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BV nts 8 o Bk EBRORERTHE TRy Ev sy (CAS No.
156963-66-5) 1Z-0W\TC, BIEIDERE VTR EREEIME2 = L,

M fE Lo SBRAst iy, BiiErmiEd (5 v ). WEWHErDES OkFR) . ik
o, KPEM, LERE. FRERR. 2MEEE (5 NROW Y R). Ak

(7 v PRUS R), BHEE (X)), BESEESAMEIS (5 R, BRAM

(voR), 2 R (T b)), BEHEE Gy NROTHR) . BESMERS
Th b,

RBHERP D, XUV BV nr R Ein L AEET. TICTEE OB RS Lh
7zo FEBAME, BRERRITHHT B, AR OERICB W CRE L 2 5 BES
TR Bl oTr, -

EHBCE LN EBROR/MEX, 5 v MRV 2 ERIBM TR A
PrESBRD 3.43 mglkg (KB/H CThole 2 E b b, ZHERILE LT, %2455 100
TERL 72 0.034 mg/kg fRE/H % — HBEGEFAE (ADD) L@ ELT,
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fog Ry roy
¥4 : benzobicyclon

. b4
IUPAC _
4 1 8-2-7 B4 AVANRUY A )0 T = SAF ALY a([3.2.1]4 7 &
-2 L4
5 © 3-(2-chloro-4-mesylbenzoyl)-2-phenylthiobicyclo[3.2.1]oct
-2-en-4-one

CAS (No.156963-66-5)
fMSSB9ﬂn4U?W%NT~WVVV4»yH7IFW%ﬂt/7m
[3.2.1)47 Z-3-=-2-74
WA @ 3-[2- chloro -4- (methylsulfonyl)benzoyl] 4-(phenylthio)bicyclo
[3.2.1]oct-3-en-2-one

. FK 5. HF=
Ce2H19C104S: _ 446,97
26
1
O"_
. BHRORE

RVEVIR VR BT A T o— R RN FTF v I 1992 4EIC SRR L.
ARHE LCRRE LY 7 0ty 4 VBB EFSRERTH D | A 3R
TAHRDRE AT, EHBEL. b oF ) 4 FESROREIZ/ES 2 un 7 4
NVEORPIZEY BiE, fERE SR SN EEZLNTNS

FESME T 2006 £EIC ﬁ@fr%%ﬁémfk D, HATII 2001 £ BEERE
ENTWA, £l . RYT 4 7 U2 MBS EEREAREI LTS



O Z2#IcRIB2BOBE , ‘
B (2007 4F) ZHI, BIECBT 2 B AR S MR AR L, (BE2)

FRGEMRR L 1~4) 1T, oY Evr7mrobeerud 5o mo 2 &
LA NDORFEZE UC TEZLZ D (bic UGy By rry) BUWL VA0
FHEONEVROKFEE UC TEBLE LD (ben-UCIRL B 7 1Y) %
WUER SNz, £, KRFEIHRRMA.Q))CiE. Sy B oLy atr5y
BRD 2 BTN 4 (DR 1UC TEB L H D ([bic-4C)45W B) BRUML VA L
PO RORHEE 14C TEH L L O ([ben-1C) 54 B) % v Tl
ST, BUHREIREE R OMREHBIR B IR 2T 0 2SI Y s 7 n ol
B Ul RE/amEHR CREESEIRIINE L RO 2 ISRERTNS,

1. B RNERRER
(1) MmIEDPREHER | :
Wistar 7 > b (—BEHERER 5 L) i [bic-4ClRV Y BV 7 nr R IEAE (10 -
mg/kg K&) EIEBHAE (500 mg/kg AE) THEROBE S 2 WHEART
7 BRI ORE L, Mg ERBI oW CRE S,
M IE PR RER R IR LITRENTW D, BB EENR 58 CliR S 6
M, BAERER SR CEES 3~6 W%, EHRRKEREMNETIZRY 3~4
EFMRICREIEE (Coa) WELER, BEEZRLE, (B8R 2)

&1 MIERRAEEREER

BB

BRE - HFA EmHE - EE BRE - R

ezl HE i i3 43 1 B
Tmax (FFH) 6 6 3 6 3 4
Cmax (pglg) 0.42 0.68 9.0 5.5 0.25 5.8
Tz (FRERED) 31.9 53.7 31.7 42.6 52.7 56.9

(2) it

Wistar 7 v b (—BEHERER: 5 I8) (2 [bic-14C)_> Y/ B 7 & =i [ben-14C)
Ry eV ur e RHRERIE AR CHERDES L, JaBRAEf S h
7

EHERE T, 5% 96 R LIRS HUHEE (TAR) @ 94.8~99.9% 734k
MEn, FEHEEREEITIEFRTTHLY . BT 91.0~96.1%TAR ., M T
92.4~95.5%TAR et =, RPE~OHeilbid T 2.1~2.8%TAR, M T
1.7~2.1%TAR 238kt X7, e o MErE R OBl X A ZERFRD b
T,



MHABH CTLEARBR LAKREAAR R, B5% 96 BREILLNIC
95.6~99.9%TAR Bkl s i, TEHBRBIE P HY | T
96.4~96.9%TAR. M T 95.0~99.3%TAR 235kl &7, BRI~ DR R 3R &
BELY BIR<, BET 0.5~0.7%TAR, HT 0.6%TAR 23 =417, Bz
MERE R DRI & 2 5503380 bR b o Tz, (B 2)

(3) REHHEt ‘ ,

BES =2l —va VB LT Wistar 7 b (—BEEHES 3 IT) 12 [bie-14C]
RSV o B ERAREE TG R, [ben-UClRV Y EL 2 oy R EART
HERRA#RE U, AP RBR S £ S hv iz,

LA BRAIS T 5 B 544 48 T E TOMM H~DHRILIEHET 7.5~11.6%TAR,
HET 6.2~14.2%TAR. REF~OYEIITHET 2.4~4.1%TAR, HET 2.7~9.8%TAR,
EP~OHHIIIRET 74.3~8L.5%TAR, MiT 78.4~80.7%TAR Th o7, MR
CHERRNIB I & 255135 b ho i,

AR TIT 93.9~111%TAR BRI S, #EP TOHMRMEARRL YV &

LK BRBERBRLNE, %54 48 KR E TOREY R ~OHEITET 1.8%TAR.
MET 1.6%TAR, R ~DPE T 0.8%TAR, HET 1.0%TAR, FHH~DHE
(3HET 90.1%TAR, T 106%TAR T o 7=, MEHER DREERATEIC & 5351358
bnRbot, (BR2) -+

(4) AR

Wistar 7 v b (—#HHES 3~9 D) iZ[bic-4ClR V' vy s u 2 ERES
TiEmARTHEROKRS HHWIIEARE TRERDRS ., ben- UGl VY
7oy EHBERERORE L, ES - SN (@5 6 %o 2EH) o
BRI AR E S iz,

ds - RN OBRBHRAERE X, WIhORSEHETHLFRUB TEL. 13E
A E DB DT Trax 58 (BIE : 5 6 B4, KiE : 85 3~4 B
%) BEbEok (bic-UCHEAE : 0.0177~92.6 ng/g. EHE : 0.312 #iE
~7,670 pglg, KEHRE 1 0.0268~191 ug/g. [ben-BCHEAE : 0.0148 5ki5~96.2
nglg) . MEARBIRE IXE DH, BT L, [bic-4Cl_y Y B 7 v i
WeRBOFIZBIT S T iHEAERET 76.2~85.0 Kifll, mAER T 45.7~66.6
IRFTE] AR 3 5-8E T 1831~150 B T2 384 B Tup 13K B8 T 93.8~106 ML,
Fi B T 67.4~68.8 I, KGR T 88.1~108 B T, WTFh i TH
BMAEROIPEL BN THo T, (BH2)

(5) KE¥YRBRE - &S .
[bic-MCIR Y B Y2 1 uE fo i [ben-MC) Ry Y B VY vy 2 KB CH T
RS L Wistar 7w b (—8EEE 5 JT) 051 48 B TOE K VIR,
. .



(1

. HEEPE

[bic-4C] <> Y B 2 1 v B ben-MC <2 Y B L2 m & B B
[1.@I TR LN Wistar T~ b DR L1 48 B E TOER IR, [bic- 140~
BV T v KD ben-UCI Ry E Y 2 v F BV T IR R B [1.(4)] TH
bz Wistar 7 v b O 574 48 H#Fa'ﬁi’cmﬂﬂ;”r%ﬁﬁmf R FE - EES
RN EE SN,

ARG INTT v NOEFLLED BB OKREMNIBLemTHY .
{EH &M T 66.8~7T8.4%TAR, & HAEEET 68.9~85.6%TAR W shi-, o
Wi B.DF RO GERRESNERANTR LD ET 1L.5%TAR £ CTho 7o,
kG Sl 7y FOEF» LITRICAIBE ST, BROE5 sh
77y FOEPPORD NS HIT. RENO L OB I N L Z 2
ni, '

ERREESNIZT v FORBPHLEBEEWIERL Shizsotk, REimE L
TB, F. G AV IESHREENEZPOTNLLMETH -7 (0.5%TAR LLTF),
FIRBEENET y PORFLALBITERE YL LT I BHEILE

(5.4%TAR), fthOHPIL 2%TAR K Th o7,

At R ERERALE TOmVIERD bk o7, EERBMTHE B

1% 0.1~3.1%TAR @O biviz, ik F RO G SRR Enzn, KEod
1.0%TAR R TH -7,

RV OFERRGEREBIETF A7 2=V EOMKSRIZLS B @

ER, B OKBEDT I/ £LOBBRRGIY v ORI LS FEOD ©

R BT ud s T RS E R A NVERRORBIC L AT DEKRTH ST,
(BHE 2)

FAER

ﬂll

) IKFE

i (S BAR) K[bicUClRy Y By 7 m i ben-UC Ny Y B LY
2% ENEHN 300 g aitha OREHET FIEAGCALE L, AR BN
A IRER DS E i S hi-, |

M (L 119 B %) OB BIT 2B HRSHERE IE 2ITR IR TV

HRKLE L=_y S B8 7 b v iR 42 B LR O BB HRIR R IR X
iz, BUL AT I TR EE (TRR) @ 0.7~0.9% (0.0044~0.0045 mg/kg)
RSN, b b RUOZKNOIIMIE SR 2T, o0 7 I VEHUE (F)
Ry ) —NT IBERE (B) RECR# S, EER@HE LTFREEK
Ui 55 b 2N ENREEHATEE (TRR) @ 4.4% (4.37~4.43%) (0.022~0.028
mg/kg) KT 3.1~3.8%TRR (0.011~0.017 mg/kg) . E (FEIEH D) # 4.0%TRR
LUF. B LO%TRR T TR bz, LKPORBBHIEREL TAR, ¥
VR R OBREBSCEE L, R 7 — i3 b s EEB L TR, X

KA o HPLC 4347 CRBIME 2B ©— 2 i3 Sh 3. R MR

9



IR o7, S BT, BNAKSHRAER L7-fhb b OfHIE, bt I AR
e UTHFEL TV (7.2%TRR : 0.036 mg/kg) .

BREIZEBWTIE, b LHICT I VBIRAR UMD T LR OB E A iRk s
WSTRE LTz, T b OMEREITEARTR AR UAELL L TV, 0
ffl, TP TER L LHE SIS [ BSFICRIL S CEIERIZ BT L, BHad
e B 3 EHOBHEAIIICER S TRE L Z2 bz, UL, =
N DOEEPREHY O ZKA~DOBITIZED TR LD Thotz, (B 2)

2 E@RA WE19B8%) O|REICHTEHRBHMETEERE (mg/ke)

A R [bic-UC] Y EY 711 | [ben-UCIRL YV B Y my
fEi & : 0.29 0.55
Gis 0.35 0.39
L7/ S 0.04 0.04
R 0.13 0.13
(2) fEsE

ft (ShTE © BARKE) O [bic-4C)<> Y B 7 2% 300 g aitha O
BECHACRIBIZ Le Ry b OETEACER L., fRhEs IC BT AP EGSER
ANESY S Wy el , |

FE T AR & 7 [bie- UG v Y B 2w R LRI S HFEPH
HAEDFIA I 1 Af&IC 1.9%TAR, 5 A1 2.8%TAR 12 L= %R Lz,
RAFRFBEDEI AT 1 B2 0.3%TAR RS h =k, 7T HERET—%Th
272, 14 B#&IZ 1L.5%TAR (2N L7z, HERKH OHBABEOEIE XA 30 4
% T 68.3%TAR Th-o=DIexf L, 1 HE T 15.2%TAR L Z LA L,
14 B TIX 0.4%TAR Th o /=, TEFR ORISR EEOERIE I3 BE AT HEROR

Vi TTHEN U 40T 30 437 Tt 80.8%TAR TH 7= DA, 1 H# T 74.6%TAR.
3 BE T 92.5%TAR, ZiLLIEIT 90%TAR /i Th o1z, ‘

AUV E Y7 a KRS P CABLE S (30 %) TRV TEERRUIR

C BB, B, HEAKOWThOREFE»S bR &R (89.6~96.8%TRR) . I
FIORER & & b2 B RZHORMBIEABM LI S, £IER, THEEOCH
HE K DRABHERGEICIE BAEEN, TETIREBICH 282 &

- ahil, (BR2)

3. LTiEDEGHE
(1) IFSARKTIE B e .
[bic-H4C] > ¥ 7 u ¥l ik [ben-UC] Ly Y BTy oy FNENNEE
+ (&E) ZELHZVE 0.3 mgkg DRETUIEL, 25+ 1CICBIT A FEM
Tk - A R i STz,

10



HRGAET OB U b AL 2 I OBEZ R L, RBRGRLED
HEE R R O 90% AR IZ T8 18 H ROV 120 H & S e,
HIEZK & B8 U 7R3 b A, ALERE 4% Ol R 457 LCuh i 28,
BUCEY ORI L3RR T AR U2 B MR 4 23 I K i i et L 7=, Bl
KHDOBEMEREY O L~V E 28 H#%C 5.5%TAR, 168 H#% T
8.9~10.2%TAR T - 7z, Fim/K 08 S - B MRS ®EWiBT%D
T DOMITHBRAKEEDOR WD, F RO I AR SE, T, CORE T
AL %@EF%égiumE%Tzﬁﬁ4wm31&otu
ABRREETII TS O B i 28 A#£IT 10~11%TAR (225812 H#N L. 84
AZICH 14%TAR (28 L7-18|C ?ﬁ&btow%MRMLWMéht\m%
iIBDOATH-Tz, Clk 84 HZIHN B%TARITELFDH%., HTHA L, E
& RAGREY) FSABUL X 56 A28 3%TAR 10T % & CIRIS AR Iz HIN
Ltﬁuﬁ&timw85&0ﬁ\M%i%h%hﬁPWMR&Uﬂ¥WMRT
BHolo, LiIZFBREIEI 2@ U T I%TAR R Th o7, Tz, CO» BAFITHA
L. TORMEIEERIL 168 HE T 2.6~6.4%TAR Tho71-,

HREIHAK LBIZ BT B0 B2 7 o OEBEASRRKIL. Ebam ok
GRIC XD BOENTHY  ZOMOTERRKE UTSEMbIc L5 C DARE.

7 22 NVFAROBYSIGICER T3 F, ERUID ~OEWMMBRED bl <
SANBREE L7 ud 2T UBHSOREC LV ERLE L ITEETH T,
(ZM 2)

(2) FRMLERERHR
[bic-14C]_V Y B 7 m i Eizit[ben-UCINU Y ¥y u vk, FRFRIEE
t GRkHAHE ) ¥ tb7 049 0.3 mgkg OREEE T L, 25+1°C. 4
AT T DR L T EM B A B & iz, :
ST O BT Ui LG O o R B < . HEE AT

550~560 B TdH o7z,

NV EV T a AR T TSI/ S s, WTTLOERE N L b
FRHASRE SNT, CO I E TRIBLENZ bD L EZ bk, MERKOR
BRI EITh DR CO £k E T 10~11%TAR Th -1, (B 2)

(3) LIBEHREFER ‘ ‘

RV EV 7 arOBRERRY 4 BEOEN TE (BaER T - dbyEE.
MR 7 A & B, BARs L R PREEEE Lm0 2RV TERS
iz,

EORER. RV o OKBRERPEWED, KO TORBIBRD
MR NETH T, E, BFZHAOVTRBRINEEZ AR L2, vy
12D HEADOEENFEONTHRETH Y, AHFCIIRE Sz Z biC

11



L0, TREEREIIHERTRETH S LU S, (BB 2)

4. KHERRER
(1) MK BRHE
FIEHDO VTR, pH4 (7 T UEERER) . pHT (U B
i) KO pH 9 (R VERRBENR) OFBEEIRICIT 2 INASMERER 2 26 < h
Yo
RV 7 ur0 25CIRBITS, pH 4, 7 B9 ORIEEIR T COHEEE
EHIL. £hEh 17.8, 16.5 KLU0 12.3 BRiE], 40°CIcBWCiE, Fh 24 5.82,
4.87 BN 3.25 . 60"(3&::18!:\'( i 1.41, 1.35 KT 0.69 BRI ThH o, o
VY u OGRRICENTEEMICAR L BREESRY L HESHE, (B
& 2)

(2)**#%%1&(&%*&05#*)

BB O S v v FREAEKEOBEAK (BifK : HER) 120.02
mg/L ORETEIRML, &/ ia—= b7 —27F 07 OEHE : 17.1 Wim2 [
TEE  290~400 nm], JEIRE : 144 W/m2 [HIZETEE : 290~800 nm]) # &k
9 BRI AR B Shuie, :

Ny ek, EREEROEFTRRIX G SfE L. 7 BRITHR
FRFL (0.001 mg/L) K & 7n o7, #EFREIIRFRKOKRBE X T 16.6 .
WERT AR X C 16 i, BAKOIGHRE K C 21.7 B, WEETRIX T 17.6 H#F'a'?l
Thote, HEALBRK, 5 VIIRMETX & BET R K CBBRE D21
EAEEEN T, BERKEFRBAKIZB T B S, REEg ML, H%ﬁ
R C 7 H141Z 0.012~0.013 mg/L. 14 H#iZ1X 0.014 mg/L & 727, iz
HARBHKD 3 B, I NHRBKD 3 HE @mﬁﬁﬁﬁfﬁméntmét
e (B 2) '

(3) 7Y B OKPASBHAR (EHEARTBERK
- [bic-4C)5r R B £ 721X [ben-14C] 55 B % WREHEENK (pH 5.5 ; HEERTEM
) BOBHAK (HmEK: HER) 30 mg/L OEETHENL, ¥/ a—
- hT—=7 T 7 OUEEE : 17.1 Wim2 [RIEEE : 290~400 nm], JEHRE : 144
Wim? [lE#E : 290~800 nm]) ZEHFER 3 2K K ofs BN =i s h i,
BETEP COWRERBELYIIN 76 A TH Y, BIXEELSHIRIC I 9T 52
ERM B LR o7, BITKBEET T e Bl 13 HRREDHEE THMEh
HEWEINT,
—J7. HAFR TOHEERDITH 3.6 HTH Y, EEHD & FRIC2E D%
SR E N T, KRB FOREAKIZIBT 5 BoOHEREEMIZ6 BRE LEEShE,
BT T b AEAP THOMEREIIEE L TR UV A B EY Y
12



Y B
7=, (B 2)

DR, XV Tk THE H ~OBEBRTHEEEL BN

5. TEBRESR

BRARLR - B3 (KRB ROVhH - §18-L (kIR 2V, Ry e rm
9 B, CRUD 2088kt & LisAKH (k) Rz 5 HEs

%ﬁ%(@W&UW“W)ﬁ%ﬁéﬂtoﬁm¥ﬁ@ii3_TéﬂTW5 5 i

Y CHUDIXERBRRE CHo, (B 2)

\

&3 THRBREHREE EEEEL)

HEE 2R
et BE i RV Iay | RSy
+ 4 fE B
) 285~300 | MRk LK - 1455 1 12~16 A 17~66 A
45 2R . : —
g ai/ha AR - HEEE 1A ‘1A
. BERF ALK - BRHE 1 12 A 70 A
HaNEEE | 0.3 mg/ke - -
TR - hEEE+ 6 A 11 H
KEBRBRT 5.7%7 07 b L < i 3.0%KF], 200 atER Gl 5 A5 |

6. 1ERPEE |

KigaE RV R E YT v RO B 2008 ke & L g
BRBEmESN, HRIZE 4 ITRENTEY., 2 TEERREREChH-7, (B]
2)

&4 FHRBHEBRAEE

e | B | wAR | E | pHr ol (mghkg)
EHiE | BHE | @aba) | (B) | (B) |pmnoXZ8¥ i B
_ EEE | THE | RS | Y
AKAB(ZA) 1 285FL g 92 <0.01 | <0.01 | <0.01 | <0.01
1998 4 1 99 <001 | <0.01 | <0.01 | <0.01
AR(ED D) 1 ogERL | 9 92 <0.05 | <0.05 | <0.05 | <0.05
1998 4 1 99 | <005 | <0.05 | <0.05 | <0.05
IRAE(EK) 1 3006 9 92 <0.01 | <0.01 | <0.01 | <0.01
1998 4 1 99 <0.01 | <0.01 | <0.01 | <0.01
KRR B) 1 3006 9 92 <0.05 | <0.05 | <0.05 | <0.05
1998 4 1 99 <0.05 | <0.05 | <0.05 | <0.05
- SRERFERITRMALE L L, FL: 7 o7 AL G Rl E R,
F ETOF— S PERBRAROL G OFHEL, EREFOFYIC<EM LTRBL,
7. —RREEHER

v VR Fa, BAEyY FROT v MRV REERBAER SN, BE
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BRSIZREINTWA, (B 2)

£5 —REBRSBNE
N BEE
- Bk MR fERE
KB O ThiptE N (mg/k &
me | PR B gy k) |(mghg )| FAROEE
% 0, 78.1,
— ek BB ICR 313. 1,250, EREREDCKT
B mwinmy | <oz | #7500 78l W og, 1n
7 : (FRm) '
B - Dk F= i 3 &;ﬁg) 2,000 - wEnL
% 0.0.005. 0.05,
Hartley _ 0.5, 5, 50, ACh R X 5-HT
g L S E ) 500 %0 00 i mE
=z . (in vitro)
ICR 0, 200, 1,000, -
PR E v 10 5,000 5,000 — Bl
' (&) _ ‘
HE 1 5 BE 0O C A
W A FROR 2 gk A
. BELE, HETiT
ﬁ Wistar 0. 1. DB o &
gAmabm& 5o h W 2 10, 100 10 100 5 B e i
= (FREE THEAR) B 2S8R bh
: oA, FPIRERRIC
ITEERE N
¥all
= 0. 200,
% 5 EEAE ;g; H5 | 1,000, 5,000 5,000 — A
% (F&n)
i ) 0. 200,
M| i ‘;"ita]f #:20 | 1,000, 5,000 | 5,000 - P L
R ' (Bn)
. 0. 200, 1,000,
%J@%ﬁgﬁﬂ gﬁf 8 5,000 5,000 — B L
2N . (;’@ l:[ )

MIEPITIT, BTy FORHEIEE AVERBRE TS v F OEREZROBRROL Y L M= & F 0,
ORI TIL CMC (INRF L AFLELE—R) BAWTERENE,

8. AEHNHE
_Ryyevrur, {5 B, D, E. F. HEUL Z AW Eis 5o £
&hic, WRIZFZO RV TILRENTWS, (BR2)

14




&6 SHSHAREESE (R

BE LDso (mg/kg 4 E) RN

P BifE T W JER

, SD J v k FERR OS2 L

&0 Bt 5 T >5,000 >5,000

. ICR <v & R B USET il 72 L

20 ek 5 [T >5,000 >5,000

. SDZ vk ‘ ERR U H L

1REz R 5 I - >2,000 >2.000

B T e R
HEHER- 5 PG >9.72 >2.72 eI L

&1 AUSUHAREREE (K3

ik | o e LDu gl K20 P
L B SEEH) OIE T 2 B 5
fnn 0| TREETEN | ssmo | oo WSEIENEE
7 Lo
fR#M D | 0 ﬁ;ﬁ; ZIE 55000 | >5000 |ERKOELHIEL
RUME | &R {wg;?{&g Z£ 25000 | 5000 |EREUTECHZL
HwamF | &0 fwg%g g; 55000 | 5000 |FERROFECHRL

MEERE LT, TEE

K H | & ICR<=v A 5,000 5,000 B M 1 F TR T A

S 5 [T Ronfkn, #5% 1 A8
IZiESe, FETHR L,
hEmkE LT, B 2 F
. ICR w7 = IS BEH R 5T A,
REHI | BD RS 5 L >5,000 >5,000 W5 9 Hiciik, i
F7 L,

9. IR - BEIT T RRER UK IEREERAR
A 7 B EFEME ™ 26 % PV 7o B2 R T SR A VIR 5B . Hartley £ /16
v b &7z Buehler 512 & 2 BUBRAEEFEBB ERE I N TR Y RITE TEME
Tholz, (BHE2)

0. HEHEENHER
(1) 90 BREStHEER (Tv b))
Fischer 7 v b (—flfERE% 1205) 2 HWRE (BE #: 0, 20, 100 &
8400 ppm. #f : 0. 100, 400, 2,000 %% 10,000 ppm) #5412 X % 90 HFHEE

15



SEEM AR EE S,

ERGIRTRD DB RIZER 8 LRSS Tn5, FEFEED b,
BRI L SHREREER~ORELAD bt hoiz, 2,000 ppm LA b #
E‘Lﬂ?ﬁlﬂiﬁfﬂﬁtﬁ 1754890 U7z 28, xTﬁTé%ﬁ%%E’JW{E# D BN L
LEMEFNICERODLIELEIIEZ bAadoT, i 2,000 ppm B LR L
ﬂﬂlﬁ@ﬁc*ﬁﬁ (ZEWT pH OIERT 2588 bz A8, B BT 2 Mgk ao sy
DRED DN T e b, EHENIEROL AL EI1TE 2 b ot,

AFBRIZR T, 400 ppm #2554 T RBC Il %, 10,000 ppm #r 5B
B RO R EHEMARD bl 2 Evh, EEEEEHET 100 ppm (5.73

mg/kg {AE/H) | HET 2,000 ppm (126 mg/kg KE/A) THhH EEz b, (B
e 2)

%8 00 AREARSMRR (S5v b)) CEDOALEHFE

5B i3 . i3
10,000 ppm - iR R Ot BRI
2,000 ppm 2,000 ppm LATEMETRANL
400 ppm - RBC. Hb, Ht &, MCH #in
- FLEHER A R LA
100 ppm EATF [100 ppm LA TFEMEFF R L

sk 1 400 ppm R EREHECRHEG, BHEEBIN, BRTSTHELTILE. RS TEL ML DFLEE
PN R O RATE PN EERLR FIAETERS . 100 ppm DAL 5840 CIRERIINMEED ST 308,
AR RAORENTH D a-2u-Glob WHEDPRER THHZ L b, BRI LIRS L,

(2) 90 BRBEZESHHEER (1 X)
B R (RS 4 IT) 2RV EARD (B 0. 20, 200 & -
02,000 mg/kg RE/H) #5iZL % 90 B I AMESZSMERBNERE S,
ARBICREWT, REREICEE LB RERD bhvieho iz, B
MRS © 2,000 mgkg KE/HTHB LEZ BN, (B 2)

1. EfSUEBRRURNAESR
(1) 1 FRIBHSHRR (1 R)
VSR (—EEMERER 4 PT) E AV SR E (FE 0. 10, 100 &
1,000 mg/kg (K8/H) &L D 1ERIBHESMERBRS E S iz,
ARRITBWT, REREICEE LSBT IR oo Toio s, BFE
RIS D 1,000 mgkg AE/AThD EE L b, (BHR2)

VRILEEOZ L RIEEE LD CITRUL).
16



(2) 2 FREBNSY/ EPAMHEEHER (S 1)

Wistar 7 v b (ERE—BEMEHESR 50 U0, BTERE MRS 35 C) & FV -5
fF (Ff HE: 0, 10, 20, 50 % T} 100 ppm, M : 0, 100, 1,000 & T 10,000 ppm)
BREIT L D 2 FERYBIETRME D AMOEERBR D B S h T, |

AFRBRIZIB T, 10,000 ppm BEFME TR pH OETF. T.Chol. TP, Glob
@i%bu FF#ExS B UL B EIMAERYD S, HE TR 512 BE Ui S B

T bRiInoTc Z Linh | EHEMEIIHET 100 ppm (3.43 mg/kg {zt:E/El)
lﬂﬁﬁ'( 1,000 ppm (42.2 mg/kg KE/R) THDHLEZ DI, FNAMEITS
Nigmnotl, (B8 2)

% : 100 ppm B 5EEHE TEMRME LR FiEEE (2-2u-Glob BIE) BROBATHWEH,
KRB Td B a2u-Glob ILEREE THS = & hb., ﬂﬁfﬁﬁiﬂ%@ﬂ Lz,

(3) 18 » BRI AMERR (THR) |

ICR < 7 & (—EEMEREAS 50 IC) % AV -840 (54 0. 300, 3,000 & TF 30,000
ppm) FEHIZE D 18 » ARIBRBAMRBRBEE S,

AMBRITIVN T, 30,000 ppm $5EEMERE T/ NEF L tiﬂﬂmﬂ@ﬂl’jjc&()\ﬂjﬁ#ﬁﬁ '
RO EEEMBRD bz Z &ind, EHEER MR & b 3,000 ppm (H# 373
mglkg KH/H | B - 473 mg/kg FE/R) THD &%Z_ biviz, R AT

Lo, (BB 2)

12. SRELESHSER
(1) 2HKAEEAR (v )
SD 7w b (—EEHERES 24 VL) % V2R (JFR 0, 100, 1,000 & T* 20,000
ppm) #HIZ LB 2 HARBEMEBRNER I NE,
ARBRITIBWT, BB TIX 20,000 ppm BE5HED P K U° FM&THH{:E@%
. RO AN EEA L O, KR &R B RO R Otk E R
W, FRMECH., BIBRUEEECHERERNARD b, £z, S
DOEFERE & BB R T A BRI RIIRD bhviahoa 2 b, EEETE
B OMEHEE H 1,000 ppm (P K : 63.6 mg/kg fRE/H . P ME: 72.1 mg/kg RE
/B, Fi i 73.3 mgkg RE/H. Filf : 77.5 mg/kg (RE/R) . VB OHERET
20,000 ppm (P # : 1,320 mg/kg K&/ A, P i : 1,470 mg/kg {K&E/A . Fikk .
1,530 mg/kg fFE/A . Filf : 1,640 mgkg (KE/H) THHEEZ2 DI, BHM
BRICHT AREBNRED bR NoTz, (BR2)

*  HEMDTIX 1,000 ppm B EREEHO P LU Fi i CRIEARBEE FEILESRD bhvTn
A, FBEERGLRTENNTH D a-2u-CGlob IEENERTH D Z Eh b, FHEFTRMHLERA LT,

17



(2) RESHEE (Sv )

SD 7o & (—BEME 25 PC) OIFER 6~15 BIziREEn (K4 : 0. 40, 200 &
U 1,000 mg/kg REE/H ., HE : 1% Tween80 KIAIK) 35 L TRASMHERE
EExhiz,

BB I, IR G BE U e BT RS0 bhie ot MR B
EITBWTC, 200 mgkg KE/ R SR THTREOBILREEH T 5 ERAEIM
L7eds, AERIRERBOT v NERTIXARICALNALDOTHY , HE5E
EDORFELENT L2 b, MEOEREZBERTIDOTHRVEEZ LN,

ARBICBWT, BEMEORKREL bIZ, WPhoREBICENTHHMNR
DD LNRP2T 2 G EHEERIIBEH A OREIR L b 1,000 mgkg FE
[HTHBEBZ N, BEABEERD Lo, (R 2)

(3) REZERR (UHF)

NZW U5 (—FEiE 18~21 C) OFEHE 6~18 BiZiaKIF D Bk : 0, 40,
200 B0 1,000 mg/kg IKE/H, B : 1% Tween80 /KIFIKR) |5 L TRAEFME
RBRDSEM S iz, o ‘

RE Til, BT & A WIXRZIEIES M2 SRR TR b 23, B
RITREEH D WVIIARENROOTHY , RERSIZEELZ LD TIENW L E
Zbhiz, F£7-, 1,000 mgkg RE/ AR GEECHER 3 FIRBH LY, B
WBWTH 1HRD b, B5ICBhE L —fRE, R R O E OB
<, BRBETRIZLEERRLNT, BEERT—FOfHTHLZ &0vb,
BLIC L DB LB 2 bRl IBIR DR - WIRE OV FRIEIC BV T,
200 mgkg FE/ARLHTARERTIEROBINBED by, AEEE
MR, FETFT—FORMBANTHY . BIEINHROBIIARMK TIIFLH
RIab0THDZ b, BECHEHELLZEETRRWEE X b,

ARBRITHWTC, BEWECIEREBIZ, WThOBRSEEIZBWTHHEFRR
DR SN T=Z e b, EEERIIEEMEROMEIET 1,000 mg/kg A/
HTHDEEZ O, BEPIEIRD behol, (M 2)

13. BEEEHAER

_yyvvray (BE) 2o THIEZ AV DNAEERER, BIRIGARE
BRBR, Ty A =— AL A5l iR E A Ok BRRR, v 7
A BRENR A A/ MERER. 3 B, D, E, F. H RO I AR 517
J W THIE 2 AW ER SRS RN TN PN B S iz, BREIE I &
P10 ARENTVWS, DNA EHERR, BREALRFZRITOTNLLEETH-
Fro F A = KNI RS — [ SR & F Vo e A B BRIV T
TR L OH H o B TIBMEATRY b e hs, = v 2 BREHRE H\ iz in
vivo /MERRICEWT, IRAFE E /NSEERERED LY RAaKEETHR

18



M THE L EEE L, AEIz L S TR H 2 BEZHTIRNED L E S
b, Y E A WERBR T, WP oRRIZRB LT bR Th o,

(1R 2)
I RSHEBREREE (R :
A X N WEHIRE - 5 E AR
In vitro Bacill I
DNA sy |2 s subtilis 20~1,000 pgli 1% (+/-59) ik

(H17, M45 #k)
Salmonella typhimurium
timmamn | (TA98. TAIL00,

. TA1535, TA1537 #k) 156~5,000 pg/plate (+/-59) =318
WER E. coli :

(WP2 uvrd #)

5~40 pg/mL (E#EE [-S9] 24
Frof = KINNRAF— P B OMRBHR MLk +S9p

Yuta R B . .
S Hﬁfﬁ”‘gﬁ*m 2.5~20 pg/mL (EHk [.S9] 48| P
W R MR EHE ML 3 6 B
[+39D '
in vivo ) 500~2,000 mg/kg K&
MERER ICR =7 X (HEEEARIR) : =1
e MG (6 R 5) i
) -89 : KBHEMLREE T ROSEEET
#£ 10 BEEERBRERNE (B
R E e paE-3 R R - 5B R
S. typhimurium
At B (TA98, TA100, ,
) RIRIMAERRE | TA1535, TAL537 ) |313~5,000 pg/plate (+/-S9) | Rtk
(1315P-070) I coli

(WP2P uvrAd %)
S. typhimurium
(TA98, TA100,

fSHAD | msenrmatsn | TA1535, TA1537 §) |318~5,000 pglplate (+-59) | [tk
(1315P-960) B coli
. coli
(WP2 uvrd #)
8. typhimurium
R E (TA98, TA100,
) MR RHBR | TA1535. TA1537 #) | 318~5,000 pgfplate (+/-89) | Rk
(1315P-0786) . ‘
E. colt
(WP2 uvrd #)
S. typhimurium
(TA98, TA100,
AL A D N
_ EIFZEIRIE AR | TA1535, TA1537 #F) | 156~5,000 pg/plate (+/-S9) | Rtk
(1315P-570) E coli
(WP2 uvrd #%)
= N PSR - S. typhimurium ]
=Ht) |F3 7 Zfl';_ L= i Py _ =
Rt H - |1 RRERRR (TA98. TA100. 156~5,000 ug/plate (+/-S9) | [ad:
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(1315P-683)

TA1535. TA1537 #)
E. coli
(WP2 uvrd #)

a1
(1315P-996)

TR Rk

5. typhimurium
(TA98., TA100,
TA1535, TA1537 &)

E. coli
(WP2 uvrA #£)

313~6,000 pgfplate (+/-S9)

iRy J
(1315P-962)

BB E RS

S, typhimurium
(TA98, TA100,
TA1535, TA1537 #)

E. coli

(WP2 uvrd #)°

156~5,000 pg/plate (+-89)

E) -89 : REEELRGFET RUREET
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III. BAEEE

%%;ﬁﬁtéﬂ%%wfxﬁiFm//t/&u/J@ﬁmﬁﬁﬂggm%%
LTz,

7> b ERAWCEWENEMRRIZBON T, BOBEIhERV Y EL 7100
RES MR 54% 96 RFRILIPNICHE S vz, TP, SR BR RS E
WCEITE, RICHPTholz, MBBZEIEIT. BRUNEYZ SIS T8
Drolo, FEESIE. BROBEEINET v FOEF TIRBILESHTh - o053k
‘ESNT v FOEPHLRIBAWIIBRHEN P, BOBRESNES v
N OERBP2IETBEEIIREER T, REHE LTB, F. G RO I ER
RTINS HETH o7, BIRBRESNEZT y FALIRIABH SR, FER
R, FA 7 2= VEOMASRIZL D BOER, BOABEDT I /LD
BREVGTY L ORBIZIB FROUD OER, VIS AERLIEY Y ot
7T VRESOREICE B I OARTH S,

KR 2 RO T AR R PE G BRI VT, B R TIE. RV PV ruE
TIVEBRLF AT I CBERESN, IER T BhoTas T I EE
EUOSHOBEBERBYS RN, Zh bR OLZR~DBITIIED CTED - 72,

m//t/7n/&0ﬁﬂ%13%\ﬁﬁ%MA%&Ltﬁ%%%ﬁ%#%wé
NTEY, BREETEERARB TCH o7,

BHBEMERBERENL, Y s o bz X AT \Elﬁﬁ&U%ﬁ
IR BTz, FEA A, BHERRICK T A RE, MHFEMEECERICBWTHIE L
R ABEEMHEIRD BN,

BB RS, %ﬁ%#@%ﬁﬁﬁﬁﬁ%ﬁém//t/ﬁn/(ﬁmA%
DH) ERELE,

FRBRICBITAESERESIIR LLIREhTWS,

BRRREZBSREEMFAESIT. £ R TEONFESHEOR/IMENT v F
& T 2 BT/ FE S AAMEIFERBRO 3.48 me/kg (KFH/A ThoTo 2 20 b,
THERHILE UT, 22488 100 TH L7 0.034 mg/kg KE/H #— 0 BEEFEE
(ADI) CRRELT-,

~ ADI 0.034 mg/kg KHE/H
(ADI &% EtRIE ) 1B ME/FE DS ARSI
(Bie) 7wk |
(EAR) 2 4F[H
(B 51k BAH
(M) : 3.43 mglkg {KEH/H
(22580 100

FRFRIZOWTIL, APHIEREZEE 2 THERMEMEO LA LE1T 5 Bicias4
HTlETB,
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#11 BERBICBTIESHES
- | R =y EHME (mgkgAE/A)
Ribfl| R (mefkg KB/ ) B
7w |90 B |[#E:0, 20, 100, 400 ppm HE:5.73 i 126
EAHE |#E: 0, 100, 400, 2,000, 10,000 ppm
=R (B0, 1.13. 5.73. 227 B : RBC &
M 0, 6.29, 25.2. 126, 630 B - BhEs R O E RS
2 4ER HE -0, 10, 20, 50, 100 ppm BE:3.43 I 42.2
st (M 2 0, 100, 1,000\ 10,000 ppm
EBRAE | B mERTRAR L
DFaR8k  |BE: 0, 0.33. 0.67. 1.70, 3.43 i : R pH DK T4
ME .0, 4.19, 42.2, 427 (A AMEERRD i)
2 AL 0. 100, 1,000, 20,000 ppm HEy
b A P : 63.6 Fif: 73.3
P # : 0. 6.38, 63.6. 1,320 P 721 Fiitf: 775
P : 0, 7.07, 72.1. 1,470
Fil . 0. 7.46, 73.3, 1,530 IREh
F1llf : 0. 7.75, 77.5. 1,640 P : 1,320 Fif: 1,530
Pt : 1,470 Failtf : 1,640
BB  FFHEERERN., FREOGE
BRI BERE 2 (m oo sEm,
FEEL & B LR D K UL
EHELHE
BREE - T RO E B s
REMY - EMERT R R L
(BSTEEEIC R4 AR b))
HAEFME |0, 40, 200, 1,000 BEh Kk ONE R« 1,000
Bk @J%&Uﬂﬁb‘% cBET R L
: (EHFFAELFED Shw)
v A|18 » AR |0, 300, 3,000, 30,000 ppm HE : 373 1H3E : 473
®rPAE |
R #: 0, 87. 373, 3,820 W - B AT R AR s
HE . 0, 45, 473, 4,810 (FED AMITIFRD D)
v (FRAEFM |0, 40, 200, 1,000 EEM R ORI : 1,000
FRER l@a%&oﬁbﬁ TR L
. (e IERD By
A4 % |90 HIE 0, 20, 200, 2,000 M 2,000
ikt -
B BEERTRZR L
1 2[R 0. 10, 100, 1,000 sHERE - 1,000
12t
B BERRZL
NOAEL : 3.43
ADI SF : 100
ADI : 0.034

ADI SR TERILE B

7 v - 2B MEFIEZEN AMIRE R

NOAEL : &5tk
1) : SRR,

SF : £445% ADI: —EBLFEERE

B/ MR CRD 53’Lt$7‘£ﬁnﬁﬂ?i§%f L,
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<BHE 1 1S3 R NG R >

TEFR

=8

B
(1315P-070)

3-[2- chloro -4-(methylsulfonyl)benzoyl]-4-hydroxybicyclo[3.2.1]oct-3-en-2-one (=
J—IAK)

3-[2- chloro -4-(methylsulfonyl)benzoyl]- bicyclo[3.2.1Joctan-2,4-dione {(# k%)

C
(1315P-168)

3-[2- chloro -4-(methylsulfonyl)benzoyl]-4-(phenylsulfonylbicyclo[3.2.1]oct-3-en-
2-one

D
(1315P-880)

4-(carboxymethylamino)-3- [2-chloro-4-(methylsulfonyl)benzoyl] bicyclo[3.2.1]oct- -
3-en-2-one ‘ '

E
(1315P-076)

3-[2- chloro -4-(methylsulfonyl)benzoyl]-4-(2-hydroxyethylamino)bicyclo[3.2. 1]
oct-3-en-2-one

F
{1315P-570)

4-amino-3-[2-chloro-4-(methylsulfonyl)benzoyl]bicyclo[3.2.1]oct-3en-20ne

G
{1315P-570-
OH)

F okEgbin

H
(1315P-683)

3,4-dihydro-2,4-ethylene-6-methylsulfonyl- 1 H-xanthene-1,9(2 A)-dione

1
(1815P-996)

2-chloro-4-(methylsulfonyl)benzoic acid

dJ
{1315P-962)

1,3-cis-cyclopentanedicarboxylic acid

FSABU1

SN (1450
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<HIHE 2 A BT >

HEF5 45

ACh TEeFALaY
ai ZEE D WA

Crnax % B I e

CMC ANVRFYAF AT —R

Glob Ta7y v

Hb ~EZo by (IEEER)

5HT |5-EFuxi hU7F%3Iy (Brtb=l)
Ht ~v 7 Vv ME

LCso B IRE

LDsp WHEEE

MCH MR R BR 6,55 &

PHI AN SINEE TOHK

RBC R Bk 3

Tz TH A iR

TAR R (GLEE) Hebtee

T.Chol |zl RAFu—n

Tmax i 1o e FEE | 2 P )

TP WEAHE

TRR A IR
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<ZH>

1 R, IIMREOREEE (B 34 £FEARETRE 370 B) O WERET 54 (¥
B 17 11 A 29 BAF, ERE 17 44 5508 R 499 B)

2 BEBGESYEvrur (REH) TR 194 3 A 20 BT et = - 74 —

TA RAFFvr, —EARTE

AR oW T

(URL : http: /wrww.fsc.go.jp/hyouka/hy/hy-uke-benzobicyclon-190306.pdf) .

% 181 @ﬁunﬁéééé

(URL : http./{www.fsc.go.jp/iinkaifi-dailSl/index html)

6 [l ih T B R R P R S RGN 4 e

(URL : http:/)'www.fsc.go.jp_/senmon!nouyaku/kakunln2_da16/index.html)

34 A LZLEFELBETMRELRES

(URL : http://www.fsc.go.jp/senmon/nouyaku/kanjikai_dai34/index. html)

w

~

[9)]

[&)]
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2 %

&>VE97uptﬁéﬁﬁﬁﬁ%@%ﬁt%?é%ﬁ%%(%)
[COVTOHER - BHROBEEHERIZDINT

1. EMHM TFHR20F1HA31A~EKR20E2H29H
2. HFE AvF—Fv b, Trus R, Hik

3. RBHHRIL R/ n iR A RMEERETMICET 3 BHER (2) TonT,
RO LBY, HER - BROBELZT-E 25, PP RHEER - F@izd
DEEATLE,



BE Iy rny) sHiEOEE S

G RBEETRLE 224 B&EGE BMEEEESE 230 @L4%E
- (ZEHR) (ZEE)
62—,
2L b . S -
{E#é' QA R4 © ——— bicycle— —— ~ — —bicyclo— — —
23 R—
BE# D, E, Fi%4

X MEERETL, 5B 230 MR AEEHI R 52— VBB OTHR



