

ZFEAERD NOAEL (3 1.0mgkg A5/ATH 1=,

QYEMESIEER - RAAMBER
[5v FERAWE 12 7 ARRESEEER] ¢ |
Wistar 5 b (HERES 20 EUBHEFBLV=RROO. 02, 04, 08mgke WE/ENESIZHIT 12 + B
BRI T B TR LSRR R TOE Y Thot.
—AML SRR, AR I BB ORSITER Ltsfﬂlinﬁ&b Mo T2,
BiE. SUKRITHIEERYEDRSISER LI-EIIZh ohinot,
IEERIRE TIE, 0.8mg IRGHOBTHRIMER, HET Hb DIEMEAZEH S,
LSRR TIE, D 04mg BLEIZSEE, HD 0.8mg 58T AG HOEEEES TIL T L0
EEAED Tz, SO, BED 0.8mg IEHT Tehol &7 U-EO—LOEELERH DN,
FREETIE. RE-ABENSTOBRTREOON A, BO 03mg 5B CEETH 1=, LWThoR
SEICH, EHMEEHSNEI ST,
EREE T, HD 03mg H5HTHE. EREFEOEENRDH LN,
ik, FERBPHRE T, HITEEREORS THEE U F-B2EEERh Sk T_o
BLE TR S IR EIEWT M B ERRZESOHENTH Y MOBET /354 —2—
[CEBZEZO TGN MG, EERMEORSICER L-328 & (RS hiah o1z, —A. B0 04mg
PLEIRSE, O 08mg IR5ETEOON- AG EOEEEZES 7L T I D OEEICEL T, BEds
REELZE-S>TULVED T, O 0.8mg BEHTEO LW -HEREEDEMIZAL T, FEEDL
HEIMER %R L. S ESEOENIEETH -, REETEDbNT- Tchol OEEIZELTE. 3 U
18 4 AOFEEETIIRROFMREBHTEM >z &5, EBRNGELEHEEShT-, BiEICRET 5/35
A—B—OFEE S LT, O 0Sme B5HTERESSOMNZRO TS, FREFRCENESE
| G)iéﬂﬂﬂ{iﬁxf THo1=
ZEAER0D NOEL {2 02 mg/kg ﬁE/EI'CZﬁoT:o

d 10mg, BERCOWGIE6R 5 b3 RHREHRTH 6 BHOBHEMIC WO SN,
] . 7



[ =74 ’éﬁb\tn & BRSiSttEtsEs] ©
=4 (M 6 EEEHERALVEOE. 1.0, 25. 60meke ARE/ANLSIZHITS 12 &ﬁfﬂaﬂaﬂiﬁa

'Ii‘:t%ﬁl —HENTED bhf:ﬁﬁﬁ?ﬁliu?a)ﬁ UTH>I=. BEf2 Efﬁxﬁﬁﬂﬁaﬁ%Tﬁ 13 BB
E£THREN-, _

-—ﬂxﬁqmﬁﬁkﬁ&ﬁﬁﬂi ﬂEﬂbﬁ‘ﬁﬂﬁﬁ’éA&éﬁf Fhohint 6.0mg o 3 BETCIETOEENE
Mmof=,

KELb. B2, D08, ECG. IRRE. MERFMRE. MRELHRE. “ﬁﬁ#ﬁﬁ FRIRZE, i
| ERETIL. BIHBREOBRSISRRE LB 0 bhiah o1, ‘
BREETE. 60mg REHOETITR. IFOENEEDEMAED N,
ERR RSB T, BICHBRYEORSISER LA-2EEED bhiih o1,
ASERD NOAEL (3 2.5mg/ke (KE/H 'C'&F)'JT:o

[5v FERBLV=18 &HFEIE&EE’IE% )
5w (Chbb : THOM ; BERES: 24 TL/EH FFALV-RE%1HED (0. 1.0, 2.0, 35mg/kgf$§/ﬂ)?15l £518 &
AR EMRERI T B TR SN B R R TOEY Th-oT=
- —BRRGLRSERAEIRERER G, 3.5mg RSB CREBPHILIS CEMFERARED b, E-EITHTERR.
FREZEDFh. MEHAED bz, (DB 3.5mg IBSFHOFBREHN CREER LA, hid—iBikE
DELIES D EEZ DM, FOHM ECG FIEEIZEELEBD ohith o=, )
KEF( L TITROSIRSBRURED 20mg LLHRSB CHEIENEORDHIEO SN,
ATEHERN R TIESITIRSISIER L =B8R0 S A o A8 BUKEIE 3.5me I3 5B ML=,
ERE G IREITHES BRIIEH S hiih o1,
AR T, FRIDERICRRE L T 3.5me IS HEOIEE THRMmMERE. Hb. Ht OE{E. ﬁﬁﬁi‘hﬂ]ﬁmn
lEHERH Nz, ThEOMERIL20mg HEFHITHLVTEHEO DT, BMERTIE 20mg LLERSEO
B R AR Hh, PERTIEAEERERASEML, ) v SREED L TUV =,
MRECPERECIE, £-ABREDOFRDHIHETE 1.0mg BLE, #ECE20mg BLETEH S, Ab D
EBAETIE 3.5mg, METI 1.0mg LLETEEH S, Globulin fBlX 1.0mg JLET, HTIXEE. Tk
EiEZ R, A/G HISHEDH T 1.0mg Y ETEMEZR LT, Globulin SETIL, 1.0mg U EDHTa,
BHEIE LEEETR LTz, OS5 TALT OFE. 35mg BE5HTY-INE SIS VRARTF 24—
EORMEARS Shihl MK EEAER0 Hhiz0iE 3.5mg REHD ALT OHTHT=
FRISETI, 3.5mg IH5BOBOMIC CERRNRD b, FROFRRIL 10, 25mg 58 TLEIZ
@bz, 3.5mg BEHOM TIImERO-ABREIRH o HFFELEM T, '
BRESTIE. HTRRKREEDEEIBD LN,
FRBREERRPRRE TIE, 2TOREHT. BROGER(ER. UbA. Rk, #Er‘%)kb
| BEEBEASEH bz, B 3.5mg SO FRICIRMER FELTRRRATERMERD, T EHaDEIMASRY bfn
T=o
FHERIZHITS NOAEL [d3R Hhlim 7=,

[Tro A ZHLV- 104 BfERS AMSER] @
NMRI ¥R (8 50 S EFALYSIRAR 0. 20. 40, 80mgl HBENES(55 104 BRDSA

© STRERAJHERES- 100 PT



bﬁgﬁ%ﬁl_suﬁmbmﬁmﬁﬁmwwﬁutz&sof:o ‘ :
SRS, BT, SLIEIE. IRRE. R, BRE. EHRE. BEES.
B - IR EOLWTHhICE., BB EORSICER LI-EREIIEH ohiihot-, _
FHECHBOVTEREIN-BRIZHEIT S NOAEL (:J:somg/kg KE/HCHoT-, -, BLAETED
bEhoT=,

[5w FEFL: 104 ERBEAAMERER] @
CD(SD)T v MRS S0 I/EEHZ FLY=iEER (0. 04. 06, 08mg/kgf$§/r:‘l)ﬂfff._a:6 104 BREO3EA
AMSERIZBWNTESH S-SRI TOEY THh-o1=, .
—LESERAEIREER Tl BBICEBRYE OB EISER L-RERED s hiih o1,
- BREZ{ETIE. 08mg RERFCHBRIFICHERMEODY HHEEAEDH bz, FFHERETIE,
0.8mg HS OB CHITKEL T Y ORBIEREDH TS EH Shi-,
BT, BERE. ERECEEFIEDLINEN T,
MEEPEHREIL 52, 78, 104 BOAEEENTIVS, 52 BRRD 0.8mg HE5HOM CTHRMBEDHIH
BHohi-H, HERBEOHENTH 1=, TOMICEERITEDSNEN T,
IR RIS S M TLVELY, | |
REESICRREEIZD AN T,
HIRTIE. HITERYEORSICERLRREEEH ohEh o,
PR T, 0.6mg BLERSEOMCEROTAERIE. 08mg B0 TEEERNBHS
hi=
FHBRICHVTEESIIERIZH15 NOAEL £ 04mgkg HE/B CThoTe Fi=. FAAMEED
611.732'75\—31“:6

(4)%51&5&
T ERESHSHBRORDYIZFDA D 3 Eﬁé‘:t%“%ﬁéntméo
[y &RV -EHRITR USRS S 5] @

SD SRS 24 PL/ERE L V-3REEORE: 0. 1. 2.5, 9mg/ke tRE/H . ;0. 1. 2.5, Smgke KE/H)
BEICRAHEERICHBUTEROON -SRI LT OREY ThHol-. HERMEORSEIX, B3R 9 &
BANS SBT3 3R 2 SEaTA IR 7 Eli’ca)Fﬁlﬁt\ FNEh BRI TERY
1R 21 RICEHRL Tz, BREICEBELI-FETEA-LhiahoT =,

—RR RS ERERAEIRERER TIE. mgﬁwﬁm%&bﬁéﬁfﬂbbn BOTIRCIEBORE
AR IO TV, D 2.5 meke u_tﬁéﬁ'dﬂﬁﬁgtﬁ@ﬁmgwmaﬁaﬁ&bb:hfzo &
KEIEHEFHOME CEEE R
- BEMOHREE. XEE, MERICERIXEH N,

5 mg/kg IREHTITHEEEDEIL., £TOESHCERRORD. HIBRHBOETIARHONT, 25
mgke Ll HESBCEREDET. BINE - FEikIRED LS., ﬁﬁﬁ“ﬁﬁw,}i'lvﬁ%bm:o Tl
FERRIRDBAED ERIEBHoNEM o,

AFHERIZH115 NOAEL (KD HNEHof=,

T SoHERREHEREE- 100 T



[ FERV-ESTRIERER] @

SD Zryb (it 36 PLAHZFAL V=3aHEEO (0. 1.2, 4mg/kg WE/EI)&%IJ:%E%I-J’SL"C;E@*:&T:&
HERTRIT LT OEY Th-oT=, HERMEOREL, HiE 7 BM5S 17 BETORHTL. 21 BIZ 23 BE%E
kAL . BYDBKITOWTIL F RESESH R FE OHE S E . F RIS FHESEA SHEHR DA 2 4
HEBR-FHEL. T ThTERSR R U SRR IRER D - O D EE Tl

Fo BEIO—RAVIERRIEIABER T, @ TOBERYER SR THIMERNZRH L., 2mg LI ERE
ﬁtﬁ@m.._:_%ﬁ otz BIFERIEREL 5 BIZIEHKL: 4mg &Efﬁﬂﬂlﬂmkbkéﬁbu
SOEESBOSNT, ETYRISN - EACIE 2 TORSRTED ST EE ORI RO N
o BEFLBQ R TIITh O DR EIIZDohihof=,

HEGBILI-BECIL, BRI, RIS, FRERSL. BRROMELE, thE, ﬁ‘*ﬂ%ﬁiaa_l_hfma,ﬂ(;t
- highvorf, R WO =, :
| BRSEETIE. ét@#&ﬁ%ﬁ&%ﬁtﬁmﬁﬁwﬁﬁﬁh\%&)bn 4mg E%ﬁr?ﬁlﬁﬁﬁ%ﬂw)i%m
BALNT -, BiFEO FEMOITEECIL, A—T 24— IFFANC 2mg KL ERSEOMIZ 533
WOSFEDET. 4mg H@ﬁ@ﬁk%iﬁ"’)U)iﬁﬁf&?ﬁ‘%&)bhf“ﬁ FOMOIEE TIILTHhE
EEFZHonahof-.

F, BDORZE. IERED TR SZELROON T, Eik3. B, . FREREL t. is
RAEH T HBRMEREOFEIRD ST =, |

AHBCH 1T HEEMI =TS NOAEL iFR®O I of=, —ARBISHLTIE A—T>I4—ILE
DFERAFHIZ NOAEL 1% Imgkg RE/H CHot=, : '

[5v FERV=EERR AR SEE] @ |

SD k(i 24 PL/EHZEFIUEEHED (0. 0.125. 025, 0.5mefke (FE/H)ISIS R BH5EAICH D
SA-HHFRRILLITOEY Thof-. BEMEORSIE. iR 17 B D5ME# 21 BETORITo -, B
FUFH BRI D Fy OIED 2 158K AE L. Th TN TR R U ETBRERER D18 D REE{T-
T=o

- F, BEMO—SEERREREER L. 2 TORSHCRIER, FREHIVLITESRDOI,

,' CHBITHER 5 BISIESERELY:, 05mg I35 ECIIDE 7 BETHREDBEI DO, IR 21 A&
51 1 BOEESAMEEL RLUT -, 0.125mg IEHO 1 CL 0.5mg IR5HO 4 TASHRAICIETL. Fik
RECRORAFERNICED LN, BOE LRISEEOF., S0 NEYESHAERL-EEA
Rtz 025mg LERSHOLERERELFLALOEBMTEDES ORI BN,

Fo BEMID2COR SR CIHIRGRAESL . SR RSN 1=, 0.25mg LU EIRS BTRHAL Y
EHFERE R, AR HE RER U HERSOVEEZ RU-, HE# 4 BETO! .ET%J{E»{E:&* 0.5mg %
SHTEOLNI=,

F\ B TEHERER DR ..tik%wﬂ’;&tal:abwmxoto FRERGEIZBIL TIL. 0.5mg E%ﬁo%ﬁr:
% BHEREICIEEA DO, T 04, ik, R, ﬂﬁ?ﬁ fELE, ﬁ“ﬁﬁﬁl‘%ﬁé{iﬂ&bbn
7ihvot=,

FEARTILRBMRU F AR Jz_»ﬂ'é NOAEL I3{85hAmotz,

[HH-FE£ R V- ESAERER] @
BRI TIND,
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BRSO 18 FUENEFL VRSO0, 5. 20, S0mgke HhE/EREI- L AREAIAEEN -5
WTEHLNI-EHNRITEITOEY THotl-. HEMEORSL, iR 6 BHS 18 BOR{To =

80mg IR EHD Z<DEF T AREBDOELHS RS, 6 LA HERIBIPIZFET Lz, ThEDEMI T
SHIEEOHMOREL D b, (ABRIEINBITEEERL-. ‘

éf@?x—’iﬁfﬁ“fliﬁb\ﬁ‘maﬁﬁﬁﬁd)ﬁéir H“F%ld)‘lﬁﬁﬁﬁuﬁ&')bh S0mg ¥ SR CILES
SRR L T LV,

717 A OLRY eW AV oY

ETSA S 18 PUEYE AL VEARSHRO. 1. 20, 60mgkg ThE/E)RSIC L AMERHERCE
WTEHLN=EHRRILUTOEY THot-. HERME DR S, %6 B4 18 BORTol=,

60mg IXEHO—HOBIT—RKEDBILA RSN, 5 P ASSRER AR S SR =L =, _hbG)EJ%‘C
IREEA LN, AEENRI IO T,

60mg 13 5B CILIRRIRD BIRDEINA A S, IRARESE SR AL f-, 20mg e 58H 25120
IREOHELHRHOETHY  EEEHERLEZL T -, EFHIEHonEh o1,

BT oSl 24 PLRfA FRL V-ERIER0, 1. 3. 8, 20mg/kg FE/E) R SIC R HESHIRBITH
WCERO BN ERFRIT LT OEY Thot-. HERMEDREIL, TR 6 BAS 18 AORHT 1=

—ARRAE T BRI IR S L AREIIEIH SN o T, =, ﬁiﬁbﬂglﬂ%ﬁ%&) Hhi
Mot=, .

AL, FEERATIESET S, BERA. URINER, A 7R IA R S SR DN B o T, REZFRAE
Zhohihvot-,

bﬁ#’émuﬂéﬁfﬁ/mitﬁl_asi%mmr, ld:ﬁ@]%lh“]‘l,‘CZOmgfkgﬁE/E BRI T 8mgkg
WE/EI'C&OT:O .

GrEfEEtEAE
LRFEEIZBET HBTED invitro B invivo T@W%Efﬂﬁki &8t

[EREIET 35 ERRORE—E]

invitro SRER
HAER xR w58 TR
Ames B S. typhimurium TA1535, TA1537, TA98, | 20~2500 ug/plate(S9)" Rt
‘ TA100, E. coli WP2 uvrd
R EEHER 5, 25, 50, 250, 500, 1000 | P&k

il Y IR

¢ 5, 25, 50, 250 pg/ml (-9 ; | Batd
24h)
10, 50, 100, 500, 1000, | P&f%
2000 pg/mL*+S9 ; 4h)
10, 50, 100, 500

ug/mLA(-S9 ; 24h)

g/l (++S9 ; 4h)

T 2500ugiphtc CHERIEIIE S b=, S9 13/ LA 5 —HE,

&N 1 LR SRR L Y FEC

i1




2 500pg/mL Li EORS TS0 T RHEA RN b hahvoT-,
3 250ug/ml ClIESHO-OSREEHEAIEID S hihof,

4 2000pg/mL TITHBESHEDOLOHRPRHSHERD Shizh ot

5 500ug/mL fldﬂﬁi@f:%@%%%ﬂﬁﬁ‘ﬂf:o

J:EBU)J: 312, mnviro @ﬁﬁl-&"a‘b"(’li Ames B, E Uy W’&ﬂ%t‘f:%@%& o]y
—C%OT:O '

invivo FRER :
IEERERD) THREE 75, 150, 300 mgkg HEpsa | fEtE
g HERORS

LEEDEY . invivo ‘iﬁf%ﬁiﬁﬂfﬁé 300 mgkg w#ﬁ‘é-l_atab\'cﬁlﬁﬁf&mto DI EML
AOFSHLCGRESHIEVEDEEZ DNB, :

[ﬁﬁéﬁi’ﬁﬁil

?‘J»ri’ﬁmr_ot\tli%ﬁiﬁwmﬁﬁiénu\é .

FRICT SERFY) UERORKERE ; v b 1~8mgke, 137’7' UEHROREEE; Sv
4mgkg. BIEERORHEZE ; 5 b 2~16mgke). Wtﬂ‘f’ﬁﬁ(gt‘anulomapouch}f; Zv b 0.1~2mg/kg.
HhIT7=FHMIRE ; 5 b 4. Smg/ke). PISFIEEE M (cotton pellet 3% ; 5w F 0.1~0.8mgkg). 7¥a
/3> MEBEIMITHT BAERGHEN 85 T 1 B Mycobacterium butyricom DFEEHC X DBAER ; S b
0.063~05mgkI=DINTDIRETIE, hA V) VBEROBHERE. H S5 = FH0ORREE DL T
HHERZR LT-AS, BRESR0 RHETIEITH LT 16mgke ETOA O HAITRE LN -T=, g
HAERIZ DL TR h SR EIIHZER Lz, PEFEEmSIHIC DWW TR RERER LI 250
LF(122~405%), Pl hﬁﬂﬁ’ﬁki_*ﬁ'éi’ﬁﬁlhot,\ﬂim&ﬁ}im(mso 0.17mgkg). —RRS

(Ds ; 0.12mg/kg)3tI- BRI IIHASEYD i, @
© o Flz, FEICHTAMERGO IS UERORNEEE ; 5 b 1~10mgkg), ml"'%ﬂ?m:_(ﬁ'créw
F(ER % 3 R K AMEBRUTTE ; 5 F03~10mgke). EIMRIBIHT HIERERSMERBEHC
K BFTBIAE ; EILEY b 03~10mgkg). 72 a3 FESRISHT IERGEAS 7« VBB
Mycobacterium butyricum DFEFHZ & HBEETZ ; T v + 0.025~1.6mgke)l S DINTDIRE T, HhS5F=>
BHROEHEFREICDOLVTIL 1~ 10mg/keg TRERFHTHIRZT U I=CIHREE 215%Ix L 182~153%), I
EEBYTHEIZDLVTIL 03~10mg/kg TREKRIEFNAIIFIZRL1=(72~29%), L5MEEBSTIC & 250
BRZDUVTIE Imgkg BLETHMIAYER0 Hif-(EDs ; 1.13mgke)o 7 22/ o MEBEIAIRIT A4EMIZDLY
TIHFETIE 02mekg LLE, B RIERETIL 0.1mgkg SLE, FEAERIERRETIE 0.025mg/kg LLE. BE
Hi& Tl& 0.1mgke LLETHENED NI, @

ZOf. ARFTHLRUAOFIALD I BORBPZDWVTHSHY = UERORIEHE T B1E
RAES SN TV SA%, 10mgkg DFIRES ClEA DXL A LEFREHRIED Shizhof=, @

[$&7aiEr]
SFEERIT O ULV THMEHORSDERE ShTILNVS,
PSS B AEFARandall and Selitto 5% 5 b 2~16mghkg). mu;gtl_ﬂ#éms(t v b L—hik;

12




TOR), ERREITNT S RSEEY S5 Pk TIR). PIREREHLembeck and Skofitsch 3% ; 5w F)
2DV TOE T, R HERILRS 90 505 18 BRIROLThOBSIZBLTHEO O
fzo BRI WHREICNT 2RE. RRERAHITOWT, ADFSALTEEE5 LMot @

- F = EEITET S1FFRandall and Selitto 3% ; T b 1~10mg/ke), writhing SHEEESRERNIRSIZ &
% writhing 1 ; T2 R 03~10mgkg). 7 ¥ a3 MEASEERITHTAERRENS 7+ VB8
Mycobacterium butyricum DFESHIZ & SEREIZ: 5 b 625~50mg/kg) DR = DLNT DR TIE, 5.
writhing i, 722/ MEERRAERBIZ OWLT, BB Sh-AE0HETHSKRFENICIH L, -
Whithing FFSOHRIZDLNT 100mg DF A EY) /@ﬁﬂ#}%’a‘-(ia%’é&lié 1o f:ownﬂmg R0 ]])50
13 0. 87mg/kg~ T 1s3 MEBHTRESED EDy 1% 15.8mgkg THoT=, @

(AREMER] @
FEMERICH T 2B L LT, EBREDS v FRUBBSERICSTT ERIMRIESh TS,
Smgkg FTOAOFLAARKEREKRDS v FOFRIZITZE LGN of BEORTESIZL yERL

| 125y MIMERMERERIE L (D-10°C ; 90Imgkg).

- GH{LE RSB ER]
%u#/hA#D&§a~wmﬂgmﬁﬁ&®7Jhmhﬁﬁl&urufmyguioﬁtﬁwh%
EREEAED ST, r%%%iﬁfﬁmww’é‘:fﬂz@ NSAIDs é:ttist Li=Ba. B r:nde THLDIR, A KA
BLD 1/4&!*’(‘?)07“.0 ,
A D#/jj.l-\i‘xl:lh‘—i-(04~4mg/kg 3 B4 BRIEOS v Mo Tid. AEERENISS0E LSS
a)fﬁﬁ\.%&‘) bz, EEFRIRIERAOEE S0 NSAIDs SHE LI-56. PRFSALLYTEL. 1
AR, SHOT 5 EREERETH T, +—i. TRICHT B Bhizh ol

' @8

(e B UfTEn] Y
—HHER R U TBN - RIE T 22T, mw%&xﬁ%&(wbzyiuc%ﬁém_bf IOOmg/kg =T

ORETFELRO ohgh ot

[EER~OEA]
BEHRR~OERIL. n viro 'C:F“E’EEG)MLOLVC?E&@M%)VE/F ERE S Uk B
~OFE, X BEERRR)ICOVLTEESh T, VThE 1x10°~107g /ml ORETIIFEEE

HELNEMoT=, &) -

GELERADHER]
SEEBR~DIERIL. BESWBITHT H1EA. BRI 3R THhES Y 3~30mg/kg)

B ERES xi 9 SIEFREEREES v b 3~30mg/kg, FERREFIHF 3~30mgkg)iTDWVTRES -, Bi&
N3 BEATIL 30mgke TRIDVEHEDETHZEO Shi-, BTaREIcEEIZEbohin-
oo HEREES v FOBERNZDLVTIE 3meg HLEDB 5 TEESOITEN R b=, ,ﬂlﬁﬁ?#rbﬂ#’l_om
fli#&%ﬁ%ﬁ?z—’il L HEEIZRD LRI o, OV _
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(o] ' '
BREREH TN 3ER(G Y b 3~30mgke ; RE. Na', K, cr AEHERIEENI-AS, HERShi-
FREOCHHCHEERMERSIC L FEIED ohlh-o 10, F3v U Eh U Alck Y b RESRRE
FREIEESY H_a‘a‘h“éli'féﬂlﬂﬁmliﬁtli AAXxL AL 2-16mgkg CREIZBULTHERGHIZR
Bt #{RE L=, @

j??#-/ﬁﬁﬁ“ﬁﬁ@lﬁﬁ'éf’ﬁﬁﬁ(-‘&)b% ; |~ 0.02-0.8mg/kg hE BRENIRSOEETCIE, B
BRIFRCHIETERASIO iz, PAF SFEREIEITHT HIER(ELEY b ; 12-1000pgke) DIRST
I, Eﬁb\ﬁﬁ%ﬁﬁﬁﬁkﬁﬁ’lf‘?ﬂﬁﬁﬂfﬁﬁb‘aﬁ&b bhfz, PEFILDY VBEERESERIC LTITELE

ot

(N EDH

[IR1EER]

"B SPF EILEY FY— LA RICAOXDHLE 14 BEEORS(04mgke AE/H). CFA RUYXIL
EA &8 3 [ 2 BEE THRECmeke AE/H) L TERILEY FERBMESE, BYETIEY FHBLNIR
EELEY MEEEZBVTEHSMNERETF 7 1 S5 —RI(ASA). xiﬂ&r‘?d-? 4 ZF—RINPCA).
FIVRERERI, SEFRMBREERSHIREZh TS, |

ASA CIEBEEIEY MZ Imgke RED A OXF LB LEFREE L. 30 SO T F 7 1 5% —4E
HKOERE U 24 BFRILIRDETENBR SN, 777 1 SFL—EROFEEEEES Shith o1,
- PCA CTEHAMLEDRETILE Y MIBMEIEE MRS L. 4 BEIRICADF S ALEINA VR TI—
ORHEFRES LT, 2081 30 S EOETFHBEREOSEHOERENET 52 &1LV Eﬁﬁ:ﬁféﬂ;{ﬁé
hi=m, LWThOBEIETH RSIEEH o hliimh-7-,

TN RIGIIERFRZ ALY, lmg/mL D A ndwjmt%@%m*%h%h 20uL %:—mwcﬁﬁ%&
hi=bs, OFhEaBgI2n ohiahot-,

SEF MRS RIS 2mg/mL, D A A% h AZEHE 10mL (< Ey SFRIPRIESE 0.4l Z5RH L TR
IMERFHEREVERL L. 56°C30 SMARRIZ & U IEEHE L - BUEILE OB 2 OFTRE L BN LTEEEOHEL
BRI B LI L YTHBENA, WDFhOSBHTHBOTHEESIED ShEh o T=,

Bk MIBIFHHREIZDONT
- [E FZ$HIT5 NSAIDs DEHRE] '

NSAIDs [Z DUV TIEEADEFIHE < 55 b MRz TEN SR TUNSNSADs 7 5% K B
EBRAILA S FRGG. PCHYDARITEST 520 O F 25 —F(COoX-1. COX2 HZEMEEL.
BROISTORR TS VO VERG AR Y VEOESRERET 5 LISk YRKSERUEEER
ZRY . —A. L ENTEHER L L TBELIIEEDEERAIMON T Lrg, b (- in b & 2/ 5
DO UDBDIT LB BB BS. HIRESROS LR UEDTOLOORFRBR- L5 EEZD
NTLD, EBTAITHENIZ L 5BMEH#SHEENHLH, oM. & MEFREOEHERE LT, /MM
R, MHRUROER. BAEEOEE. BEEOTLIREShTIVS, T Tv MEDHERER
FEREL. ERXIHEL TOSTEEOHIBANIFERLENI L LS TV,

COHEEEDEERRENHT 5126, TCOX-1 AE L ORBTEEMICHEE L TLIDITHL..
COX-2 [THFEMFELE LF-BRITH A Mo 208 A T T—2—I2k YFE S 518, C0X2 DFERH
PREE TISAEIHEIRISE DT EIC COX-1 DIEEICL HELEOIHERDERAEFEIND] L1V,
Lvhip 3 TCOX2 fREt IETDE, HAL COX2 FHEFEATRS - EAtkshi, L LEAh, S=NIC
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Ik COX % TIEER) & FER (T”H79 REEEMELTETHY. NEEE) Lahf-CoXA X
RIERMICHHHEERESND &, [BER] LEhi- COX2 RS THRESh TR,
H588. B FRSOREOSHECIHEENICRRL TS L., T, SEPMKROTILIZE > Tl
RETCHEEIhDLZEHHLMIEN TS, '

BRI T, EROEEALHESERT, HDEO COX2 Bﬂiﬁﬂ’éﬂﬁﬁ Li=BE&Th?hTiddhsdd
DOLFHEZECINZEROD ) X 78T 5 C EAMERE . FDA BUEMEA (X {Doh Dt FRACOX2
EREEZRORBEMYH L T D54 NSADs & COX-2 BiRIEERICIFARGE D H 50T Tl
< F/IREIE coX J_—H:ﬁs‘zl:c COX-2 DIHEDRELE . TERRITZOHHINLEERIRRE S
AR BITTELLAS, COX2 BURETIE SN TND &S G+HLFEFALEEFEROMAIZL V=0
" NSAIDs (2&5 ) RIEBITONTIIBRETHRINE ShTWa, —A. :bﬁ“ﬁ#ﬁ%’cbﬁwz‘ﬁqﬂmxbﬁiﬁnu
FRHFEAEIC DLV, BRRTIIESREDEEZHANLEDN, COX-2 ERAEENTORRED-HIC
MERICHITH COX2 [Tk D TAREYA 7 1) PCL DEFHIFT 5—FHT. MIMED COX-112k3
b ARSI ATxA) DERIIFIOREILEEL Vb, I/MTESEERONS A h, #ERELTYR
ValtRBIebEEFIAN=RLHYBRSNTEY JDEHEEOINZESRD Y X9 £ COX2 DBIRMELOBE
EHEAESh TS, 6260

AOXTAHAIZE FHEERE LTEFRAShTWS, 2048 %25—PIt LTk COX1 &Y
COX-2 AL UBL & Eh TS, COX-1 I_W%)Bﬂii’ﬁm%;%{&)bné EMS COX2 LR &
liﬁnénu\m\@ﬂ _

3. BSREEIHE= DT
[EREREEHSERRCOLT]

FDA O 3 HialBR & P OEFMSRNEE S TULD, BT OLTRS v b, DY L
HHMNTLVELY, Ty bERVHHRIIR SHRIIS S SR T Img B FIRERCERBOFD, £
BREDET. v FEBUL-ESIAEB T Img UHS SRS cEmiER S  HEHEOER.
Sy FERALV-EEAR SIS TR, 0.125mg MUERSRCHRIHOEE L L= REDE
IARRH N1, WHhE NOAEL A/HMTLVELY, T v FERVIHRRTR R 5348

TR LN-BREORBD . £ R RROE TIXASKEN T, Img IR 5HTHIT 52BN H o 1=
v MERADEESFEHERTEO Shi- Btk TESE - BEEUEENICHELYT NOAEL A5 T

- BY, HEROERIES v FERUVERENR NSRS RBTHEO LA TS, FERRUISEL,
KBRS 5RERMD LOAEL [fth & B L C—HHELMECH D L EEET D L. Eﬁﬁ%ﬁ%ﬁﬁw&ﬁu&*
LTI, o. 125mgfkg AE/HDO LOAEL ZALADHEH &EZ Shi-,

CEESEtERASAMTONTT -

BIREHEICDOLTIL, inviro D Ames BER. LEAREHER, invivo DIMNERBRAERINTESY, W
FThiBEETHof=e BHSAMFERIZONTETIRARUS v AL 104 BEORESSHEBI R
ShTWEH, WTFhHENSARETRET EFRIIZBHOhEMoT= ThoDIEMS, A0XIhLA
[ISEEEMERUSD AT EDEEZ DN D, oo

Y TaRF YA 7 Y AT E R CAR S U MRORRER S AR B,

AR A MR CARRE N, BRI MR R D B,
15



[NSAIDs OFEHERICEET 58I DLT]

NSADs [Z2oWTIHEEEFO BN TELOFANE (hvb £ MERICEDTRLSh TS —AT, Bl
{ERE LTEFLEBBEDRSMAR. TOMICIVIMRESEEE, HREMOER. BAEROEE. B
REDZEILAMRE Sh TS, EBITRAIZH > T, —H#0) COX-2 FRBEHICOBHEEOINZEhD Y X &
ANENY S C EANERE LT, NSAIDs £ DV TOOEHEROINZEHD Y R [FBRECRLE ShT
LEAS. U RIEMORRICONTIE, BEFR TR BREDEZHLEVNGOOD, COX2 BIRAERNAT
DFEFEO-HICOERIZEITS COX2 (2B TOR YA 51 APGLYDAFH T 2—5 T, /MK
M COX-1 IZ& B FBURFY ATA)DERIDHIOIERZIFE V-0, I/MREEERD/ S VAN Eih.,
BRELTYRIELREEREES AN XLMFBEINTE Y . DEBEONESRD 1 R4 & COX2
@%ﬁﬁ&@ﬂﬁﬁﬁﬁ%éﬂtmémm

AOEIHLD COXL. 2 IT3T BB OLNTI COX—I & U COX2 Atk Uﬁﬁt\é: ShT t,v;sﬁ\
COX=2 NERA] EIERAEh TV,

EH. LECHEEShIzOHIEECZEGD Y X7 E8IE,. WFhiERBELERENIRE L1
HEMIBH SN SHRTHD, {EHETE S NOEL ISHUIGREFMERALVTRES i ADI [SHSL
TEEShARYICEDT, Co&5GEREORADBIEHRRITES YELLNEEZDND,

(PR ED T RRA Y rzDLT]

FESh - EEOEHHRICHBLT. ﬁ%{&mﬁr#'c#ﬁﬁ%ﬁﬁ%@aﬁh\aﬁwbm_%a)li Subd
ﬁ?ﬁﬁl"'ﬂﬁﬁ(;mﬁﬁ)'cm’%&‘)bntﬁmﬁﬂﬁtm*y&wiﬁbut‘ LOAEL (% 0.125mg/kg tk&/BTéH-
fzo CHUIE. NSADs OEWFREL TEETHARLERBEIRITDOLYTO LOAEL/NOAEL &Y% 6 fSLLE
BELMETH =, Tz, IHEHREEREEER %&d)iﬁ}]uli;lm#/ﬁA@iﬂi’Eﬂﬂlhﬁlﬂ‘éT“%*&}U
EMNCEHI B HEETHET 552 CLEETHILER SNHTEND, ADI RED=HDIURRAUELT
%, ZYbERWVEENRGRIAMIRSHERD LOAELL.125mgke {AE/BEFATADLELTHEHES
Abhd,

[—BiEEGFEEADDDEICDLNT]

AT ALITONTIE, ﬁﬁ%ﬁ{hﬁéTé&L\t%iBhéu&ﬁ‘b ADI #EE T DTEMTRET
Hd.

=MD nﬂﬁ [SBULTEREEL A TURRA VR L, B VR EETHERMERSDFE
BRBEOHLN-5vNE RN -BEERURZIRSSERD LOAEL).12Smyke AE/ROHRIEOER L2
| SERE RSN Cdh ol EMEA [ZEIC T RARA ML THEPEEMESIT/EEL T 100 ORLSFM
ERALTLD, LML, SRR RROEMT OV TR ALY EY CEEEEA LSO 0., SHRRIE
f‘zl::l,\"diﬁ:‘!xﬁEiﬁt_E'c%,l‘ﬁ?m$-f§£‘cﬁ“‘a§ﬂ%%nt&U thﬁﬁﬁi@ﬁgﬁ 02mg/kg ﬁ@&

Fﬁ%‘czléé-_t’é_‘%ﬁb‘ zccﬁ{%zé_—uaatﬁﬁ 10, B{FZE 10 l._ﬂurcl_nua) 2 @ 200 &ﬁmu ADI %
0.00063mg/kg (A E/H EF/ETHEHEL LB,

(BB EEI= DL T]
PlLERY, AO¥F /ﬂhwﬁnuﬁ%ﬁﬁﬁﬂuﬁlﬁffi ADI & L TROEEFATHIEAEHEER

LN,
ABFTNL 0.00063meke HAE/R
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ADI —BEraENE

ALT TSV PR/ AITS—E

AP FILANTFRIFE—E
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BUN IRRFESR

cAMP YA AMP

CHL  Fol=—ANnLR—lsciia
CCHO  FA=—Ry VAR S—IRE SRk
Cre IO

CPK ILTPFLI4RTHH—E

GOT A B ORISR 7S —H(—AST)
GPT TNEZUBE NE NS AP EF—H(—ALT)
‘I_-Ib AESOLAMEER)

Ht AT

LOAEL S vitE

LOEL  mIMEB=

MCH EFRERMERS

MCHC  Frmekin st

MOV  EHSREBRATE

MBG  SvluREnmE

MIC =/ FEERIERE

MLA RIDARYTA—=THER

NOAEL #ESis
NOEL #E{EFRE
Toe SR

TBIL Byney

Techo  #aALRTO—IL

I A RERE

TG (ki

Toe - NG EEERERSRS
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2. ABRL 2GS BARSIREE A
3. RS (1997):4C-Meloxicam DEEBHREGE 1 1) :SwvMHI 'fé:ﬁ[lila*aé:miﬁ?&lﬂﬁm&lll ﬂ?ﬁb&tﬂ%ﬁﬁﬁ%’ﬁm&
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