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d-V0TART/—IVEBMRDETHFRVEROISHF (FILID0) DE MR ETMEIC
2T

BT EEERFIBRTEERE(TFR 5 FEEF B B)E 24K 1EE S EDHTEICHE
DE EMKEKREMNS, d-I7O0TORT/—ILEZENE D ETHERVBEOEHFI(ZILTD
NZDOWT . REE 24 &£ 118E 1 EOREICEITEEFBREMNDS d-yOTORT/—)L
[ZDWT.BEREROHONT-, CERL 18 £ 2 B 17 B, BAREE%ER)

ABFOEMEDE d-9OTORT/—ILTHY . FORIEFH ORI, FRRITEEICE
DNEKREDAE. RO BBREODENTHLNSNNS,

1. d-7A7ORF/—)LIZ2LWTOAO

d-207RXTF/—JL(d-cloprostenol)

<l PGF2 &
ﬁ:l\ F :_l'-t . ngHnglOg
n F = : 424.92
BRICEIT AR  BE~MEEOMIAMERELIETT VIR
mh =} - 9 44.2~44.7°C

fiz

Kot

T hRUTOOAR VIZHE

o

TORFTSODVIFFEINBENELLTRRSIN. TOREARANOBBICLFELEAR
HEBEREREITAHIIENBELHIZENTLNS, COI3HTARET S F20(PGF2a)[E9 T
FFERNELEMBRECELESA, METERRTRFELTERT %, T2H L TEHRE
DHBENRDHONTEY . CNODEWIENWTIFERMGRRRITRFEEZLONTINS, Y
A70OXT/—)UIE PGF2a DA RMFEZAT. BESEIARELTERSINS, SEIARDSE, F
BUECEARERITIERD PGF2oa BDEBEMEZHTHDIL d-ADHTHSD, PGF20., HBLD
FH/OTORT/—ILIE, BB TEEIICNT NI EREEZRERZONICHMINEZ LMD, FEICH
WCTEARZRITSERBEZRPIETIENOFEIEERICLKIPBBIROBMTAEIN
TW5,

HO07ORT/—ILEERETIHMRAEERIL. TTICENTTEIAREZRA N -EEFIMN AR
SN, FRINA TS, BN T, EU, KEZFICBWTHELERIN TS,

2. SFIzDLT?

AN OUFd-oOTART/—)ILEFHIET BEHEFIT, A—EFIMNTTIZEELLTEU TR
FEN G BRUVEEXRICERAIN TS, AE-A=E4T2mL BT 1mL, ET1ImL %
ARISES T HESNTHEY . RERRMIES4 . KT 24 BfE. 43T 12 BETH 5. BFEHFIZ
SETLHMN. EFHDOFEHFFIZE 0. IWVNIEERMEINTERINTETEY. IMERNIZE T



SR, L RONTHLHIEN G EFNRAERRERLANILOHEFRI OB YMRARA~DER
NERENLTENMNIEZSZETEHTEDLDEEFAOND,

BE.ERCETHERARNREIFOREFERADRR., BARITEEICEIIIREEDA
B RO GRFRTHY. BiX-FAEEJSFT 2mL, ET ImL ZFHARNITSEFT T HESNTHEY,
AREHFETF 3B K 1B, 45 12 BElLsh TS,

3. FIWToUDREHIZHRHIMAFIZDOLT
)= = A e IR G RA
ZEEEIZDOVTIERD &ES57% invitro XUV invivo SRERDE BN FoON TS,

in vitro R
FHER R BE5E R
Ames FRER S. typhimurium TA1535, TA1537, | 313~5000 pg/plate(+S9) Pt
TA98, TA100, TA102
2EAEERE | EBEER)/BK 23.2~4990 pg/mL BE i 2
(-S9; 2hr+22hr)
23.2~4990 pg/mL PS4 °
(+S9; 3hr+21hr) (2320pg/mL)

1 plate incorporation. pre-incubation MZMNZn%EEHE, Pre-incubation DR iEETEBHEENROHLNI -,
2 4990pg/mL TII RSB N ROHLNT=,
3 4990pg/mL TIIHERaSEENROHLNT=,

in vivo E8BR
INZER BR T OREEE 10, 20, 40mg/kg A E/H Pt
H[EERER

1 BEBTRESRMRMIKITTHRAFRMBRLEED EFNEBDHONT

EROESI, invitro DEERIZHNTIE, BEEM U/ ABRERAV - 2BARERBTSIF
EEHTOBAERTBHLHESNIFHRAROLNIA, BRICHLTEEOBRDHOND
BEETRBANIFoEEEAM: in vivo D/IMERB TR THoT, D=5, d-H0
TART /— LA EEICE>TRBER B &S L BIESEE R TR HENEEZ DN,

T ROBHRBROHMELBESN TS,

[SvbERAWV-EaEEEEER]

4 B D SD RS v (tf iR 3 IL/EH)ZHU=RA(0. 6. 40, 300, 2000 ug/kg/B)IREIZH
(1521 HEIOEZHEMRRICEOWTEHON-FHEHARIILUTOEY THoT-,

—ARBO7SER PR AE K R Z2 T, 2000y R 5B DM TIER L DIEN., IR T E, BEMNED
bht=,

AEZLTIX, 300pg UEBREEHDOEICEWTRIENRD O, B85S TIX 300pug UL E#
B DI, 2000ug IR EHDOHETIETAEOHNT-,

R MRETIIEREXEHoNEHI T,

M;EFHIRE T, 300pg U EHZRSH#H O # TI/NMROBAD ., ETEEIE,NMVRTSRF
CREEIDEHE. MTHRIMBREL. Ho DRIV HAFEDH LN, 2000ug IRE5EHDHETTONAUE U FEH
DEE. T MCV DEMARDSNT-,

MRELFZRIRETIL, 40ug L LGB OM R U 2000ug #H5HOM TIEFRDSENERD
b=, 300ug U ERERBROBTHRID L, 2000ug IRE#HOBTI OT2, BUN DEMA




ZBhdht=, F1=.300ug HS5EEOHH 1 PT, 2000ug IHE5ED 2 LTALT,. AST ODEEMNEHS
nit=.

FREEZE TIXL. 40ug UL L DR S E O, 300ug 5 OIEIZH LT pH DIEIE. 40ug UL LR
ERDOHET-ABREEEDREMERNZEOHONT-,

fgs EETIE, 300ug U LR SHEHDOHTRKIEOHEMESEDOEMN, M CEMERINZEDHD
nit=.

LR TIX, 2000ug TS EOHD 1 HITRREOREENZTOHONT-,

RIBEBFNRETIE, 0pg UEEBREHOMTEABBEOZERIENZEHONT-, T1-
300pug UL ERE#EHOMECHRRIZFERMABEOZEZE. #ER CHAEDIFERERAE.
2000ug =S5 EQHD 1 HITHED 2 EH R UBEMBEIEAZEHONT-,

Ff-. 4 BED SD R V(S 10 IT/3¥)Z ALV -5&HI#E 0 (0. 4. 20, 100, 500 pg/kg/RH)
BEIZBT59 A0 EAMSHRBRICBLVTROONE-FERRIZLLTOBEY THo1=,

—RRRIZER IR AE IR R T FITHBRYE DR EITHESIERIIROoN G Mo,

KEZ{E. EEEE Tl 500ug B EHDETEIMERA EHLNT=,

RFMRETEIEREIRDONENOT=,

MEZHRETIE., BICHBRMEORSICESEEFZEOHoNGEHI o1,

MRELFHRETIL, 20ug HEHDOH KR 100ug IRE5EDOM T AST. ALT, ¥-GTP @
SEER., 100pg U LR 5RO H# KR U 500ug B E5EOI TIESEMNRHONT, F1=. 100ug
UEREBOETI)VIRTS—EDEIE. 500ug RS EOMHE TLDH OEI{E. #TAP., &
f~A/BE. Tcho DEEINZEHLNT-,

FRIZZE TI&. 500ug 5 HOEICBLVTHEDSENEDOONT-,

2 E=TIL. 500 B EHDOM TEBOENEESDSENRDHLNT-,

E#RTIX. 500ug REEOIE T, BE(FA]). BREOKEENZTAEN 1 HITRERDLN
T=o

SRIBAABFNRE TIL, 20pug UL LIRS E O i, 500ug IR 5B DI TS O 2IRIRIFEDFHE
EiEn, 20ug UL LR E#OM TEAMREOEZRIENEDOONT-, BIRTIREDKXEENED
SNEAARTIIEARHKOEMAZESHSNT-,

RUEVWVAETROHON-FETX 13 AfE 50O EAMED I LD gD E IR
P T. NOAEL IZ 4pg/kg A E/H THoT1=,

[SybZAL= 1 R EESEHER)

SD R (M 25 PT/E)ZF AL V=58%1#8 0 (0. 2. 10, 50 pg/kg AE/R)xE5I12&5 1 i
REBEHBRAERIN TS, HEBEYE DR S (L. KEHT 8 BHSHIXREMILET. HEn
Wtk 21 B F REEFLETIT o=,

FHEHYICHE N TIL., 50ug IR 5O TR 20 BA L2 ZEHBIICH->TESEENETL
.25 b 7 BICTREMNRDOON ., BIREIBOERELEEDETHAZOONT -, HREH. X
BE, ZHRRIZIIREDOEEIHONEM T,

REWIZENTIE. S0 B S5HTREDHELEZZONDIZBFOBDERERIEL. 1IE4
HEGEEQERT. IEHEHTOAKREENSET. AEOEENRDHONT-, COMIZIFR
DGR PRE R BEREICHRYERSEOZEILE DL NEM o1,

AHERIZE TS NOAEL [LIREMID 1T 50 pg/kg (A E/A ., T 10ug/kg A E/H . REMIT
10pg/kg AE/B TH-T=,

YWt y -GTP 122U Tk 500pg $ 5-FE D S i 1] 0 .,

-5-



[SvhZERL =13 R R ER]

SD %5vhZERALV=38%#F0(0. 6. 30, 150ug/kg A E/B)REICLEFHIEHERICENT
ROON-BUHRMRITLTORY TH 1=, HRMEDKRE (L. 1Tk 7 BH 5 17 HOMITL.
2R 20 BIZH ELIRALT=,

BEMICETIEROLNGEAST2AY, 150ug BEFHDOHNFH(LL2) TREH DSV ITMER
EMNRHONTz, BEIL 30ug TH L Hl(U25)@BHONTz, KECEEEITREOZELHLN
Hhot=,

RERVRELEELT 1500y BE5HTHRIEORCTEDEMMNRDON-, EFHREDH
PR EICREDEEIFEDONEMN oI, Tt 150ug REH THILEENEBRESNTI=HY,
FRRDONER. MBS LU BERBRRICEVWTIARLEEORREICEZE LR OHoNG,M o1,

ULDERMN RERXEBRDOBEMICX T2 NOAEL & 6ugkg AE/B. BRIRIZHT S
NOAEL [& 30ug/kg {AZE/H THoT=, =, EFHEEEHonGEH o1,

[ XERA T IERER)

BAB®EDYF(10~12 T/#)Z AL 5&H#0(0. 0.1, 0.5, 2.5ug/kg AE/B)E5IZLD
EFHEERBRICEVWTEROON-EEFRIIUTDOEY THoT-, HEMBE DRSS (X, [HiE 6
BA\S 18 HORI{TULY, 118k 28 BIZH EYIRALT=,

BEIMICETIEEO NGz, 2.5ug FH 5O 8 LIZEBEINARDHLN., TDIHD 7
EANRELz, AECEEEICRSOEEXAHDNGEI ST,

RROETER, HESLUREICHBRYMERSOEEIROONT . AR ABRELUVE
BRERICBWTETHORBERICEEIIROHONEN o1z, 25ug/kg AE/H TERILEDFE
WEQLEELAH#BNT,

ULEDIHERMNS REREBROBEHMIZx TS NOAEL (X 05ug/kg AE/B. BBIRIZHT S
NOAEL [& 0.5ug/kg A E/B THo1=, =, EFHEILRHLENGEIN ST,

Q)EB Mz DL TDE 00
[SvbIZHIT59 7. HEittitER]

Syblz ?°l TIHHIELT- d-2O0TART/—)LE KBRS ICETARNIEEL. 4320 HEETE
m. miERCE. BiE. BRIE. FE. R, H5HERVES ERFEIOKBEHEREL .
WaHEMEREL-, MIEDEEFIREEEG 2R)BRAEEZRL. TO®BAILT 12 B
BIZIFBHEIh GG T, BB ADSHILEONTHAPCBETIIREERG 21&). IF
figi. DNEE, FETIX 20 0 RIZ Crax [TEELT=0 TR DB KT EONT, FFIEIZE 5D T2 (X5.7
BFEETH-o1-,

[RLFIZH 550, HetiER]

B1E| 2mL*Z R E# 520kg DELAIZAPESTL, 360 DEETHRML T RIA EThiEhERE
®ﬁ$§b§@§¢éhf:o Tmax [ifﬁ’g 90 §J\~ %ODH#OD Cmax 'ifﬁ"] 1338pg/mL -E&-)U N T1/2 [i 97 ﬁf&)’)
T=o

ERAEMLY)HEE 2 EEEML)DEFIZRIL R R A L FED I 4 O KBEERIZ /7 R 5T
L.#%5 18/, 1 8.2 B&IC& 3EALMEE, EEHHA. . BiE. BB, /NG, SE5T884
FARVZOREBEOHREEREIRLRIAZTI-VOTORT/—ILODGEERL-, 1 BRE®ZO
WERYEREILEHEHEICENTREE RWTESEELDFRA TH 1=, DD ERLL
FWFhE 1ppb RFEREELBRHESINF-DHThof-. EHE. 2 ZE2LLEE5 1 BEIZEEH

2 AELORE R FRNEIC 23, 25, 25, 21 PEDUEARASHERR S L7272 205 & IV TRlBR 2N i S 17z,

RTHRRE L OB TIIABEENED LN, ZHUTRBREOMEEMEN 2 LICERT 2 & O T, @HEOLEOFKMEN T
HoT,

Y d-ruaRT /—)v 150ug/58

S d-rma7vRT /—)v 150pg/8E

5 d-ruruRAT /—/)L 300pg/58



HORHEBRRUT Lot

B EHTHETHONERRBRICEVWTES M. BHRELZFERBRDERMNZBHONTA.
2EEREED 1 BEOESEAIT 1 HEORRIT 0.4ppb At SNT-, 2 HRICIZETHRE
RALUTELST=H, SHIZHERDT-6H. RERAHDOEREIEE 3 BRICEKREL-ZERERHEN
EiEShtz, TOHRE. 3 BEOFFHMARUVELOHFROWNT ALY d-yRTART/—)L
FRE I h o1,

B TBEREERTAOIC. RILAIAFEDBEFICEREH AL 2 ZE=DE!
FIZ=BEHARNITESL. IS5 12 BREEND 12 BRIEIC 72 BEETOETZERL. RIA &
Td-YA7TART/—ILDRiEEZEL-. BAE. 2 ZELH(12 12 HAUL I 24 BEZOHE
DWLWTFhhbdd-yOTORT/—ILIFRHEEShEN 1=, BHROEHTHRITHON=RERIZH
WTHRFBRIZELTHADS d-oa7aRTF/— LT ESnGE -1,

Fi-. BB RIIEMNSABIRIR . RHOS 5 BEETHY. EirH oD M T 1%ITFE =0 E3R
E£IN TV,

EERICE 50 . BEERER]

1% 1mLSZ 4R EH 100kg DUEFRIHFRESTL. 480 D ETHRML T RIA A TIEEFERE
DRI RBRETENT=, Thax [ 10-120 D EESDENROON=-MNEH TIEHNI7TH T, FOED
Crnax & 2216-2266pg/mL THY . Top 1% 192 D TH> 1=,

BEREAML)HE0E 2 FECmLO) O &K1 B EO KRESRIZAHRRESTL, %5 1 B
Fl.1H.2 HRICR IEMISIMIEE, EEHA. FFE. B, B, /NNE. FHEBEHRARVZED
BFBEOHAEZRBLRIAETI-ZOTORT/—ILOSHEHEDRLE-, 1B #OBBRYERE
(EEFELICEVWTRLEL GESFNBEBEDHFRAICLERDO NN, ZOMDELEIFNTE
1ppb KiGFEENRBEIN-DH THo1-. FHE. 2 EE2LHIRE5 1 BRICITEH B HEHIE
RUTHE L=, AHEOEHTHRITOAEHRICBLWTIO A ERELIZERFORER
NROLN /S5 1 BRICITEREZ. 2 E2L e BREERUT ELG-T-,

ok HEREBYICHEL T, AERLHAFRRICIIOVThOBEN G d-VATORT/—IL
[E ppb LANILTHIRHE AR AIREEGY . FREHK T H ARSI,

Q) REMI-H T HR L MHEBE
CBEFICH TR 21 ER]

WELFRIVRAZA IR IEITIRIME ;3 BR/AH)Z ALV 3 BREIDERARE (0. 2, 20 mL/EE)
[CEDZREMRRICBEVTIE, REFETRE 2 B2 TOEAKRTREBFEBIENZROH NI
[F. — MR, RE., ARHERE ., MRFHRE. MRELFHRE. RRE. FEZFHNRE
DVFHITHIREISERT HEEZLNDEREFEDoNGM T,

[KIZHT5REEHER]

MERK(3 BB/EH)Z ALV 3 BHEIDHANKZE (0, 1, 10 mL/EE)IZ&PREHRERICH L TIE,
RSBTSRBTS RIEHIEEZRLI- 1BXRELTOEAKTIRE%R 5 BETICHREHRIE
NEHLNIMIZIE, —iIKRE. AE., FRENE. MEFMNRE. MBREIEZNRE. KRR
E.REFHREOVTNICHREICERT5EZEAONIEREILRHLNE,N ST,

4. FOMDEE [T !D03.04).09)

T BHBRS 0.1ppb

8 d-ruruRT /— )b T5ug/5A

Y d-raruRAT )—) T5ug/5H
W d-rarmax7 /—/)L 150pg/58
kR RS 0.1ppb



RUAEBMEEEETS5—HOILEMTHY. A~ DREICH TN, SHICRIED ZFHE
BEDHT 1~3 [ZTHFEINTWS,PGR2a lETAORET SOV MO —ET. MELR. MEU
B EEEHTE. FEIE. EARIT. REXINBIEREEZE T LA HMONTEY. ERF
AOEERELTELHAEINTNS,d-2O07OXT/—I)ILIFHZOTORT/—ILDSEIEDSL
ND—IETPGR2a DERERZRAKTHS,

ERNTIK PGFR2a . /O0TORT/—ILDZEIHENT TIZEYWRAEERELTHERAINTS
Y. BN T d-oaTaRT/—ILEFT TIZERASNTWNS, BEDIY . TIEDEBADR(Z(ER
HIRRTHS0.1ppb LLEDLARJILOARAE MY PGF2 a NFEEL TS ESNTEY . BEERHNS
CHDRMDERDHRITDHAMIZIEESIND, SOHICHEMABHTRWNZENERINTLVS
ZEMD, H/OTORTFT/—ILIZDVT EMEA TlE ADI 2% ELDDH MRL DR EIEZFETH
5HELTULVS, FDA Tl ADI. MRL EHIZERTEL TULVELY, JECFA IZH (A FHM I EE SN TLY
AW

5. BmEBEEEFMICOLT

FEOBY. ALTSODERITHS d-2/0TORT/—)LIE. REDEESHABISERK
[CEVWTEGEEERNAME R AR XEL EFEEABOBERMS, EFBEEENE
EoOond, EHEHRBRICEVWTEOON-EEFEITARFTSOOERICEELDEER
b, T BRAZEFHRSLE-AEBYWORERICENTH, WhPETARET SOV ER
LS OERBELGEMERIZERDHON T,

SHIZ, BEFOEHEENMFERAEESNARESNATEY., £, BIWERICE IT5K 8- AR
BB 1BHRICIE ppb AA—F —TIREAEBRBEARAREE LS, CNLDIEMN D, AEFIAE L]
[ZFEAINBBEYICHEVNT. EFMEBREZELTI-2O0T0ORT/— )LE#EGEMITIERT 5 EEME
FEELELZNVBDEEZLOND,

NOHDIEEEETHE Ad-VOTORT/—IILEAVRRETH2ERUVEBEDESHFI(FILT
DN IE BUIFERASINSBYICENT. BRZELTCENDREICEEEZ S5 Z HATREE (X LR
TEH1LDEEZOND,
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