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BRANVE LR THES [dl-2 275 7 — (CAS No.40665-92-7) | &
DN, %ﬁﬁﬁﬁ%(@%mE%mﬁ RO IR ERSE) 2HOTES
T R B ST % MG L7, '

A LR EIE, BERR (o b, v—Fky PRUE), BYR
B (P, BEROHT), AHEERR (=7 2RCT v M), BAakEHRR (5
y FROB~—%ky M), FHBEFERR (7 PROTUHF), EREER
BEThD, -

ARBROFER?PG, M7D7DRT/~NEﬁ EHEREEL, SRS
FUvIPUERICLD D EEZ B, '

BHESERBREOBSAMRRIERINLTHARNR, d-7aeraxF ) —
VR AEZ7n T rRT ) —AERNTITbhi-EEEERR1L, d-/rro
AT ) — KIS L o THEE, BEL A EEEERIRVEDLEEIDRS,
¥, Ty hEAWE 2 HHREEABRROBREHERR CREBEEIRD LN
T, BARECRT A E5EERBORES ﬁiitmﬁmimﬁdm
3y%®2ﬁ&%ﬁ%ﬁ#%%%htﬂﬁ%g(Nmmm:wu@gWEMT
o,

A& RS kTéﬁ%ﬁE%m%ﬁi TEH) DM D D A RBRE
ENTHEY, BRI SRH - SRR, #5 1 HEOBAZELE
%ﬁﬁ%&@&#%2@ﬁﬁﬂ@%ﬂfm\wbﬁ~ﬁ~ﬁ&&b€ﬁ&$%
o TN3, _

BEIzZEY, dI-7ua7e A7) —AREHCEASAABRYIZBNT, &5
%ECTKF@@%’”%%EK%T EHIIEE TEALDLEELLND,



. BEXNRUVAERSOBRE
1. F%
AR AT A

—

2. AR SO—BE
g dl-zeFrRAT )=
¥4 : dl-cloprostenol

3. b4
CAS (No0.40665-92-7)
¥4 : (52)-rel7-[(1R,2R,3R,58)-2-[(1E,3R)-4-(3-Chlorophenoxy)-
3-hydroxy-1-butenyll-3,5-di-hydoroxycyclopentyll-5-hepte-
noic acid .

4. SFR
C22H29Cl0Osg

5. &F&
424.92

6. M

HO. _

. ; o} i
H.O, . E Q HO CI)H
OH

Cl KBESTuAFITIFT LV Fla

7. FHEEBWEBEUMARRESE (28R 1, 2, 3)

FEGEEDE THEI T A 7 Juid, EENOEBKICELS FEEL
xR AERERESETSE, 0BT RAF STV F2a (PGF2a) 1%
ERETEEEETAIETHLNTWS, 7070 RATF /— )it PGF2a
DERERET, BESEIK (AE) L LTERIND,

di-zvuo 7o X7 ) —Ai, FORERTEEICESCIIREBRLSFESIR
JEE DR, RIEORMLRCEOSBEEECHAVORS, dlyvr X7
J—nEEHETAEMAEERLT EU, ¥EEBWCERKICERI LT
Do

PREEBOLTH . FOEEHORFAEVCRERITEEICE S HERED
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BE, BOSHBFEREZENICEAR IR WS, 4., FOoFERAZEEHBHOE
BHRHEEIN I b, RAEFHRELVEBEBBOREICKALIEMLE
BEEEFMOBEENINZ, REMBERICESE, VAZ7FBRBBICBWT
BEEEORELCHERZLHFEORBE LRI EINAZ RTINS, !
7 a7aRF )LD EIEOILD—FETHDH d- /A7 ) —i
T, @W?d}&ufﬂﬂ?/—wkﬁﬁ®ﬁﬂﬁﬁméhfﬁb\
BREEEEZIZBNT, 2006 4B (-7 a7 a A7 ) -V ERIKD LT
'6¢&U%®E%ﬂ(ﬁWVﬁy)i BEICERASNLAB2ICBNT, &
mEBLUTCE NOBREBICEE25 XA EEIEATEI VD LEEZ LN
Dol ERHMiZHTWS,

I. ReHIcFRIBEBROME
1. RN - 977 - 1034 - BEHEER
(1) BERER (SvyF-BF) (B3R
Wistar % (Alderly Park 1) #F v b ZHWT UC-dl-Z 2 FuxF ) —
NEOHEBEIR THE (200 pgkg (FE) RBAEBI L, '
M YE R S TEEIRE (n=5) 1X, 5 30 %I HKEME (84 ng eqg/mL) %R
L. TOHEBEI ﬁwbtomﬁ%mwwﬁnvbﬁ77ﬂmfimﬁ*@
REMBBREITESL 15 2% IR FIEGS ng eq/mLYE T L, % 0k
i 54 43 T%otoﬁﬁﬁ k%ﬂmﬁﬁﬁﬁiﬁ(ﬁ5zm)&oﬁm(ﬂ
42.5%) Iz E L, FERH (39 0.15%) i Lt s hd., REW
B~ E N TR G 24 R R P48 I E TIIZFEAERET L,
(R1) BEIT—TNLVT vy bTOWMRERIE, FERIEMERTEEET
WERBODOEY 87.8% (n=3) BNEETORP (44.5%) RUOHEHAHHF (43.3%)
D HER S,

W5 E 20, 200, 1,000 pg/kg E TREEDZR SR (1,000 pg/kg RE#H
HREGEED D WL 4 KFEFIC 2~3 H#RE) BERIEZER. RHEEOR
R X 2B SR CRIE (20 pg/kg AE &5 & 58%., 200 ug/kg (KE

" —66%, 1,000 pg/kg AE—57%) Thotz, RPCRRELEL LHiz, &
L LT 3HEDEERS (T NF /) —NVIundeRT/)—, ThFJ)—
nsa e Rr ) =0 6577 b oRBTFNTFT S —A9 e lrRT

J—) BROLBNTWS, REMFEET NI/ — L I/nTBRT ) —NOD
BEEIRPFR#HDE L TP ETDHo T,

1 B AEELROEROREICETAESIIB T, HE, £l TiteHic#t+ 57
WCEERTARI T ABXEREACHT A DI BT 50 24 B, BoWwWTiaAdk

W DIt ET A TERARHWEfTLR2NWI EEEFEINRTS

2 CORDILEICEMR (UUT. HENZWS DIFAKR)
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#1 “WCdAd-7uoFoRT)—LEMETy MCETHRS LELEORPROEPHHIEME

BERE | B ARt 5Bz DM % =8D
0~24h 24~48h & &t
KT 7 7 50.0+8.6 | 1.8*1.0 | 52.1+9.1
# 26.1+6.4 | 14.6+58 | 42.5+4.7

(2) #EHER (v—Etv b)) (R4

Mf<w—%Et v h (35 2T HUC-dl-7uraRT /) —/LOHERBIKT&
5 (100 pg/kg (AE) RBOAEE Iz,

BE5% T2 HEIICERESEOR 55 4% N EFICHEM E vz, Fiz, RoicdEi
ENHEEEDED S B 76.9% 08 # 5% 8 BRI E Clzdkit sk, RHET
HAREENFER ST, REHE LT, //~W&n7n17/-»bﬁ
B,

(3) EHE () (M 5~7)

7Y—TT R4 (M, 16 HH, “*¢Em0@)%mw1m3m5n7
RAF/)—AFT P UAOHRBHFAANRS (d-7uefaRxX7F /) —n & LT
500 ng/BH) REANEM v, BIFRY (&5 0.5, 24, 48, 72 Kplf{&) 1T,
b, RECEBHREZ DLW THRNEL TS

AHFORERE 24 1GHFE TO UCIER LAY OENRIIHBRR S ED 0.74%
CHFILLVETHAPERRIZHMENESY Tipix 54 MEATHo T, BE

24~36 BB OLN FIZRO SN A KEREL 0.0067 ng/mL TH ol R

OB REBEM IR 5% 16 FFEE Tl RKHEOBE T L, ZORARE TOEE
B ER1X# 52.5% Th -7z, R ~OHERIZEET, FH Ty iX 2.8 BFET
ot MHPEEDREM (0.18~0.86 ng/mL) X% 5% 15 &o~1 BFf % Tl

EAUTEY, FORBFICHD L (85 4~12 BFR : B T iX 3 R,
MENIREIZ W TIE, &5 0.5 R & IS % Br < FLRE (A7, HT0E, &I,
B, FE. R, OlE, BB, EHEEA, Wk, BH) TREEShER,
P25 24 BERBIZILATIE (78 0.036 ng/g?). B (F19 0.123 ng/gh) . K&
(-3 0.205 ng/gs)., HEHPHL (F¥H 0.493 ng/gé) K UAEH (3E¥H 0.179
ng/mL?) DL THRHEEh7Z, &5 72 BFEE CIXENSA (£ 0.248 nglg)
¢ FE (0.053 nglgd) OATHRHINE, (B8 5)

LB = = N -

ATES 3L, 1 BB HRA (0.02 nglg) il
ATES LY, 1 BERHIER (0.094 nglg) Kl
ASES 2 BT, 2 BERHRA (0.105 nglg) K
4T S TP, 1ETRHMBA (0,053 ngle) i
AT 2 B, 2 B E R

45 1O, 3 FRHER (0.048 ngle) il




7V —=UT7 A (M, 38, KEF500kg) ZAVWTUC-dl-Z7 27X
F/=nAF R UADERBAHANES (-7 erax5 -1 LT 0.5,
10mg/TH) AEBBIER S RFHMIC W THRE E s,

UG-dl-zrm 7 A7 /) —AOFEPHEM =T 0.5mg X 10mg WEIZK W T
FNEN 582% KN TR 56.3% Th o7z, HERITESHMHT, &% 8 IFEE Tic
RixGEEORBOAVBEH"HIN TS, EFICAERAOZEEAD bhvk)
ok, RER#ME LTCREND I T RT /) —ADMM, T T/ —L7
n7oAF ) —ARKREENRTHE, it\7b7/~WﬂD7D17/—
NI N7 EBEREELOERD O, (B8 6)

7Y —V7URBBILE (BFE) FAVWCUC- dl-Z e RF S —AF Y
T ADHBIFRANES (AI-7 7o x5 7 —n e LT 0.5, 10mg/EE) RS
R, AHFRBEZ WL THEIEE, .

RRITRICRTEBYTHD UCAl-Z 22 AT 7 — VX HHFITESS
MZHEf S, 0.5 RO 10mg/lRR S0 B W TR E# 24 Bl oSS E o
HE X e F B 5 B0 0.33% L TH 0.25% T, Ky (2HEizs L
T 76.4% K TN 74.6%) 12 5% 4 R E ClzHt s T 5, # 5 8~24 B
BICERINZAHTEREIZ 05 RO 0mg/lEHEHEIZBWTERLFTN
0.002ng/mL X T 0.026ng/mL & EFICEWMETH ~72, (F2) (R T)

#£2 dllvuyaxRF /- N ARG EOILHFFSHT (ng/mL) n=3

BRER BEHROER {AITRUC O | R UCicH¥RL saFaRrRT ) —n
(mg/E) | HF (B5R8) | BE (ng/ml) | 2z57827 /-2 |#BE (ng/ml)
0~4 0.419+0.152 -| 63.6%=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 16.6£10.0 0.002
_ (0.0006~0.005)
0~4 7.009+1.339 52.0% 5.8 3.673+0.972
10.0 4~8 2.223+0.767 43.8% 6.5 0.987+0.446
8~24 0.154%+0.079 16.1%= 5.8 0.026£0.020

BRI 1IEEIE LD o 0EE{E£SD

(4) REYVOEEZEMLE (SR 8) .

FirBiTsdl- /AT ) —LVOEBRFYW THLBIT T/ —A s
QA5 J)—N, §-FZ briualaoRT)—LVERT T - e ER
T/ NDRAFAZ AT NACDNT, BEEBITER. FEHIERAR T PGF2a
ZREFAFBICOVTHRN SN, MERTEABEEALXI—ZHNT
RIE X4, iéfﬁmﬁﬁm%w%/b%g%mwfﬁm%nfwé =D




S ﬁﬁi%@é&%ﬂzﬁﬁ(ﬁ]ﬁidl raraRF ) —ild 1/100 I ERNE
ERTWn5,

(5) BEER () EHI ‘

A4 (HEESY, 13WR/ME, EHHKE 220kg) AV d-Z7 e mBRT
J—=NF FU U LAOHBIFAARYE (d-7 e X7/ — & LT 500,
1,000 pg/EH) ABRASEME i, B (5 0.5, 24, 48, 72, 96, 120, 168,
240 BFHR) (T fik., FEER. B, AR, BB, RS OZBIC OV THRE
EhTwna,

MHREREICE VT, WRDEREITEHBLTROEL > LB, ZOMOT
i Tk, B 5 24 BRI B LB REER (ML : 0.03 ng/mL, % off : 0.50 ng/g)
Rl & e o7, HEEATIIEES 72 KEE&IC 1.25~7.13 nglg & 72 '0 120 BF
BB ICHRHBRRE E 2 -7,

(6) RERER (K) (3R9)

WH Bl CREEMIK, i, 2~3 /M) 2z dl-s s nis ) — L
U AOMEHANES /e rRF ) —e LT 175, 350 pg/iE)
HERMNER X, BEFR (%5 0.5, 24, 48, 72, 96, 120, 168, 240 HFf]
%) e, KPS, B, SE. B, IR, ERESMLOBEHIC OV THRE
XT3,

MR EGEEE b, Mk, P, HHEMALAOHE TIHRE 24 % LIER
HIRA (0.5 nglg) RWi&Rodz, Mk, SRE, EFIALIZOW TR, #Ehic
B ESNES, ThEh 120 %, 72 FEH. 120 MEZCHREER (@
i : 0.025 ng/mL, ZDO1fh 0.5 ng/g) KL o7z,

(7) REER (A1) (R 10)

RANAE A FEWILE GEER, 6 /) 2RAVCdl-Z7 e nxs7/—n
FRU Y AOHEBEIHANKE (d-7o7wxs ) — e LT 500, 1,000 ug/
W) REBEINhFZ, 2 BET > RERME2TL L 2 REL (8, B5%
0~05 R OF0.5~12 Bl oo $L, ¥ 5% 0~5 RO 5~17 Rl 3L, &% 0~9 K&
T O~21 B OHEE 2HEEDR) L, AT REIZ VW THRF I,

HRITRIORTLEBY THD, 500 pg/HEBESHO 1 BB CHERLEALT
hdickRBEnhzy, 2EBIZERLZILTIRERES®% 0.56~12 REMIZERR
L= 1AL T THRHEEAR (0.025 ng/mL) K& 2oz, 1,000 ug/fH
BEBICBT AL PESEE (F80.109 ng/mL) X, 1 HECERLAZI
DFEE 0~5 BFMOLIZE DR TWEH, 2 BHERLEZLTIE, wih
HRHRBR (0.025 ng/mL) KL R-7, (& 3)

10



%38 dAlZRFRRT)—AF Y T AREHOEHLA FEE (ng/mL)

n=2 . :
EBEH5EE 1 BICERL =5 (BFE) 2EEICER U3 (KFR)
(ng/@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 BEIIBRHB A AR, 181X 0.032 ng/mL Th -7z,

2. 2EBEHER (2K 11~13)

ICRZVARVPSDZ Ty FEHWTdl-Zr 7w AT ) —AF ) UL
4580, BT, RN VWIZTTANEESEICL 32 8EEHEARS ENRE
ENntz, TNENOEYHE, BEEREBICKBITDS Do i TRDOEBY TH B,
(% 4)

#4 dl-vuruRF)—iF b 7AD LDs

EaEZET Tt N i LDso (mgike &)
HE i3
® b 1,685 1,310
7R ICR BT 569 391
R A 565 628
BN 616 824
7o b SD & AR 165 174
AW 147 162

LDso ZEMREIZ L D ZRH B, vV RiCHk~T v M DRSNS & WA
o, MEMOEZELWNLO T o, —BERTIEZ, =TV X,
Ty FOEEERBICHKAL T, EiF, BKEH D VDITEEED T, FEREE,
THAENRBOONRE, EFEHOIBETRTIX, VX, Ty MEBICHE
EMNARO LI,

3. EaAMEMERR
(1) 3y FHEREREER (Sy b)) (2R 13)

Wistar & (Alderly Park 1) F v b (MEHES 10 L/#E) 2B\ T dl-Z7 o
Tu AT/ —F MU AD94~105 A EEHE O E (0, 1, 10, 50, 150
ug/kg RE/H) RBAFEEE iz,

S®RGFHEO—AIRE, BRZAKRE, BX AT, LWERCLRE. METH,
MEAELERN R ORTR, BEEBCBNCdl- 27w RA7/—1F U
ABREIZERETHEZEZLNDIELIIBO ooz, WEMBRENEL

11



& LT 150 puglkg /P % 58 0O 10 T 4 T 55 A8 A o 22 Ja i ik 23 38
bht, TOMICREECERTEELLNAELEIBD ORI,
ARBRIIBT Ay e mwAT /) —nF R ‘7A® NOAEL % 50 pg/kg ik
E/IHThIEEZENE,

(%) 4HEHMNEIMHEERR (Sy bk, KT (2R 13)

Wistar & (AlderlyPark [) F v kb (M, 10 S/ ER) 2AVTdl-7 =
TRAT /) —NF VT LAD 14 ABETHRES (0, 5, 12.5, 25, 100 pg/kg
fhE, 1A 2EERE) RBAERI N,

ARBRHMTEESBRERHO —REBEZEFTHo 7, 100 ngkg A ERESFHD
ﬁii%ﬂu%iﬁcﬁﬁﬁﬂ%ﬂ:tt&bfﬁr@&;%aybiﬁ%‘:&cﬁﬁmpto M 1% 52 /Y & TRl
BECEMNRE CIIEYTFHICFELRERF DO b, REKRETIX
100 png/kg REHE SEHOMIBOLERWEMMBED bk IFE. B BW
BFeLdEERINTNAS), HEMESFHRETIX 100 ug/kg S E 58
THEEEAXERIRED R, 2B, BESHOIWRICBW THKMIIDOERR
R EEENICED b,

(&%) 1-AMEANESEME (Sy k. BETF) (28 13)

Wistar % (Alderly Park 1) F o b (#EHES 10 L/ 2HAVWT Ao =
7uz7/~w+vaA@294oa%&T&@(o 12.5. 25. 50 ug/kg
thE/B) RBRREREINE,

R, MIEFTR IR BICRET S & B 2 5N ALY b RS- I,

 FEARENRE TR, BERIIBOLCEFENROEEERNED bk,

(%) 1-AHESERESEER (Sy b, AR (38 14)

SD %7 v b (MM 10 I5/8) 2AnwWCdl-z a7 X7/ —Fr b Th
@ 31 HEfFWW&E S (0. 0.08, 0.4, 2, 10, 50 mg/kg BE/H) HERAEH
i,

FTHIX 0.4 mg/kg RE/OREHE (B), 2 mp/kg (FE/H RS (M),
50 meg/kg R E/H 58 (HEHE) BWTRD O, —IERORFLELT
2mgkg RE/B LA EREMICHET, B, TH, BAURBTMOD 5 oL, RE,
HE, REROBEREBMEEEINE, 0.4 mgkg (FE/A L B85 Tl
EHICHBHBENZEER MG, BEEOEDY, RLEKE, ~~r2 U v
ME, ~ES e R, M/MEER, ARERPOBERD L LB, B
TOBENKRMBROBER., ITE, RO &EhouE, alFRRKEO R
K., BFEMROIBEILE BN, BEBMEOEREORAEMARENEALINR
H oz, 0.08 me/kg (FE/H# SFETIX, 0.4 mg/kg (AFE/B LA K58 & (A

P FEIERELILERLVD (BTREL),

12



HoORIE, ERETRBOBMEOELISERESH D VTED TOEHRD
nNEEGThok,

(2) 3yAHESMLEEEER (T—Etvy ) (2R 13)

Cow—%ky b (Hryv—FEy b, MELI@EE FHNTd 2T
AT —nF R U T AD 92~96 Hl%‘i%ﬁfﬁﬂﬁmﬁff (0, 10, 50, 150 pg/kg &
E/H) BBEAEBIN,

~%ﬁ%ﬁ%fﬂ1wpwg¢§m&5ﬁT¢E%M+mbﬁm a0 RO

TEREREER N7, BEEN, Mg, mikAEESe R R R T
2EREHIIBWTAl-Z e 72 AT /) —AF M) UABEBEIZERT S EE 25
NAERERD LR TR, BHRESE T, 150 peke FE/BEEBONT
BOMMERICBECERT 5L EXONETERMP ARBOBRE, HE
HMBRFERRT R i, 150 png/kg FE/BEEREHO 1 I ELEBROLIRIERE &
MuERAENRTED bk, ARBRIZE T 5 NOAEL i 50 pg/kg AE/H Th s L
Zzobni,

(&) 4 AMEBEAHEZFERE (FT—EEy . BETF) (28 13)

v —Fy b (MHES48EEE) 2RAVCdAl 7 el e R T ) —F I oL
D 14 BRI T#HS (0. 25, 50, 100 ng/kg AE/H) RBPERMI iz,
RGO -MFRE, LEFEH, LEECEMTRARCRFRCEVLT dl-
I RAF )= M) UARSIIRETAILEEZIONDIELIIBDEN
Mo fz, RERSEAET A CIX, 50 pg/kg FE/H U S TREKFNCL
gt EE O, £OEBE kﬁé&%@ﬁ%&@ﬁﬁﬁﬁ%él%uﬂg'
EE/AL RSB CRHREOHBEEOHINNED bivi,

4. EHERERHRR
(1) 2 HAKAERR (S F) (2K 16)
Wistar % (Alderly Park 1) v r2RAWEdl-Z2 270 x5F /) —/bF k
Vo Ao@liEn (0, 10, 15, 20, 40 pugkg AEH/H) #EITL D 2 #HRE
BRBICBT 2BUFTRIIUTOLE) Thotr, HBRHHEOBEIKROE
BCTEM L7, Foth Tk, HE (30 IL/#) CAECAT 11 8 R O 2 B4
EH, HE (60 ML/ (CATFRAT 4 BRI R ORRE - 5k - BAL#lichb- - TER
BH5 L, TR 13 BITHE AW RO LAFERK L RIUER 22 L. E‘O
ITEHARSM S WAL THE LER L, Ptk Tix, & (30 IE/EE) |
Wl G SET £ THE, M (60 PL/RE) 12 3 HEED S AZEL « 4R - ?*?Lﬂ,ﬂ
WhitoTHEHFELEL, 22 BRSBTS ETCFR ReMELBIEL
7‘_0 Fi A0 R ENT 17 Hl T Lk,
HE <k, 40 ug/kg AE/HIREGHO F 2 EEHMMEABD b,
HEY, RBRE, TRFCEBMERSOEZBIHR N2> T2, 20 pgl/kg
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EE/BL FREHED Follf & 40 pg/kg K E/ARE O F ETHEOB N & 4T
RHBOFEREMRNRD O,

R 13 HEOBE CIIEBRMERGEDOEEIIA O R o7,

W42 Tk, 20 ug/kg (FH/A LA LB BB O F IR & 40 pg/kg K&/ & 58
DFBIZBWTHET O HOEKERAEZIRE LR, W LB E T2
SHBHOEERIE LTz, TOMIZ, 20 pg/kg FE/B L EREFHED F R T
WHE 4 BETOEFRIETRARD bR, -

ARREBIZE TS NOAEL X Fo RO F1 B8, Fi RO F BB © 15 ng'kg
KEIEThHBEEZ DN,

(%) MEHRUVBILHBERR (Svy ) (BR17) ,

Wistar & (AlderlyPark T) T v b (26~31 L/ ; fERZMBRELEZD D)
EREVWEd-Z e a7 —AF Uy ADET (0, 0.03,0.1, 0.3, 1 ug/ke
FE/R) BECIA3RBICBVWTRDLNAEBHEFTRIZIUTOLEBY Tho
7o WBRMEOREILIEIR 15 B2 D HER 21 HETITY, BEHEREY
T AEEBIZ YW THRE L,

BEY T, FEENSEICERHERSOREBIIBDLENL R85, 0.3
ng/kg E/A LL B3 SR CITIR AR A3 B ZHEMEL. 1 ug/kg FE/B KRG
TIX 30 B 13 LIz RENR A L, BERKSARICEML =,

HA IR I, 0.3 pg/kg RE/B U LREHTHEO B OAERAEIZKL .
WHE 4B ETOEFERERNMET L,

(2) REBERE (SyF) (3815

Wistar % (Alderly Park 1) F v b (. 37~53 IL/HE) #H iz dl-2 o
FRAT ) —AF YT AOKD (0. 10, 25. 50, 100 ug/kg (KE/B) B 5
E2RRBRICBOWTROONAEFEERTRIIUTO LB ThHholo, BRYE
DEEIITE6 A6 15 A THVE 20 Hi@R LT, BHBROKIE

R B O WTRE L,

BB Tik. 50 pg/kg RIE/A ut&ﬁﬁﬁw&‘ﬁfﬂgﬂjm%fﬁ%@ﬁ{%#
oY% 4PN mo%mgﬁﬁmﬁﬁﬁfﬁﬁ%+mgzm&ﬁﬁ ﬁmot°¢
EHNE, FEEERCHRIIRICEBES LI EEIRD N1,

BT, EBRYHERSCREETS L5 A Bnéﬁmﬁi DN,

AREBRIZIB 1T D NOAEL 138814 ¢ 25 ug/kg FE/A . BF 2T 100 pg/kg &
EIAThHdLEzbNRE, BEBERREDOLRI >, ‘

(%) ERBERR (Svy M) (5] 18) '

Wistar % (Alderly Park 1) 7 v kb (20~24 [L/F) 2k dl-Z 2o
AT )= Y DAOET (0, 0.1, 0.3 pg/kg {K&E/A, 1 8 2 EZ45E)
BSIZI2ABRIZBOTRDOILONEBERNRIZIETOLERBY Tho, R
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- MHEOES, EIR6 HA 5 15 RETITY., BRSRE 21 A (L) %
TREMEHE L TRE Lz,

BEY R CRBD I ERIE R & D REERD bhho
BHFBHEITB D D iah o1, |

Wistar 7 v b2 AWE dl-Zu7u x5/ —AF M DADK FEE (1
A 2 EZE) KL 2RRECBVWTROONCEEFTRIIUTO LB TH
Slm, WBRhEOBET, K 6~10 A (0. 0.1~80 pg/kg fKE/H. 10~38
PC/EE) . WEHR 10~14 H (0, 0.3~3 pglkg KE/E ., 21~26 PL/BE) E /21340 0E
14~18 A (0. 0.1~3 pg/kg F&E/H . 20~27 PL/#) (T, EFR 20 Bizw £
HRALTHREZHREL,

ﬂ%s105@&@fm\mg@ﬁﬁmyiﬁﬁﬁﬁﬁ%$ﬁ%b<ﬁT
Lizdd, BIRCEHERYERGOREIL bhihoT,

4L4% 10~14 B OFE Tk, 3 ng/kg FE/AEREH TR OF LW
BRO b, Lugkg FEHBESHTEEEEFLLALOEENFEIZE -
Fro EIR 14~18 H D5 CTiX, 1 pg/kg RE/A A EFR G5 CTREO O TR
BEELIBELZ, KEOCBRMBHAZER O, FORERKHIZEITS
BECHERETHRRENED SN,

WINOR SRV THESEREIRD bl o7z,

(B%E) ERABERR (Y9X) (3K 19) |

Za—V—F v FRUA MEVYXE (Hf, 13 E/AE) FHAVWE -2 e rn
RFJ)—nF )T LAOET (0, 0.025. 0.075. 0.25 pg/kg AE/A, 1 H 2
MiZ4%]) #ECLARRICBVTEDONEEEFTRIZIUTOLERBY Th
S, WRMEORSIIME6 Bxnb 18 B £ CfTV., 4 29 AiEKR LT
MR BRI T 2 BB >0 TR LE,

BEI T, 0.25 pg/kg FE/BREBED 13 % 5 ICTHERBD DI,

AR TIL. WRMERSORBIRD bR oI,
HHEBIEXED Do,

(%) d-/n7ORF/— L ZRAVLESFBERER (D9F) (3R 20)

FARBEYYX (M, 10~12 U/E) 2RV dserwXxX7 ) =L Ol
H#gn (0. 0.1, 0.5, 2.5 uglkg BE/H) BRECLIIRBIEBNTEDBN
BT R TO®Y Th o, EBRPEOREIT, k6 AXb 18 HE
TITW, IR 28 RIS EDNBA L,

BEHICETIZRBD NN 25 ng B EFHED §ILICEHMATRD &
n, T0560 T EAKELL, FECEHRCRSOREIALDN RN
7,

RIROFXTHE, B LUCFEICEHBRBEKREOZBIROLR T, SR,
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MBS L OBEBREEICEWVL T 0 REE|IZEE

uglkg FE/H CHERILEORBE RO EH B A LN,
ARBRIZ BT B NOAEL BB OB T 0.5 ug/kg AE/H ThH 5 &
B, BEBEZED DRk,

IR ol, 2.5

5. RIzEERR (21 21)
EEE®HICETAEED n vitrok R in VIVO%%GDF%%/R% FLDim,

in vitro 2%

%5
RER %8 #5 &8 fa R
REFEFTHER [HEE FREMLY %K [ 1, 2, 5. 10 pg/mL et v
(—89 ; 47.5h)
(GeffR : £ MNNG*;47.5h)
1) : x#B (+MNNG) TOHh, FRABGEROX v v 7RO LA 2 OBGHHEM, 70T a7

=B EHRPHE (+MNNG) TREZEME CHE AR ZELEIRD

BALIRY,

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

#z 6 invivo AR .
ety Xt &2 BE5E _ e
R ERERR < U A EEH R 1, 3. 5mglkg {KE/Q | B2
' (BALB/c AnNCR) | (x#BE . =MNNG)
HEHANW

2) : S (+MNNG) TOH, EEEMEE SRS MEES RN, EEEREOBES I
BB (—~MNNG) &REHRW, '

(&) d-r070RF/—ILEZEAVWV-EEEBERR (& 22)
d-7uauxsy ) —LOBEENICETAERED in vitro 2 T in vivo RER

DIERERT, 8icE LD,
7 in vitro B
R ER ESE BE5 & S
Ames FER Salmonella typhimurium | 313~5,000 pg/plate(@S9) e o
TA1535, TA1537, TA9S8,
TA100, TA102
YRS [EEL MY L SER 23.2~4,990 pg/mlL Bk 0
(-S9 ; 2hr+22hr)
23.2~4,990 pg/mL g 9
(+89 ; 3hr+21hr) (2320pg/mL)

16




3) plate incorporation. pre-incubation ® %N -Eh % EH, Pre- mchubatmn DEEERET
EFHEERED BN,

4) 4,990pg/mL TR EEERED b,
5) 4,990pg/mL TIIMREBHENTB D b fe,

# 8 In vivoRER

AR B 5 BE5E i

NMERE v 7 A R AR 10, 20. 40mg/kg & E/H R ©
‘ B4 5] B e 7

6) HBEBTRLEMERMMRITVT ERBFRMIREEO EABRBD G

ol dl-Zuer AT J—NZoWTCIE in vitro B O} in vivo D %L
BEREARBR CRIETh T, £, I HEO—DTHB A I/ T RF )
—WAZDWTIL, in vitro ® Ames BB, BEE MU K2V ERAEKR
HHEAE O in vivo D/NERBRNITHL, n vitro DA E R AR T &
EINDIHAFPBDLAER, FHcH L TCHEEORDONIHAESE TREBX
nNEFoEEEZAVEIERRTEHRETHY, BLARELEZAS TEE
EoTRE, MBEEARIBEEHEIIRVDDOLEEZLRD EFMLTND, :

LEEY . dl-7e7ax7 /- VIEBESNTZESEERR L MTbhTw
ROMH, d-Z7 B RT ) —NIBTSBEGEERBORBRAEE LS, £
ik » THEB, MELRIBEEHEIRVbDOLEZLND,

6. Tt
(1) R2H¥BER () (B8 23, 24)

RILVARE A EMEY (BEE/EE) ZHVWCAl-7 e v XTF ) — LV 2HEEHEA
A (0, 0.5, 25, 50 mg/BH) K& L., BEIBEE, T, FEEK, O#HEEK B
BFEE M, AR ER, TH, B8k, BESWIZ LW ITRSERLERES 72 F
W% COBKBARSER L, £, BEMHOEE 72 FHEZICERE.
EHikEZEmB L, HEHOBEEZIT-

25 RS0 mg/BEE ERIZBWT, NADIE, BEMEESFR CHMEE K CSE
B, WHALRKTTsEMHEERSBDOORER, FOBRELERT—EBEDDL
DTHY, FOMIBEICERTAREIRD N oz, (B8R 23)

7Y =T UoERREES LBEHMEE) FRAVTA- e e X7 LV RUTR
R PGF2 o OHANKS (0, dl-7 222 A5 ) —JL: 0.5, 5mg/f, PGF2
o:30, 50mg/EH) ABMAEM S iz, | (BEFT, &5 1. 3. 24, 48,
72, 168 FFf#E) CMEFRBBSERE., BRIEENEE (LB T &5
BEBIINTWLD, _

15 7B (Na, K, Cl,- Ca, MY /B, Glu, BUN, TP, Alb. T.Bil,
AP, PARSEUVETI ) NS ATz —¥, 75=20FI /) 5 R7
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2T —F, AV I/ VEETE Pt —¥, JLTFURAREF—FE)
DOWTREIRERBR., 208 T, ZhbAFA—¥—0 1 DL LR
BLXZOEFHBAOLEEZEITRELSVWTRWVWS OO, WThb AR
CHREGEICHBEOH 2 ELIIBOLNRP-T, (R 24)

(2) R2EBER (B) (&8 25, 26)

MERR (1 BH/BE, 6~7 A, KE 92~103 kg) 2AWVWTdl- /7 2w A5/ —
A NU A BEEBGREPN (0.175. 0.525. 0.875 mg/dE : HHE~5 &
#EL, EREELOF Ao ATy BEHELE (FE1EEER), 1w
A#iz PMS Iz L2 EAMRAFALEZIT, PMS&# 15 A#IC dl-7 nrn
AT ) —F bY U AEEERMHAN (0525, 0.875, 1.75 mg/8H : 3 fE&~10
=B) 5L, 178, EROWKE, REAH, MR, KA, od 7o iR
FTuLE, EFHBOBERERLE (2 BRAR),

BIEIEBR TR . WINOBRERTHLREICER T ZERIZD LR
Tro B 2EABRO 1.75 mg/EBEEH TR, BFREORKERBOLNE, mHF T
RFATE U ERE 1BRBROSKREH L E 2 FIRBMO 0.525mg/IHR 58T
BEMEIVIRETHY, LI5mgHEEHOR CHZICET L, E2RAD
0.526mg/BAREGEHIITFEHRELR . AHBORERLLEZXI LN, 0.875
mg/MERSHTEREICLZIREBIRD N>, (B8 25)

MR (ARG EMR 32 HH, HIREARERK 39 58, JEERABEK 48, KE
127~220kg) AW CAl-Z 2 A7/ —AEfHEAN (0.525, 0.7, 0.875,
1.4, 1.75, 2.8, 3.5, 5.6, 11.2, 16.8, 22.4, 28 mg/¥fA : 3 FE~160 &)
BaE U, ATE), HEGE. BERMEEE. HEEF. B, IRE. BREK, ROS%K
EHER~DEBEBE L, :
FEARERIIERICET 55 DO T, 1.75 mg/fELL R 5B I R AR
b, ZOENMRSHETR THELEZDRWTEN OEMAED LRI,
FEALIX ITEFRUAIERLTWS, (K 26)

7. TOHOME (BB 27~30)

TRV VRT IR N VBENOHMOEBTER I N D LML
MEWE T, He REEEOCAHNEEEREET I -HOLAEMTHY, A~JD
EHIZSTTON, ELRMEOZEREGOHT 1~3 /I TS,
PGF2a X7 uR& 75 Prn—fEc ME LS, MBI, BEEHILLE,
FHINKME., BEBT, AEIWHERE2F T Z 86N TEY, B b
HBoEEGHLELTHHHEIATWS, d-7 878 A7 /) —AiFd e BX
F )Nl 7 uTRRT ) —ADTE IRIWT PGF2a DEBIERET
» B,

ERTIX PGF2a., dI-Z7 e 7 uRx5 /=LA Rkt d-Z7ur A5 /) — LBt
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TIEBBHAERMLNE LTERESRLTWS, BED0 VY, 7H4HEOEAFIZE
NEMHE PGF2a RHEEL TR LEENTEY 0 EHBERAIL Z OFRKDOEH
DRBIVARICRBEIND, EHiIcHitlBO TR EXERINLTH
B EMb, 2R RAT ) —AR 5T EMEA Tit ADI #%ELo22%
MRL QR EIFZRETHD & LTS, FDA TiX ADI, MRL & 2B ELT
Wiy, JECFAIZRBITAREMER BRI TRV,

I. BRREEETHE

ERoBEY, dl-7uFarRT ) =AM OoOnTEHENAERBRIIEHRZINT
WA, EFICE > THE, MELsBEEEETIRVWEBZILND
b, BEEERPAMEME THSFEERENEZSIONSE, Fi,
ATBAEBERBROBEENDL, BEBERLZVWERDOEN D, BERRICE
WTBEDBNAEZREBRY e R 75 0P UERCL b LEEX LR,
Shic, BEFoMEE» o EHBESRAREINLTEY, £k, BHENICBY
DA c B A RS, #E5 1 HROGAZ S ETEREFESR TR EGHE 2 [H
BEBOLE ClE, pph A —F —TIZ L A CRIBARAREL 2D, b0z &
L, dl-yuuxy ) — RN EINERERDBLICBNT, B FAREE
BLTCdl-Z e rX7F ) —NVEREMICEBIG A WMEMEIEELRN D L
EZrzbh5, '

EEY, di-7 e A7 ) —REWICERINLB3BRYICENT, £&H
FELTCE POREIZEZEZ 52 DTHEERBERTELALDOEEZELLNDS,

10 WETR. T7oREFTFT V0 Fa 2830t EBEO v 757V 0BmbhT
BY, boRs0WOTTOME - P, METIZH DM (106~109% /g) JE< &
HLTWHEERTWD, (B 29)

19



<BIE 1 : REEEREE >

& F5 4R
Alb TFTATIw
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