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 BERFEALEVRITHD [dl-Z7 o xF 2 — L (CAS No.40665-92-7) ] I

SV, EEFTMES (BYAHEESEARIFRORMELZ) 2AVWTAR
RGBT M e 5 LT,

FEMICHE LRI, ®ERR (5 v b, v—%f;b&&% BER
BB BEUEH) . AlSERR (Y RARVT v ), BEAKEEEHRR (5
v PRO=—%ty b)), AEBLEBEHRR (59 PROTH X)), BEEER
BRETH B, ' _

RROBEENS, dl- /a7 A5 ) —LBECXAERESET, SRy
ZUUUVERIIBAbDEE LN,

BEFBEERBRUOERAVBERBRIEIERE SN TWARAVR, dl-7 2B AT ) —
NWERA-72a7aRT ) —AEANTIThhi-BEEMERR S, -y e 7o
AT )= VIRERIZ L o THE. MEL A RESERADLOEELILNS,
e, Ty bEAVE 2 HEREERBRECEFEERBR CESELIIRD LN
T2V, BNREZBTIEEERBROEFERE LIMEAEOR/MER,
v b0 2 HREEARNS OB/ OLN - MEWRE (NOAEL) 15 pe/kg BE/F T
H o,

A EERS L T2 HAEERMANL., BHOEE» 6 EHABESNRE
SHNTEY, BERNICBITARHE - R R, BRI EHMBELER O
E%&?&ZEE&E&@%H—’C BEE 1 I ppb 2 —F —TIT L A VBB AR
LiroTn3, _ _

MUEicky, M&ufuz?/~wﬁﬁﬂmﬁﬁéhéwbt%hf‘ﬁ%
%%LTEF@@%’?@%ﬁzéT MEIZEECEA2 LD EELHNE,




. AR RBMAEELOBEE
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1. A& :
BRI T FE

2. BERENO—BH
g dl-7e7axs ) —n
34 dl-cloprostenol

3. {L%4A
CAS (No.40665-92-7)
%4 ¢ (5Z)-rel7-[(1R,2R,3R,59)-2-[(1E,3R)-4-(3-Chlorophenoxy)-
3-hydroxy-1-butenyl]-3, 5'di-hydorbxycyclopentyl] -5-hepte-
noic acid ‘

4. FFR
- Ca2H29C106

5. 9F&E
424.92

6. HESX

' | OQ i
‘ ' - HO ‘ :
O’ ' OH
H OH

Cl KBES>TuRAZTF P F2a

7. FHEMRVERRRESE (R 1. 2. 3)
FEWNHEEDE THEI T uRR S50, ARRNOEBICIES EEL
 BREARAEBEREFRETR, 205bBvRE2TF V0 F2a (PGF2a) X
HIKRTHEHEZET AL CALNATWS, 7072 X5/ — it PGF2a
C OERERET, BEIEIK (AIE) LLTARERS,
di-Z7 v ra x5 /) —nik, FOBRBKREBTEEICESSINRKEBRSTEERE
EEORE, BEORBEERVCROHEBECAVWDONSG, dl- 77 u x5
=N ETHETAEMAEE ST EU, REZS LBV TESIIcER S TY
B :
DREEBWTH . FOEBMORARUVERETEEICE S IBERED

Fal



%ﬁxﬁwﬁﬁﬁ%%a%wﬂ%énfwéo%$\¢®ﬁ%%¢%ﬁ®%
ERERBENTCZ b, EEFBRELV BEEAEEORTEICRLA S E
RETMOBEFRN Sz, ARMERICESE, U7 SEEBEIZB T
E%%ﬁ@%ﬁ&@ﬁm%m%ﬁmﬁﬁLﬁ@ﬁéné:&ktofwéo1‘
IRTORAT ) —NDIFTEIEDILO—BTHD d-7aFaRrs )y
KOWTE, BAT dl-7 ey mnx7 ) — L LAREO BN THER SR TREY.
BRRESTFERIBVT, 2006 £i2 (d-7 0TS0 RTF ) — L EFHRE &+
5#&0%@&%ﬂ(ﬁ»vvy)m\ﬁﬂmﬁ%éﬂéﬁbtﬁwf\ﬁ
mEBLTE PORBRICEELZE X B EMHIZIEETXIILDEEL LN
D.1 EFHMEERTWA,

I. REBFICEIRBOBE
1. IR - 2% - R - B
(1) BERB (Svy - KT) (B8 4)
Wistar & (Alderly Park 1) M5~ FERWT UC-dl- 7 11 FrRF ) —
AROBEEIRT#E (200 png/kg FE) RBRUER Sk, \
MR TEERE (n=5) i3, #5 30 5 %ICREE (84ngeq/mL) %R
L., TOBRBFEIHED Lz, MiFHEHo 7 o< b7 5 74 climnigEdo
REMEBREIIRE 156 5BICEFEG4L ng eg/mL)ER L. 7 O &LRE
X643 Thote, BEE., REDOBRFIFE®HIZR (B52.1%) RUES (&
42.5%) WH S, BET (39 0.15%) X T UL, BRED
Hh~DOFMIZTENENERES 24BHE P48 BEE CIITLAYET L,
(R1) BEEAT—TNAT7 v bTOMENDL, TELRIEMERIIAHEET
FKEEDFY 87.8% (n=3) BEETOSRE (44.5%) R UJHH T (43.3%)
2B EIN S, '

#2458 20, 200, 1,000 pg/kg AECREOZERB (1,000 pelke KER
SERTEEDH IV 4 FHEIC 2~3BRE) NEHINT-BER, HHEOR
PHeMRIT 2R G THEK (20 pgkg FE R FED 58%, 200 pg/kg K E
—66%., 1,000 uglkg A E—57%) Thotr, RPICHEREMEL Ebin, £
WL LT 3EBEOEXEERY (F I/ —AZuarurxs /) —iA, T35 ) —
nrua7Z7ueA5T ) —nN®0 857 MR BTNF ) —=A9 S M al e AT
J=n) BRODLENTWS, REFEETF NI /=N u T AT ) —LD
HEEIIRPREBE LTRIETH - T,

| BRAERKOFEAORRMCET AR BNT, BE, FEon TRttt 5
DIZERT D7 EHMXIIERACET 20 BT 200 24 B, BicoW TR
T DD ERT IR T AMIHTETLRVILEREINLTNS,

2 CUB) DAL BICER (PUF. BEX 2V OXEER)

E




# 1. MOM&ufux?/—w%wiwbK&?ﬂ#Lt&%@ﬁ*&Uﬁ%ﬁ%%ﬁ

HKERE | B9 v wOETx T 5P % +SD
/ 0~24h 24~48h il
BT 7 R 50.0+8.6 1.8£1.0 | 52.1+9.1
# 26.1+6.4 | 14.6+5.8 | 42.5+4.7

(2) B582% (v—EtEv b)) (R4

fiv—%Fky b B3E) 2HVWT UC-dl-Z7 v AT J — L OBER T
& (100pg/kg BE) BBRPEE SN,

REZ 2 FMICEEEOR B54A%NRTICHE S iz, . Foic
SN BRETEEDED 55 76.9% 08 % 5% 8 B E TSz, RbT
IAREENEERLS T, RBHML LT, P/ —Ararfars ) — Uik
wmah,

(3) BEHE () (BE 57 :

VU7 ESE (HE, 1688, BREMAKE 500 kg) ZAVWT UG- dl-7 a7
RAT7 /=N F IV AOREHBANKRE (d-/r7rXF ) —1e LT
500 pg/TH) REANER Sh., B (35 0.5, 24, 48, 72 H#F'Eﬁ?&) ik
it. RECHEBREBEEICOWTRFEERLTWVS,

HtFoRER 24 R E TO UWCEBRELEHORINRIIBREBSED 0.74%
EHBROPERTHIBRBEIHMENTY Tin ik 5.4 BEfiChoe, BE
24~36 AR DOHAHFTRED LN IEFIEEIX 0.0067 ng/mL Th o, BH
~OBH BRI R ES% 16 ETIIRBABET L, Z0OMAETOEY
EUNERIIAT 52.5% TH >, RE~OHMIZRZE T, FH Tipid 2.8 BT
Holr, MPBEDOKE(E (0.18~0.86 ng/mL) TR EH 15 H~1 T Tz
EUTRBY., 2OEAFIRD L (85 4~12 R S8 Ty it 8 8H).
FMABANIREIZOWTIE, 85 0.5 R ICIER 2 5 < J# (Bl . BT, B,
BIE. +%. JRE. LIE, KE, RS, niE. BH) ThREIhER,
RE 24 FEIHICIIAFE (23 0.036 ng/gs) . &g (F140.123 ng/gt) . K/E

(¥ 0.205 ng/gh), WHEAM (E¥ 0.493 ng/gs) R UMEH (FEH 0.179
ng/mL?) OZTHRHEI N, 5 72 BE TIRERIEA (FH 0.248 ng/g)
EF%E (0.053 ng/gs) DA THHENE, (B 5)

3 4FHW SEHEH, 1 EHITMHRR (0.02 ng/g) K .
¢ AFAY 3EATHY, 1EEITRERR (0.094 nglg) R
5 4 BHM 2 G, 2 BHIGHRHER (0.105 ng/g) Rim
6 4G 3EEEY ., 1 HEIZHHEBAR (0.053 nglg) R
TAFHT 2EHEY, 2HEHREREETT

8 4FEP 1 BEDE, 3 Emmmmﬁ(omsm@)%m




7Y —=UT MBS (., 3HE, AENS00ke) 2AVWT UC-dl- /7o X
f/*»T%JWAQQ@%WWEﬁ(ﬂ&mimXTJ—W&LT05
10mg/E) RBRAER IRz VTR S,

UC-dl- 7 m7m A7 J—NDORPHPEMEIL 0.5mg BT 10mg BH 2BV
TTH 6B2% K} 56.3% Th o Tz, HEftiEERH T, #E% 8 B Tl
MEEBORBOMNIER- SN TWE, SEEEICHAREOZTERD b Hh
o RPRBMPE L TCREMD I 0T RF ) — 1O, FL5 ) —A1 2
B7ORT )= VRBHERLTWS, ¥, FhF )= 0 7R iF ) —
MDYy u v BRAELSERD LN, (BE6)

ZV—=UT7UBRWHSY BH) FAVWTUKC-d-Z7 e/ mxF ) —LF Y
VADOREFHANKRE (dl-Z7u7 v A7 ) —n~e LTO0.5, 10me/E) RN
K Eh, AHFRBEICON TR EE,
RREATRIERTERBY THZ UCA- 7 2 AT J— L3 dinEe
PICEEE S, 0.6 R TN 10me/EH#R 51T wf&5%24ﬁ%®m%&%§@
PIZE N ENREEDOHK 0.383% LT 0.25%T. K4 (LRI
'(%4%&w%um)m&%&4ﬁﬁiﬁmwﬁén1w5g&%8&4%%
BUBBRENZAHTEEIRZ 05 RO 10mgEERECBVWTERFR
0.002ng/mL KT 0.026ng/mL & HEIBEVWETH -7, (£2) (2R

dI-Z7u7e 27 —AF P U LABREROLH T (ng/mL) n=3

7 2.
w5 & BEHOREER | PR UC o | B uCizHd 2 raruaxF ) —)
(mg/ER) Rl () | #BE (ng/mL) ruFurs =A%) | EE (ng/ml)
0~4 0.419+t0.152 63.6%=18.9 0.270%x0.131
0.5 4~8 0.146=0.036 48.5+10.3 0.069+£0.017 .
8~24 0.011=x0.006 16.6X10.0 0.002
\ (0.0006~0.005)
0~4 7.009+£1.339 2.0 5.8 3.673x£0.972
10.0 4~8 2.293+0.767 43.8% 6.5 0.987+0.446
8~24 0.154+£0.079 16.1+ bH.8 0.026+0.020

ERIZ1ERE L2 OOEHEESD

(4) RBBOXEETZTIYE (=R 8)
FlZBTAA 77 e RT ) —VOXEEREYWTHET FT ) -1 T
QAT =N, 6-FZ 7 a7 aRT ) —ERTF N )=l a R

TSN DAF LT AT IVIIC
TREEE

DWW, RIEBTER, FHRBEMRT PGF2a
BEoOVWTHRE Sz, BFRBTERIEEN LA X —2HAWNT

HESHh, ERGHERARBEHELEY NFEZAVWTHERLATVS, 20




R, REWOEMENERIL A7 0 70 AT ) —1 0 1100 o270 b
ERTWA, - '

(5) BREEER (4) (2E9) :

LHATFF (BEEZ, 138/, FHEKE 220 ke) 2AVEA-Zr7FnRT
=N P T LADQBERBRGHANEES (A-Z2uaroxF /—a kLT 500,
1,000 ug/fH) BBRAER I, BFH (&5 0.5, 24, 48, 72, 96, 120,
168, 240 FpfI#%) MR, Frhg. Bk, A, . BERSALOBEH IO
TR I T3, '

MEREHIZEBNT, R EREIENBETE b EN oS, FOMOE
AL Tk, #5 24 R DR HIRA (LYK : 0.08 ng/mL. % O : 0.50 ng/g)
KRG & 2o 7n, I TIIRE 72 BEHIC 1.25~7.13 ng/g L 2 0 . 120 i
FMEICHREBRART E 2o, (£ 3)

(6) BREER (K) (2H9)

WHRER (RBEAK, i, 2~38/E) 2AVkEd-rarexs ) —AF
MU AOREREHBHARERS A7 a7 RXF /) —nE LT 175, 350 pg/fH)
RERNER &N, BEA (5 0.5, 24, 48. 72, 96, 120. 168. 240 K[
#) lcm, i, g, HA. B, R, BERSTOBEIZ W THRS
ShTwna, o -

mMBEEEE DL, MK, R, EHEMLS OB TITRE 24 B4 U M
HRA - (0.5 nglg) R Lo, MK, IR, HBEEHMIZOVTIX, Ehiz
B Sz, £ F4 120 A%, 72 B, 120 % ICREBR (0
& : 0.025 ng/mL, = ®fh 0.5 nglg) RiELRo7r,

(7)) RERER 1) (&8 10
RNVARZA BWHLE (GREIR, 68E/E) #AWnwTdlZnre T /—nu
TRV AOEEHFAEANERE dl-7e7rRxF ) — ek LT 500, 1,000 png/
) RBRAEREINhE, 2 BT oBREEHEZTLL 2 B (K7, #Es
0~0.5 R T*0.5~12 B D H., 5% 0~p R 5~17 BFE D FL. &E5% 0~9 &
W O~21 DI EZE 2|WER) L, LHPEERSWTRF ST,
HRITTRIZRTERBY TH S, 500 ng/BEREHD 1 MERERLELT
ThTnicHInNzn, 2ERAICERLAEZLCIEE S 0.5~12 RFEICER
L 1EELAME T TRHEMEMA (0.0256 ng/mL) FFE o, 1,000 pug/fE
BEFICRBTIAHPTEFEE (F% 0.109 ng/ml) X, 1 EBICHRR L
DEEH 0~5 BEOHLILERD LN TWEAE, 2 HERRLAELTIZ, WTh
HLRRHIBR (0.025 ng/mL) R & 2ok, (X 3)




% 3.

dl-7 e 7aR7 )= F R U AREHOEYAY FEE (ng/ml)

n=2
CEBEE 1B HICEI L3 () 2 BB IR U3, (BRR)
(ng/EH) 0~0.5 0~5. 0~9 0.5~12 5~17 9~21
500 | 0.031 0.033 0.036 <0.029* | <0.025 | <0.025
1,000 0.058 0.109 0.088 <0.025 | <0.025 | <0.025

* 1 BRI R AR, 1 3HiX 0.032 ng/mL Th o -,

2. ASHEEER (28 11~13)

ICRE-VARVGSDRZy FeAWVWCA-Z7a7rexsr ) —AF FU oA
WHTHBA, BT, B#RADH2WVIEHAAREIC L 38 EERARNER
Ehie, ERNENOBIYE, RERKICEITS LDy X TEO LBV TH S,

(F4) .

4. dl?myEIZT/‘—ﬂ/'j_l*J'jl"@LDm

BYE R = 5 R LDso (mgikg &)
B i

& 0 1,685 1,310
w7 A ICR K F 569 391
IR 565 628
i 616 824
Z v b SD RN 165 174
: mHEA 147 162

LDs iXBMEIC XV ENRA LN, =T AR
ol MEROEZIELVWLD TR, —RIERTIX, =7 X,
Ty NOEEBERBICHBEL T, EfF, BERD D2 VIR T, FPREE

THI7R & MRFE antoi#M®WﬁWETm A, 7/bk% TR
EHEPROLNE, :

3. ERlEENREE
(1) 3y HEItESERR (7 v k. #0) (R 13)

Wistar & (Alderly Park 1) J v & (MRS 10 IL/8F) ZHAWVWTdl-7 =
Tr AT )= Y 7 AD94~105 AE@EREOES (0, 1, 10, 50, 150
ng/kg BE/H) BBRBER S,

SR EFEO—RRE, BRZHRE. BX A7, LERCLKE, K259,
MEENZORCRFAR. BREEZBWTA-Z2 72X T /) —LF YU
LABEICEERTILEEZbNRAEIIBD N o7, FEMEABRZNEL

W7y hORBRZERRVER




ELT150 pe/kg RE/H B SEEOME 10 EH 4 T BIEMIE O =T R R D
bile, ZOMITIIEEICERT A LEZ LN ATHERD LR,
ARBICBIFZ A7 27aRF J—1+ k U v L0 NOAEL it 50 pg/kg &
H/AThZ EEZL LN,

(%) MOMERESERBR (Sy b, BT) (38 13)

Wistar % (Alderly Park 1) T v b (M, 10 T/ 58) 2F T dl-7 =
TRAT)=AF YU AD 14 HEETHS (0. 5. 12.5. 25. 100 pglke
WE. 1F 20%E) RBRIERKShE,

RRME R LR ERD— BRBIZRITTH oA, 100 pgrkg REBR LGB
EEENR IR BRI DTN Th 2 NEBIEN o, MEEHE L
BECEAIRE CREDZNIBEERZRIR DO -+, FRERE T
100 pg/kg AEHRSHOMBO L EEMWMBE D b (. Bl BW
ETIZEDEZERSATVS), WEMABEHRE I 100 pgkg KBRS
THEEEAESRD LN, B, BREHOIFBRICBWTEEHED 2=
TR BRI R H v,

(BE) 1 yFHEBESIESERR (Sy M, BT) (2H 13) ,
Wistar & (Alderly Park 1)} T b (MEH#ES 10 IL/FE) 2RV Cdl-7 =
TRAT ) —=NF NI U LD 20~40 HEIEZTHE (0, 12.5, 25, 50 pglkg
RE/E) RBREREINE, J
—HRE. DEFTFRICEECER TS EE2 0N A3ELIIRD bR hote,
AEARFIRE T &ffﬁ kb‘fﬁﬁiﬂﬂﬂﬂ@fﬂﬂﬂﬁfﬁi# X2 R2% (I vl

(BE) 1 »AHESHENEEE (5y b, HAA) (BE 14)

SD%T v b (MEHES 10L/E) 2AVWTA-Z7e2XF /—/F M) oA
® 31 BRGNS (0, 0.08, 0.4, 2, 10, 50 mg/kg AE/R) BN EH
i, :

FECHIZ 0.4 mgkg BRE/ARER (B). 2 mgkg KE/BREFE (M),
50 mg/kg (AE/ A58 (M) CBWIRDLhE, — BREROEEELT
2mg/kg AE/B U LREBICER, TR, TH, EAIBRRO S -0, B,
BE. IREROBER CNEE SN, 0.4 me/ke (KE/B B LR 5 R CIT MR
LA EEBRRRER NG, BHEOR D, FRLEKE, ~< L7 Uy
ME, ~Esv &, /KK, BLERER PoBRER DV EEHIC, B
TOERRAMEOBERR, . BBOoHEAELOTTE, BIBFHRKREOR
K, BEMEOBELEOHEMN, REMEOEXRSEOREHABSFHOE/ILIE
‘Wbz, 0.08 mgkg FE/BHREH T, 0.4 mgkg KE/ALLLREHLH

s FEFKERLEERL WD (LLTFRL),




 BORIE, QH%EU@%H%@%H%&%E’JW{E#%E%61:\&17@&)'0)‘%(@
:}’bttﬁ'(‘%oﬁ_o |

(2) Iy ARESKESERR (x—EEy b, £0) (38 13)

v —%Fky b (aEryv—tky b, MHELIEE FHNCA 0T
AT/ —=NF R v LD 92~96 HREFEIRDO#®ESE (0, 10, 50, 150 pg/kg &
H/R) BRBRAERE S, '

—IRRBEETIL, 150 ng/kg FE/BHREF THEEHEMERDEMITE -
TERFEEET R o, BB, MEFEN, A2 R ORFFE T,
EREHCBWTA- /e r AT ) —AF M) T AREERTA L EZZ D
NBEEBD LN TV, BBEETIE. 150 pg/kg FE/AREHOFF
BOBKMERECEEICERTALZAONAEERBIRADL LN, RE
AR BITT R TR, 150 pglkeg AE/BRESHO 1 HlI2ELEBED LT L
PRIEHERBD bz, ZRBRITB T 5 NOAEL /3 50 pg/kg AE/BH TH 5 &
Ez b,

(%) HUEHBLNENERE (T—Eky M, BET) (B2E 13) _
v —tky b (HES4B/E) 2ANCd-s e exs ) —AF Y 7 A
® 14 BB T#HRE (0. 25. 50, 100 pg/kg (AE/H) REBMNENE S,
SRGHO—MRE, DKFESH, MEELZNFTFREVCRFRICEBWT dl-
7 7aRT /)= F M) UABRSCERTZEELZONAIT/IITIRD LR
Rirol, WHEZENFTRLTIX, 50 nugke AHE/BU LREHETHAEEENIZL
BOLEEOHEN, ELEEIZBIT 2.0 0 L BAERIETEE, 100 pgke
HE/RAUEREHCREEOLEZSOHMBRDY bk, )
4. ERRES ﬁ:ﬂﬁ
(1) 2#HRRBEE (Sv L) (3R 16)
Wistar % (Alderly Park 1) v &RV d-Z7nrno 27—/ — L k
Uy aozafZEn (0. 10, 15, 20, 40 pg/kg KE/A) HEIZ L B 2 5
FERBICB T OB ETREBUTOLEEBY Thok, HBHWEOREIIRDE
ECTEME L7, FotfATrk, B (30 /B IZAERAT 11 B8 & OREHE H
EH, i (60 IL/#) \[ZA2EAT 4 B R URRE - {2IR - BHLEicbiz o CHEA
BEL, BE 1ISHICH¥EREZTEIRH LEAFRK L RIUEKZELE L, &Y
REASHSEHANE CHE LEE L, PRk, B (B0IL/E) 123
BWE®»ORERTETHER, M (60 IL/#) 1 3 BEE L RE « iR - #ILY
Kol THEEREL, £z BRSESYHELRECRR2MELESEL
7‘_o Fi # OB IX 17 B& THHE L,
BlE ClX. 40 ug/kgﬁiﬁfﬁiiﬁ’é-ﬂ"ﬁaJ Flf’EhﬁiEiEﬁﬂ?fﬂﬁﬁﬂﬁ= D bz,
AR, RBRR, TRRCERDERSOERIIZ LN o T8, 20 ug/kg
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E/A L EREFEO Fol & 40 pg/kg FE/B R 58D Fi M CHED M & 4
IRAF OB B RERENBRD bk, ‘

IRk 13 F DB ETIIHBYEREORBIIL b d o T,
HAERTIE, 20 pgkg RE/BUERERO F1 2L 40 pg/kg AE/A B 583
DFRIZEBVWTHE O BOBENFRICE o228, WP LELEE Tz
SMBEOELRAEL R o7, TOMIZ, 20 pgkg KE/A L LB ERD F, BT
HE 4 BETOEFERICETARD AT,

RREBRICBIT 5 NOAEL i Fo L' Fy %’i@]% Fi1 RO Fe [REIWC 15 pg/kg
BRE/ATHD EZZ LN,

(%) BEHRUBAHBRSRER (Svy M) (2R 17

- Wistar 58 (Alderly Park 1) v I~ (26~31 L/ ; RS AL L D)
zRAWZdA-ZrTaRT ) —AF MU U AOET (0,008, 0.1, 0.3, 1 pg/ke
BE/E) BECEARBRICEVWTRED LN EEFHRIIDTOLBY Tho

7o, REBRMEORSITERE 15 AL HE®R 21 B ¥ TV, 8% & REy

R AEE8IZ >N THEELE,
 BEHTIE., AEENBECEBRYERSOBEIRD LR TR, 0.3
ng/kg HE/A L LR EHCEESRAEZICER L., 1 pe/ke KT/ B EER
T80 LA 13 LI RERA LN, FERKNEEICEM L7,

HAER T, 0.3 pg/kg FE/BMU FREHTHEE 0 B OBERTRICES .
WE 4 HETOEFERENET L=,

(2) fESBEER (Sv ) (BE15)

Wistar % (Alderly Park 1) Z v + (. 37~53 IL/#%) 2RV dl-7 o
FrRF ) —F b vADER (0, 10, 25, 50, 100 pg/kg AE/E) 5
CEABRREBNTRBOONTEEEFTRIIUTOLBY Cholz, HEBRDY

DEEFEIR 6 ANDG 15 BETITWER 20 HicHHR LT, BBHROKER

Xt 2B ONTRE L,

BB Tix, 50 peg/kg RE/B U LR EFHODHE CEHM-DHEO BENE
H i, 100 pgkg AE/AREFET iﬁfﬁ)ﬁ‘iﬁl 32 1%& EBIZEN-T-, &
HEEME, FERAEAUVHBRFTRICEEREI -2 B ot,

fIRTIE. B ERSCERTHLE R Ea"béa'@sf%" i= D oo,

AR B 1T 5 NOAEL 12814 T 25 nglke K&/ H . 12T 100 paks i

BE/RThsrELX DN, BEBEEIRD A ENoTZ,

(&) E#FBHERER (Sy b)) (R 18)

Wistar & (Alderly Park 1) T v b (20~24 IL/f%) ZRAW/=dl-/ oo
25 ) —nF U ADET (0. 0.1, 0.3 ug/kg (AE/A. 1 H 2 BT 4%)
BECLARBICBOTRDONEERFTRIIUTOLEBY Thot, ®HR




PDEOLSE, FEIR 6 b 15 RE TRV, BRGME 21 B (AR %
TREMEEE LTHRE Lk,

BEME CREMICERYER ST L5 BBIRRD Lo,
BEHIEILED bR st

Wistar 27 v b2 AW A-7 7027 ) —1F N S AOKRTERE (1

B2 ECHE) CL3RBRIEBNTRD LN EBRFRIUTOLBY Th
o7, HRMEOREIL, ftk 6~10 A (0, 0.1~80 pg/kg AE/F, 10~38
UC/BE) . #E4E 10~14 H (0. 0.3~3 pgke (AE=/A. 21~26 JL/EL) F iR
14~18 B (0, 0.1~3 pg/kg HKE/H . 20~27 PL/BE) 2T\ . 400 20 B o @£
VAL THREE®RELE,

JEIR 6~10 BORETIE, 1pgkg FE/AMU EBRERTEERRELCET
L, MRCEIEBRDELRSOREBILA N o7,

IR 10~14 A O 5Tk, 3 pg/kg (RE/B B5 B TR FRE D2 UV 200
BRO LN, 1 pgkg KE/BREB CEETELALOEESEBICE -
Too $EIR 14~18 B O 5T, 1 pg/kg WE/R D L858 C R4 O A %
EXIRELE, REODEHBENZEA DL, FOBRSEHIIBITS
BETHIEFHRIFARIRD b,

WIENDOEEFHIZBWTHEBGFBERRD Do,

(%) EFIEEEER (VYY) (8 19)
Ra—V—=5RRTUA MNEYYF (. 183 L/ 2AWE d-ranTm
AT/ —=nF ) U ADOERT (0, 0.025, 0.075, 0.25 pgrkg FE/H, 1 0 2
FElic2E]) BRECEARRIEBVWTREDONEEEFARUTOLEY Th
o7, WBRHBEOEEIXIR 6 B D 18 B = TITV, Fik 29 H ’Wﬁbr
BEMEOCKRREIHT IR >0 THRE Lk,
l%%fi 0.25 pglkg RE/RBREHD 13 LR 5 L THRENRD bhi,
BIRTI, #RYEREOEEBIRD NI T,
{Efﬁ?f HIXBO o7,

(BE) d-9n0JoAF/—LEAV-ESBHERE (YY) (3820
BABBAEY X (#, 10~12 L/M#) 2AVWE d /e veiA7 /—L0DR
D (0, 0.1, 0.5, 2.5 pg/kg AE/A) RECIZARBRIIBW TR D LN
EEFRIIUTOREY Thott, #BBHOBREL. ﬁ%ﬁﬁ# 518 B
TITV, ik 28 BICHFETIRE LT, _
BEMICETIIRD bR, 2.5 pg B 5D 8 ILICEHMATED L
N, T0H>H0 7TILARELL, FECEHECHREOREEE ALl
720 y
JBROFETEER, MEBITEECHRDERSOEEBITD LN, AR,




NEBLCERBECEVWTLHEROERRCEEIRD LA, 2.5
nglkg K E/A CEEMEORAZD LARR S NIz,

ARBRICBIT 5 NOAEL X REMEVIRIZT 0.5 pgke ABIATH B L &
Zbhiz, EBEIEDLRRNoT, 4

5. BEHEEEE (8 21) '
fﬁf{f{%‘l‘ib: B4 B3 FED invitroR P in vivoRBRDOFEREFKFILE L O,

R 5 in vitro A

R P -S B"E5E R
EERERR (&R MERMLY >4, 2, 5. 10 pg/mL | & 1
Bk (—89 ; 47.5h)
(%t B : + MNNG* :
47.5h)

D: 3R (+MNNG) TOH, FAFROF vy TRUT LA 7 OFANEM, 227 vRF
=V EEHBEUCRR (+MNNG) CREFEMRECERERRECEERELERED
BRRu, ‘

* : N-methyl-N'-nitro-N-nitrosoguanidine

26 invivo BB

Gl o "E5E , R
RAERERR |~ U XFHEME 1. 3. 5 mg/kg RE/H etk 2)
| (BALB/c AnNCR) (%8 : £MNNG)
) HEF AR

2) - (+MNNG) TOZ, {EEAMIERE ORI A N, BREESROEE
B (—~MNNG) &XRERU, )

(%) -/ nJoRF/—ILZAVERESEERRBR (2E 22 |
d-7o7oRF ) —LOBEEWMICETAEED in vitro B 1 in vivo B
DEREZRTSICEL DI,
# 7 invitroRBR

AR e &5& o R

Ames RER Salmonella typhimurium | 313~5000 pg/plate(=S9) &4 1
TA1535, TA1537, TA9S,
TA100, TA102

EEEESER | R MU o 23.2~4990 pg/mL E
(-89 ; 2hr+22hr)
23.2~4990 pg/mL ‘ B 8

(+89 ; 3hr+21hr) (2320pg/mL)




1 plate incorporation. pre- 1ncubat10n DENENEERE, Pre- 1nchubat1on DEE |E'J BET
EHFHEENRDBRE,

2 4990pg/mL TIXHBREESTE D v,
3 4990pg/mL TidfiaZfELR Db Lk,

*= 8 IinvivoR B

AR R & "kEE TE

INEEERER = 7 R B B A 10, 20, 40mg/kg AE/H R 2
EFEEA

BEBTHERMERMRICENWT 5 RBFRMREED LAXRD bk

_l:%‘E.O) ERBY, -7 uFeRT ) =W TIL in vitro KO} in vivo DY
BERAERR TR T/, £, FEIKD—2THE 2 TR AT )
IV DWTHL, In vitro @ Ames REBR, HEEBE MY USERERHWVWERAKRE .
EWHRBRE W in vivo D/MERBNIT N, in vitro DR EERERBR T & 4
EESNAFAPRDONZYN, BHIH L TEHORD LN ARE CRB &

CNTEToWEEERAVEAERBR TR THY, BB EREERE S TERER
EoTHE, MBLRZ2BEEERARAVWDLOLZZDNB LML TVS,

BEXY, dl-7uraxs ) —MVIZRE SN BEEERBR LMThbhTn

RWH, &-787vAF ) — VB2 BEEERROBEREABEE LR &, £
R Lo THE, HELRIBRERRIRZV O LEZLNS,

6. TOfh
(1) ZE£HHE (£) (328 23, 24) :

RVAE A TEME (BEEME) 2AVWCd-Z7e e RTF ) — L HEGA
W (0, 0.5, 25, 50 mg/fH) ®&&5 L. EBFRE. T, PR, LHk §
JHEEME, ARER. TR, B8, BRIV SOV TREEM»LEE 72
MBECOBKEEYER Lz, $h. BEMMHLERE 72 BERICERE.

EBREFERL, HAHOHERZIT- . _

25 RO 50 mg/EERGRBITBWT, OADHE, RERELFUHEEEETE
B, WILBNETT25HBENRD LIS, LOBRELBRT—EXD L
DTHY, TOMIIBEIZERTIEZEIB OO doT, (B 23)

7N —=UT UERRES QEME) TAVWTA-ZuloRAT ) —LEROER
ARE PGF OFHARNES (0, dI-7 e v XF J—/ 0.5, 5mg/fE. PGF;
i 30, B0mg/iR) RRAEES N, RIBHN (BREM, #5 1. 3. 24, 48,
72, 168 M) WCIMEEE ARSI, BERIEENEE (WEEESIT)
NEBIHTND : :

1561 E (Na, K. Cl, Ca, {E# Y B, Glu, BUN, TP, Alb, T.Bil,
AP, TANRSEVBT I NF VAT 25—F, 795=20T I S URAT




=27 AVIIUBT Rl h =¥, J LT FURRARFF—F) Kk
DPNWTHRESNIERER., BxOBPWTH., Zhb R FA—F—0 1 5P LR
BLEOERBEEDO LEZETRIEL2VTIRVE bOD, WP LEAE
CERERIHBEOHZEIBO ORI olk, (BB 24)

(2) R2HEHERE (K (3825, 26)

MERR (1 EE/#E. 6~7 A, {AE 92~103ke) #AH VT dl-Z7 2o X5 ) —
T MU LEZEBEBAEN (0.175, 0.525. 0.875 me/iE : EHE~5 EH)
EEL, ERBELOP T /270 BR2HELE (B1EHRR), U1 »
ABIZPMS I Lo ERHIRBELEEZFT . PMS 4 15 A%l dl-7 0 7o
AT /=N b ULEZEEFAN (0.525, 0.875, 1.75 me/FE : 3 {£&~10
EE) REL, {TH, EROWRE, KEEHR., TRK. RkE, AP 7o =
TRUVE, ERHREOBSREER L (B2 ERRB), ,

BLIERRR T VWTHLOREHTHLEECEET3ESHRD L1
Too F2EFRD 175 mg/BEBR SR TIX, MROERRED bR, BT
AT REERE IBRROLKHHLEE 2EARRO 0.525mg/ER 55T
BEMIVEETHY ., LTomg/lAREHOLTHEETLE, E2EE®
0.525meg/ERFGHITTEEE LR | £TBROREFTRLLE L LR, 0.875
mg/BKGHTRRFCLIEBIRD oo, (B 25)

MR ORIRRER 32 3. EIERRER 39 8. HFIFRAREK 4 E. KE
127~220kg) FAWVWT Al-Z a7 v A5 J— )L &2 HAA (0.525. 0.7, 0.876.
1.4, 1.75, 2.8, 3.5, 5.6, 11.2, 16.8, 22.4, 28-0mg/Ei : 3t E~160 =&
#E L., TH, $hE. PeREE, REEH. FR, RkH, BRE, ROSH
CER~DREEEE LT,
ERERIERIZET 20T, 1.7 me/EM LR EHECIIERESHNRD
G, ZOEPREHTH (ELEEORVITE ORMMAED SR,
EL AL 1BRBARERLTWS, (B 26)

7. TOHOHME (R 27~30)

TRAFZ TV VRET IR FUVBENCEMORB TAERIN S £HE
WHE T, Bx REERVEENFEEE2E T —BHOLEBTHY, A~J D
ERCTON, SHEAHO_EREORT 1~3 KAEIL TV 5,
PGF2a 1370 RAA# /7P yOo—FET IMEER MENKNE, BEETTTE,
TEINME., HERT, REXRBIEAZSE2AFTLIZENmbhTEY, € b
AOEERKELLTHLFBEATWS, dIr7eoxgo—ik d-7 a7 a2
Fr—t -7l eRT ) —ADI5E IRBEMWT PCF2a OERERET
b5, : :
ERNTIE PGF2a. d-2 2 Fa 2T ) — A KR d-Z aFu s ) — At




TREMAEER LTHEAESA TV, BEOY Y, T XEOERTICIT
WK PCGF2a BNEELTWAEENRTEY O EEHERNDL - O RO IEX
DRARIIHROCBEENS, SOLIHEAED TRV EAER ST
BIlMhb, 7R FERTF ) =LV T EMEA Cik ADI #BE L5956
MRL OB EIIRETHSE LTS, FDA TiX ADI. MRL ¢ b IBREL T
W2, JECFAIZRBIT AFMTIERBE I TV,

I. &REEEEEH

ERROEY, A1 20 AF ) — NI oW THEHENALUERBRITIEEINT
WRWA, AR o THE, MELRIBREEEETEZVEELLNS
b, BEEEEALENE CH I TEEIBEVLELLNG, Tk,
EHBEEBERRBROBRLD, BEBEIAVLERDONE, ERABRICE
CNWTEDONEEAREEII TR E ISV ERICE B LD L EL B,
Ebiz, EHOUE»OEABESBBRESLTERY, k., BMERICBT
HACH - e R, 85 1 BROGHA S EERBEER VR L% 2 @R
BBONH T, ppb A —F —TIREALCRHARTEL RS, 2hbDz &2
b, dl-ru7e X7 /) — LR EICERERZBYICENT, & FEERE
WECTAl-ZnraRT ) — s ERT A AEEEEE L2V 0 b
Z2xzbhb, _ . :
UEky, A-7r7RrAF ) —AREHREASNABRY BN T, &%
FBUCE NORBRBICESY 52 3T RERIERTEILOLEELLNS,

L FHETR.TaRF 7P Fe 2B 021 EEOT 0 AE 77 I BMIbLRT
BY, P8P OTRTOME - KiEFIZ, METRKHEN (106~10%/g) L ®H
FHLTWBHEENLTWS, (BE 29) ,
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1 Y27 - TI7U0T7ovA~VAKRREHE, Jnrury ) —LokR
~ $ FREDQEERI-1 . 707 BRATF ) —LORR - BREE (RASE)

2 BRRESERS, DMAEERLTME d/oTRRT ) — AR EPRS LTS
FROROESH (Frevy) O/RRBEREEFMIZoWVT, 2006

3 y;)yﬁ TIUT = VABRREH, J e uRTF ) = nfER OB
WwRETAEESE, 2007

4 VYT - TIFUT oAV RRREH], JuFaRTF ) —VOERDR
FFE R O E B X -2 : The disposition of the synthetic prostaglandin
analogue cloprostenol(‘Estrumate’)in the rat and marmaset (GRA%)

5 vzl T T uT oA~V AKRREH, e e xF ) — L DERE
HEERFOE B X O -3: Disteibution, elimination, and residue studies in the
cow with the synthetic prostaglandin Estrumate (FRAFE)

6 YDV T e FISUT T AANARBEREHE, e R ) —LORR
FE§RF O &R X -3 : The metabolic fate of the synthetic prostaglandin

cloprostenol (‘Estrumate’in the cow : Use of lon cluster techniques to
facilitake metabolite identification (FAF)

7 /::) VT ST T = L~V AR, 7r17°u7<7/~—/1/0)7¥tn.h
HiEROZER X T -4 : Clearance of the synthetic prostaglandin
Cloprostenol (‘Estrumate’) from the milk of cows (FRAF)

8 vx)vF s TIFuTovANLAKRKREH], 7u7u27/—w®ﬂw
HFEFFOER X -1 : Biological activities of the major bovine metabolite of
cloprostenol. (RAFE)

9 YUyl TFIUT oAV AKRRER], Ju T nRT ) —LOER
HROEBEXT-2: SM-3860 HEHOFRVKOBHRNZERER CRa
#)

10 Y=Yy FTIT=v AAAARREE, JRTEAT ) —AORR
HEROTEX -1 : SM-3860 5B OLH FERHERR (RAR)
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15

16
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20
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Y2 YT T IUT AV AKRNRE, s n e RT )L DORE
FRAEROBEEIV-1: SM-3860 DAMEHRER (RAFR)

VYU T T UT e LANARRRE]E, Ju e RXF ) — L 0RE
HERBROERIV-2: SM-3860 O+ R IZHBITL5E2MBEHRE RAKR)

V2T T U T me AN AR A, s eRT ) — A DER
RO ER V-2 ; ‘Estrumate’ (Cloprostenol) toxicity studies (GRAF)

*/1)/7 TIYT = vﬂxf\/l/zll%‘t/\?i rmaru AT ) — DK
FREOERV-1:SM-3860 DT v MrBIT 5 31 BRIGANBEIC L AT
%*réﬁ'ri%t%ﬁ (RAFE)

VT - FIUT =~ AR EH, ?H7u27/~w0%w
FR B FF D & L VI-3 : 1CI180,996-Cloprostenol Teratology study in rats — oral
administration (FRAF)

v:)/ﬁ 77?7#vaWXﬁfA& 7= = S S Y&

FEREOBERIVI-5 : 1CI80,996- Cloprpstenol The effect of ICI80,996 on
reproductive performance, general fertility, maintenance of pregnancy
and the neonate following oral adoministration to three generations of

rats (3'5’,&2%)

=l BN A '77-A—\711//\/i/27l%"t4‘$i saZuaRy ) —LnEER
B EE R O&E VI-4 : ICI80,996-Cloprostenol Peri and post-natal
reproductive toxicity syudy in rats (RAFK)

U T T OT N ARR S, e uRF S — L DRE
FHEREFDEEIVI-1 : Teratology Studies in the Rat (FRAFR)

Ve DT e TPITUT o ANV ARRKEH, Fada AT ) —LVOER
REERF OB R VI-2 : Effect of ICI80,996 on the Pregnancy of the New
Zealand White Rabbit (FR4F)

i = J’%%%ﬁ‘t“i‘i <V EAKBHE %ﬁﬁﬁéﬂ BAEIES
DEHRBECET IRRELR (RAR)

N.DELIC, M.ANDELKOVIC, B.SOLDATOVIC, D.CVETKOVIC, IN
VITRO AND IN VIVO CYTOGENETIC ANALYSIS OF THE EFFECTE
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