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BEWNETFFORROAFZY)

FEEHEEIL. EMEA LBR—FY APVMA LER—F?(2005 &) RUEMBERE S ORI
RAEHBECORRC, SHICBETAEHRSRNMBEBELELDOTH S,

IFTARCAALITORET S0 F2 ¢ (PGR2 @ YD & REgETH S, PGR2 o (X ClLF
ENELEHRBRECELESh, MR TEARRITRFELTERT S, TRIEWTERERDZ
EHZEHLNTEY. ChoDBMICESLTIHABMLERERTRERFEEZLAL TN, TFS
O ERSHEFELHHREShLIEM S, BESFHICEOTEAZRITSERIELZRML
FTHENPTFBEIGEERICIOITBMFROBNETERN.EU. FO7 . A—ASUTETHE
HA&hTiha,

IFFORM T BEOEGRSEHFREEBISERKIZEVWTEGEEERENAME T T TR
B EFEEABROERISRINNETHEITVWEEOHONS, SEHBRIZBEVLTEDS
W= EE8IIWhbA3T0R2TSo 0 ERIZEAEDEEZ LW, F-. BEREZRSL
EAREBMORERIZELNTE, TR SO ERUSNORBLERIERIIRHON TV
LY,

EROHELSHAEEIBREBESN., 5T, BIPERIZE T 58 - AR BMRERS
D—RMTHETIIREFEBRIZIIBPHEAOTF ORI BE L ppbF—F —CHEHBR
FRF/BELEBIEDD, HBMBEDICERASNSIBYIZELT. EFSBRRKEELTCIF ORI %
HEIcERT ISRV EEZ SR,

oD EEEETDRE. TFFORAOAFZU T, BYICERINSBRYIZENT., B
ZHELTErOREICHELZSZ S ENIXBRATELILDESZZI LN D,



IFFOROAREOBRREEZEZEIZDONT

ASTEEIL. EMEA LHR—FD APVMA LABR—FP(2005 &) RUSHEERE S ORI
B EREECOZEIC, SHCHT AT HHENMREREBLIEE0OTHD.
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VTR FEREERMRETCELESN, BRTRARTEFELTERT %, TRITHEWVLTEHRAE
BROPEHNZBOHLNTEY., ChoDEMIcHOTITAEEMEREFRITRFLEZILON TN,
IFFOXMIEPCGR2 o DAMEBETH . PCR2a ., HAWMITFIOX ML, Bivd D&
SITWVThHBREREPHMIBMEZI I ENL, SESBICEBVTEKEZRITSEREER
BT 5EMCFERBERICISIOBMFIROENETCEN.EU, 77 . A—RSUTH
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2-1MR R - 5340 - U5 - Pk
[SyM<BITHRERER]S

Wistar SYMC HAZBIF I OR M 2B EIMIRN. HRARSLURTREL, FE5H# 24 B
METOMmMBRUMALF FFRE. BR. fi. F=. B%5. FEEW BE. 48 BEFETORE
CEPREEZATEL-. MFDBEEIIEBRSERTHRER 60 FLRICTREED 1%LUTE
Eotzo Tinldk 5.55-5.90 3 Th 1= FRETR TIEIE 5 24 BRITERESEDH 1%OHS8E
AAEShE=, FDOHROARNSIEEOMIH LKL -, BE5H 24 BRETOR, BhHEitsE
iXFhFh 60-66%. 9-13% T o=,

(o128 5 R]

I HERTF IO A SmyBREERIFANKREL., 5% 48 BIETOMmE,
2 (FFig. BB, B, BIR. BEOEW. Hl. /ME. XinE. FmE. IR, 75, EE. 5
BB iR, R, RhEMERUAST (5% 2 BRIOF. Y D5 4 BEI) HREZAEL
1o MR E TIE Couax (£ 3.9ng-eq/mL. Trax (& 2.0 B, Ty (& 2.56 BB TR 518 24 BRI
ZIZIZHRHPR SR (0.15ng-eq/mL) K@ &l oF-, AUC [ 16.58 ng-eq WL TH-ol=, 5% 48 B
RO PRE T 1/4 BEDEHERAI T 1.16ng-eq/g BB HEIN =M, TDMBOHS OEHER
£ R USESHEM S A8 X 2 TR B R (0.43ng/g) KB TH 1=, I8 5% 48 BBIFETIZR
iz 66.25%. FrhIZ 26.09%D&HHE T R2.87% M EittEn -, I+ HEEILER 2 B TR
HiBR R (0.84ng-eq/mL) kI iiot=, &

B OFERCIAEIT U TF ORI Smy/EEE BEGRNEELIECS., B 5% 8 B
BETORDEEMELH 40%. TERHDITITFS /LB TH 1= @

9 FEDEE RN AR 38) 2 HAZHTF ORI smy/EEEHEHAAESL. B5%
48 BFFEIETOMmMEE. 8 (. SR, 515 . B, Xi&. /NE. FHUE. R, FE. K
5. BB, CESTERGL) ARiREE. R, B EERER VR (B 5% 4 A, 1 A 2 EER) DREE
RELE £-0 3 BORF RV A2( ) ICE AR, BB THRSL. B5% S BEET
DREZRBL . FCHDER LTz, MIFARETIE Cua [ 4.35ng-eq/mL. Tpa (& 1.38 B Tin
(B #8) (& 2.76 Bl AUC [X 16.67ng-eq-h/L TH o7z, 5 24 FEIO BB PR TIIEFR.
. BB ICBs BN EHoh . BR. IR TIE Ing-eq/g £, BB TiL 1.27-9.71ng-eq/g T
BHoT=h, 48 BEREICITRHR R (0.43ng-eq/g) RF LA o1, EHBMATIHZ SR 36 BHEET
B EHEL RSN, 48 BEITIL 1/4 SO FESEML T 1.16ng-eq/g TH o=, ZOHDOHID
SRR TIXAR PR (0.43ng-eq/g) KM TH 1=, 5% 48 BB ETOREVE h i ED
BEHE 92.9%TH 1=, 5% 6 BEAETIZ 50%MRPICHEt ST -, 48 BEETORRUE
PRI ENR TR 66.2. 26.1%TH ol RPICITRELE (BBRSFHPED 10%) . T/
FBREOBMEE (85+7%) . TOHO AP (7£2%) DEIS THftEhi-, fitH o0 HEEIE
2 550 1 HEICEMLEETICOAALN, TOREL. ThEh 1.22, 1.68ng-eq/mL TH-

1—..0 (3)

[z B I EREERR]
IV BAAEBILE 6 BICTFFORNY 5, 10mg/FE A B EIGRMNISSL., 1B51& 72 B
FTOHAAPRRELAETHIHRELERESA. 2 BELATHOLES, ARRBRICAVLVTEREHD

¢ 1 HICER., ¥ 2 EHEL
d % PR BT Sme/HH



5 12 BRI ODEEILSEHICBOTERHBR (1 ppb) RETH .

BRWVAREABFHICTIFIRRM 5, 10 mg/B8% 3 #FFICHFARRSL. 5% 4 BETO
0%, BHE. fERh. FFE. B, /DE. ES SN, EHBERIHNPORBENETD
HBARESI. 2 BEATHOALS MRARICEVTRSEREOMmE. HA. . FE. &
M. hEITRSR 1 BOENSBMERGREERSE 2 B ENBAEHRIZEREE 3 BICIER
HERR (1 ppb) R EEHT=.

[T4IcEBiH5% 53 K]

THIZ CHAERTF IO 1 7mg/;E°’&EIEImBSJW1‘x"5L, 5% 72 BEFETOMEE,
fHe (BT, Bhe. SESHEBAL. B4, NERA. BBi) iR, IR, EPHEELBIEL-, M#FF
TR TId Cpux & 5.8ng-eq/mL. T (& 0.5 BFREIERERIL 10 5-3 B, Tz & 1.58 BRI THY.
¥5# 12 BRICIEIZERE B (0.2ng-eq/mL) K5 &5, AUC (& 19.94 ng-eq-h/L TH-
Teo ARUVIBMITREE 6 BRI TRIEBER(0.3-0.7ng-eq/g) KLY . B 5% 72 BT
FESTERALTIE 0.4-12.1ng-eq/g THY., TOM O LR B FRED 0.4ng-eq/g LI F CTH-T=,
BE5#®& 72 BEETOR. EPHtRLThTh 64-78%. 13-22%TH >tz RPIZHTELEE
R#tIET/ NEBTH-.

[T4IzH 1+ 2R BHSR]

LW RIER 25 BEICTFIORb 1.7, 3.4 mg/BR% 3 #RRICESHAAREL. B5% 7 8%
TOMmE. fmA. G, FRk. Bk, DR, GEHSBMGAE. ESBERIHATORBEAE
T HEBAEBREIN. 2B TR, MERICEVLDTRSBROLEHARE®R 1 BIZIE
BHBR (1 ppb) RiFEtiot=,

2-2 5B
(HEHSHARD

BOREITED LDsp (7 X(Crj:CD-1(ICR))D i, RETENEh 226, 195mgkg FE, Sv
~(SD) D, ETENTEN 650, 434mg/kg BAETH>T=.

BRANIREIZED LDs [T (Crj:CD-1(ICR)) D . i TEFNFh 147, 228mg/kg AE.
S MSD) SR IEIC 73me/kg RETHHT-,

QESESHERR
[SyrZRLV=21 BRESHEERER]

SD #5vb (MR 5 L/E)ZFHAUL=HEAR0. 0.6. 3. 15mgkg RE/EREISHITS 21
BEOBEAESHERBRICEWTEDON-EETRIELTOEYTH T L. AR
IZ 15mg 58O 2 At 1 fINFEL-LE,

—RBHTBRREXBASRTEIRSECERESRED . FREX, FRTEAALNT, 15 mg
B EBRTIEEE, A%, fiIRERsArohlz, FREEIZDOVTIE PGF2a OFEBERICE LD
DEEZ LN,

BREFLETE 5 mg BEROBTHERMEDEENZDHON]-,

B S, [ERECEBYEORSICHESREITRZB OO EM ST,

MERFARECIEI mg L LR EROEICTORNUE BRI OESE. 15 me RSB ICEH
LS FAVRTSAFURBOERNR &SN T,

MAEECEHRECIEI mg IR EHHEU 15 mg RS HBTBUNDOSERASNTE, 15mg

CIRICBITOERE



BREBROMTNa OEERALNT,

RIEETIL 3 mg LLEIREHR TR pH OET AL,

RRESTIE3Img L LIRS HBICERIRETEEOEME. 15 mg HSEHEICH. BREU
BIBEOHENESOSE. HICKNESEEDEELA LN,

BIRTIIR ST PGR20 OEBERICE (L EZONIPROBBIENRASNTZ, 3mg BL
LR ERETHELARIROBR/NMEN 1 BALN, 15mg B E5H TS HHRAOERE. AH
I, SFEHHT 3 Hl. T2 REDHLN -, BRIROZE/MES 1 BlALHT-, BB TR
TIRE5EHADIRIE., ETHOERS AN,

[Syb#RLV- 13 B ES S HSBR]C

CD &5vb (S 10 E/BHZFAN-00, 0.1, 0.3, 1.0 mgke RE/MBREIZHITS
BEBOBINERHRRICENWTEROON-EHFRRIXUTOEY THo-, BH. 0.1 mg &
SR 1 F. 1.0 mg IR 58 | AIAEBRHAMAPICFETLEN., RE5ICHET LD TIEENE
EhTh3,

—BHNAGEREERTR, AELL. HEE, BERE. hRPRE. hEE{EmgEoLn
ThIZHHERDEOREICHEIEREITEOOh AN of-, BRBEETIL. 03mg REROET
R, 1.0mg RHEROBTLR. . BEESEO O T A TENARHONEN, §iE HE
HEBFHBRECRBEBOHOh G-,

[f4XEBLE 13 BMES ESHERR]O

E—J IR (SR 4 R/EERWZEOO. 0.1, 03, 1.0mgke AE/BMRE5IZEITS 13
HBEOEZMENHEBICELWTEOoN-EFEEMREIUTOEY CH-T-,

REBRHRRICETHRZEH ST,

—BHGERREXBRTH. SERHEZSTCEHTREBE(EE. TRAXITZF:ER) KH#LH
=5, 2O & ITASHEAMIEMERAHSNT-, 1.0 mg FSHTHEIBEAH# ST,

FELETE 1.0mg BEHOHTHEEMEBOHTHIEESZHLNT-,

EHiE. [RRE. DREMNREICHBRYEOBRSICHESEREIZEOH O NG,

miEELEMRE 0.3 mg U ERESHMET. ME7IIITIDOEME. Fad)0OFENE
HT=,

FHRE.BRBEE. 5. fEARPHRECHBRDEOBRSICEIREEEOOL G-
1=

B EMRER
EHEERBRIIEESR TV,

QFT T TR |
FRESRBREIERSL TUEON, EEHERBR 2 BOBNTERESA TS,

[SubZRELV-#FBIERR]®

SD &35k (GEiEit 25 IT/8) #HULN=FAM 0, 0.01. 0.02. 0.05 mgkeg KE/B)REIC
FAETHHURBREEREL -, #BRDEOREIL. OERE6 HAS 15 BETTWLEE 20 B
[ZHELT=,

BEYITHL TR, BT, KEEL. SRERICHBEDERSICHELERBIIEDHOH
o=, REMN0.05mg BERT 1 HIEHLIE,

BRBICHLTE. WTFhoRSBICELTH, ST RUETRIREK. WMIUES. FE. ttH.



NMEBRE. BRAZRERVNRRERERRICESOREREIZDHOW I, o,
FRERIZH 175 NOAEL [T BB L T 0.02 mg/kg HE/B . BBRITHLT 0.05 mgkg
E/BTHoT=. EFHEEBOSN GO,

[O9FERLNE-ESEERR]C

Za—S—FUFRIAMNED Y (MR 16 PL/3HZEALV-ERRO. 0.1, 0.3, Ipgke f&
E/EESICIHESEESBREERL gBDEORS L. DK 6 BG 18 HETEY
UMEYR 28 RIZEIRLT-,

BEMITEL T, ETE, FELL. JRERICEBRMERSICEEL-REIROEN
Bnof-H8, FREMN 03pg JHEHT3/13 6. lug I[BEHT 107114 PBHENRT-,

RREICHLTIE EFERUETRIRE, BINESR, AE. tt, S ERERVARRERE
RRICREOEEBIZOoN G > RREETEET 1w B5HO 130 MITHRZHEE
Hohi-,

AHBERIZ#5(75 NOAEL IFEEMITRIL T 0.1pg/kg A E/B . BRIRISHL T 0.3pg/kg KA E/B
THoT=,

(A EHIERE
[ZERRIEICHIIZERROERE—K]®
in vitro Bk
HEB E 3 A= R
Ames FE& E. coli WP2uvrA 313~5000 pg/plate(+S9) atE
S. typhimurium TA1535, TA1537, | 10~5000 pg/plate(xS9)
TA1538, TA98, TA100 .
SFEEREHEE | CHO 10~25 mM (-S9) BRtE
10.00~12.50 mM (+59) &
(12.50mM)
in vivo A ER
ELLER SHAER BE e
INGELER TR S0mg/kg EE/H HERERN =33
BERHRE 24, 48, 72 BEREICIEER

LRRDEIIT. invitro ORBRIZEWTIE. CHOZALWV R BHRRESBD IFEFHTT
BiEEHEShOMENRBHONSD, (FoEBEEZRLV: in vivo DIEREBTIIEMETH
Foo SO, TFITOARNERKICE->TRIBL D LS MREEENE R T T EETENES
P AZY (%

(6)— MM B
—RERSERIZOLVTPGR2 o ZHETRICLTEREL -,

[—RiTEI~D{EA]

IVARIZIFFRAR(0.01. 0.03, 0.1mg/kg KE) . PGF20.(0.05. 0.15, 0.5mg/kg hE) %5
ARBRESLIZECH MRS ELELESNHO LFS. ABKFEORENHEARALAA
#5120 FRICITHE R LU=, BtEAER. BTIXZB OG- T=,




[BRRESB~DERM]
T IRICTFTORI(0.01, 0.03mgkg HRE) . PGF20(0.05. 0.15mg/kg R E) EHERNEES

Lizélh. TF AR ATWThOAE CHL BT REEBI AR LB ELE RIFSEMh o1,
PGF2 & & 0.05mg/kg R ETHEGIIHIEREZRL .

[EEEE~DIER]
TORTTFFTORR(0.01. 0.03mgkg R E) . PGF2a(0.05. 0.15mg/kg R E) EHERNRS

Liz&2a. SRR LR E (EBRIEK) EEATHELGER RSN o),

(A7 =VFERZE~DIEA]
SYMIIFTRXR(0.03, 0.1mgkg KE) ., PGF2a(0.15, 0.5mg/kg FE) E#HEARERELI-
ESDH IFTAORMANEHST OB RZRBICHEERIFSS . POF2a (3 0.5mg/ke K ETRE

RIGZEER LT,

[73¥FUBFRRMEE~D{EA]

TIRIZTFFARM, (001, 0.03mg/kg #465E) . PGF2 & (0.05. 0.15mg/ke (A E) #HANKR S
Liz&lhA,. IF AR AT TSFRUBIRSICEYER W FRBEICHL TEEERIEFS
ol PGR2 o [T HEICFER EEEA 1 L7,

[DMmE R, FRER, AERADEMA]
FOIZTFFTARR(0.01, 0.1mg/ke {6FE) . PGF2 a (0.05, 0.5mg/kg R E) EIRAKTSLE

ESH EHEEMELLOELDHOEMRITET . FREELREEOENITET . BHRIR
. DERIREOELEEREL,

[FEEB~DEMR]
Y XIZTFFTRRE(0.01. 0.1mg/kg & E) . PGF2 @ (0.05. 0.5mg/kg A E) #5IRAIREL
f&lh MESMELLEAETTFERBEZEMSE LM, ERASTREEEZRIFESLE,-

f=o

(DHRBPI=BITHRLHERRD
[V ICHBITIREHERR]

Hereford Friesian # i 4 (3 88/2%) ISxLEER 1| ARU 12 BICTF AR (2.56mg/mL) O
0.2. 6. ImLZZFAEAGARNB ST IZBNERESI . —BOTERERCEHSLS
), AEZL, £EFEHEE. RPFNERE. MAEEEORE. RIRE. JI8R. EHEEH
AORBESENRECRSCEETIREZEDHON G, ot ETOHETIFIORIY
DOHEKBITERSEBDEN,

RILR A RS (6 B/ IS3L 3 AT 3 Bl TFFORL (2.5mg/mL) M 0. 2., 10 mL
ZHARRSTIRBENEREEINT -, 10mL BE5ETIIRE. BIAKEET, FEERBIEM, ff
KOFEAL, TH., EEME, FOERBEDTENBOLATD, At —BHHELIEEKEIC
LYRHECRE T HEILTH o=, F-ChoOMESS  FEREIEM., A OEEL., FH
REGHEBRYMED PCR2aBRELLTOEANEEICRBEL-LO LHB SN, EFE

fomL B &R



DERELTHRESRICHGHOEERVTAICHEIHABREOBFEEHEM (AST, ALT BU
CPK)DEENESHON=, LI L., ChbEKREIZLYEEL. 4hZE 4 BEORBHEEFNER
ElICHSWTEHEEHSEEERRBICHIEMAEREINT-, EAERTEAE 3 BRIZITTSHE
SOABAGRREIIZEDL M,

[THIcHB1T2REERER]

Large White Hybrid FE3E4RIRR (4 BE/ES) (T3t LIENR 113 BIZTF IR A2 (0.84mg/mL) @
0.2.6. IImMLZETNhThFHARZSTIEBARESAT-, —BRNGEBERER. FEZ L.
AR MEFHRE. MRELENREICRSICEEST IRBEZBOHON I >T. —A.
SBEh-EHEFERKITEESHEBMICE I L. BANEGORHHORTEL 3 52
EmHE U 5 FEE(mDFE TRDLBHA LN, HEFE 22 BITHTAFEYEFRBIL S EEH
AR EBHELYDGEN ST S BEHORRERBEBAEOEYEICEETIEZAVNEELAS
hi=,

Large White Hybrici BHERICHLRERSE 1| BRUE 7 BICTFFOXE(0.849mg/mL) % 2.
10mL FIAAFRE (Ehth | 38) T 5EBAREEIN =, —ARRGERERIEK . SESTER6L. E8E
E. SR OREBEHBGEHNERICERSICHETIREEZOHO NG, o1,

LW MK (6 BH/8D) (S LTF IO (0.85meg/mL) % 3 BREIFHEAERS (0, 2, 10mL/B)
THRABARBEIN ., 5 FE(Om)EIC—AEOER S BITE., FHBLEOEE. GEHA
ICH¥ETHEFAONDHMA CPK BHEEO LEASRHONTA, 4hZE 7 B BIZIXESTHEN
BEEBEICHIIENFEABFNICHESL, A2, HEE. RIRE. Sk, BFESIC
BEREIZBoHoNEho =, |

3. TOHMOHMRIZONT -
TORZTSODITSFRUBSEISBMOHBTERINIEEEZUMEC. HAaLE
BRUEBNAEEZE T 52— HOLELEMTHY . A~] DEFRICHTLN., SHICRIHO —ELE
BOET 1~3 IZ9HSATWHWA . PCGRRa 7O 00— . MELER. mMEIR
fa. BEEDE. TEIWE. HERTT. REXIINBERSFERIHEAHLATEY. EF
BOEESKELTHEIASATNS, TFIARMILPGR2a DERBBHETHD,

EATX PGR2a . YATART/—IL, TFFOR L OAZI RS CICEMAEELEL
THERAINTHEY.BATHE BU. 77 A—RARSUFZETEERSA TS, BEODY. T
AZEOBARDPIZIZRERRTHS 0.1ppb LEDOLANIIOREE PGF2 a REEL TS ESH
T, EBEANMNM CORKOERO AR IVHARAKICEEIh., SHICHEMIEDH TR
ERBEZESh TNAIEMND, TFFOXRAZDLT EMEA BRUA—XFS1)7 Tk MRL D&
RITTFETHBELTNSD P FDA B U JECFA (2812 EMITEFEEh T,

4. RSGBRELESFMEIZOLT

LROBEY. TFFORMNEEBOEGSEABRILERKIZBVTRESHENAMESR
AR IIEC. EFHHRBOERI O RIRMES B TR0 LB o5, SHEHERIC
BNWTRHOSNEELRZE IO LETORETSUOAERIZLDEDEEZ LN, F-. B
AEZE5LEREBPORBRICALNTE, TAX2TSV SO ERUNORELEIERIEE

EomL REHE
h FHEAFEIEORWE 2 A TR A5t

« 10 -



SN TLVRLY,

EoIT, RFEIOHHEM MSERRSABRESNTEY. T, BMERICET5AH -HilNE
. &. [Efh. BARUVARBTRBYRERLRLLTCERASh A —BRNGHARZRELES
[EIE5HBRICE ppb F—F —THRUHBRKRBELDIEFIONS  BEDYEREE
(0.001ppm) FEDBRBRBRRZLLICRESATHEY . DMAEESBALBRIERASh IR
DIZEWT EMERZELTIFTOR M 2R EHICERT S RttEER ELNEDES
ALY (N

ChoDIEEEBEET HE. IFTORIE, BYUIZERShHIBYICENT, BREHELTE
FORBRICEEEZEZ S REEIIRETESILDEEA LN D,

REEITOVTHE., AFEBREBEFAYEEEEDORELETORICHERET 62LLT S,

“11-



ERBICHTIREEROLEBTFIORIY)

DR | BB 5 Rmyke (AE/H) FEER (mp/ke HE/R)
EMEA K2Rt E
Swb | EREEERR 0.1,03,1 0.3
(RERREOREmL) FEiR. O8. [ EROH T iz
21 QM 0.0.6.3.15 -
ERMEEERER (BAAAR) IMPIRRY, BREDED, RROB &S
13 &R 0.0.1,03,1 0.1
HREEHEERR RREROHT MmN
B R AR 0. 0.01, 0.02, 0.05 BE#%:0.02
(4R 6-15 BI%SE) | (FAFAAMN) k&R :0.05
BB 1 BIIFRE
R B REL (R FBIELEH LI
AR EAMEEERR 0.1,03.1 0.3
(FEHERHmEL) BEYE mrt
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