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(B) #R)
d-ZauaXsy J—i

1. #E
(1) B4 : d-Z o x5/ —)
(FdLs : <)

(2) A% : FORBEEHORNF. EEETELE (BHRER., BS6EE. #SEtEExs:
BT HEREE) CESIMBRERDRELY, ROSHFEROBITHWD
NBETRRFT TPV F 2 DEBETHD, 2B, BPBEICBWTIE, 7
n7aR7 ) —ADZEIE dl-rulriT ) —N) %ﬁﬂﬁ yETBHE
FEID, RMUEBRFETERINLTWS,

(3) b4 :

fi : [1R-/1a (2,2 8 (1E, 8R*)30: Saf]l -T-12-4-3-7oue 7 =) F)-3-/~{ F
X -1-TF=N-35-UnAd Fuxv i sarFN-5-~TTF )4 v I T
v K

#4  [1R-1 2 (Z),2 8 (1E,83R%),3 a ,5 o /] —-7-{2-[4-(3-Chlorophenoxy)-3-hydroxy-1-
butenyll-3,5-dihydroxycyclopentyl}—5-heptenoic acid

(4) #ER U

HC).‘ ) O .
g RK-_J‘A‘. “H HMH '"MMKC{)OH
0 2 N N N
Ho' Ho' Ly

(7;3’%) PGF2a
45 F2 : CaeH20C106
AyFE 42492
ERICBI AR  BE~BECORFAERERIZIY 7R
Bt K K44.2~44.7C
BRE . 7TE M ROC70m X ZZ8/E

(5) BRAFERVHEE ‘
BAENICRT K. ABRUTOLRBY THD,
FORBRAMOREE : PEIiR 5 ~16 B OEFHMICH A4z LT 2mL % 1 EF7
BWPICERT 5, ERFSERE TERVWEESITIE., 2mlL %
11 HHIR T 2 BIFAEPICEST 5,



EOBEEIBITEEIZESCIERERORE : 2mL % 1 BfHAMNICERT 5,
JED45EES . 1 mL 2FESRE (112 BXIT 1183 B) I 1 I ANICERT 5,
AREHRIZ, A T38. KTl BRUYEILS:HHEITHEIE 12 BEL é:hrc
W3,

(6) ESEICBITAERRLR
A% FE LT HERNAIC, R—8RRT Tl LTEUTER SN, 4. KK
VEZHRIERA SR TS, B A4 T 2ml, BT1lmL, ET1nl %/
ANIZERTS L ENTEY ., REHRIT4. BT 24/, ILET12EBHTH 5,

2. BERBRES
(1) SHFomE
O HTHEOIEY -7 uraxF ) —n

@ RO E b, LC/MS/MS =4, A, JEIh. iR, Bk, AMEROMIEICE W T
BRIEENTWS, FRBECET SBHERIZ0.1ppb TH B,

(2) MEficBIT2EY
(D AR A BT OEERER
TUVICERERIZ1ESEY d- ?D7°D7<7‘/“—/‘/%‘015mg\2{ E#110.3mg
BELE, #EZ15H., 1RV 2BOEERBIIBTS &-r7al X7/ —LD
BEZLUTICRT,

, (ppb)
HERE BE5% A =i B = ik = Jiirks
’ <0.1,01, 0.2 <0.1(2),
" 1 E#Fﬁq <01 <0 <o1 0.5, 0.6(2) | 0.2(2), 0.3(2) <0.1(4). 0.12)
m s 18 <0.1 <0.1 <0.1 <01 <01 <0.1
2 H - - <0.4 <0.1 <0.1 <0.1
<0.1(4), 0.1, < 0.1, 0.3, 0.5, <0.1(3},
1858 <01 <0.1 02 053038 | ha 0712 012,02
2{88 18 <04 <0.1 <01 | <01 <01 <0.1
2R - - <01 <0.1 <01 <0.1

ERE. 2EFRHC, 5% 1 A TRERAUTICR- 7,

@ B4 BT AAHFTORERR

- BELACEAERETLIESEY &7 e RT J—A% 0.15mg, 2 ZEHIF 0.3
mg &5 L, % 5% 12, 24 BRIZBIT 28RO d-r 272 X7 ) —VORER,
ERE. 2BEETRHEBRRUT TH-~, ‘

(ppb)
SERE B5E it
e 12 B <0.1
R Py <0.1
12 BRI <0.1
28
LI B <0.1




@ T HIZBI BT OEERER :

TRCERERIIELZY & o oRT ) —A% 0.075 me. 2 fEEREIT0.15
mgRE Lz, REE 1EE., 1 ARV 2 BOSHBEICBIT2d-r el axF/ —in
DI-EZ LU TIZART, .

{ppb)
SERE BE5i% B =103 Jix 84 e N> m#E
<01, 02(2), | <01(2), 02,
- 1 BSRS <0.1 <0.1 <0.1 032023 | 0o v
FHE = <0.1 <01 <04 <04 <01 <01
2 H - - - <0.1 <0.1 <0.1
1 BERA <0.1 <-°;f(’;‘)°‘1‘ <01 | 0584015 | 055042 | 0.430.19
2f58 1H <01 <01 <DA <01 <01 <0.1
2 B - <0.1 - <041 <041 <0.1

THRE, 2E8%ic, #5% 1 B THRERARLTICZo-,

3. ADI OFH

BMEEERE (CR1 5EEREELSE) F245F 1 EHE 1 BORERESE,
FrEl 8 2A 1 7 ENTEAFBERELZE02170015ICLD  RREKEZES
HTERERDE &7 a0 A7 ) — G EMEEFZENMIZSWVWTIE, LT
aﬁbﬁﬁéﬂfwé -

&7H7HZT/—W1 EFHEOEBRBEERRI GABIIBOW TEEFHERS AL
BT AREIE S | RETHHRBROBEN L., EEBMEE RV EBD LN D, Bt
%ﬁtﬁwfﬁb6%t$t%@ﬁ7ux&ﬁ?y9yﬁﬁuié%@k%i%n\
T, BERAEZEE LEAZEHORBIIBNTHL, WhRa7Tuxg /700
ERLIA DR ELRBERIESRD LN TWARY, Ebiz, BEROEE N LEREBESRR
EFEINTEY., £, BmERICBIT R - eI R, 851 BEIZIX ppb A —
F—TIEE A EBREARTREEL RS, b0l &b, AEFINETICERENAR
DICBWT, B FBRERFELET 47 1317°U7~7‘/‘_/1/71£%ﬁ3’] THEEET B REME
i%%k&w%®k%26ﬂéo_n6®'&%%F?é&‘&?ufmx?/éw
RPEFRD ETAFERCBROEHREF (Fr~<2y) if, #UICERSREBRY 2B,
T, BEREEUTE FOREICEES S X A REEIIER T LD LELZLNS,

4. BREEEDORE
DYHAEREMLE UTOERAER, RLEEZESITREIT DFHEER R ORERBE R
FEEX. HSEBMAERLIZ OV TE, ﬁﬁ%%ﬁ%%%‘iﬁbfib\: & &I D,
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(BBOEE)

ERE18E 2H20H
ER18%F 28238
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d-207AXF/—NEBIESETHERUVBOEFIFILTOL) DEREEEETRIC
DT

BREERESHIERREEFE(EFR IS EZRERBE 24 F 1 EESSOREICE
JE BMAKEXENS,&VRTORTF/—ILEBYR S ETAERUVEOEHAF(Z LT
INTDOVTBEESE 24 & 1 BE 1| SORBIEIEFEEFBRESS &-VRTORT/—IL
[COWT.BERZROHONT-. (FERK18E2 A 17 B, BBREELIES)

AHRNDEYE L d-2O70RF/—ILTHY ., FOFFEBMORETE. EFBTEREIZE
HKMBEBDRE. BOSBEXOBMTHLbDNS, ‘

1. d-207RRF/— LIz 2L THEE)

d-7070XF5./—JL(d-cloprostenol)

HO. | Ho..

- \=/\/\COOH R N
. / ]
HO (I3H . -
PGR2

./73\ % Et . ngHggC]O(,

2 F = : 424.92

=Yl X : 5@~iﬁ%@m¥5§aﬁ5m$f;tw v A

B = : §9442~447°C
B & E TR MRUSHSOOAZVIZHE -

TOARETSOUUIEFEGEEMEELTERSML.,. TOREFROBBIZE(EFELEA
HEBEREZETAEAELMISN TG, ZO3BTORET 500 F20(PGRa)idW ¥ T
FFERELERBETELESH, PETEKBRTAFELTERT B, TR2BNTHREIE
DMBMRZTOLNTEY. ChoO BB TIREBMARRBITRFREZEZONTNS, T
O7AXT/—N (& PGF2o OAFRERET. BESEIFRELLTERING, SEHEDIE, F
FIVEPEABITERD PGFa HOABEMZRTTIDEX d-ADATHD, PGF2a. HBH
FoOTAaXF/—)LiE, B TEEIICWThIBEREOHHRMShLIEN, BEICH
WCEARZRITESERBEEZRBEIIHNPCFENEERICEIPBRBEOBENTAESN

HATRART/—IEEFETIEMAEERE. TTICERTCSEIAREZANERNEASE
. ERATh TS, BTk, UL REZEICBWTEEREATH S,

2. "FIzoLT® :
FNRDUNELAHIOTART/—ILEER ET LEHF T, B—HLRNT CITEELTEU TR
FIh F BRUEERRIEAISN TS, FE-BEE4T2nl. BT lnl. ET lmL %
BARISESTHESNTEY . AEHRIZE. BT 24 B, 43T 12 BRETHS. HiEF%E
EETSHH, EFADEHEICE 0IwINNEBERNESNW CEASL TETEY. BIERIZE T

-13-



HH, it EOhTHEI NS, EFREERERALANLDHFEROEMBHEFI~DEST
NERENLTEMIEZR S EIBERATELLEDEEZLNS,

BH.BRICBIIERNZEFORBRAYORNA. EREBTEEICESKNREZDA
B BOSGRERTHY. B -BEIIET 2l BT Inl 2HARISESTIESNTEY.
REHMBIZFEIBE. K 8. 4% 12 BEESh TS,

3. TN DEEEIZRIMAZFIZONT
(HEMZXT2Z &Iz DNTEO
ZEREICONTIERD LS invitro B invivo REROAMENFLN TS,

in vitro sNER '
SLER SES B HE
Ames B2 S. typhimurium TA1535, TA1537, | 313~5000 pg/plate(=S9) e
TA98, TA100, TA102 :
SEAEESER | BECILEE 23.2~4990 pg/mL pef 2
(-89 2hr+22hr)
23.2~+4990 pg/mL (ETE
(+89; 3hr+21hr) (2320pg/mL)

I plate incorporation, pre-incubation MDZTNFNEER, Pre-incubation DR EEE CEFHEENRHLENT .
2 4990pg/mL TEMZHENROHSNT-,
3 4990pg/mb TILBIREBEAR DL,

in vivo SAER
MERER TR G 10, 20, 40mg/kg 4 E/H e
' EE R

1 HREHTESREFORISHTIRAFMBREED ERAEHLNT

LBDEIZ. invitro OFRBRIZELTIE, BEEMIUARBREFAWV-LEREEHBRTSIHF
EEHTOBRERTHELHESNIFRAROH AL, BHICHLTEEOEHLNS
AEFTHEBRESCEIToEEEZAW:- in vivo OIERBTREECH . COF=H . d-70
TART/— I ERICESTRIBE LGS &STEEHREE R AERITENEE IO 5,

T, ROBHRBOANEIRESNTING,

[SybERW-HEAESERER]

4 B D SD RSy (TS 3 T/AERULE=FHERA. 6. 40. 300, 2000 ug/kg/El)a‘xi-}l &
(7521 BEOEAHEERBRICEVTROON-BHERMRFUTOEYTH-T-,

—RESERERAEIREISE T, 2000ug R EHOME TIERBDIEM., RETE. SESRD
.%ht’.’o

FELTIZ. 300pg DEBRSEEROEIZBOTEENZOON, EEE T 300ug 2 EE
E230OM. 2000ug HEROETETAZHL A,

REMNBETCEIEREBOHON I T, ,

A FRBRETIE, 300pg B ERSHEOMETI/NEOED . #TEEILFMURISZF
VEEEIDENE. HTHRMERE. Hb ORI HRHLN. 2000ug BESEOETTOIOUE VR
DIEE. HTMCV OEMMARDHLI . ‘

MEELEHBETIE., 0pg UL EBSHOBRT 2000pg BS5HOBTEZNSENRD

Btz 300ug L EBESEEOHBTHNID L, 2000ug BEHOHETI RTY) 2 BUN DEMMN

14—




Fhont-, £ 300ug IHEEOHE 1 L. 2000pg IHSEO 2 ET ALT, AST DS ENEDHL
ni=,
REETIE, 40pg L EOBREHOH., 300pg HEFHORICHE T pH DEENEOHONT=,
BREETE. 300ug UERSHOBTRRROBVHNEEDEM. HTHMBERNEDS
itz
LI TIE, 2000pg BEBHOBED 1 HITHRKIEOIRENAEDHONT,
REERZNRETIE 0pg LU EESHOETEARABOZERENBDONT. FT:
300pg LEBSEOMBECRRBEERMAROER. B TR THAMOFEESHREE.
2000pg EHDOED 1 fiCHREOZEERUVEMREENROLNT,

Ff-. 4 BEO SD RIVHHE#S 10 E/ﬁ)’&mw—ﬁﬁﬁﬁﬁ"m(o 4,20, 100, 500 pg/kg/H)
BEICBIT2 91 BROEAREEREBICBLTEOon-EERRIILUTORY THo1=,
—RBRGEERERBE T, BICHEBRPEOREIESIEREROo NG,
AREZEL, EEETIE 500pg BEHOETEVMERNED o,
- BHEMRECEERRROON G, 0T, -
mFEENRE T, ##I-?&Eﬁ%ﬁ@?x%kf#’)ﬂ.%ld:m:,&)bhfuﬁ\of:o :
MAEEEERBRETIE., 20ug BEEOHERY 100pg RE5FEOM T AST, ALT, v-GTP @
SEMER. 100pg UL EBRESEOHERY 500pg FEROMTIIBENROHL N, T 100pg
ULBEROBETAVIATS—FORE. sS00ugBSHOMBETILDH OS{E. HTAP. £
F~ABE. Tcho DEEMNZEDHENT-,
FRIEBETIE, 500pg BEHOEIZBLWTHEOSEMNEHLNT-,
EBRESETIE. 5000 BEEHOMCEROBINEZNTEIFEOL,
BT, 500pg S HOMCHE. BEFAN. WEOXBEMAETIhETH | HITERDHLN
1:_0
BEERENBRETE. 20ug PR EOME. soopgﬁﬁﬁoﬁﬁtﬁmw%wﬁ%@%i
FiE. 20pg L EFRSHOMTEREROZER{IENEDON -, HIERTIHEDXEEHER
O -BEETCIEFARHOEMMNAZEOH LN,
BLEVASTREOON-EEIX 13 ARESOHOEFEROZERELEDOFRBORRX
IR T, NOAEL (& 4pg/kg R E/B TH o1,

[SvbEEL= 1 HARESESE)

SD %S5 iES 25 B/BHZ ALV-3aEHED (0. 2. 10,50 pgkg AE/RBREIZLS 1 {#
REBHBAZEINA TS, HEDEORES (L, XERT 8 AL SHITEAILET, KIS
%21 BOF, REEFLETIT o>,

FHHWIZHB O TIL, Sopg BEBHO M TR 20 AN L2 EFHMICh->TESEEMNMETL
12025 fildp 7 FICRENRHLI, FIRMEOEREHEZDRTAZRDLON -, EEE. X
EEX. ZREICIBSOFETAONEMN T, _

BREMIZHENTIX. Sope BREHTREDEELEAONDIET 0 ADEFREED . EF 4
AEFEOET. FEHRTOFEENEET.  HECEBESEOON -, CORMIZIEIRE
HOBRKRBRORERFEEREICHBRMERSOEZEBEBH NG of,

FRBRITH 15 NOAEL [FHRBMD T 50 p/ke A2/, T 10pg/keg KE/B . REWT
10ug/ke AE/B THo1=. '

[SvbERL-EFBERR]
SD RTvh&EALBERIR (0. 6. 30, 150pgke HWE/BHR S LDEFHIERRIZENT

gD v -GTP IT-oV TR 500pg B EFEOBEERB O 7,
O XEOFRAEIC 23, 25, 25, 21 KOMRSHERR S Wb b AV TRBEERE L.

-1 5_



&abﬂfzﬁmﬁ%tim?w YTh-ot-, HEMEDOHREE. TIET7 BASL 17 BOBEITL.
tﬂ& 20 BIZEEYRELE.

BEMICRTIERELONGEh o>z, 150pg BEFHONFHOILDTERESDUMIDER
ENBHLNT-, BEF 30pg T 1 F(IRHEH LN, AECEHESIIBRSDOEZIHLN
Thotz.

MERUVBRELEELT 150pg H5HTHRROTTENENARDHLN-, EERREOH
R EBEICREOREIRD NN, T, 150pg BESETEILEEABRSN A,
REDHR. ARSIV ERBARICEBVDTHFRLEREORBEICEZQIBOHLNGN o=,

DLEDERMI . FRBEOBHYIZT S NOAEL IF 6ugkg FE/H. BRRIZHT S
NOAEL % 30ug/kg RE/A THoT-, £z EFHEILREDH LGN o1, '

(D9 FEBN-EEFBERERER]

AAREBEDTSF(10~12 IB/E)ZAN-REEE00. 0.1, 0.5, 2.5ngks RE/BEEIZLS
EFBERBRICENTROON-EEFMRIEUTOEY ChHoT-. BEYEDESIL. 1IE 6
HHS 18 BOM{TL., iR 28 HIHEMREAL-.

BEMICETERO LMo 25pg?x'—-‘fﬁ$o>822l_ﬂzﬂmﬁf A, FDI3EO T
EE AV = LT-, Wﬁ'ﬁﬁﬁﬁgl&&'—ﬁ- E’%'iﬂbﬁﬁ?ﬁ‘?f:o

BREODETCE, HhELUKRBEIZHEBYERSOFZEIZHONLT . AR ABBKUS
FRERERIC atol.-\'C:E:—rﬁszﬁﬁi‘#l—%%li%&)Bﬂfd.ﬁ\of'._o2.5].tg/kg AE/ATERIED SR
WEOLERERASNT:, .

LLEDHEREMNS, ERBOBEYI-T S NOAEL [ 0.5ug/ke RE/H. RIRIZHTS
NOAEL {& 0.5pg/kg KE/RB TH T Fi-. EFEEIEZEHENE MO,

QB HEIZ L TDOO00
[SYrzZHT55 7. HisAER) :

7JH._ B EIHRIELE d9O0TORT/—LEKBSICHENRSL. 4320 HEETS
o, m¥BERUE. BE. FIRIR. 7B, BE. #5HEEVRSERTSEIOXBHEERERL.
ﬁi%ﬁ%ﬁ% BISEL -, MFHEEIRSERG 2B)IIRKXEEZTRL. TOERFDLT 12 BE
BIZIEBEHEN G- RBBADS SHEFECHTHAVCERTHESERS 78). 8
. DU, FECIE20 D EIC Con ITE LTz FOROEEILEOH T, FFBICHBIFD T 5.7
BRI TH o =,

[RLFIcB750 M. HEER])

2% 2mL 2R EH 520kg GD#LL'FLHM’*JEETL, 360 DR ETRIMLT RIA S TImigEHEE
DIEBIRE SN T, Toax (F59 90 53, FOEFD Croa (539 1338pg/mL THY ., T1n £ 97 HTH-
o

ERECML)H BN 2 EEUmLYDEBNE RV 2/ EOMRE O ARSI RANES
L.#%&5 165/, 1 H.2 BRICE 3 EholmiE, FEEHE. iR, iR, B, /M. 58
PARVCORABEOHHEEERLRIAZTIIOTORT/— IO TEERL-. | BREEZO
HEMEREZIHBECEVDTEIE ROUTEHBLADHATH Tz, TOMO I
(EWTNE (ppb RBBEENABHEN-OHTHT-, EHE.2EEBLLHRES 1 BEIZE2EH
BOAREBEARUT &f0f,

EROEETHRTHONERBCBVTENH. BELHZERBOKENBOH SN IA,

DML OB TIEIEEENRD bR, CHRSBEOKERAEN D LICEET 3 L0 T, BROTHOMERT
Hol,

fd-ZuFaRF i—n Lsopg/',a'

§ d-ruFuAS s —n 150pg/E

8 d~FrFaAT S — 300ug/H

T BHIERSL 0.1ppb

._16_



BERSHO 1 BOESFNAET 1 BROBET 04ppb AAEHShZ, 2 BRICITETERY
BEE%!A‘F:‘:@::T—@ SHICHEREDRO . BRI DFERE 3 ARICEEL-ZEEEFHEDS
EENnf, TOHRR. 3 BEOESBEERVRAIOGAOVTIALE IO TART/—I
[EFRBENGL AT,

HAICBTERERET DI AN AREZAVEOBIEICEREH DL 2 E208
HEBEHHEANITESHL, B5 2BE£H,S 12 BEEIZ 2 BERFETORTZERL., RIA X
TAd-IOTORF/—ILOSBERELE. ERE. 2 BELEIZ 12 HH0 L 24 BEZOFEH
DWThhidd d-IETRRT/ —LIERHEEh G, o, BEFEOEETIRIThA-HERIZE
WTHERHEIZH /S d-2O07aRF/—/LiZEHEhEM T,

=z FMERBRIIENS4ZRTE. RS 5 BRETHY . A o0HEMIE 1% L3R
EINhTLS,

(HERICEH 1T 551, it 5B ] e o
BIE| ImL %A EH 100kg DIERRIZHEIESTL. 480 wﬁi'cﬁmu:m,ﬁ'cml FRE
DHEBIBRE I =, Tox (£ 10-120 9 & ESDEREHONE=-NEY TIEHYI7THT. TOED
Crmex 14 2216-2266pg/mL THY . Typ & 192 B TCH 1=,

ERE(ImL)HIIE 2 & E(QmLm)O)%cﬁlEﬁﬂﬁ’id)ih“ﬂi:ﬁfl’ﬂﬁiﬁ?b BE 1B
F.1 8.2 B#Ic& 3 EMMEE. EHHA. FFE. . B, /NG, ENSUGARVED
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