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BGRANVECRTHS Tdl-7 2 Fa A5 /—A (CAS No.40665-92-7) | iZ
DNWT, FHEFMEE ADREELRARPERORMNERE) 2HVWTESR
R FE R BN & 2K L 7z,

MGt LRI, RERE (T o b, v—FEy PRUSH), BER
B (4. BRUIM) ., BHEFEERE (v ARTT v M), BAMEERR (7
vy FRP=—FEy b)), ABEEEEMERE (72 PEROYTX) | BiaEER
BRECHD,

HBROBENS, -7 u7uRF ) —AEEICL2ELREET, Tuxyg s
UV UIERICE A D EF L BN, '

BHEEERBREOCRPAERBEIER I TRV, dI-7e a5 ) —
NERAd-Z7a7a A7 )L EHAWTTboh 8GR RERIL,. -7 00
AT ) =T ERICE - THE BEEZIBEREERZNLDEEF LN S,
., Ty FEAVWE 2 HREERBRECESFEERBR CRTEEEIED N
Ty, BORECBT25EERBOEEEEE L XEREOR/EI.
Ty b 2 HREHARHSEON-EEMERE (NOAEL) 15 pg/kg (KE/H T
Hol,

TG EERS T HERMBFT, BHOME» LERBSHRE
ENTEY, BERNEBTHRE -t R, &5 1 BROGAZEDE
EiEas SR OB 5% 2 B AHEROWLA TR, ppb F—F—TiE & A ERHTHE
Lo TNA,

PEEY, dl-yeFeRT ) —ARBEICERASHIBRYICENT, &5
FHBUTE FOBRICEES5EX Z7FRHEEIEBETEILOEEZ NS,
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2. YRGS DO—B2
ma . dl-zuosox7F 7 —n
F 4 : dl-cloprostenol

3. b®¥4 .
CAS (No.40665-92-7)
4 . (5Z)-rel7-[(1R,2R,3R,58)-2-[(1E,3R)-4-(3-Chlorophenoxy)-
3-hydroxy-1-butenyll-3,5-di-hydoroxycyclopentyl]-5-hepte-
noic acid

4. SF=H
022H290106

5. #F=2
424.92

6. HER
HO. -
* HO.
COOH P co0m
L =
P ; o o ;
HO i oK
OH

Cl CBESFTuRETT700 F2a

7. FAEMRUVERAKRE (2R 1, 2. 3)

TEREEDE THA T aRF 750V 0E, EERORBICIESFEL
e RABEREE TS, 203 L7aRE277 0 F2a (PGF2a) IX
EEEBTENEEETIZLETHALGNATWS, 72713 RXTF ) —NjX PGF2u
OAERERET, BETEIE dE) L LTHEEKENS,

di-Z7arrx7 )ik, FOEFRBTEECESCIIBRALTFEER
JEEDRE., REORHBIELETCEKOSBFERICAVWLRS, d-7araxT

J—=nEERETIEBMAERGIE EU, XEZEBWTABIFER LT
5,
DREZBN TS FOMBIHORFAR CEFRBITEEICESIMEREBED



B, MOSBRBRE*BANICRRINLTWS, 5%, FoEHRLEMOE
ERHBEILZZ &b, BEETHAE LV BEBEEBEOREICR IR LE
REBREMOEEN ENT, AEMERICESE, VX 7FEBBEIZBNT
BREEEORERVEAZLEFAORELEARFENLGZE B -2TNS, L
IRTAARAT ) —NVDITEIEDILEO—FETHSE d-7arlrwA7T /) —n
WWoWTE, HEAT A7 e 7oxT ) — W tREOHMTERINTEY .,
BRELSEBSICBWVT, 2006 |z -7 a7 a7 /) —LEFHRLET
HZARVEOESH (FAr<=0) i, BWKERSLAZBIEBWT, &
MEPFELTCE FORBECEES S 2 AREERBEHRTCEALOEZ AN
5. CEMEN TS,

I REeHEICELIHRBROME
1. IR « o9 - A3 - HEERER
(1) BERR (Syb+-ETF) (2R 4)
Wistar % (Alderly Park 1) M5 v FEZ2HWT UC-dl-7 v e X7 ) —
NEDBEEE TS (200 pgkg F8E) RBAEREINLE,
MmEEFRHETEERE (n=5) X, &5 30 4B K &E (84 ngeqg/mL) %R
L., T0RABRCHE D L, WEMED O o< b 77 75 Tl s o
REMGBBETRS 15 R ICHREGS ng e¢/mL)E /R L, £ OHIYEH
545 Thol, B5%, RESOBMEEIZIR (852.1%) RUES (8
42 5%) ZHEE S . BEER (9 0.15%) (Zidh 3 LR 3. REW
HERA~OHHRITIFNEIREZ 4 FEEC4RREE TIZIZEALERET L,
(R1) BEIT =TTy FCOHRENS, FELREMERITEH&EE T
BREBOEY 87.8% (n=3) NEETHRD (44.5%) KUREHP (43.3%)
PHEIR =, :

58 20, 200, 1,000 pg/kg RE CRIHEOFERE (1,000 pg/ke FEER

EETRESZWIE 4 REEIC 2~3 @kE) RERINZER. oK
et R T &R 5 TR (20 pg/ke FAE -5 820 58%. 200 pg/kg K&
—66%. 1,000 pe/kg FE—57%) Tholz, RTITEREMEL & BT, 4
HHE LT 3EOEERS (F MG/ —NruTaR7 /) —nA, 787/ —
nra7aRxR7 ) =D 8737 bR BRTFTRNT NG M-l RT
=) BROLNTWS, REEEF T/ —Aradaxs ) —Le
REFIREFREHE L TEPETH T,

1 BPRAEELOEROHERICHTIEAFICBNT, BE., FltowTiEERCM4+ 37
WIEHETAZMTABXEERICT 2 0B 5a7 24 B, Bz oW TizaMic
I 27D E®ZT AT 7T BRIEHTETbRVW I L EBRESh TN S,

2 COBYDPLEICHERE (BLF. BES LW 0L FER)

7



#F1l WCdlz7uFaRT /)il Ty NEETESLEL ZORPRUENRAESE
BHRE Bl Eaw s BE5EICRT 5% +SD
0~24h 24~48h Gii
KT 7 72 50.0*+8.6 1.8+1.0 | 52.1+£9.1
E 26.1t6.4 | 14.6%+5.8 | 42.5+4.7

(2) BERR (T—Ftv k) (B384

Mf~—Ftv bk (3L #HVWT UC-dl-Z7 2Ry /—/LOBRKZETH
5 (100 pg/kg RE) BBEAEE L,

BL% T2EICREEORN 55 4% B RTICHEM I N, 72, IRPICHE
Ehi-REERED > S 76.9% 03 & 5% 8 B E Tlodkit iz, RPT
EREERETERS T, REHELT, Y/ —AT a2 aRXT ) — VR
maEahi,

(3) HEFRER (£) (B 5~7)

7Y U7 oES (., 16 HH, RIEKE 500 kg) ZRWVWTUC-dl-ru
AT =t b U AOBEHBENKES A7 aRXT /-1 ELT
500 pg/8H) HERMNEH I, BIFS (&5 0.5, 24, 48, 72 BRfifk) (MK,
L. RECHEBNBEECDW RS T3,

HHPOEE% 24 FFfE ToO UCEFRLEYORRFITIBREFEESEED 0.74%
EIFIZLVEBETHINAFICHEMEINTES Tz 1T 5.4 FFRTh o, & E
24~36 HEIZEORLH P IZRD LN 5 HEBEL 0.0067 ng/mL ThH -7z, JRH
~OFEREHE LR 5% 16 B E Tl RESNTET L, ZOBRSE THOITY
BN ZFEIZH 52.6% THh -7, RP~OHMITEE T, FH Tieid 2.8 FFHT
bhol, MPEEDOEEME (0.18~0.86 ng/mlL) i1 5#% 15 45~1 Bl £ T
EUTEY, TOBRBEICED Lz (&5 4~12 B B8 Ty ik 3 BRI,
MEBNEEILSWTE, &5 0.5 BREEICIE % bk < B (BA. . B,
BIE. T2, B, OB, B, ESEA., Wk, BH) THREI RS,
5 24 RER XTI (TE29 0.036 ng/gd) . B (3 0.123 nglegh) . KB

(£ 0.205 nglgd), HHEA (EY 0.493 ng/gé) RUMHH (¥ 0.179
ng/mL7) OHTHH SN, BE 72 HHE T EHEEA (1% 0.248 ng/g)
& FE (0.053 nglg®) OHLTHRHEINE, (38 5)

W -1 @ gt b W

1SR (0.02 nglg) ARl
1 IR RA (0.094 ngl/g) K
2 BRI ERS (0.105 ng/g) Rim
1BEIBHER (0.053 ng/g) KT
2HERERET

SHAIIM IR (0.048 nglg) Fi

4 FEP 3THFY,
4P 3TEFY,
AED 2TFY,
4 587 JEEIEH,
4 FEh 2 FHEH,
48T LEHOM,




TY—-UT L (M, 3TE, KEHNS500ke) EHWTHMC-Al-rr e X
T/ F N AOBERBIHREARS (dl-7aeFreX7 s —E LT 0.5,
10mg/¥H) REER IR P HRBIZ >V TR S,

MC-dl-7 v e X7 /) — A ORPHEERIT 0.5mg kT 10mg 5B WT
FhEH 68.2% KT 56.3% Th -7z, HEHHIERH T, X5-% 8 Kl % TIZ
BEREEORMAPHEREINL TS, St EEICAEROEILE D 6k
ofz, RPREHELTERE kD7 aTaRTFT /) —ADM, T -5/ —1L7
R/ RT ) —RRHEEIRL TS, . TR/ s udaRT ) —
DTN T o rBREaELVPERD N, (R 6)

7YV =7 WA (BEE) AN CUC- Ay e aRT ) —AF Y
CADBEBFEANKRS dl-7eFaRxF ) —)L e LT 0.5, 10mg/BH) A
Eigxh, AHFREZ W TBRF I,

R TRIIRT EBY TTHA MUC-Al-7 e AT /) — Vi FicER
MIZHEE &, 0.5 RO 10mg/BIREICBWTHRE% 24 BB O RS HEHE O
B Z N FNREZEDORH 0.33% K TH 0.25% T, K4 (&t Elcx L
T 76.4% K% N 74.6%) 13#% 5% 4 B CledRit ST\ 5, &5 8~24 K]
BICEDSNTZHAMHFEREERX 056 B 1I0mg/HEESCEWTENREN
0.002ng/mL % ¥ 0.026ng/mL ¢ FEFIEWETH -7, (F2) (BRT)

#2 d-zuaFaRF /- ) v ARSEZOLA TSI (ng/ml) n=3
RN BEHOBRI | LA PR UC O | B UCIcHd 3N sualaRT ) —i
{mg/48) kel (Reff) | IRE (ng/mL) vodrRy ) —n(%) | RE (ng/mL)

0~4 0.419x0.152 63.6x13.9 0.270*x0.131

0.5 4~8 0.146+0.036 48.56+10.3 0.069+=0.017
8~24 0.011x=0.006 16.6£10.0 0.002

(0.0006~0.005)

0~4 7.009x1.339 520X 5.8 3.673+0.972

10.0 4~8 2.223+0.767 43.8+ 6.5 0.987+0.446

8~24 0.154x0.079 16.1*+ 5.8 0.026x=0.020

FERITIEREELZDOOEHEESD

(4) RBYOEEER (R 8)
FRIAZA-IruedeRT ) —LOFERBY THEIT V7 /) —nrars
QAT /=N, §=-F 7 b a0 RTF ) NVERF T ) —A 7 alaR
TN DAFNATAT 2N T, BEEBITER. LBHEAE T PGF2a
SERERASEIC YW TR S, BERTERBREENALAAF—FHWT
HEXh, FEBERRHEHELEY PFEEFAVWTHARGRLTNS, £0O




BER. B0 ENEEIZId-Z7a 72 x5 0 —AD 1100 T EhRn e
EhTwW5b,

(5) BEHEER () (2R9) ,

HLAHTF4 (XSS, 13 BH/FE, THFEE 220 kg) #HWEdl-/ 7 n X7
= F MY T AOBERBANERS (d-7u7oR7 = LT 500,
1,000 pg/E8) HBM EH 4, B (F 5 0.5, 24, 48, 72, 96, 120, 168,
240 B ik, i, B, A, B, ENECOBREIZ 20 TRE
ERTW5,

MG IRV T, HRYEREIZEFBL TR @mMr o2, TOMOE
PETHE, #5 24 BB UBEBHRA (M : 0.03 ng/mL, Z Offl : 0.50 ng/g)
Fi & Ao T, EAEA TR S 72 FFFZIC 1.25~7.18 ngl/g £ 720, 120 KF
BIRICHR HRARE & 2o 72,

(6) REEE (B) (3R9

WH R CRRERRR, #, 2~35/8) 2HVEd-y 2 7/aixF /—LF)
N) U AOEEFBANKRES (dl-7eFeRXT /—nE LT 175, 350 pg/HH)
HEBAEE S, BREY (85 0.5, 24, 48, 72, 96, 120, 168, 240 FF[H
%) icmik. FrfR. BER. WA, BERF. SRR, HEHA ORI OWTHRE
SHTWA,

MBS LY, Mg, JIE., EHEEA LIS O TS 24 BRI DIRR R
HERF (0.5 nglg) R & 2of, MK, JRE., BEEHEHAAIZOWTIE, EhiC
MHE IR, TS0 120 BERE#E, 72 BrR%, 120 BF&ICHRHRBR (M
W& : 0.025 ng/mL, Z®M 0.5 nglg) KL o7,

(7) REBEERB E1) (&K 10) _

BILAR A CTEMLE GEFRE., 68EM) 2HWTd-ZaFaxF /—n
FhI T ADBEHFANKRS (d-7r2reRT /— & LT H00, 1,000 pg/
) RBRAEEINZ, 2ETOREREEZTL L 2 BIEL (8, 5%
0~0.5 BT 0.5~12 B O A., 5% 0~5 R U 5~1T R 0T, #E5E% 0~9 K
R 9~21 IFH D24 2 HER) L, AHTEREEC > W THRE S,

WRIZTHRIORT ERBY TH D, 500 ng/MEHERERHD 1B EHIZTERLEZALT
ol anzs, 2EBIERLEZLTIHEEE 0.5~12 R ICER
L7z 1HEEPAME T < THRHIER (0.025 ng/mL) Rif & -7, 1,000 pg/fH
BREBRICBIIAHPREEE (E#0.109ng/mL) Z. 1 BB KERLZLL
OEEE 0~5 BEORLICR D T4, 2 HBEERLEZAL TR, WTh
RS (0.025 ng/mL) R o7z, (F£3) '

10



8 d-sureRT /) —AF R Y LAREHZEOEHANFIEE (ng/mL)
n=2
BEHEE 1EBIZEI LS (BERE) 2@ BRI L3 (FEFME)
(ug/58) 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

* o 1 BRI BRI, 1 81X 0.032 ng/mL TH - 7,

2. SHEENEER (38 11~13)

ICREYVAROSD Ry FEaHWTAl-Zarwix7y /—1+r Yok
9 ARO, BT, #RAS2WVIIHAEAREICL 2EEBHRABRINERK
Ehit, FhFhodhhE, REBRBICEBIS LD I TEOERBY THB,
(3% 4)

%4, d-r/rTeRF)—AF U % AD LDso

& fE S ¥ 5128 LDso (mgike t55)
i3 i3
BN 1,685 1,310
w7 A ICR B F 569 391
RE 565 628
oI 616 824
7w b SD IR 165 174
BRI 147 162
§

LDso i8R LV ER AL, vV AEAT v FOREZERSVER
WCh oD, MHERDOEIIZF LN D TR, -T2, —RER T, w7 X,
Fy FPOSRERBICHKBL T, #EF. BRRHODZWVITEREOIE), FREE.
THZEBRRBO LN, EFEFOHBHFRTIEZ, v VA, Ty MEbICHER
ZWENRBHBNE,

3. ERMENER
(1) 8-rAMEESHENER (v ) (B 13)

Wistar % (Alderly Park [) T v b (HEHES 10 IL/EE) A Cdl-7 =
TaRA7 )= R v LA®94~105 A BEAIFER O ES (0, 1, 10, 50, 150
ng'kg BEH/B) RBEHEEINT,

EFREHO -HRE, BB EARE B AT MERULHALK, MiEFED.
AL CRFR, BREBCBVWCA- 7w FuxF ) —AF YD
LABREIZERT D EEZENNAEREED SN o o, REHEBSFENLENL

11



& LT 150 pg/kg KE/ R R SHEOME 10 Poob 4 JLIC SR O ZRa R AR

B, TOMICIRBRSICEETALEZ0NE(LITREDL NG o7,
ARBIzBITA d-7aFaxF ) —AF Y 7 AD NOAEL iE 50 pglkg &
B/ATHDHEEZLNT,

(%) 41 BHEANEEERER (v b, BRTF) (BB 13)

Wistar % (Alderly Park 1) v b (M, 10 L/ 58) MV Cdl-o v
TaAT)—nF R I yAD 14 BRAETHRS (0, 5. 12.6. 25, 100 pg/ke
fFE, 18 2E®ES) REIER=NT,

RBRHE T 2RERO—REBIIRTF THo7, 100 pgkg KERSHO
REEMEIGRBICESADTLTHINFRICE -2, MEFEH LTI
WRELCZHNRE CHEYENICHEERERRED MR 72, FEKRE TII.
100 pg/kg KEBEHOBFO L EEMEMMARD &k (FFE. B BW
BTicLdeBRINTWDS), REEMRFENRE CIX 100 pg/ks FER S
THEEEAERED O, 2k, RERONRICBW TEEMROZE
P HERFNIERD b,

(%) 1 "ARESHSHREER (Svy k. KF) (R 13)

Wistar 32 (Alderly Park 1) T v b (HEHES 10 IL/3) ZHWT A-Z7 =
TRAT /) —nAF YU AD 29~40 BEIRTHE (0. 12.5, 25, 50 pglkg
RE/R) REBEHRE I,

— KRR, MR RICRESICEET A L EX N IBLERD NN T, -
FEHAZREORE IR, B5BCBWTHEERROZERERIRD bk,

(%) 1y AHMESIHZHER (Sv . BEA) (2R 14)

SD % v b (M4 100/ 2AnTdl-7eraxs 2 —AF ) T4
@ 31 AFEIMANEES (0. 0.08, 0.4, 2, 10, 50 mg/kg thFH/A) HERIIENH
=hiz, -

FETHIL 0.4 mgrkg RE/B&REHE (H), 2 mg/keg (KE/B R 53 (MR .
50 mg/kg RE/A B ER (M) BV TEDohE, —RERORE L LT
2melkg RE/A L EZRERICES, SLE, TH, EAEBEHO I o1, BE,
B, REROBEEENRBEINE, 0.4 mg/ke KE/A L E#% 5 8 CTlIbEHE
EHICHAEHBEMREERNMH, BEE0RD, FLREE, ~~ b7 0 v
ME, ~E7 o &, MR, BMRELRZEOBER VL ELIZ, B
TOERERZMBOEBRE., FiE, BiEosAsomE, BIFERRKEOR
A, EAEBEOBRELEORBN. ERMAROEREOCRERBEFHELIR
ez, 0.08mgkg FE/ABSETIX, 04mgkg AE/RALLESE L

S REREEAHEERL VD (LLTRLE),

12



HROBE., WEEUCEROBBFHEEFIEED L WVITED THEMARD L
Nl Tholz,

(2) 37yAMESHESHRR (v—F&y ) (BH 13)

v -y b (aTrrv—tty b S IEBE 2HANTA-Z7 270
AF ) —AF R Y T AD 92~96 HREBRHER DS (0. 10, 50, 150 pg/kg
B/A) BEBEAEREIILE,

—RCIREHE T, 150 pg/kg AE/A R SR CTHEHMES DT MICEI -
TEREEZII o7, BRI, 3., MiRE(FEORURAR T,
EREFIIBNTA-Z7 a2 RT /= F P OAREICERTS EELZD
NABFRDS LN TR, BHREETIX, 150 pgkg KE/HESEHAOT
BOMHNERICREICERT I EEZLNA2EELRESERDOONAE, HE
FBEFRIFT R Tk, 150 pg/kg MEBE/BHRERHO 1 L LEBEOLIHEL &
PRAEE AN b Tz, RRBRICE T 5 NOAEL X 50 pg/ke KE/H TH D &
Zz bhi, '

(%) 4BEHELESERER (v—Etvy . BET) (2 13)

v Ty b (MfES 48 2R axAF )L R DU A
D 14 AR THRE (0, 25. 50, 100 pg/kg FE/A) RBAEm S,

SREFHEO—RRE, ERFY, MEE{LEOFRREVCRAIRICBVL T A
IR T )=t ) ARSIZERTALEEZLNRATMITRD LN
o te, FHEEMR T, 50 ng/kg RE/H LU LR EHCHEEEMNIZL
oL EEOEI. ELEEIZESIT 508 08L& IREMSHAER 4. 100 pg/ke
WHE/BL LR EH CRHREOILEECEMARED i,

4. EERESHRE
(1) 2HREBEHER (Sv F) (2R 16)
Wistar 3% (Alderly Park I) 2y bE2HWVWE -7 572 Xx5F ) —F
U AoEERD (0. 10, 15, 20. 40 pg/kg KE/A) HBEIC LD 2 #HRE
FEARICBIAFEEFRRIILTOLEBD Ch-oT=, #HBEWEORSIZIROE
FETEN L, Fo T, H (30 I5/8E) aaRal 11 @R ORI P
WH. HE (60 IL/BE) (CITERHT 4 AR OARER - R - BRAMICh o THA
BEL, @IF 13 B LR FEOHE LAEREK E MIRREREHEL, &Y
B RGESCEEFLEEE CHFT LBEE L, Fii{S Tk, # (30 /) 123
EEH» LRESETECHE A, M (60 FT/EE) 1 3B D ASE - IR - AL
KWhloTEARSL, 202 BRAS B I IR E TR E2EE LEAEL
72 TS OZEIL 17 Bl T L =, ‘
B Tid, 40 pg/kg FE/AR SO F IS EEBNNHRRD bhi,
MY, TRE, SHRBICERDERSOEEBLL LN N7, 20 nglke

13



FE/BALLEEEFROF ML 40 pg/kg K FH/A R ESHO F M THREOEN & 4E
RHEOFELREHBLRBOD LN,

iR 13 AROEE TIHHERYERSOEBIXADR R -T2,
HAERTHE, 20pgkg FE/BEL ERSEO F1RE 40 pg/kg REH/BZ 58
DFRICBWTHE O ADFESFEICEKL -8, WTFh HEEILREE T
MBHOEEIRSEL R, TOMIZ, 20 pg/kg FE/A EREHEDO F BT
WE 4B TCOEFRICETIED Shiz,

FREBRIZBT 5 NOAEL H Fo KO F1 HE#. F1 LU F2 'REW T 15 pg/kg
HRE/ATHDIEEZ LN,

(%) AEHRVERAHEERER (Svy k) (2R 17)

Wistar % (Alderly Park 1) F o bk (26~31 /% ; FIRZHELZL D)
EFRWEdl-ZereRT ) — PR U AOET (0,0.03,0.1, 0.3, 1 ug/kg
FE/A) BECLIBRBEBVWIRBDOONEEEFTRELTOEEBY Tho
Teo EFRMEOREIIEIR 156 A G HER 21 BHE TITVW, BEi L REW
T AREBIZOVWTRF LK,

BB T, FEENECERYERSOEEIRDLN L2, 0.3
pg'kg E/A L EBREBE CHRHBAERICER L, 1 ngkg KE/AE 5
T30 13 LICEENL LI, REREAEEICEMNL &,

MAERTIE, 0.3 pgkg KHE/BLU ERSHTHET O AOEENFEITEL,
WE 4B ETOEFENRKT LE,

(2) EFREUERR (v k) (3R 15)

Wistar % (Alderly Park 1) T » b (M, 37~53 L/8%) % Hviz dl-7 o
TaRFT =Nt Rl v AORED (0. 10, 25, 50, 100 pg/kg KE/H) E&
ELZRRICBWTRODON-BERTRIIULTOLEBY Tho7e, HKBRYWE
OEREETEIR 6 AM6 156 BE TITWITIE 20 BB L T, BE R URBIE
Rt AEEBIZOWTHRRE Lz,

B8 Tk, 50 pg/kg RE/H UL ERSHODETEH 0 FRE O BEIRR
DA, 100 pgikg BE/A B S CTHEEEN 32.1% L FEICE -, &
HEME, FEEERUVHMATRICEESICIAEBIIRD o,

ER T, #RYERECER T A LEEZLNIEFTERAD R E o,
AABICEIT S NOAEL 2 B8 T 25 ng/ke KE/A ., I5IR T 100 pglkg &
E/BRThoLEZADONE, BEWEEIEDENRNT,

(%) BEBERR (v k) (2R 18)

Wistar & (Alderly Park 1) T » F (20~24 JIL/E) ZH Wz dl-7 v
AT/ —=NF Y AOKRT (0, 0.1, 0.3 ugkgf&E/A., 1 B 2 [EHTHE)
BEZLODRBEBVWTCRDONTEFEEFRIIUTOLBY ThoT, iR

14



MEOREI, k6 Habh 156 HETITY, ARDHE 21 B (BESLE) =%
TRBMEZWHET L THRE L,
BRIk CRBMICEBRDERFICEISEEIB OO R 1T,
BEBEEIRO R o7,

Wistar 7 v b2 HAWE Ad-7 07225 ) —AF M UADOKTEE (1
B 2 BICHED) L3R BRBWTRO LN HBHEFRRIBIUTOLERY TS
ST, WERPEDORSE X, HFIE 6~10 B (0. 0.1~80 pg/kg KE/H. 10~38
DC/E%) ., E8R 10~14 A (0. 0.3~3 pg/kg KHE/B ., 21~26 IL/#) £ i3iE0R
14~18 B (0. 0.1~3 pg/kg {EEH/B . 20~27 PU/EE) 29TV, HIE 20 HIZHE
UL THRREERELE,

R 6~10 BO®E T, 1pgke FRE/A L EEEHE THIEENFLLET
L, BMRCIIHBYERSOEETIALN R -T,

AR 10~14 AOFES TIE, 3 pg/kg KB/ B &5 CRINEE OZE LW
BRSO, lugke FBE/ARSH CHEEFTHTILAENEESFEILG -
Too WEUE 14~18 A ¥ H Tk, 1 pe/kg AE/A L BB B TRE S DM
EEFERELEZ, BROBHBHELZER O Lh, FoEsSEHizcBIT 5
BETHRIRPHRENBD DAL,

WTNOBRSFHIZBOLTHEFBEIIRD LRI o7,

(%) EHEMEEE (DU F) 2R 19)

Za—V—JVFRUA MEYVEX (M, 13 IL/EE) 2AWE d-s e o
ARF )= NF Y T ADET (0. 0.025. 0.075. 0.25 ng/kg (K&#E/H, 1 H 2
EZHED) BECIAZAARBREBVWTROLNEEEFTRFIUTOLEEY TH

Colr, HHRMBEOREIITFEGS B D 18 BE TITW, HE29 RICHRL T
Bk R IRICHT 228 DWW TERN L=,

B8 CIT. 0.25 ng/kg (AE/Q B 5RO 130LH 5 [LTHENE® bhi-,

AR TIX, BRMEREOEEIRDO N7,

AETEEEED SR,

(%) d-/070RT/—LZRANEFIEEERR (D4 X) (2R 20)

HAg@REY$F (., 10~12 L/3) 2HWEd-7 oy 0Rx7 /) — VD
WO (0, 0.1, 0.5, 2.5 pg/kg HWE/R) BERLIZ3RBIIBVTRD N
REERRIILTOEY Thofz, HBMWEOREIX, HIR6 ML 18 B E
TiTV, IR 28 BIZA EHIBE L7,

BEPICRTEHBED NN 2R 25 ngREHO SMIZEHMAFED S
W, T0O56H0 7T EEARELE, RECEESEIRSOEETIAOGNL RIS
Y rl

SO CR, MBI URERERVEREOREEIIF D ONT, Fh&k,
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ARBLUBRBEEIBOTHLHFEORARCEZEIR OO 257, 2.5
ng/kg EH/H TERIEEORERD EA R LI,
ARBICEITS NOAEL (X BE8M N ORI T 05 pgkg KEB/R THB L %E

Zbhilz, eI ohRhoT,

5. REHEHEHER (2 21)
BEFEEICETIEED invitroR W in vivoRBOERE EIRFIZE L O,

%5 iIn vitro R -
A POE &5 RS
P RBEHE | 5% e bERMMY o8k |1, 2, 5. 10 pg/mL (ST RY
(—89 ; 47.5h)
(*F R TMNNG*;47.5h)

D : 38 (+MNNG) TOH, HRAGHEHOX Yy y T7RUET VA 7 OBAEREM, 7270 RF
=B EEZERTHE (+MNNG) TRE£EMREECEEEMEECTELRELITRED

ALy,

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

#£6 Inwvivo RBR
R FuE- -l BLE g
neEERERE | v R BN 1. 3. 5 mg/kg {KH/B | &2
(BALB/c AnNCR) (%P8 : £MNNG)
B[] £ I Y

2) : & (+MNNG) ToOZ4, FREMERE CHERFHRENEN, RBUKBIEOEEEH
B (—MNNG) &RERW,

(BE) &V RTBRATF/—LERVW-EESHERE (38 22)
d-Z7uaFeRT ) —LOBEEEICET HERED in vitro %} in vivo Rk
DFEERERT. 8ITEEDT,

=T Invitro®R B
AR - I BEE & R
Ames B Salmonella typhimurium | 313~5,000 png/plate&S9) et ®
TA1535, TA1537, TA9S,
TA100, TA102
REAFRFRR | BEE MY oK 23.2~4,990 pg/mL R 0
(-89 ; 2hr+22hr)
23.2~4,990 pg/mL 51 o
(+89 ; 3hr+21hr) (2320pg/mL)
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3) plate incorporation, pre-incubation @ %N F N % FEHE, Pre-inchubation D& FHEE T
EFHEESRED L,

4) 4,990pg/mL TiIMRBEEIRS Lhi,

5) 4,990pg/mL TiIAREEARD LR,

% 8 Iin wvivo Bk

o SR - kE5E il R
INE TR v 7 AE R 10. 20, 40mg/kg fKE/H ik ©
B [m1 JiE 2 PN

6) HFEWTIHLEREFRMKIZE T SRBRMKLED EREFED L

ERRorsy, d-FuroxTF ) —Z 2T in vitro B in vive O
BEHEEFRBRTCTEEThH R, TR, TEIHKO—DTHBE I aTlaRxT )/
— W DWTIE, in vitro @ Ames RE, e FY U ERAWERAKE
HREBRE T in vivo D/NERBMP TN, Invitro DRREEEREHBR CHM L H
EESNAFTAPEOLLRTELN, ERICH L TEERORD LN IAEE TRR S
NhFomEFAWAEIERBRCTHEBETHY, BRERER2ZBES CTAEEI
Lo THE, MELLRIEREEHREARVLOEEIOND EFMLTVD,

PEEy. d-z2a7aX7 /) —NEREShEBEREERR LA ThA T
RN, d-redeRT )il BT A REEERBROEREEE IS L, £
FIZ & o THE, MBELL22BEFHIRVWEDLEEZLND,

6. TDih
(1) R&£HEHER () (&8 23, 24)

RIVAE A FEME BHEE) 2AVWCA-rs7eruxT /) — L y2EEGA
M (0. 0.5, 25, 50 mg/FH) &5 L, BEREE, T, FERE. LHEEK. 3
FHIEEITE, JRER. TH., 8K, MRS WIZ DWW TREEMPOE®RE 72
MEECORKBEESERLE, £/, BREFPHESE 72 BBl ICERE.
BERRESERBL. HEAMOHEEIT- 2,

25 ROV 50 mg/EHBEHICBW T, DAOE, BEBELFCEEARVE
B, WAPKTIT2EHBEARDLALN., FOoBELENTBEDOD
DTHY, ZOMIZESCERTIZEEEIRO O a7, (BH 23)

7Y —UT7 UERRES QEHEME) AT e SeRAT ) A RUEK
R PGF2a OHFANKEE (0. dl-2 22 X5 2 —nA 0.5, 5mg/iH, PGF2
c 30, 50mg/HH) RBIER Iz, B (LR, &5 1, 3, 24, 48,
72. 168 EHFfE1#) ICmMKREPER SN, BRI ENEE (LEEE0H)
NEBEINL TN,

15T H (Na, K, Cl, Ca, fE#Y »EH. Glu, BUN, TP, Alb, T.Bil,
AP, 7TANRSGX VBT I/ NSV AR TS5 —F, FI=2VvFI) T ART
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25—, AVInryEBEFTe RaeFt—F, ZJUT7FUrRAFRFT—F) &
DWTREINEZER, B0 TR, BT A—F—0 1 2L ER
BLEFOEFE#HIFHOLETZRTIZELSDWTIIWSE LD, WTh b A K
CREEICHEOLATELLERBD LN ho7z, (B 24)

(2) R2HHER (K) (8K 25, 26)

MERR (1 BH/BE. 6~7 A, KE 92~103 kg) #HWTdl-Z a7 o X7 /) —
AT R U AZERGHEN (0.175. 0.525. 0.875 mg/fE : ¥HE~H &)
BEL, EREZEIDMP e 2FerEX2 0L (BE1EHEAR), 1w
H#IZ PMS (o X 2R HRIFAAE 21TV, PMS 28 15 H&ic dl-7 v 7
AT /= F by AEHEBIHAEA (0.525, 0.875, 1.75 me/88 : 3 {F&~10
F2) 5L, T8, ERORKE, LEFAHA. HFRE, kH, LFrasr =
TrfE, AFROBETEBRLE (8 2 BERER),

FE1IHEHFRBR TR . WThORSHTHRSCERT I EEIR D215
Tro B2FFRED 1.75 mg/BER ST, HRDOWRKBED b/, mP7
RTRAT R AETE 1 HRBROLBELSH L E 2 FIRERO 0.525mg/FH#R 58 C
BEMIVEETHY, 1.75mg/lBEREHOLATHEEZIZET LE, E2HE D
0.525mg/RFEH I TEERE LR, FHBOREFLr2LEEL LN, 0.875
mg/HRGH TR ICLIZBEARD LN -7z, (BR 25)

MERR (ULEREEENK 32 VA, HRIEREEENR 39 BH, JEMIRRIRER 4 80, FE
127~220keg) #AWVWT -7 oo X5 2 — A Z8HA (0.525, 0.7. 0.875.
1.4, 1.75, 2.8, 3.5, 5.6, 11.2, 16.8, 22.4, 28 mg/¥H : 3 T E~160 5 &)
Be5 L. 1TE), BEfE. BEPRSEE. REAH. AR, ki, BRE. KUSHK
CER~DEEBLTBEELE, _
TARERIIIRICET 5 b 0T, 1.75 mg/HE B SR CIIMREEERRD
Bihlz, ZOENMRERETIE EBEEDRWITE) OFEMARERD &z,
FEEAER 1IERURNIZEELTWS, (2K 26)

7. TOHOHMR (B8R 27~30)

TaRE TG AT T F %/ﬁé%ﬁx%@]%@%ﬂ%(‘*ﬁﬁéﬂééﬁ%
HYE T, A2 REBEEERCEAHEMNEEZ2E T2 —HobdHTHY, A~IJ D
EHECmToh, SHIMEOC _EFEGORET 1~3 KHBEIh T3,
PGF2a 7 RrAX 7SV r0o—BC mELR. %I BEESTTE,
TERME., BEET, REXNEERASE2ET2 28800 TEBY, B F
AoEELELTCHFAINTHS, dI-7 e rRF /) —AiFd-7r7n R
F )=l l-rurarT ) —A0O5E IRAWT PGF2a OEKERZET
»a,

ERNTH PGF2a, dI-7 27 uxX7 /A ER d-7arXoR7F /—Lhd

18



TREBMHAEESL LTERENTWS, BEOUY ., 7X4S0ARAPICIX
NEME PGF2a BNFEELTWAH EEINTEY O EBREANS Z DRFEOEHA
OHABEILRACBEEIND, SHEHEIBD TRNWI EXERILTY
BZrEhb,. T RRT ) —AI0nT EMEA Tk ADI 2R ELODY
MRL OFRTIHAETHH E LTWS, FDA Tit ADI. MRL & $ I8 EL T
Wiy, JECFA IR A EEHM X EM S Tnivy,

I BEREREETME

FRoEY, -7 e xF ) -l o TIEERSAERRBRIIERENLT
WA, EFICE-THE, MEBEE228EFEE2RELVWEEZLRD
:k#B\EE%%%ﬁhﬁ%E?%éﬂ%ﬁmﬁw&%iEﬂéoit\
AHEBABERBROBENS, BAEHEET 2V ERD LN, BERRIC
WTRDOOLhEERE %@fﬂ%ﬁ?7///¢ﬁkié%®k%xah
Ebhiz, BFoOMENSHERABESABESNTREY., £7-. BiWERICBT
HHRH - R R, B#E 1 PROHAZEIERSSE R OREEZ 2 B H
RO T, ppb A —F —TIF L A CRHEARTREL 2S5, 2hbo o bk
5, d-Z7 a7 X7/ —ABNEOCERENIBVICBWNT, B FERRET
ML TAdl-ZaFuxy ) —LEfERCERTAAREEREZEL2VWED L
ZEibhb,

PLEXYD, d-7eeX7 /) —ARHEICERENAEY ICBWT, &
FEULTE NORECEES S Z ZREEBIERCEZAILODEEZLONS,

10 BETIR.7rAY 50V 0 e #8301 REO Yo 2 7500 RabhT
BY., 509 r8P0d A TOME - KiEPIZ. METRD LN (106~109%/g) <4
HMLTWBEEh TS, (BER29)
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