in vitro | BIRERERRBR | Salmonella typhimurium | 5~5,000 pg/~7 L — k
(TA98,TA100,TA1535, (+/-S9)
TA1537 £k) EY
FEscherichia coli
(WP2uvrA &)
B FRARER |~ XY U XEAEMAE | 5~65 pg/mL (-S9) a4
N (L5178Y) 10~125 pg/mL (+S9) -
JUSERN N B RERREMm Y > oRER 51.5~250 pg/mL (-/+S9)
1.89~30.0 pg/mL (-S9) 2
18.9~300 ug/mL (+S9)
i vivo/ | NEH DNA &5 | SD 7 » + - B 600, 2,000 mg/kg (K&
in vitro | (UDS) Bk (—BEHE 4 JT) (HE SR 0% S) =M
mvivo | /MNEERER ICR =7 = 500, 1,000, 2,000
(—REHE 7 J0) mg/kg K& =M
(HE I HRE N 5)
aAy hTvEA | Wistar 7 > & (FEHMAA) | 500, 2,000 mg/kg K& g
(— B 4 PT) HERA®RE) |
TRy T vEA | Wistar 7 v b (FF#IRa) 500, 2,000 mg/kg K& o
(— B 4 JT) (EEREO#ES) |

E) +/-89 : RBEEMACRFETROFEFLET

K& (B, C. D. E RO I OHELZHAVW-ERERLTERB LN~V
ADPMERRVPERMINTEY, WTINORBERLERETH-> - (37 35),
(M 43~51)

TA1537 ¥k)
E. coli (WP2 uvrA ¥k)

&3 BERSUHHRERSE (K3
wBMmE B S BRI E S
B B|IZRREARERR | S typhimurium 50~5,000 pg/ 7 L — k
B (TA98,TA100,TA1535, | (+/-59) .
TA1537 #) R
E. coli (WP2 uvrA #)
/NG S B ICR = v 2 2,000 mg/kg (A& .~
(—Bf 7 JT) (EEISRFIRE N & E) i
C BIRERERA | S typhimurium 50~5,000 pg/7" L — h
BR (TA98,TA100,TA1535, | (+/-S9) o 4
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/N AR ICR w7 % 350, 700, 1400
(— B HE 7 [0) mg/kg (K& (E4
(BE[E AR O & 5)
D EIRERERR | S typhimurium 50~5,000 pg/~” L — b
B’ (TA98,TA100,TA1535, | (+/-S9) .
TA1537 ) A
E. coli (WP2 uvrd )
AN ICR =7 % 2,000 mg/kg (K& »
(— Bt 7 1) (R ER A 0 4 ) B
E EIRRARERRA | S typhimurium 50~5,000 pg/ 7 L — h
B (TA98,TA100,TA1535, | (+/-S9) s
TA1537 #) -
E. coli (WP2 uvrA ¥)
INEZ R BR ICR v = 2,000 mg/kg A HE i
(—BEHE 7 IL) (H 3R 1 7 5) B
I BIRERERLR | S typhimurium 1~5,000 pg/7 L — b
&S (TA98,TA100,TA1535, | (+/-S9) g

TA1537 #)
E. coli (WP2 uvrA ¥k)

E) +-S9 . KBTEMECRFE T ROHEAFET

14. TOMDEER : Sy FFEICET2HESSICET &5

7 hDFEIZHBNT

ABREBEMEmRLER L,

1) EBf=F

SEMICET 2 RETHER

TvtAa (13, BnEERBRESR)
BMERLIZa Ay b7 vtAa T‘ﬁ’;%f‘&)@ T OO E RFERRRIC
BOWTHLRBETH-TZZEnE . KA

mui§ jluﬁ:o
2) FEIETFE

CTFEEDHERT

BinF1E

RO ONT ARG DIEREFRE O, UTo

7y MFREREXRFEEZR W22 o K

EER O LR

CHETLmEEER . FERKRR. FLE  0E. TR

FERERRRBICBWTZ X ba ¥ ERIT
THEHERLVE L ~DEELRD LN -2, —F., FEyEimEsE

HBIZBWTEFE CYP OFENR
AN T A= NV IKEBACTES. O F E 8N AR

CYP1B1 FEBER T R kT ¥4 — L KB IE M
R KA

PEIR L E D EEE)

UEDF

YORSY AIN

T B IEEME,
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‘W oNnTo, TEIZ
IO N2 to
EFMLT 2 b AEARD
SN, —FH, KERSIC L0 TR RS




HMEOFHEROVOTA LT VA — VARBILEEOEMAER I N0, FEIC

BITORDRHERFTER N R NT U — L KEBIEMOEMNIZED SN

RInoTz, BRI, TR NI UF—AD AMKBLIZE D ERREN, =2 RS

VANED LEVEBAMETH D 4 KB R T A — L DR

OONTZZ &b, BEEBAN=ZXLO—ERE LTHBIZESITE= 2k
27 REHEEOTLE R 4-7KB b= X b T DA — VOB ERRB I N,
(B R 52~55)

#£36 FECTEEFHECHTIRMAREE

RKEoEE | HRXI3Y BEE ARBEER O
G - |55 | QEEY72Y | (mg/kg K E) mEEME(mg/kg k&)
V0
FEIEX Wistar | 0, 250, 500, | 1,000 mg/kg A&/ H B CHREBEMENH,
BHM-#&0O) | Zv b+ |1,000 FE AR ER R ORI B past, +
(1 6) BRI TEIE M (RDS 3% %)

(1 PCNA FLik e e B E R 12 THEE)
WCRER L,

TEREXERA(E=X ba 7 fERA) R L,

RVE CBIE Wistar | 0. 20,000 20,000 ppm 58 T, (KEEMIME], 2

(28 B -1REE) | Z v b | ppm BB R ORISR T,
(it 8) TARTZTVF—NARRT BT X500

_______________ Y. TRTIFURE, AT U —
0. 1,685 MTu T = AT a st RiEEEIZL S
BERL,

FFEM A HBE | Wistar | 0, 100, 20,000 ppm R EHE T, BE (2 0), k&

E 3 7 v b 120,000 ppm | EHME KR OCEBEER LS, FEEOTFE
(28 B - I5£E) (it 4) Dt EREED,

TRABNT VA VIKBRLIEMEQ LR TN 4
0. 9.65. | {i). EROD (CYP1A1/IA2/1B1). PROD
1,810 (CYP2B). MROD(CYP1A2)% U T-6-OH
(CYP3A)EMEEM, CYP1AL KON
CYP1B1 mRNA EHFE DRI,

NOAEL : 9.65
TEEMARH | Wistar | 0. 20,000 20,000 ppm ERIZEBWT, T (1
BERFE Z > b ppm It HIBERUBHIRD SN, HIEEQ
(28 B/ - IBEE) | (i 20) O ROBEQ L), EAERDRESEE
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B OGS ER, SIEROTE O
__________________ R EEDOR D, FETRA LT
0. 1,160 AN KBEILE®Q RO 4 ()R
CYP1B1 mRNA #Fi# 7 |, ;

|
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Il . ﬁ&f@&?’%éﬂﬂﬁ

BRIZETTZEREZACTERE (Lo )5 720 OB LBESSIME
EH L7z,

7y NERWIEEBMENEMRRICEVT, DEPEEZEEEHER S
TERE 1~ EE%E, SREHEREREHETRE 3~6 MEZICESEEICZEL -,
TEHERBEIZIEFTHY, BE5 48 E CICIEFAER T86%TAR U . &
HERET 91%TAR U ERHEM &SN, -, BIFBEESRE I, B h~
DPEHEERIT | 8.4~64.1TAR, BWINRITHK 36%TAR Th - 7-, i D Hht
BEREIELEZRE, WITNOMRVCAETHEL CHFRE BB TS -7,
ERZEREEIIERS, BE5 120 BB OBRBEEIT 0.11% U T Th -7, B
MEEROEBEOZEIRD b o7, REWE LT, F2b E.F. G,
REUOTHHBESLZTIS 23%TAR UL F), 2 6it EAERERE T,
BLE DS 25~38%TAR, TERHMW L LT O (12%TAR). P (17~21%TAR).
R (#7 44%TAR) RO T (10~13%TAR B S iz, & AER SR8 CIT 8L
%753‘ 85~2%TARIH SNz, T /T 72 OREEEIZ. = XF 1000

kKo (C), N BB tert- 7 FLEOKE (B), 5 — LB 3-2AFILE
@7@&{[: (F) B tert-7FNFEE AFNLEOKBEL (Q). MEEEOEZ (O,
P.R.T) RO N7urBasilt URDY) CEx0h7-, R 7n 7+
ANVIEWTNOHETLRETH Y, HEIRD LN -7,

B TAROA FI2RVT-EMEREGRRICB T, BEROE S
B SN REDZ < IZFmIZEY (48%TRR LJL)L\@EH#E’J VA ] 4y
JRETRE DI T 5 T2 A3, RLBRERAT 1> & FEAFRERAT ~ D FB4T ik/wk«?ét
BNl REROERO TBEHHERSITBILAM THY %@ﬁﬁ
C.D\E.L VEUWR, BEFIIBDLN, 05 5L VREKRTE. 9%TRR
Ritahle, P2/ 57 2O FEREREIZ. MASIE. e (B
IRRIEER) ROBRRIG KB{LARE) Thoi,

RE BREROEZHNC, 2 /v¢5720 KW B, C. DEUE %
ORI EME LT, EMBEBRBEZERLE, v/ V572 DESHE
L B T BRI L 2% Gi%) D 50.5 mgkg Tdh -3, Bk
21 BHITIZ 0.2 mg/kg 123 Lz, REMIOREMEIT. BKE8A 7 8121700k
LR CRBICHEIT S CD5.33mglkg Th o728, 845 21 B#£12130.18 mg/kg
2 LT,

FRBHERBRER»L, P2 /¥ 9720 BEICEAREIT. TI0iFR. B
., FERUCHBEIZROONT, BEBERVEESEIZIRD 57255 7

7y hO2ERBMEFEE/FENAEMEHBRIZE VT, 10,000 ppm Ll 0
SHOMTFEDREOREFEEMMNERBD bz, FOh, BIEEMEOL
FEBOLD, 7y "OFERUCIFREZAVWEZIAY FT vi A, FERERS
B, PN ECRIERR, FROFEEDRPBEESERBRDIER SN, 20
ER, BRI TFECOBGFEENE, EEMZT X ho 4y AEE R UM
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I D

KO BHEGEBAMETHE Z Lk

2298
%%

FROONRD T, —F, REREI LY FFESABES O
BRROTA DT VLKA RS NI, TR N T U d—
DAMKBICIZ LD EREN D 4-KBE(ET 2 5 A — T 2 T Sy

EBEBRA N =X LD -ERE LT

CBIT LT A P a S ORBVEETTEICL D 4-KEMEx R B T A=V
WRMEE LT,

UEDA D =X DHBE OSEESM
BRI EREEA D =R AL T E 28

HREBEOKEL S | AHIC
R M 7Y 3%

£ DFMAFEAE
XRETED LM Snm,

SEERBRERDOREDTORBIMAEYEL > ) 5 7 2o (Blb&
WD) ERE LT,

ERBRICBIT 2 HENER R/ B TE 37 IR ENTH A
£ BHBRICATIBEHERUS/ISHE
. EHEME EENE
wnE B (mg/kg (K&E/H) | (mg/kg KE/H) s
7o b 90 HE | # 395 f# - 409 | B O b O e B
A i : 46.2 it - 465 M RESEMANE, B L E R s
%ri“iﬁﬁ ________________________________________________________________________
FE I R 104 HE TG B R OB R
BHEMN/ M 6.9 - 140 W . T.Chol B/, B IR IR | 7 4
0 At AL %
A S R
EE T T | Bem BB - R, P
THEE P 122 P 1% : 620 VLB - FIREIR Bl (R E BN
B Pl : 27.4 P : 138 e
Fiff - 147 Filg . —
Fiif - 155 Filf : —
REh HEhY
P i : 122 P # : 620
P #f : 138 P it : 697
Fi# ;147 Fiig: —
__________________ Fﬂ?;§§um“m_Fﬂ?;im“mumLm”m_m"m”mnmﬂm”m”m“m"
¥EEM | BEW : 1,000 BrEhd - — EEY  EERTR AL
B BEIR . 100 Fa IR 1,000 fal2 : EOKEE
(EHFBEIIRD 520
YU |18 AR | H 925 1% : 465 e RKEBMMA . ISR OH ES
EBAE | 581 i - 1,230 N

EBCRNEERETERDOONFTROBE S T,
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. EHEME B EiEE .
sl (mg/kg KE/H) | (mg/ke (KE/A) =
AR W FFAE T R OV E BN
(FEDANMETFR D B2 W)
vk | BAEEE | BEY 5 BEY - 50 REY . (RE SIS
AR A2 . 100 RRIR . — IR BHRAL
(B HTEHEITRD S22
A4 X |90 B # : 300 M - MERE - BT R L
wAM I : 300 M —
1R #4000 | w.— | W HhpREL
BtEEME | M 200 ;400 M- AREBEMIG . BEEER S

BOTLEZERI. SRR THEONZESFHEOKMEIX. Ty bRV 2E
BB/ ELAMEHEGHBROV Y X2 HVEZRAEHRRICBITS 51 &

W b mg/kg KRE/H ThoTmZ Ehb,

IO ERIWE LT BRMETHD 5

mg/kg KHE/H % Z2f%% 100 TR L7~ 0.05 mgkg KAE/H4 —BERFEE
(ADI) (BT L=,

ADI

(ADI &2 E HR#LE K D)

(BV7E)
(#1fE)
(BETIE)
(EHEMEE)

(ADI B ERLE£Q)

(ENTE)
($1H)
(&5 T75i5)
(E=tE)

(Z2/%)

0.05 mg/kg K&E/H

MBS 30
AV

2 F

=yl

AEBEE

5.1 mg/kg {KE/H

BAEBME
A

23 B

58 il #2 1

5 mg/kg (KE/H

100

YOREFBHRROLTH, ADI ORERME 2525, FFUCE L TiE, BHESHE /R0
AMEHERBRTHEON - ESEHBOR/ MEL RAEFUHAR TEON-EZHEDO R/

BT A

F—#ThoT,
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< B 1 B o R E B >

W& B L4
B (2)'2‘(4'tert'butylphenyl)'Q'cyanO'1'(1,3,4'trimethylpyrazol'5'yl)vinyl
2,2-dimethylpropionate
o (E)'Z'(4-L‘ert“butylphenyl)'3-hydroxy'3'(1,3,4'trimethylpyrazol'5'y1)prop°
2-enenitrile
D 8'(tertbutyl)'5'cyan0'1,3'dimethy1'benzo[e]1Hindazol'4'yl
2,2-dimethylpropionate
. '(D'3-hydroxy-2'[4'(2-hydroxy'L‘ert‘butyl)phenyl]'3'(1,3,4-trimethylpyraz
ol-5-yDprop-2-enenitrile
P (E)'2'[4'(tertbutyl)pheny1]'3'hydr0xy'3'(3'hydrxymethy1-1,4'
dimethylpyrazol-5-yl)prop-2-enenitrile
o G (E)'3'hydroxy-2'[4'(2'hydroxy-tert'butyl)phenyll-3'(3-hydrxymethyl'1,4-
dimethylpyrazol-5-yl)prop-2-enenitrile
I 4'tert“butyl’Z'(1,3,4-trimethyl-5-oxo-2'pyrazolin'4'yl)benzoic actd
] (5S",4H*)'8'tert"butyl-5'cyan0'3a-hydroxy'1,3,9b'trimethyl‘4,5,33,9b'
tetrahydro-3 H-benzolelindazol-4-yl 2,2-dimethylpropionate
K (45’*,55’*)'8-tert-butyl-B-cyanoSa'hydroxy'1,3,9b-trimethyl-4,5,33,9b~
tetrahydro-3 H-benzolelindazol-4-yl 2,2-dimethylpropionate
L 8-tertbutyl-1,4-dihydroxy-3,3a,9b-trimethyl-3a,9b-dihydro-
3Hbenzolelindazole-5-carbonitrile
M 8-tert-butyl-1,3-dimethyl-3H-benzolelindazole-5-carbonitrile
N 8-tert-butyl-4-hydroxy-1,3-dimethyl-3H-benzolelindazole-5-carbonitrile
0 4-tert-butylbenzoic acid
P 4-(2-hydroxy- fert-butyl)benzoic acid
Q 2-(4-tert-butylphenylethanenitrile
R 1,3,4-trimethylpyrazole-5-carboxylic acid
S Methyl 1,3,4-trimethylpyrazole-5-carboxylate
T 3-(hydroxylmethyl)- 1,4-dimethylpyrazole-5-carboxylic acid
U (@'2'(4‘tert'butylphenyl-3-hydroxy'3‘(1,3,4'trimethylpyrazol'5'yl)prop‘
2-enenitrile, O-conjugate
v (E)'S'hydroxy'?.'[4'(2'hydr0xy'terl“butyl)phenyl]'3'(1,3,4'trimethy1pyraz
ol-5-yl)prop-2-enenitrile, O-conjugate
% 4-(2-hydroxy- tert-butyl)benzoic acid, (O-conjugate
F24 FIFE
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<Ak 2 . MEEFEH >

B PR & R
ai By &
Alb TIT I v
APTT TEHEALE Sy b v R 7S5 R F R
Crax EERE
CYP F a7 r— I P450
EROD ThrXFLINT - OTFF T
Glu Z)a—x (fkE)
Hb ~NEJobry (heaFzg)
Ht ~v h7 Vv A
LCso FHESEEE
LDso BB E
Lym U Bk
MC AF LT —R
MCH I i 5 3R &
MCHC 2 AR i BK ifn. £8, 3% 8 pE
MROD AMFULINNT - OFRAF5—F
Neu I R
PCNA 1 T B B R 71
PHI BRAEERLI#EE To K
PROD NURNFUUYILT 4O TR F T —
PT 2R = N = I g = 1 13|
RBC 7R i BR K
RDS #HH DNA 4%
T2 VB 2K 2 78 1A
T-6-OH T A M RAT 1 6B KERE
TAR ML (L) Hgthe
T.Chol Mal A5 m—n
TG FY) Y=Y R
Tmax &5 LA Y 8 R B E
TP S AP/
TRR 7% 8 F ot e
WBC M i Bk
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<HUAk 3 : 1Em IR R A BREE >

- I
Eal VTG T x B E C D j
B [¥3]
1E4 4 /M | o |PHI
e | B0 & | 2@ B i - -
o (E) BREE | THE | &EE | TUE | BSE | FHE | BeE | Z9E | 25 | ToE
+ & 1 1 0.22 0.14 <0.01 <0.01 <0.013 | <0.013 | <0.013 | <0.013 <0.011 | <0.011
£ sn 375 g
(HE ) 2 1 3 0.23 0.11 0.02 0.012* <0.013 <0.013 | <0.013 <0.013 <(0.011 <0.011
RE ai’ha
2005 F 1 7 0.01 0.01* <0.01 <0.01 <0.013 <0.013 | <0.013 <0.013 <0.011 <(0.011
2 AH 30 1 1 <0.01 <0.01 <0.01 <0.01 <(0.013 <0.013 | <0.013 <0.013 <0.011 <(0.011
e ZL
(;?;) 2 g 1 3 <0.01 <0.01 <0.01 <0.01 <0.013 <0.013 | <0.013 <0.013 <0.011 <0.011
2005 F ai/ha 1 7 <0.01 <0.01 <0.01 <0.01 <0.013 <0.013 | <0.013 <0.013 <0.011 <0.011
1,116
Py 1 7 4.17 2.96 0.18 0.132 <(.07 <0.07 0.10 0.085 0.06 0.06
fe ZTL ~
(5t 2 1 14 3.84 2.32 0.16 0.102 0.10 0.078* 0.08 0.07* 0.07 0.06%
R 750 g
2004 1 21 2.48 1.68 0.13 0.078* <0.07 <0.07 <0.07 <0.07 0.08 0.07*
at’ha
1,116
TR Ao 1 7 <0.01 <0.01 <0.01 <0.01 <0.013 <0.013 | <0.013 <0.013 <(0.011 <0.011
L= ~750
Oﬁ;) 2 1 14 <0.01 <0.01 <0.01 <0.01 <0.013 <0.013 <0.013 <0.013 <0.011 <0.011
5 g
2004 F 1 21 <0.01 <0.01 <0.01 <0 01 <0.013 <0.013 <0.013 <0.013 <0.011 <0.011
al’ha
2o 1 7 0.34 0.405 <0.03 0.022* <0.037 <0.031 <0.039 <0.032 <0.032 <0.022
e A 900 g 1 14 0.33 0.282 0.02 0.02* <0.037 <0.031 <0.039 <0.032 <(.032 <0.022
@) | 2
B al’ha 1 28 0.18 0.120 <0.03 <0.018 | <0.037 <(.031 <0.039 <0.032 <0.032 <0.022
2004 % 1 56 0.20 0.108 <0.03 <0.018 | <0.037 <(.031 <0.039 <0.032 <(0.032 <0.022
1 7 0.13 0.13 0.01 0.01 0.024 0.024 <0.013 <(0.013 <0.011 <0.011
Trt
() 750 g 1 14 0.03 0.03 <0.01 <0.01 0.024 0.024 <0.013 <0.013 <0.011 <0.011
o 1
RE al’ha 1 28 <0.01 <0.01 <0.01 <0.01 0.024 0.024 <0.013 <(0.013 <0.011 <(0.011
2004 &
1 56 <0.01 <0.01 <(.01 <().01 0.024 0.024 <0.013 <0.013 <0.011 <0.011
1 6 0.23 0.22 0.02 0.02 0.024 0.024 <0.013 <0.013 0.021 0.021
MET
(F ) 960 g 1 14 0.06 0.06 <(0.01 <(0.01 0.024 0.024 <0.013 <(0.013 <0.011 <0.011
e 1
RE al’ha 1 28 <0.01 <(0.01 <0.01 <0.01 0.024 0.024 <0.013 <0.013 <0.011 <0.011
2004 4
1 56 <0.01 <0.01 <0.01 <0.01 0.013 0.013 <0.013 <0.013 <0.011 <0.011
1 1 0.76 0.505 0.06 0.035 <0.013 <0.013 | <0.013 <0.013 0.042 0.024
DA 900~
(FF th) 1 3 0.41 0.255 0.03 0.018* <(0.013 <0.013 | <0.013 <0.013 0.021 0.016
2 | 750 ¢g
RE 1 7 0.22 0.122 0.04 0.025* <0.013 <0.013 | <0.013 <0.013 0.052 0.032
2004 &£ at‘ha
1 21 <0.01 <(.01 <0.01 <0.01 l <0.013 <0.013 | <0.013 <0.013 <0.011 <0.011
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= - YT/ VI T B E C D
e 4 A | o | PHI
EH4F g | Zl@ | _ . _ N
b (=) REE | FHE | REE | THE | BEE | THE | BE5E | THE | BeE | TuE
1,050 1 1 0.72 0.385 0.05 0.035 <0.013 <0.013 | <0.013 <0.013 <0.011 <(0.011
AAZL
(T ) ~750 1 3 0.34 0.192 0.04 0.018* | <0.013 <0.013 | <0.013 | <0.013 <0.011 | <0.011
2
%ii g 1 7 0.33 0.175 0.04 0.025* <0.013 <0.013 | <0.013 <(.013 <0.011 <0.011
2005
ai/ha 1 14 0.08 0.068 0.01 <0.01 <0.013 <0.013 | <0.013 | <0.013 | <0.011 | <0.011
1,050 1 1 6.04 5.05 0.62 0.518 <0.07 <0.07 0.11 0.105 0.09 0.09
b
(FE th) ~600 1 3 5.00 3.52 0.81 0.522 <0.07 <0.07 0.16 0.145 0.29 0.19
2
%&ﬁ g 1 7 2.02 1.10 0.43 0.238 <0.07 <0.07 0.09 0.08* 0.28 0.17
2005
ai’ha 1 14 0.56 0.298 0.14 0.088 <0.07 <(0.07 <0.07 <0.07 023 0.165
1,050 1 1 0.02 0.015 <0.01 <0.01 <0.013 <0.013 | <0.013 <0.013 <0.011 <0.011
b
~600 1 3 0.02 0.012 <0.01 <0.01 <0.013 <0.013 | <0.013 <0.013 <0.011 <0.011
@) |
%Pig g 1 7 <0.01 <0.01 <0.01 <0.01 <0.013 <0.013 | <0.013 <0.013 <0.011 <0.011
2005
ai’ha 1 14 <0.01 <0.01 <0.01 <0.01 <0.013 <0.013 | <0.013 | <0.013 | <0.011 | <0.011
1 1 0.36 0.35 0.02 0.02 <0.013 <0.013
BIED 900~
(W 2% 1 3 0.36 0.35 0.02 0.02 <0.013 <0.013
2 750 g
RE 1 7 0.54 0.425 0.03 0.02 <(.013 <0.013
2005 4 ai’ha
1 14 0.20 0.175 0.01 0.01* ,<0.013 | ,<0.013
A F T 1 1 0.92 0.72 0.06 0.045 <0.013 <0.013 0.038 0.032 0.011 0.011*
£ =rL 375 g
(b &% 2 1 3 0.65 0.482 0.05 0.035 0.024 0.014* 0.038 0.032 0.021 0.016 |
Bx ai’ha |
2004 &£ 1 7 0.36 0.29 0.04 0.022 0.024 0.016 0.038 0.026 0.021 0.021 ‘
x |
o 1 7 50.5 19.6 2.6 1.18 3.51 1.71 5.33 2.64 1.25 0.962 1
(85 1) 600 g |
S 4 1 14 2.9 1.1 0.2 0.138 0.85 0.40 0.38 0.222* 0.42 0.212% I
2004- ai’ha |
2005 4 1 |21-22 0.2 0.125 <0.1 <0.1 0.48 0.18* <0.13 <0.13 0.11 0.11*
x 1 7 <0.1 <0.1 <0.1 <0.1 3.15 1.37 2.29 1.27 <0.11 <0.11
(F i) 600 g
12 R 4 1 14 <0.1 <0.1 <0.1 <0.1 0.48 0.30 0.25 0.16* <0.11 <0.11
2004- ai’ha
2005

E) - BATICIES0% T a T AR AR L,
THCERBRARBE ST SO P EHET I B AR ERBRAEARE L LD L
LTEHEL, *HI%ff L,
FBEORBREET, EERASERIBAOREMET. KX\ VVEX A,

1|21 <01 <01 | <01 | <01 | 024 | 0158 | <0.13 | <0.13 | <0.11 | <0.11 E
CETOT I RERBARBOBEREREBRMEDO Y IC<® T L TREL 7~ |
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<B4 HEERE >

EHR¥HY WNR(1~6 3%) T 15 Sl E (65 BLL b))
e (K% : 53.3kg) | (KE : 15.8kg) | (KE : 55.6ke) (fkE : 54.2kg)
ey | EEE
(mg/kg) BEHRE ERE B -
ff (g A ff (g N ff By ff HERE
@iE | M Gnm) | - @ANB) | TEE D @an | (gaB)
H) /) ANH)
+ = 0.14{ 4.0 0.056 0.9 0.126 3.3 0.462 5.7 0.789
I Ao 296 41.6 123 35.4 105 45.8 136 42 .6 126
RO A 0.405| 0.1 0.040 0.1 0.040 0.1 0.040 0.1 0.040
EOMID A4
022] 0.4 0.088 0.6 0.132 0.1 0.022 0.1 0.022
X
DA 0.505] 35.3 17.8 36.2 18.3 30.0 15.1 35.6 18.0
el 0.385| 5.2 2.00 4.5 1.73 5.4 2.08 3.2 1.23
o 505| 0.5 2.52 0.7 3.54 4.0 2.02 0.1 0.50
BIrED 0.425( 0.1 0.042 0.1 0.042 0.1 0.042 0.1 0.042
A4 F A 6.72| 0.3 0.216 0.4 0.288 0.1 0.072 0.1 0.072
% 19.6| 3.0 58.8 1.4 27 .4 3.5 68.6 4.3 84.3
A&t 205 156 224 231
) - BEBEE RBEIATOAEARY - B0 T ) EF 2 ORHREED S L AkD

LRI (BB OBIK3) .

VPR I0E~ 12 FOEREERE (B3R 62~64) OERIIES< BEYERE
CERRE . REERCREDEREN LKD) T T L oW EERE

CAADRET I RERBRRBTH 770, BREOHEZL TR,

XD AESIZENTTO/E RV,
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(g/ N/H)
(ng/ A1)



<& >

1 BREPH > /U5 7= BELMFIESRKSH. 2006 F, £AFE

2 Ty MERIZKIT 2 HER (BE®E5HAEB) (GLP %) : Huntington Life
Sciences Ltd.. 2005 &, RAFE

3 7 v MIBITLBITEER  AEAMFETELRNSHE. 2006 £, kxAF

4 YT/ V772 kOBP2 OHBARBRE: BEF T EMRAEH 2006 F,
b R/NE o

5 EMBNAIZET A HRE (GLP Xi5) : BEAZTLEKRSH. £mF
FHZERT, 2005 £, RAOE

6 2YIZBITHMRHEFE (GLP &%) : Huntington Life Sciences Ltd.. 2005
F, RoR

T WHITIZRIT SRHHAE (GLP 3E) - BEMFETEKRRSH., AR
JERT. 2006 &£, RAFE

8 HEARTEFEMRAR (GLP xY) : BEFET YKL, AmR 2w
FT. 2005 ., KA

9 HERENOAEMREE (GLP 35)  HEMYTERRSH. AWEEH
L. 2006 F. RAFE

10 = /877 x>0 HERHEERSR (GLP #)F) : Huntington Life Sciences
Ltd.. 2004 &, KRAFE

11 K AR EmAER (GLP %)  BEFTERRAHE. AWE 2mFEm.
2005 £, RAFE :

12 KF MR EmAER (GLP ®it) : BEAFETEHRR DI AR 25T,
2006 £, KAOFK

13 THRAERBER . B ELY TEGRXSH, AR FIFIFT. 2004, 2005 4,
KA

14 EYERERBRER . R EAF LERKSH, EWE 2R FT. 2004, 2005 4,
FNAE

16 7y PROA X Z AW AERBE~OEEBICET 23-5% (GLP 3t5) : (8)
RinRERLZEMETMEE L 2 — 2005 F, kaF

16 7 v MIBT 5 BMER K FEMERER (GLP %) : Huntington Life Sciences Ltd. .
2003 £, KX

17 v U 2B 53R O0FMHRE  (GLP %)%) : Huntington Life Sciences
Ltd.. 2003 ., KA FE

18 7 v MZEB i 2 B8R AZMHEE (GLP &%) : Huntington Life Sciences Ltd. .
2004 ., RAOK

OREELBOT Y bEAVEAEROEMERR (GLP %) : Safepharm
Laboratories Ltd.. 2005 %, R/

20 RBHC DT v PERVZAMROESERBR (GLP %I5) : Safepharm
Laboratories Ltd.. 2005 %, RAF
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ZIRBHHD OT v FEAVAMROEERS (GLP &5 - Safepharm
Laboratories Ltd.. 2005 . ®&nFE

2 BWE DT v hERWEAEROEERR (GLP #i%) : Safepharm
Laboratories Ltd.. 2005 &£, £AF

BREDIO~ U 22 AV BMEROBEERER: BB TEMASH 20054,
KA

24 7 & AV BB R MR SR (GLP %f/%) : Huntington Life Sciences Ltd..
2004 £, KRAOFE

25 UV X EROIZIRAIMMERS (GLP #%) : Huntington Life Sciences Ltd..
2004 £, RAFK

26 TETy b MO KERIEERR (GLP XI5) AV V¥ —F 7 —
2004 . RAE

21 = AEHWTZEETY L 8ENC LD R EREMERER (GLP o) - Huntington
Life Sciences Ltd., 2003 £, knF

28 7y M MWIEEHEAKRSICLD 13 AMKERDE SRS (GLP &
J&) : Huntington Life Sciences Ltd.. 2004 £, s=/A%

20 A XRERNTE DTN FEIZ LA 1S EEREROE5EEMERB (GLP o)
Huntington Life Sciences Ltd.. 2004 £, R/ %

30 7 v hMEMVVE 21 HEIERER 5 EMRER  (GLP X5%) : Huntington Life
Sciences Ltd., 2005 £, £ %

81 A X&M\vic 1 FRKER NEZ S FMHAS (GLP 555 - Huntington Life
Sciences Ltd., 2006 &, K/A\F*

32 7w MEMW 1 FMKER 0BG HEME/5ENAENSHEE (GLP 5)
Huntington Life Sciences Ltd.. 2006 &, £/ %

33 ¥ U AEMWIZFED AMERER (GLP %15) : Huntington Life Sciences Ltd. .
2006 F, Kk

34 7 v M AW 2B FEE MR (GLP %) : Huntington Life Sciences Ltd. .
2006 £, KAFK

35 7 v MIBI HEAEMHERE (GLP x1&) : Huntington Life Sciences Ltd. .
2005 £, =AOFK

36 VY X &M fEA EERER (GLP %%) : Huntington Life Sciences Ltd..
2005 F, KRNFK

37 ME & A 7 H IR 2R AE B8 (GLP /%) : Huntington Life Sciences Ltd. .
2003 F, RAOF

38 v U7X L5178Y #aAE A/ BEFERLEERKE (GLP &%) : Covance
Laboratories Ltd., 2004 £, Fx1FE

39 & FRMEM Y Bk E B\ In vitro KR EHE (GLP #15) : Covance
Laboratories Ltd., 2004 &, ®AFE

40 7 v M & T2 in vivo-in vitro iF - R EH DNA A 5 (UDS)Z 5 (GLP &%) -
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Huntingdon Life Sciences. 2006 %, ®/A3%

41 ~ U X & Wiz /R B (GLP %t)&) : Huntingdon Life Sciences. 2004 4.
RKNF

27y PERWZaAY T vEA —FE, - AELETERRSH
2006 £, RAOFE

43 B B OMBE & AV 72 HIRZERZEBRE (GLP %1&) : Safepharm
Laboratories Ltd.. 2005 &, F&nFE

URFY C OMEL*AV-EIRERLERS (GLP f5) - Safepharm
Laboratories Ltd., 2005 %, k/iFE

5 HY D OMEEBAV-ERERLERRB (GLP %) - Safepharm
Laboratories Ltd., 2005 4. Fk/n3FE

46 R#Y E OME A A7~ HIRBRLTRAB (GLP 5) - Safepharm
Laboratories Ltd., 2005 £, k/nA%E

AT I OMBEEZ AV EREREERE (GLP X)) - BE(LS T 2k
=it 2005 F, RAE

48 Y B O~ v A& Fv 72/ MZsk8R (GLP %H&) : Safepharm Laboratories
Ltd.. 2005 &, RAFE

49 K& C D~ 2 & A=/ Mz (GLP stis) - Safepharm Laboratories
Ltd.. 2005 &, KAFE

50 K% D O~ o X & B/ kB (GLP %ti5) - Safepharm Laboratories
Ltd.. 2005 &, ®RAE

51 Y E O~ v X% H 7=/ %38 (GLP %/%) : Safepharm Laboratories
Ltd.. 2005 &, RKAFE

527 v PERWEFERAMRRR : BELMETEMRASH. 2006 £, k0%

53 7 v FERWIEARLECHERR - AEYE TEMXSH. 2006 £, kA%

54 7y PRV 4 BHRKERGIZL DIFBREEEERR . DB TEk
NEFh, 2006 £, KAFE

557y PERW 4 BRRKERSICI I FERREHEERR - AELeTe
BN E 1, 2006 &£, FAFE

56 RinEEEZEIMZIOVT 181 ELLELLEELES 1-1 (URL
http://www. fsc.go.jp/iinkai/i-dai181/dail81kai-siryoul-1.pdf)

57T Tz /) VT 7 | ORRBLEARESE 24 £5 1HIZESS AR RELS
AHEIZOVWT  ERELEELE 181 BLAEE 1-2

(URL : http://www. fsc.go.jp/iinkai/i-dailB1/dai181kai-siryou1-2.pdf)

58 1l BIRMTLZELCBRESEMBFALELRLAOTIME ~ 52 (URL -
http://www .fsc.go.jp/senmon/nouyaku/sougou2_daill/index.htm)

SO VT /BT T 2 ORBEEEFMIELENEEOBREBIZSWT « BE
LTS, 2007 £, £0FE

60 F 1TRIEMELEECBERELRSTME _ 52 (URL
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http3//www.fsc.go.jp/senmon/nouyaku/sougou2_dai17/index.htm)
61 % 32 RAELEEECREEMBAELSES (URL
http://www.fsc.go.jp/senmon/nouyaku/kannjikai_dai32/index.htm)
62 ERAREBEORNK -l 10 FERFEFHEHRE— . BF - LBBEG9FELE.
2000 £
63 EREZOHRK —Fpk 10 FEENEFEHE — - &5 - KEIFRIFITEDR.
2001 4
64 ERRBEORRK - TR 10 FERFERETHR— . BF - LRESFLTLHE.
2002 &
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