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E ®

HEANLVECVRITHD [dl-7 e rrm 25 2 —)L (CAS No.40665-92-7) ] I
DWT, FFEGEMESE (B HEELARPERFORMERSE) 2 H W TR
fat R s B R AT & FEhE L 72

FRAmICAE Uk, &5 (v b, v—F &y FEAO), EEA
B4, BRAOVELH) . S EERER (AR T v ), dHakmEERER (7
v NEO~—Ft > b)), AHEBEBERR (7 PEXOTHF), BiagEitR
BETh b,

HKEBEOER NS, dl-v e v X7 ) — A REICLDEREET, TR T
?yyyﬁﬁ’;éﬁ@k%z%MKo

R A PN AERBRIZEES N TV 2WnR, dl-Z7 e e X7 ) —
WERd-7ma7a AT ) — iz TiThbhlz8mEilR o, dl-7 e 7na
AT )= VITAEMRIZ E o TREE:, B L 22 b nmtE iﬁw%@k%z%Méo
F7o. 7y MEHWE 2 RETERER L OMEA R CREA IR b
TWW, ROBSICBTA2EEBEERBROEESEEE - i{/ﬁfﬁﬁ@ﬂid‘ﬂﬁ@i
7w b 2 HRBEHABRNLHE LN EEEE (NOAEL) 15 pg/kg (A#E/H T
H T,

K% £ & T 028 EESRANL, EAHOME DO MHHAES N RE
SNTHEY, BMENICE T2 - RttN RS, &5 1 BROHRZELE
e Kk O 5% 2 M BB OILIT TlX, ppb A—F —TlE & A EBHARE
Lo TS,

Plbicky, dl-7 e 27 ) — A n@uicERA S NDRY BT, B
ZEUTCE NORBEIZEELZE X DA REEITEHATEILOLEEZOLNS,



—h

(6))

4.

(0]

7.

. AN RBYMAERKOBE

. A&
AR LE H
. BRSO —RA

m4 dl-rveraxr ) —)
# 4, : dl-cloprostenol

R (A=
CAS (No.40665-92-7)
4 (5Z)-rel7-[(1R,2R,3R,55)-2-[(1E,3R)-4-(3-Chlorophenoxy)-
3-hydroxy-1-butenyl]-3,5-di-hydoroxycyclopentyl]-5-hepte-
noic acid

2FX
C22H29C106

. BFE
424.92

. HEER

P i 9] 3
L’ 1 HO '
HO : OH
OH

Cl <BES>TuREZT TV F2a

FAEMRUVERRKRRE (21, 2. 3)
FEINMEEME THDH T A E 7T D0, AENOMERICIE S FEL
xR AEBIEREZ26T 5, Z0oo2b7nxA4 7700 F2a (PGF2a) 1
ERBITEEEET A ETCHLN TS, Zurua A7 ) —1iL PGF2a
DOERERHRAET, BEZEIKR dIER) ELTAKEIND,

dl-7 v 7w 27 ) —id, FowERET &ﬁ_%o<W%ﬁ$%%%¢%
JEE DOIRE., BIEOREME L KO siEkicH o nsd, dl-zvue e X7
/—w%Eﬂt?é@%%E%mimLkl IZBWTCIAFICHE R ST
%
HOONENZEWTY  ZEo M E 1 o R R K& OV AR (23 < PIELR



B, BKOOMERE BICKRINTWD, 4. ol FEEHE o0&
ARG INTZZ e, BEAEFBRE XV EREEEME O E IR D R MR
R ENAMOETE N I nlc, REHlfERICHKSE, VA ZEHRBKEICKE W T
PR EEORE L OMEAZE LY O RE LRI 2o TND, L
ra7ua X7 ) —=LOI7EEIRKOILO-FETHDL d-ruraRT ) —)b
WOWTiE, ENT dl-7 ey /) — L LREORBHTHEAENTEY,
BMLEETESITBWT, 2006 2 [d-7 a7 a 2T ) —LVvERENES &
L8R OBEOFERA (X~ y) 1T, @OCHERH IR ICENT, &
mZ U T hOREICEELZ25 22 EEIIEH TCE2bD0EEZHN
5ol LRHMIENTVD,

I Z2HICHRIFABROME
1. YR - &34 - (KB - BEEAER
(1) #EHE (v kb-KTF) (M4
Wistar &2 (Alderly Park 1) 7 v FA2HWT 14C-dl-7 v~ rn X7 /) —
2D LRI TG (200 nglkg (RE) BRI S hv7-,
MAE B TEEIRE (n=5) 1%, &5 30 m#% 2Kk = E (84 ng eq/mL) % 7R
L. TOoHBHIZED L, WMo 7 a~ N7 7 7558 CiimiEd o
REACIRRE 1 IR E 15 %K EME (B4 ng eq/mL)Z 7/ L, Z O H K =M
X543 CThoto, BH%, KO BEIEHITIR (8 52.1%) KO#EYF (K
42.5%) CHEME S v, FESCF (R 0.15%) (23T Lottt s g, R LAY
#EHh A~ TN TR GH 24 R K O 48 L TITIZFE A LR T LT,
(£1) BELT—FT N7y NTOMENL, FEQRPEMBREKIIET&E T
BHEOYY) 87.8% (n=3) NEET DOIRYF (44.5%) N OVHEHF (43.3%)
B EIRE T,

#5820, 200, 1,000 pg/kg (RE CREED #5538 (1,000 pg/kg (K HE &
B GHEREH DV 4 KIS 2~3 B 5) NFEME I NZ/ER, RO R
e SR T AR B RE TR (20 pg/kg RE — & 52O 58%, 200 ng/kg (K&
—66%. 1,000 pg/kg IKE —57%) ThHoTl-, RPICERENEE BT, &
L LT 3HEOTERY (F T/ =T aRAT )=, T T ) —
nrsua7uaxAr ) =D 677 N KROYT VT —I)L-9-F h-ruTaRT
J—=v) BROLNTWD, REMEET N ) —rrnrdaxT ) —L0
BARTRPREHE LIV ETH - T2,

VB HEIESOFHORENICET 2ETICB VT, BE, oW idsHIcT 57
DIZEZT L7 BB SUTE AT 2 7- 0 12T 581 24 BEfE. KICHOWTIZRMIC
BT 57D EEHT AT HMITHMEITORWNWI EEEEINTND,

2 C(15) DN E AR (LU, BEN 20 O FEER)



F1. uCdl-vmun7ux7 /) —nuziT v MR THRE Lz & ORT KOS B EE

5 1% B ok B 5 &Eixr4 2 Pkt % = SD
0~24h 24~48h &t
KT 7 PR 50.0+8.6 1.8+1.0 52.1+9.1
3 26.1+6.4 | 14.6+5.8 | 42.5+4.7

(2) BEREB (vT—EtEY k) (Z2H4)

Mf~—F¥> b (3P8) ZHWT HUC-dl-Z7n7ru A7 J— )LOHHAKEZ F&
5 (100ng/kg (85E) B2 FEhE S iz,

Be 5% 72 BERIC R G B DO 55. 4% R R PR S v, F72. R HE
SN HEHEHEME D 5 B 76.9% 0N &% 5-1% 8 Wl £ Clodkit sz, JRHAT
iif%wﬂ:ﬁ-‘ﬁfgﬁk YT, K@ E LT, Y —ArrzuauaRT ) — LNk
BE iz,

(3) BEHE (F) (=M 5~7)

7V =7 oA (M, 16 3, BREMKE 500 kg) #HWT 14C- dl-7 v
BAT ) — ) F M) LAOHERBHARNEKS (dI-7rreXxX7 /) —n1E LT
500 pg/8) BRSNS FEHE S 4v, #REFRY (G- 0.5, 24, 48, 72 FFfH#%) Tk,
FLit. RECHBRNEBEIZOW TR SN TNS

Ht O & 5% 24 B £ TO 4C RS O BICE TR E 5 & 0.74%
EIEFITHETH DD AEICHEM S Y T 1 5.4 Rl Tho7, &EH
24~36 KEfi] & DA HIZFR O b D i@ X 0.0067 ng/mL Th - 7=, JRH
DO HEREHE IR 5% 16 Bl E TIC RO NET L, ZO A TOFY
BN ERITAK) 52.6% T o7, RFPE~OPEMITRE T, F Tigld 2.8 FFET
Holz, MPIEEOKREME (0.18~0.86 ng/mL) (X#% 5% 15 4y~1 Bl £ TI
ELTEY, TOBAEITHD Uiz (F5 4~12 FEf © SF¥ Ty 13 3 Keftl)
AR NIREIZ DWW T, &5 0.5 R ITHENT & B < KR (A L TFRRE. Ik
I, e, IR, OBR, RE. EHEAL. Mg, JH) THRE S,
PG 24 BRI ITATIE (CE1 0.036 ng/g?) . Bl (F1 0.123 ng/gt) . K&

(E#) 0.205 ngl/gd) . TEHEAL (CE¥) 0.493 ng/gb) KOWEH (CE#) 0.179
ng/mL7) OAH TR Iz, #&5 72 Kef# TIXEH A (F¥ 0.248 ng/g)
&= (0.053 ng/gd) DA THRIEEINT-, (& 5)

4 G 3 BHA
4 BHT 3 B,
4 BHT 2 B

188 1T R RS (0.02 ngl/g) A
1
2§

4 FE 3EETY, 1
2
3

IHHBRAR (0.094 nglg) AR

IR (0.105 nglg) A

i*ﬁﬂjﬁﬁﬂ (0.053 ngl/g) Kk
By

ifﬁﬁjfﬁﬁﬁ (0.048 ng/g) Al

G
Al

2

| \~DL

4 BHT 2 B
4 FH 1 BHOfE,

et

Hi
1l
1
/
=8
1l

W =N & Ut s W

s




7 V=TT UmE (M, 3HA. AEHK 500kg) ZHWT 14C-dl-Z/ v r R
T —=F I U LAOHERBFHRENES (dl-7nrae x5 ) — & LT 0.5,
10mg/88) B2 FEHE S VR PR DWW TR S vz,

UC-dl-7 v 7 r 27 /7 — )L O RPHEMFRIT 0.5mg LT 10mg #% 5128\ T
TNEI 58.2% KL N 56.3% Th - 7=, HEMHIZH T, & 5% 8 Wil £ Tl
e 58O R NP ST b, PR EEEIZ H &R O 213580 b v )
o, RPREHE L TRED 70 Ta T ) — Lo, 7 ) —17
n7ue X7 )= nkEhTnwd, £, T N7/ = vruraRT ) —
NO TN a rBiReRLEbERD N, (2 6)

7= 7 UEWAE (838H) AHWTCHUC-dl-r e e RT ) — ) R
U LAOHERBIFHARNEE (d-7 e 7a 25 7 —Lt LTO0.5,. 10mg/i8) BN
Fhi < 4v, AHPRECOWTHRE Sz,

%%ﬁ?%:ﬁ#k%@f&éMcmyufux%/~wiﬂﬁﬁ"%
PR AU, 0.6 K TN 10mg/BA# G- 123\ T#H 5.1 24 FE[E O BUREME
PRI X Z N EF &G EDOK 0.33% KL K 0.25% T, KEB4y (i#ﬁg:ﬁb
T 76.4% M ) 74.6%) 13 5-1% 4 Rl £ Tzt T 5, &5 8~24 FFH
Bl ENZAHPEET 05 L 10mg/HEiFE GIcB W TENRE RN
0.002ng/mL & O 0.026ng/mL & IFEFITRWMETH 72, (F2) (W T7)

*2 dl-zo7uX7 ) —=nF ) ULAERGHROAIT TSI (ng/mL) n=3

5 & B 5% ORI | AT TR 14C D | K HC TR D AR R ruaruaRTF ) —)
(mg/5H) el (REfE) | IRE (ng/mL) raru X7 =0 (%) | EE (ng/mL)
0~4 0.419+0.152 63.6t£13.9 0.270*+0.131
0.5 4~8 0.146+0.036 48.5+10.3 0.069+0.017
8~24 0.011=£0.006 16.6110.0 0.002
(0.0006~0.005)
0~4 7.009+1.339 52.0* 5.8 3.6731+0.972
10.0 4~8 2.223+0.767 43.8+ 6.5 0.987+0.446
8~24 0.154=£0.079 16.1= 5.8 0.026+0.020

R 1IEEE LS O0YHE+£SD

(4) REYOEEZIMHE (= 8)

FPlzBTs dl-7eye X7 ) —VvoOEEREE TCHLT VT — v ruaT
QAT /) =), §-T 7 hrruaTuaRAT )=V KO T NI —raTa X
T —IVDAF I AT VI ON T, mIRBITER. SEEA1ER & O PGF2a
SZREMRERICOVTHRF S, EIRIBRITIEMNITERANALZ 2 =2 T
HE S, FEHEREHEELEY bFrEE2HO TR TS, 20




R, Y oAEYFENEE T -7 a7 a X7 ) =1 1/100 (2T &7 &
SNTW5D,

(5) BREBHRER (4) (=M 9)

LA (KEES . 13 BA/HE, FHIAE 220 kg) 2w dl-7 v 7w X7
J—=NF MU AORRBEIFREANEE (d-7r7r X7 2 —1 & LT 500,
1,000 pg/8) REANEMM v, RIFE (&5 0.5, 24, 48, 72, 96, 120,
168, 240 WFfi1#%) (&, AThE. BhE. me. I50. AL ORI
THRHShTWnd,

MG R W T, SR E IR E XA TR b\ o T2y, £ DO
AL TIE, 5 24 R DB IR (M# : 0.03 ng/mL, # Ofl : 0.50 ng/g)
AKiits & 72 o Tz FEHEAL TIIE G 72 KF 11T 1.25~7.183 nglg £ 72V | 120 Ik
M2 MR & 72 o 7o, (£ 3)

(6) REHER (K (=l 9)

WH K CRIEEPERK, M, 2~388/8E) ZH W dl-7 e rv X7 7 — )
U T AOHEEGBENES (dl-7e7a 27 7 —E LT 175, 350 pg/dH)
BN E S, BRI (%5 0.5, 24, 48, 72, 96, 120. 168, 240 FFfH
%) ik, IFNE. BhE. AL RRG. SRR HESEA OB IOV TRE
ShTWnWd,

MR GREE b, MR, IRE. FEEERAL LIS O R TIE & G- 24 BRI IR
RS (0.5 nglg) Kl & e o7, Mk, IR, FHEBALIZ OV TIE, ENIZ
B SN2, i 120 R %, 72 BEfE& . 120 R Z IR HBRAR (i
W : 0.025 ng/mL, Z Ot 0.5 ng/g) RKiii & 72> 7=,

(7) BRBHEE (B4 (=H10)

RNVALZ A FEWHAY (FEER, 6 8H/8E) ZHWTdl-Z7urve X7 /7 —
T hU T AORRBIFHHEHNKS (dl-7ve7rv X7 /7 —/LE LT 500, 1,000 pg/
§H) BN ER SN, 2 T HORGHMEZ TS5 L 2 BIEEL (K., &5%
0~0.5 XY 0.5~12 B D FL, 85 0~5 L O 5~17 FFf DA, 5% 0~9 &
W 9~21 BRI 24 2 BRI L., P EREIC W THRE ST,

AERITTRICORT EEBY THDH, 500 pug/EAKGREO 1 BB ICHRILLZF T
FhFMhiHmE sz, 2EHICERIRLZZA TIEE 5% 0.5~12 FFEIZH R
L7z 1HEUAMT TR THRERA (0.025 ng/mL) KRiii& 72 >7=, 1,000 pg/iA
BERICBIT 2P EREERE (F% 0.109ng/mL) 1%, 1 FHIZERRLZA
D¥FEEH% 0~5 B OALICRO LN TWAR, 2 A HAERLZATIL, Wi
HAHBRA (0.025 ng/mL) Rii & o7, (#£3)

10



#* 3.

dl-zwv 7w 27 =T b U LELGEEOFEHIT TRE (ng/mL)

n=2
&5 & 1E BB L7=3 (FF) 2 [ HIZERE L7z 2L (RFfE)
(pg/¥8) 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

* o1 BEIIRR R AR . 1 881X 0.032 ng/mL ToH - 7=,

2. 2HEHEAER (=1 11~13)

ICRA~YTVAKROVPSD A7 v hEaHWTCdl-7ue7ueXxX7 /) —vF U DA
WX T 580, BFTF, 8RN ® 2 DI RN&E 52 X 2205 MER R i
SN, ENENOEYTE, HERKICB TS LDso I TERDO LB TH D,
(3% 4)

#4., dl-7uvruvxF ) —/F s AD LDso
i) Fil e & 51K LDso (mg/kg k)
Ik i3

= 1,685 1,310

~ A ICR kT 569 391
#F Ik PN 565 628
%A 616 824

7 v b SD A IR N 165 174
AN 147 162

LDso BRI LV ZR A LI, ~ T AT v b ORSMED &V ME T
WZhoT-n, MHEMOZEIZZEL WD TIE RN T-, —RERTIZ, v 7 2,
7w FOEEGREKICHE LT, #EH, RlkD D WITREOIT ) FERREE
THIZ ERBO LN, EFFAOTRFTATIE, vV A, v MEbICHE
ZMEMMIRD BTz,

3. HRAMEMHEER
(1) 37AMESRHESEER (v k. £0O) (=M 13)

Wistar ;2 (Alderly Park 1) 7 v & (HERES 10 DT/BE) ZH W T dl-7 &=
Ia AT = N AD 94~105 HEsESIRR O #5 (0, 1, 10, 50, 150
ng/kg (RE/H) R Eh iz,

RGO —BIREE, IRBH M A, A A 7 i E L OV A5, ik /.
MK AL FE R ORFTR., BaEEICBWTdl-Z7 e e x5 /) —LF v
LAEBEHICERNT S EEXNHENITRD N> T, WEMBEFIE(L

11



& L C 150 pg/kg R E/H &5 O 10 DT 4 PT84/ i 0D 22 i 2 1k A3 38

bV, TOMIZIERGICERT L EEZEZ N EITRD N2,
ARBRIZBITD dl-7arex7 s —F KU U LAO NOAEL IX 50 pg/kg K
H/IHThHDEEZEZ DN,

(%) 1HMEEHESERAR (Sy b, BT) (=H13)

Wistar 5% (Alderly Park 1) 7 > & (f#f, 10 [B/&5#) M\ Tdl-7 &
Iu AT )=t MU AD 14 HEEZ FHE (0, 5, 12.5, 25, 100 ug/kg
RE, 1 B 2B#&E) B2 EH S 7,

REBYRDE2REREO —BIREIIREF CTH - 7223, 100 pg/kg REEGHEO
REHEMB ISR DTN THIRHFEIZE - 72, MiRFH & O
RAENLTFHMRE CIIEMFNCAEERZITRO b o7, WEMRAE TIE,
100 pg/kg R EF G-REO MG O L EEMEMAFED bz (BFig. &igiL BW
BFICEDLEERINTWD), HEMBEEHHRA T 100 ng/kg K E K51
THEEMEMAERIRD LNz, k., HEGHEOINEICI W T AR Lo 22 i
R BRI D b v,

(38) 1 v AHESHESHERER (v b, BTF) (1 13)

Wistar ;2 (Alderly Park 1) 7 v & (MERES 10 IT/BE) ZH W T dl-7 &=
Ia AT )=t )T AD 29~40 HREIE NG (0. 12.5, 25, 50 pg/kg
RE/H) ABRPFEfm ST,

—OIRRE MR AT RAC R GICER T2 EEZE XN Z2iFBO bninrol,
B PR A TR, RIS W THEEME O BB b,

(%) 1 yTAHEEHEIERER (Sv b, HBRAA) (= 14)

SD%7 v b (ML 10C/8) Z2HWwWCdl-7 e x5 ) —F hU oA
D 31 HAARANFESE (0. 0.08, 0.4, 2, 10, 50 mg/kg RE/H) B A ki
=i,

FETCH1E 0.4 mg/kg (R E/H &5/ (). 2 mg/kg RE/H & G5/E (MERE) |
50 mg/kg (RE/H 58 (MEHE) BV TR b, —RIERDORE & LT
2 mg/kg KE/H UL E&EGEREICEF, LB, N, BMA&Ho 5 -0, BE,
R, IREROBR AR ENBIZR SN, 0.4 mg/kg KE/A DL 5 R C I3 it
EHICHEMBEMN A REREMME, BEEOWD ., RMEKK, ~~ 27U v
ME., ~EZ v &, M/, AmEkEe EoRERD L EHIC, B
TORERER R O Rk, I, Ko $Esh & m o o, &I ek E o IR
K. BRI OIS LA OB, IR I 0 JE K 2 0 9 B #5211 2816 23 58
D HNT-, 0.08 mg/kg RE/AFHRETIL, 0.4 mg/kg KE/A UL F#& 5 L [F

S fHEILEERZLEREL VS (LLTFRLT),

12



BRORIE . INE R OVR IR O L% 2 R ZEAE DN L > 2 O 1348 8 T E iR o
Ny choi,

(2) 37 AHIEAHENERR (T—Ety b, £0O) (Z2H 13)

~v—EFky b (a®rv—TFky b MHES3IFEH) 2HNCd-7r 7R
AT ) —/F MU U AD 92~96 H RO 5 (0. 10, 50, 150 pg/kg &
H/H) RERAFEM ST,

— IR REBIZ2 T, 150 png/kg R/ B & 58 TIREHME N DT 0K o
TN ERBEL oo, BB, MRFW, iR AL F0 & OYRFT R T
ARERICBWTd-Z7 e e xT ) —F ) v AFEHEICERT S k%z%
NDEITRD BTV, fEEsEE T, 150 pg/kg RE/H &SRO T
RO BEREICEGICRERNT D EEZONDIAEBERBVPED b, HE
FARE AW ET BTk, 150 pg/kg RE/H G5 REO 1 B L LREED DT &
RHEBE AN DTz, KRBRICE T %5 NOAEL (% 50 pg/kg (KEH/H TH 5 &
EZzbhi,

(%) YUHHERHEHERAR (v—Ety b, BETF) (2 13)
~—%tv b (MRS 458/ 2HCdAdl-Z e e RxXT )=t hY T A

D 14 HREE F&E5 (0. 25, 50, 100 pg/kg (AE/H) RS Ehi S iz,

RGO —BRE, MERFH. MR AL TR L QR T RIZ 80T dl-
rua7aRAT )=t r) T AREICERT S EEZLNIEITRD LN
o Tz, JEEREAIPET ATl 50 pg/kg R/ H DL B 5 RE T H BRI
Bigk O L BB O BEN A2 D BBEIZ T D0 O BEAE & R R PERRMESE ZE L 100 ug/kg
KRE/BLL LR GERECTHEOLEZEOHEIMNE O b,

4. EERESHSAR
(1) 2 HRKRBERER (v k) (= 16)
Wistar 52 (Alderly Park 1) v hEHWEdl-Z7 a7 X7 ) —/F K
U o AosgEFEED (0. 10, 15, 20, 40 pg/kg KE/H) HE5I1CXk 5 2 fhfE
TERBRICB T 2 F M AIIU T LB Thotz, HBME O EITIROE
fHCHEM L7z, FotlftTix, #E (30 VE/RE) ([CACHECRT 11 38 [ M ONAS i 3 [
HH ., M (60 VB/RE) ICASELAT 4 M & OVRE - 4Tz - EL M- THE A
5L, R 18 HISHKEE A 7 FUIB U AEfr sk & Wi 2 8152 L | ?%D
X ER M S EERLEE E THE LB Lz, Fa ik, HE (30 DE/RE) |
W H AR TE T £ TR, ME (60 PE/EE) 12 3@l S A/ - IFIR - &%Lﬁ;ﬁ
Wbl CHEARE L, 262 8BRS E TR B2 HE LS L
710 Fi AR O AZEIT 17 @l TRE L 7=,
HEW TIE. 40 pg/kg RE/H 5RO F AT INME 23RO S,
PEEW, ZRE, ZIRRICHWRDE RS OREBIIHA LN -T2, 20 uglkg
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RE/H UL LG D Folf & 40 pg/kg (K E/ H #% 5-#£ D F1 M THRpE O H 0 & 4T
REIR OF B 72 MR b,

PR 13 AROBLE TIIHBRME R G OB ILIA bR o T,

AN TiX, 20 pg/kg (KHE/HLL B G#E O Fi 8 & 40 pg/kg R/ B #% 58
DFRICBEWVWTHE 0 HOERENAEIEKN T2, W LEERLREE TIZ
KRBEOME LR L RoTz, ZOMIZ, 20 pg/kg (KE/H UL E&GRED Fo T
WE 4 H i‘(@iﬁ‘i IR TFRED N,

ABRIZH 1T D5 NOAEL (X Fo X O Fy BlE#, Fi L O Fo IR E#) %) T 15 pg/kg
{KHE/H Tibé EEZ BT,

(%) BEHRUVRIAHEBERER (Sy k) (R 17)

Wistar 2 (Alderly Park 1) 7 v b (26~31 VL/#E ; tERZ MR L= L D)
W d-ZaTa AT ) —AF R Uy AOETF (0,0.03, 0.1, 0.3, 1 pglke
KE/H) BEIZE2ABRIZCBW TR SN RIIUTO L) TH -
oo BBRME OB 5T 156 H b HPER 21 H £ TV, B & ey
WZX T DB OWTRET LT,

FrE) Tl REEMEICHBDER G OB IR N> 7205, 0.3
ng/kg RHE/H DL & 5B CAERMIM 2 A EICEM L. 1 pgkg KE/A & 58
TIL 30 VL 13 LI HEN A B, FHERBENAEICHEMNL 72,

AR TIE, 0.3 pg/kg RE/HLL ERGRETHE 0 HOKRENAEITKL,
HE 4 HE TCOAEFERNMET LI,

(2) EHFEERER (v k) (M 15)

Wistar & (Alderly Park 1) 7 v & (i, 37~53 IL/#f) Z#HW\/= dl-7 &
Ta A7 =/ MU vaofEno (0, 10, 25, 50, 100 ug/kg K&E/H) &5
LRI TROONTHEEFTRLIZUTO LB ThoTo, #HEWMHE
@J&“Ef I$IENR 6 H20 5 15 H £ TITWEEER 20 AICHIB LT, B L OR IR

WXt A EIZ OV TR LT,

FEIY ClE. 50 ng/kg R/ H LL_E$ G0 00 /0 $ C JE H i <03 pE O 18 23 78
D5, moM&gﬁ@ﬁ&%ﬁfiﬁ%ﬁﬁSxm&ﬁﬁmﬁﬂoko%
HNE, FEEEXOHRTRICERGICEIZ2EBIIBO N 5T,

R CIE, HBmE RS ICENT J:f%z%zhéi'%”“’ IO T,

Kﬁ%"TéNmmLiﬁ%%f%uM@mim\éﬁf1wuwgw
H/HTHDHEB x0Tz, BHFREIIROD MR- T,

(%) EHFREEER (Sv ) (2 18)

Wistar 52 (Alderly Park 1) 7 v ~ (20~24 JL/ff) ZHWiz dl-7 v 7
27 /) —=)F )y LADOKET (0, 0.1, 0.3 pg/kg K=E/H, 1 H 2 [BIZ4HE])
BHHEICEDHRBRIZBW TR N TEEWFTRIIUL TO LB ThoTo, #R
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WEDOHEIL, Eik 6 H22b 15 HE TITW., HARSEZ 21 B (BEALRF) £
TREMAZHE L THA L7,

R N ORI E R G LD BITRO b o T,

A EEITRE D b o T,

Wistar 27 v FE2 Wi dl-Z7 e aexs5 ) —)LF R ) OLAOFE TR (1
H 2 BNZHHE) ks BRICBW TR BB LIIU To LB Th
STz, WEBRWE O 51X, K 6~10 H (0, 0.1~80 pg/kg {KE/H, 10~38
VC/BE) . WEHR 10~14 H (0. 0.3~3 pg/kg KE/H ., 21~26 PU/RE) £ 7213 EME
14~18 H (0. 0.1~3 pg/kg IKE/H ., 20~27 PU/EE) 1217V, #E4E 20 H I E
DI L TR 2mE& L,

IR 6~10 H O 5 TiX, 1 pugkg (KE/H DL EHRGHECHRENE LT
L7eh, BIBICIIHBER G OREITA N> T,

IEMR 10~14 H O 5 Tlx, 3 pglkg KEH/H & 58 CTRIIRE O F LW #E0
MR BN, 1 pglkg (KE/HE G CHEZTELASOHEENFEIZE N>
72, WEHR 14~18 H O 5 TiX. 1 pg/lkg ARE/H LI BG5BT RKE D O MEH T
FEETITRELEZ, BROBRMMHAZHE O ., EoRGRICKIT S
BHTHIERPAESSENE D b,

WT IO GREHIZE W T HBATEEITRD o T,

Vi

(B%) EFBHRAR (VY F) (= 19)

—a—V—J U RERUA MEYYX (M, 13 IL/EE) MW dl-7 e rne
AT ) —=NF N UADOET (0. 0.025, 0.075. 0.25 pg/kg {K&#E/H, 1 H 2
) EICEPABRICEWTHEOONTEFEETRIFIUTO LB Th
ST, WERME OB EIIERE 6 B 18 H £ TITW, WEHE 29 HICHIM L T
FEEV) & O WSk 9 2 B DWW TRRE LTz,

FREIY) TiX, 0.25 pg/kg RE/B & 5 8ED 13 JLr 5 JLTIEENE O b7z,

FEIRTIE, WM ERGOEEBIIRD LN hoTz,

AT EEITRD b2 hho Tz,

(8%F) d-/07ORT/—ILEFAV-ESBERE (Y9F) (2 20)

AARBARE Y X (M, 10~12 IL/BE) ZHWz d-7 v e X7 ) — /LD
H#EHa (0. 0.1, 0.5, 2.5 pglkg KE/H) BHEICIDZRABRICBWTED L
TemME T To®mY Thote, M E 0K GIX, K6 2256 18 HE
TATV, GEWE 28 HIZw EYIBA L 7=,

BEMMICIE T ITRBD N> 7228, 2.5 ug BEHED 8 JLICEH M AR D S
., TOHHL0 TIERHE L, KECEBEEICKRGOEEBIIALNR D>
72

JeR DT R, kB X OREICHBRDER G OZEITRD LT, Jh&R,
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7 By EB
-k %El

MNligd X OVERBIZIZB W TH a7 B DB
ng/kg (AEH/H TEEILERDORIRD LA N AL,
ARFER I
Zohiz,

ﬂ:fil\ mu&) %j/bfot o 7L~_o

BiaEHER (221

Luu &) %ﬂtﬁﬁ)o 71;0 2.5

B1F 5 NOAEL [Z81% &% OB C 0.5 pglkg KE/H Th b L&

BIamMEICE T 2K MO in vitro X N in vivoilk BROFE R 2R LI E L DT,
#% 5  In vitro Bk
R B xf 5 G & CES
e R BRERR | &R e FRMEMY N1, 2, 5. 10 ug/mL Rz 1)
ER (—S9; 47.5h)
(%t : += MNNG* :
47.5h)

1) : % (+MNNG) TOHA, AROHEOF v v T RORT LA 7 OEE N,
J = NP5 % K O%R (+FMNNG) ©
HALZEUN,

* : N-methyl-N’-nitro-N-nitrosoguanidine

=0vil= 0 Sn

T T B A e O B A R B 2 A T 2B R

# 6 in vivo R
R PO &5 & s e
LR RERR |~ U A 1. 3. 5 mg/kg KHE/A Rk 2)
(BALB/c AnNCR) (xtFE : EMNNG)
HL ] 5 AL N

2) : . (FMNNG) TO A, FEERHMND K& O & 55 M I 2 o0, BRI o Bl &

B (=MNNG) & RZERWV,

(%) d-vn070RxRF/—ILEH L\Liﬁ{iﬁﬁﬁﬁsﬁ (B 22)

=S

d-7urvx7 ) —VOBEFEMICET 2K in vitro & in vivo iR
DFERERTRICE LD,
#£ 7 in vitroiRBR
AR BOES 5 & (EES
Ames kB Salmonella typhimurium | 313~5000 pg/plate(xS9) (=
TA1535, TA1537, TA9S,
TA100, TA102
Yo (R REHER | gL B U U RER 23.2~4990 pg/mL fe ik 2
(-89 ; 2hr+22hr)
23.2~4990 pg/mL Btk 3
(+S9 ; 3hr+21hr) (2320pg/mL)
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1 plate incorporation, pre-incubation O % L Z i % Efii, Pre-inchubation @ & @& iE & T
AFHEPRBD LI,

2 4990pg/mL T HFENTED b iz,

3 4990pg/mL TITMIfAFEMERRD Hivl,

* 8 in vivoiRER

BYA Al R kS 5 &5 & EES

/N RABR ~ U A B A 10, 20, 40mg/kg {AH/H [EXEA
[l i 1 N

BGRECIE S YR M ERIZ 79 2 BREAVR MER LR 0 L7253 b vz

oy, dl-zvara x5 ) — oW TIE in vitro 2 O in vivo O Y
BREERBRCRECH T, £, TEIRO—D2THLH d I/ rnTvRT )
— VDWW T, in vitro ® Ames B, ¥ MU 2 XEKE 72 Ge iR SR
R K& N in vivo D /NEREBR DT O AV, In vitro O Yo K B FER TR & f
EINDTANPRBD NN, BHICH L THEHEoRO NI HEE THRERS
N FomEEHVWE/IERRTEIREETH Y, BRICRMEEET B S THEIRIC
o THRE:, MEE s BEEET VWD LEEBEXZOND EFHMIL TV 5D,

UbEXvy dl-7eruexs /) —VERESNZEREERR LT T
BWH d-rrTrAT ) —LilBT28ERERBROEREZEE 2L, &
BIZE > TREE:, BIEE R D EBEHEITIRZVN DO EE I LN D,

6. TN
(1) R&MERER () (=M 23, 24)

RIVA L A FEMEA (BHEEE) ZAVWTCdl-rv a7 a R ) — LA EEHA
N (0. 0.5, 25, 50 mg/8H) &5 L. EGIRE., BT, R, oMK, H
AGIEENME . S AER, TR, Bk, MER WIS DWW TG ERT NS B E 72 B
W% COMKRBIEEZERL, £/, HGaro&kE 72 % ICERAE.
B A F L, A O EEIT - T,

25 J OV 50 mg/EH & G-REICRB VT, DA O, FEIESEE L A U B M OV
W, WHLNMETT2HFMMENRD NN, CoMELEMT—@BED L
DTHY, TOMIZHEGIZERT BTN R T-, (= 23)

7YV =TT UREARKRES (2B AW Td- s e a AT ) — L KR
SR PGFe, OIS (0, dl-Z7 e~ a x5/ —/L : 0.5, 5mg/ii. PGFs
.- 30, bO0mg/iH) BEBRANFENE S 7o, BERFRY (REGAT. &5 1. 3. 24, 48,
72, 168 Kff2) ICMIEEEF B S v, BIREFR@l g (s & &5 H7)
2N ER STV D,

15 H (Na, K, Cl, Ca, #E Y »EetE. Glu, BUN, TP, Alb. T.Bil,
AP, 7TANRSXLUMT I ) vV A7 =257 —Y, 75=20T3I /) T AT
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= T7—®, AV rvBETe R b—8, LT FURART ST —F)
OWTHREINZHER, fHx0@3) Tk, BT A—=F—D 1 DL ER
BLIFOEFE#HMHO LEZIXTFIRIELSOVTIZWVWEA LD, Wb KA &
OREGEEICHBEO S 2T O behroTo, (M 24)

(2) R2RAR (B) (=M 25, 26)

MER (1 9E/8E. 6~7 H#n, {KHE 92~103 kg) ZHWVWTdl-7 v o x5 ) —
NF RY T AEEEBEFHAN (0.175. 0.525, 0.875 mg/iH : F HE~5 % &)
BhH L, ERBELMhT o 2To o BE2MELE (F1RRR), 1%
H#%IZ PMS 2 X M8 A fAAL®E 2170 PMS L8 15 Af2lZ dl-7 = 7'
AT )=/ F MU U AEHEFHAN (0.525, 0.875, 1.75 mg/8H : 3 & ~10
f5&) &5 L., 178, #EROWRE, FREOAHR. MR, kM, oy 72 s 2
Toa U fE, AR OBEEER L (8 2 BIERER),

FHLIERBRTIZ. WTNAORGEHETHEREICER T 2ZEBIIRO N>
oo 2RO 1.75 mg/HEKGHETIL, MR OERPBD L, A7
7AT | EESE 1 RO 2R GHE L 2 BB O 0.526mg/F K 5 T
HERIEVIERMETHY | 1.75mg/BAR GO A THEICIK N L, HF2FHHEHOD
0.525mg/fiH G-I T EERE LR, FaOREALAE LB 2 bz, 0.875
mg/S AR G TR EICLD2EBIIRD N Tz, (& 25)

MERR (WEURARPEIK 32 §H. MEIRARMPEK 39 §A., FEILIRARBRERK 4 BH, KE
127~220kg) #H W TCdl-Z v 7 v X7 J — L EFHRAAN (0.525, 0.7, 0.875,
1.4, 1.75, 2.8, 3.5, 5.6, 11.2, 16.8, 22.4, 28 mg/¥f : 3 f% & ~160 15 &)
Beh U, T8, PR, PERAEEE. REEF. RIE. IR\, . KOV
EPER~DEB LB LT,
FARJERIZERICEAT 2 6 D T, 1.75 mg/FE LA -3 55 T 13 710K IR 8 23 38
bV, ZOENEGHETIE TELEXORWVTEN OBINNFEO b,
FEAEIT1IRFBUAICERL TS, (21 26)

7. TOMDOHMRE (1 27~30)

TRRARZT TV ALT 7F RUOBENOEY O TE K I D AT
P T, MEx REEE OVEBROEEEZAT S oA THY, A~ D
BT O, SHICMEHO —EHESORT 1~3 oI TWD,
PGF2q X7 0 A% 7 Z vy o—Ff T T L& M8 IHE. 15E EE) Tk,
FE UM, EARRTT, JE IR IERSEZ A8 T2 nmbon T, B b
AoEFELLE L THLAIHEINTWS, d-7 e axs5 /) —iid-7a a2
F)—E l-ruruxT ) — DT IRBEWT PGF2a OARERZKET
H 5,

EWN Tl PGF2a ., dI-Z7u 7o x5 ) —A kN d-7ara AT ) — LR
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TICEMHERLE LTHERENATWS, BFEOY Y, 7 2EOERATIIT
NIRM PGF2a BNFEEL TS E I TRV 0 KIIERNS Z 0RO KA
DO HABITMARICRE I N D, S OICHEMEREBO TRWZ ERER I LT
HZ M, saFuaxT ) — o T EMEA Tl ADI 2R EL2>2b
MRL O EIIAETHDH E LT W5, FDA TiZ ADI, MRL & I E L T
W7ey, JECFA IZ81T 2 Rl X E i S v TV 7220,

m. BAEEFZETM

FiEomy ., d-7 e ra X7 ) — I OWTIE RN APERERITFEE ST
WL, ERICE > TR, RIELE 2B BEEZ RS RWVWEEZOND
ZEND, BEEERPAMEME T D ATREEIIEWEE LD, £,
AR AEFEERBOBE»S, EHFEHEETR2VWERDOOND, BERBRICE
WTHROONTEEREEBI T e R 77 VU ERHICEK b EE X B,
iz, EHoOMEE»LHERKBESBREINTEY, £/-, BIMERNICET
LR - PEER RS, &5 1 HEOHAEZ S EHEER%E L O 5% 2 [FIH
BE O T, ppb A —F —TIE LA ERMHEARAREL 25, 2HHDZ &0
b, dl-Z7ue e X7 ) — A REUNICHEHINARVIZENT, B MR RME
WLTAl-Z7r e AT ) — Va0 EBIRT A tEidFEE L2 nbo b
Zzobnb,

bEXy, dI-7veraexX7 ) —ARn#EICERINDRYICENT, &
ZBLUTE NORBICKELHE 2 2 AEEIEETCEZILOEEZLND,

0 BHETIT. 70 RAX 77000 Fa 280 "+ BEOT 0 AL T T 0V INALILT
B, B0 58P OT XTOMEE - KT, MMETIEIH D0 (106~109%/g) &LL< 4
MLTWDHEINTWD, (B 29)

19



L R v [ i

& PR E2¥i
Alb TINT IV
AP TNV T AT 7 X —F
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1 vV T« T T70T7 =<~V ARAESH, 77 v X7 ) — LA R
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4 VT e FITUT AN ZRASH, suFa T ) — 1L 0KR
RG5O & £ X -2 : The disposition of the synthetic prostaglandin
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7 Tz U e ST e A ZBRSH, e e xT ) — L DR
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YT e ST e~ ARA S, s e 2T ) — )L DK
HEERE DG EIIV-1 : SM-3860 O AMEZERER (RAFE)

VT e T 0T = ANV AR S, s e e X T ) — VDK
SR DG EIIV-2 : SM-3860 D~ 7 A 2B 1T 2 atmttiki (RAR)

vz VT e T TT = ANV ARRA S, e e RT ) — L OKR
HEERFOE R V-2 : ‘Estrumate’ (Cloprostenol) toxicity studies (GK/AZF)

T e I = VAR S, Tu e X T ) — O
HEEREOEE V-1:SM-3860 7 v MNMZRBIT 2 31 HEIHRWNEGIZ X 5
2 EERE CRAFE)

YU T e TITUT =NV AR, e e AT ) — I OKGEE
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administration (KAFR)

YV T e T ITUT =NV AR, s e u X T ) — DR
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Ve T e T U7 = ANV AR, s e e AT ) — L O
5RO & EVI-2 : Effect of 1CI80,996 on the Pregnancy of the New
Zealand White Rabbit (RK/AF)

JIR = JE R A2, F v~ D U AKR G ERMNE R - WA EIEE
DRI T 2 RBRE R CRAK)
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