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FAEBERRHITH D [Ex3F /1 (CAS No. 887148-69-8) | 1T\ T, A FEaRBR
% TR LIRS ES I A 50 L 72,

P W ARER GG, SR (T v b, A XKROE), &Y CGR. 2EE (7
v B, HEEENE (TR 7y RO X)) B8R (T v REOT X) | BB (=
DARODT v N, AFEEAERNE (T y MR | BinmtE, — RS O pE
ThH D,

FRNTIUIFEN AMERERI B W TP AMEITRDO DN TR 5T, SEEEa R
TR DIRO LN TWRNT LD, EMEmERBPAWE TIInEEx @n ADI
ERETDHIENARETHD EEZ BN,

KRR 31T DB OfE R, B HLIRWHECRO DN FEEEL, ~ VA EH
VN2 78I AMERER I IS U B/ N EF D EFIIEIE R TH Y . LOAEL X 1 mg/kg &
H/HTH-o7=, ZDLOAEL |[ZZ44%5 s LA 10, 7% 10, LOAEL ZHW5 =
EIZ X DEMD 10 ™ 1,000 Z3#H L. ADI X 0.001 mg/kg (AHE/H L 5% E iz,



I. iR BYRAEESROBE (1, 2)
1. &
A HUBRBAFA)

2. ABPESD—HA
ks« BT
%4, . Monepantel

3. {e%4
IUPAC
g N-[AS)-1-v7 /-2-(6-> 7 /-2- N Y I AABAF)N-T = ) F)1- A F/L-=
F]-4- R T Fa RAFILALT 7 = -_ AT IR
¥4, : N-[(19)-1-Cyano-2-(5-cyano-2-trifluoromethyl-phenoxy)-1-methyl-ethyl]-
4-trifluoromethylsulfanyl-benzamide
CAS (887148-69-8)

4. H5FK
C20H13FsN302S

5. 9F=
473.39

6. BiER
CMH

S
H T CF3
|
N

0 T g
CF3 Nc/ 0

7. FIROBBRUEAKRE & 1~3)

FERXT L, Caenorhabditis elegans' DFFFEHIZRT L, & s GREEDDTHT1 72
RBEERZA L, WFSEICAAE LW BRI O AL S D RRRI e R L&
DL HIRERRE S TS, 202 EnD, FRAMERRBRHKE L TROKS
FIMBass & iz, B5EIE, BTk LT 2.5 mgkglRE, [L2EIIx L CIX 3.75 mg/kgis
HEINTWD,

LREEME 38 iR, e & U TR ey MBSO S, EBpbEE U CIERICEN =1t
BEEFOZ LMD, e pifgRiceT VAR E LR FHENTW A,
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ERNCTNEERET HEHAERLIY, =2 —T—F 0 RIZBWCEERSRE &
L T 2009 FTAGR SNz, 7=, EU Ti i LG O A SNIE Y QONIIE S o3 17
& LT MRL ARESITEY , “EHEERRRERIEAY 2009 4 11 HITAGR S 17,
AARTIE, TR T AEEAT 2EAERNIER STV, £72, b MAE
i & LTHEA ST,

Alal, ARG L A L R— b b LT ARG ) BRI E IR D Al AN
HINTCbDTH D,

I REBITHRIMEOBE
1. EYBIREHAER
(1) EVEESRER (S D) &H1, 2, 49
F v~ (g, 3 TR (2 UC-F /0T /L% HEFIRIN R G-, FERISRHIRE 0353
7 BREIBAER OG- L, RIFICIE, JEitY) GEROYR) M OSKHMR A £ L C3EE)
REIZOW TR L7z, F72, fE L7=7 v hE2 O TRAOKSIZ L D H-EZ W T
LI (F D, A, mEROYRE T OBSHEMET LSC 12k v, x0Tk
OV AR CLTF, TM2) E0vv9,) OmETEEIX LC/MS Ik v lE L., ik
FEHEE S IIE RS A — VS ) 7T 7 4 — & HWTCEHME LT, i <2 —
IZHPLC IZ X 0 IE L. oL LC/MS (2 & v #E Lz,

K1 EXNTNLOFRGHER

Be5RE 58 (mgkg (KE) v R BURR
. P£15.0.083, 0.5, 1. 2. 4. 8, 24, 48, 72,
HA[BIFRARA 0.5 .
96. 168 4
B[R 12 2.5 i #5025, 0.5, 1. 2, 4, 8, 24, 48, 72,
HAA[RE 18 50 96. 168 Wik

BeHRT. A% 5.0.25, 0.5, 1. 2. 4. 8.

AR 2.5 mg/kg R/ H X7 H
. se 24, 48, 72. 96. 168 it

BA[AlERRPY 0.5 P25 0~24, 24~48 48~72. 72~96. 96~120.
AN %2 25 # o JR | 120~144, 144~168 Rtk
HA[lfg 8 50
HA[ALRE o5 JR. FEVF | #50~24, 24~48, 48~72 %
REYFHE: ' KOG
Hi[alRE 2.5 Feh- 24, 72 KON 168 itk
AE#REN 2.5 mg/kg {RHE/H X7 H oty
HA[ARE 14 2.5 e 5168 Ktk

IR TR 2N EARE L L, o GRITZhZ 3 L Ff

@ iR
HEFIRNE G- T, i BERE R T L, 2k Gl nw T s



H 6 b &G 24 Ff)g £ TIZERZNHIHHA (0.262 & 100.386 pmol/L) D#) 10 %IZ72
STz F D% KGR I A BB I L, #4K Tie 1d 40 B TH - 7= (3
2), HEREOEE (2.5 XU 50 mgkg (AH) Ti, 2fHHENERREIZZNZENE S
4 J O 4~8 HEfZIZ Cmax (0.126 TN 1.261 umol/L) (2L, %5 48~72 M TN 48 KEfiH]
ZUZ Crmax DFY 10 %I L, MHEHEMEDIEER Tip 1TZEEIUR 55 KON 60 IRFfE]C
HoTz, T HEAER OEGAZBW TS [REROBIRENGRD ST,

x2 T bOUC-ERNTIRGROEMPEYENE T A —XF

sk B5E Tmax Chmax Tie AUCo-~168n
(mg/kg (RH) (h) (umol/L) (h) (umol - h/L)
BAEERIRN 0.5 40 2.52
U 2.5 4 0.126 55 2.88
AL
50 4~8 1.261 60* 29.4
AER 2.5X17 8 0.098 55 2.17
FREBESA (A7 - umol/L) : BEEHIRPN-0.006, AR OERE M- 0.007 (50 mg/kg REH5HEE-0.077 ) n=3

* o AR PIREE DR Tre

UC-ER/ N T VOREAWICRIT, HEke S (2.6 KT 50 mgkg (RE) M OIE#E G

(2.5 mg/kg (KE/H) IZBWTENZEI 30, 27 K TN25 % Th-o7-, UC-ER/XT )L
OHERE OB (2.5 LU 50 mg/kg (K5H) 128F 2 RECEOAEY)FHRIHITENE
9.4 KTN83 %EHEES N, LIeR-> T, AOFEGHZ, WISz UC-Ex 0T
A O—EIFPIEEBAEIC LV lk L B2 bhi,

@ o

7w MIBITD UC-EX/NTVORE (2.5 mgkg KE) KORERAERS (2.5
mg/kg RE/H, 1 H 1[E7 HH) ZOEBEFHIEHIREA R 3 IR LT,

FEHEME TR ITIZ & A o, HIERE &G TI3k 5 24 IR IR TR,
G, Rz TRERk, BRI OB S b2 ENOT IR S 72130, HERIR IR
BR23380 T DA T, A OFARE T BEHE R E IR RARM Th > 72, &5 168
REfI#E Tl FIRITIEBRS5RD B 7 DA TUW T ORI 230 T H R IR AR CTh
STz, RAEROHEGICHBWT S BERE O #& G- & [FEREGNE MRS 2T & A Lot
BRI IR R D o T, oG- 24 I IZ W CITIE, B0, IE (0.11
nmol/g) HENEN, &, B2 T, 185N (0.040 nmol/g) K UNMEER R (0.035 nmol/g)

IZOTMTBD HNT=ZDOBT, ik 5 168 Biflit: Tid., BEKOWFIZDAHFED Hi
7oo Flo, HEIROERAOBRGONTIUIBW TS, A7 =3 AHE K OIR~DR
FHEME AR ITRED DR -T2,

2 YRR MR & EER R ORI O (0.011~0.032 nmol/g)
8



#3 7 v bOUC-ER T NEGEH DS T BEHTEERE  (nmol/g)

e Ak " . .
B EED) JiFli FE AR SREN =] Leatadk =i ] IRE {7 i
BBt | B5
HA[A] 0.13 0.12 0.082 0.074 ND 0.050 ND T
24 W
i 0.26 0.26 0.063 0.083 0.040 0.071 0.11 0.035
HA[A] ND T ND ND ND ND ND ND
168 ]
i 0.17 0.060 ND ND ND ND ND ND
T GEBP) :AHRAE & EERMEO R OfE (0.011~0.032 nmol/g) n=1
ND () : LOD (RtbBRSR : HEHE 5 0.015 nmolg, K425 0.011 nmolig) A%
@ Kt

BB RO b= TR T ILORE A 4 1R LTz,

B 5 24 Wt OIMAEE 08T Lz & 2 A, BEERRAN (0.5 mg/kg RE) K OMEEIRE O
$eh- (2.5 LTV 50 mglkg (AE) [ZHBWT, ENEI 31, 10 KOV 12 %DOARZEALR (14C-
FERRTIV) RO BTz, WEGREEIZRB VTR LT D/ % — 13 [RER
T, M2 BEEGEM & L, HEFRN L OEERR O8RS (2.6 XY 50 mglkg (R )

IZBWTEILEI 20, 30 KON 34 %ilsh BT 1E0, BFEEOMERE D Hi
7o, KiE#HEE (2.5 mg/kg RE/H) BISED LN REMW 7 — 2 BRI CARE LR K&
O FEERF OZBFRMETRRD Lo Tz,

ﬁ<¢ﬁ§§¢¢@@/w~/%ﬁ&ffﬁﬁﬁ IBWTCHERCH 7=, EEEHHIT M2 LISt o
R T, REKITERD e -7,

FEPEERHEWIL, R L3RR D M2 SN OREI Ch -T2, FlRNE G230 T
RERIRIZ E A ERBO IR TeM, #asE (2.5 LTV50 mg/kg {KE) TiEEN

ZHL 52 KT NDREAUAED RO B, WSR-S L D bDEEZ B
s
FEFHIZIE. REMMRITRRD e o 7o, FEREH & L TURKOFES & 1387

% M2 LIS oR@ins & £z, FEASHLSN O RS IE
q@@r@]‘%ﬂirﬁlmu &) %me @J?LT &) D 77:_0

v ZBESU IR O

Fd MC-EXNUTNEERELIZT v OKREHIZER bW
Es R (ORF  EEGH)
1 A5 M2, HBHEOMERH

%

S M2 DA DR *. M2 DS ONE), < O G
£ M2 LIS oRE*. M2, Z O #
HEYJr M2 DS ORI, M2 LIS ONRE, € Ot G

. RO TR BN FEAGE M2 UAOHGEW) (ZTh TR 2RE TH 5,

3 FANDO—HONHIEHNTE, [TRMZEFERSOABICONT (CFK 1547 A 1 BN E2EBRIRE)
(ZHEDE | IRBEDIINMPESED B R S, FHEDEITARY LR L IIAFREZ 16T B EN1 DD, | ZLnb,
AFH R S B2 B A S A RO L TR,



FIRAN B 5-1% ORI (ZER OYR) &U‘%‘im&ﬁf&@ﬂﬂiﬂﬂ \ERZAAE D ZR D 7
W2 EMD, Ty MZBWTER T IUL, IRTEERRNEIC L > TOREETH L
EZ2 HivT-, M2 OfERE B 11OR uio

@ $ittt

NGO SR M IFE IS HEI S, BH-B L OB AR BfR e < B 514 168 IRFH]
(ZHE R OPR T S 3B G HEE D 92.0~98.3 % EIL iz, SHER%A2 %K 5 1R L
7o BG4 168 R OIR L O HEIERIX, HRIEIRNESS (0.5 mgkg (KH) T 4.2
% 1r90.6 %, HAEIRE M1 5- (2.5 mg/kg (ARH) T 1.96 & 190.0 %, HLFIRE (5 (50 mg/kg
{KH) T1.32 KUN97.0% TH-o7=,

#£5 Ty MBS UC-ER/0 T 5% 168 i OF 3%/ T VO G HE DR R

W Beh& JRAEpPRRE | iR | RS PReR | redREs
(mgfkg {AH) (%) (%) (%) (%)
HA IR 0.5 4.2 90.6 94.8 96.8
NI 2.5 1.96 90.0 92.0 92.6
50 1.32 97.0 98.3 99.2

* = YRR R HRRE IR n=3

(2) EPEERR (v Q) M1, 2, 5)

7 v MW UC-ER/ 7T VOB R OREROEGHBREEZm L, 7> Mk
U 2 i HR RN K ORI DUV TR L7z, I SEEhiElc >V ik, 7> b (9
VL) 1T UC-ERN TV (B 3 AEakiA) A HFEHRE OG- (10 mgkg REH) L., &5
96 IFfEfL = CRAIFAY (BE5-0.5, 1, 2, 4, 6, 8, 24, 48, 72 KN 96 FFiElf:) 24z
R ONFE PR P 2 I LTz,

RENCONTIE, T b (HERES 4 P/E) (2 MC BRI 70 5 UC-E R/ S T L

(AL 2 B OVERAL 3 KE5ik(A) % 7 HREIRERR D5 (10 mg/kg (RE/H) L, R&E509 (3%
GBA4G% 24 Wi A, 150 Witk £ 0) ICHRIY) GEROIR) KOS 6 REEZ O
T OSRARR BT E P R 2 e L7z,

F72. KRB o % — X HPLC # W CHIE L, UC-EX TV fE
L722E0 HERER L 7= B IEGRE OGS — o Ll L=, 7 > FaBHIRT 2 T2t
P13 LC/MS/MS 1 & v [FiE LT,

@ MmeEYERE (BEEOKSHER)

H[ARE DG4 D 14C-F %/ T VDA e OISR EhRE 4 35 6 1R Lz, £X%
XU TVOEERE G, Ak QMU BEHTE R 1355 2 REEIC Cmax (Z40
Z71.2620.609 K& ¥ 1.80£0.862 umol/L) (T L, #5- 6 Bl & T —E Ik
7o, s L CRG- 96 BEFZ LIV T4 D 0.004 pmol/L & T L7,
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F6 T v MIBTD UC-ER/ T VAR O 55 040 DN F A EhRe < 2 — 4

Skl a8 Thmax Crnax 5 6 IR ORUFTENE | 5 96 MRS O fEHEE
(mg/kg IAE) (h) (umol/L) TR (umol/1) I (umol/T)
£ 10 2 1.26 1.21 0.004
1A% 2 1.80 1.67 0.004
n=3

@ o - R - HEtt (REEOBREHEER

7 HEORER D54 SGHEHEEDIZ L A E13EP N SEIL S (63.4~83.1 %) .
RIS OENTDE (2.8~5.5 %) Thotz (£ 7)., BEKG 6 Bk 5 ikt
15D 9.0~12.4 % ELE D BRI S 47z, FM07 2 BERRR ORI, e
) 78.1 1N 86.5 %, L 3 iR DfePEERI T, MEREZ L E 4K 69.7 KT 81.0 % Th

>77,

KT Ty MBI D MC-ER T IVRUERE IR GROPETEIEIRIER (%)

o PREPRIES | iRt | EE RIS | KRR
Group | I5apir | MERE o .
(0~150 h) (0~150 h) (Ref&t 5 6 h %) (0~150 h)
Group 1 0 Ik 3.21£0.27 | 83.11%=2.34 12.28+0.12 86.50
Group 2 i3 5.46+091 | 71.59£2.08 10.49+2.60 78.05
Group 3 5 Jiia 2.79+0.11 | 78.00£3.28 12.42+0.42 80.99
Group 4 il 5.21+£0.82 | 63.40£2.75 9.030.59 69.69
* 1 — DY B B I BT PRI R n=4

B G 6 WFEIE DO AFAREH BEHEMERE (BT © pg - eqlg) 1E, &7 —7 1280
TR g > ARG > B > IS > g oNalz m < o Bl BORTE MR AL R,
K O A O IRV ER BV X RIE  AR D » T, & ETIE. ARt R - R Py
FEOSHE L . BERENALRI Tl #0 3 EERR AR 5% D 7 0 o T nICE o T

PR K OFEP M T3 5 0~24., 48~T2 F N 120~144 FifiT# DOFEHZ SUWToHT L=,
BB O A2 R 8 IR LT,

PREVIIRZLRIZRED BT, R ¥ — ARSI L 0 B o7,

TR TR ORS%, BE UTREE (F) 1 HREED 6.2~
42.3%) KOVERNCT ARG & L CHRIES =, 2096 2 FEEROMRH (M2
L OEDMOREY) NFEIE S, M2 OEEIEL1.2~11.2 % Th o7, KRZLKRITER G
0~24 HF%RET CIZEY 1 AFRGED 17.8~36.1 % TR HZ RO LN, K5
120~144 H5fEI#%RENCIE 6.2~23.8 %2 Lz,

11




#8 T MIBIFDER TR A G% DR K OFE R EZA )
EEva R (% : ) —HEEGREICK L O)
R M2 DS ORE
% REUIR (6.2~42.3) .
M2 (1.2~11.2), ZOMAHY

* L 2 DRI R G- DY S

FEARR P M2 C, Rk (g, v, R, ARG A OVENR) 7~ o
SNz (9., 7 v MO OIE, 3 FEOMERG N O b FEED X HITHE M
Wb STz, TR TV MW EOREFEER I\ TR L 72 £ Ha 0k 4 4
BT U7oAE 5, B O SNIRET X TOMREMW Y 7 » B B S 7203,
FEOHRKLONEM2 I S 7e 1 FEOMERE DI, T v MBI BIIRH S
2ol

£9 Ty MROFEIIBT L5F13 T VOB O L (%)

- A ¥
RIAUAR M2 HRIAAR M2
IiR{z3 9.6~38.6 | 37.0~52.3 100
i 18.0~31.3 | 54.3~71.1 5.2 92.8
Jihi 11.5~26.3 | 28.5~54.0 0~1.1 90.0~94.0
=] 36.7~47.8 | 49.8~60.4 0~28.2 68.8~85.2
ik 15.4~24.5 | 42.5~51.3 1.3~8.8 60.2~86.5

Z vk :n=4, ¥ :nlIRH,

(3) FEPBEAR (1 XD) &1, 2, 6)

A X (B =7V, MERES 1 DDRE) (2B S T V2 ER RN (2.5 mglkgRE) | HilH]
1 (12.5 mg/kgRE) KOHEHEEBES (12.5 mg/kgRE) L, KREFICER ST
WK OFEERE THHM2 O HREZLC/MSIZ XV i~T-, Sk, #kNEeS-¢
%, #5 1 BHAEl #&5-0.05, 0.5, 1. 1.75, 2.05 (2 [IA#E 3 4531%). 2.42. 2.55 (3
FIE&S 3 3%%) . 9], 1. 2, 4. 6, 8, 10, 14, 24, 31, 42, 56, 70 X' 83 H
BT L7, RO LORREHRGCIE, #5451 Bl &5 1, 2, 4, 6 K, 1. 2, 4,
6. 8. 10, 14, 24. 31, 42, 56, 70 (X 83 HILIZ i L 7=,

—fRIEIRTIE, FRIRPNIREGRED 1/2 BN 1 [FHR GRS PE O RPER (10 43
IZIHR) DBRDHNT=DHRTH Tz,

BRGNS DEENRE X T A — & %3 10-O~OITR LT,

ERRTIIVOREAEGIZBT DWIUTIEL) T, RN TR M2 Of &l 3%
5 1~2 Fffi1C Cmax (418 ng/mL) IZEEL, BT VO FAORAFIE 10 % T

4 ERINR G 13 B30 3[BT TG, 1 BB #%E 2 B2 2 [ H 245, 20D 30 012 3EB %
517,
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BoTr, FREHES CTITWINAR DG LTS . BR80T /LY M2 Of Bl
5. 192~576 FFiH] (8~24 H) 1£IT Cmax (52 ng/ml) LTz, EX/ T ILOAY)

PHIRIARILI S % ThH -7,

710 4 X OB ERKICBIT 5330 T /L R OEERE) M2 O3KYj@EhRe X5 X —~
#1000 E=R TV

. ha Trmax Crnax Twe AUCo-., ERY/E=0)
e GHR
(mg/kg KT () (ng/mL) () (ng - h/mL) | FIHER%)
FHRP 2.5 30 5,232 100
g 12.5 2 238 44 2,445 10
3574 12.5 120 4 185 1,149 5
CEfE, n=2)
#10-© FEEHY M2)
¥ i b Tmax Chnax Tz AUCo-.. ERY/E=0]
(mg/kg A7) ) (ng/mL) (h) (ng - mL) | FIFHHE(%)
BN 2.5 9 166 341 84,372 100
e qn 12.5 14 246 329 103,308 25
TRRZ 12.5 384 51 634 65,172 15
CFfE, n=2)
#10:Q TR/ T+ FERH O
oy h8 Trmax Crnax Tie AUCo-, LEWEEY
(mg/kg {AH) (h) (ng/mL) (h) (ng - h/mL) | FIHZ(%)
FRA 2.5 341 89,592 100
e qn 12.5 2 413 329 105,708 24
TRRZ 12.5 384 52 631 66,180 15

(4) EMIREHER (1 XQ) &M 1, 7. 8)

4 X (BE— 70V, MERERS 4 DURE) (23807 L% 52 JEREAEEES- (0. 100, 300
3,000 ppm) L. #5115 B R OSERE T (%5 52 %) IEX0TFAKk
OEZRGE#M M2 Ol i 2 LO/MS/MS 12X 0 HIE LT, B30TV OBFEIEC
DWNTHRET LT,

FERMBFHZ 1T 5 RS0 TV OFEERGS I M2 ORI M e % & 11 1R Lz,
EGBHCRBVTREMADIREE L 0 M2 OREOHTHAKRIBIZE < . RE(BE KO M2
& H1Z 100~300 ppm £ 5HHZF N T PIRENZIZIE A BYLAFEDRR0 HALTZ73, 8,000
ppm $EFEC IS D M AR ASINREE ) SHER SN D IREICHE LT 272 0 R0 G

DTIhoT-, F1-. M2 O PR 5 115 H#% &
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F 11 A XTBT DRI TR OTEEREY M2 O EE (ng/mL)

o L FERHY
SRR T 1\‘4 .
(ppm) - -
PP P 115 Hig | AR T #5115 A% AR T
7/8 {4 : <8
100 33.9 1,226 1,057
1/8 f41) : 13.2
300 58.2 17 2,917 2,565
3,000 157 60 7,921 6,030
n=8

(5) EYBEERR (F) SH1, 2, 9
FE Q) ICUC-ERNNTAZHBEREORE (A 1.659 XUB : 4.602 mg/kg{AH) 5
L. #&54% 12 HRICHO 0 RREAICHRIY) (FH) KON (541, &5 8 K, 1.
2 4, TKRON12 H%) ZHEL, &5 12 HRZICIEA B ERI L7z, BBtk S
TR ORI XHPLC/LSC X OLC/MSIC X v fat L=,

@ WEEHED S & it
UC-ER/N T VRN BE% 12 H OGHEEORICEZFR 12 (R Lz, #5144 12 H
LINIZ 87.1~92.3 % DFEHEMED R (16.6~39.4 %) KU (52.9~70.5 %) TS
Nz, &5 12 B OMBENICIT 16.7~27.1 % D HHHEMENED S, EICHA
(4.1~4.3 %) MOVMERG (11.2~21.2 %) (25545 LCU /=,

F 12 MC-ER/ U TIVHERR OBG% 12 H ORGHEERI R
ERcn s SR #1 FERR2FRROET | VTR At
(mg/kg KE) (%) (%) (%) (%) (%)
EA 1.659 16.6 70.5 27.1 0.12 114.2
*B 4.602 39.4 52.9 16.7 0.07 109.1

M BEH% 12 H O BAERIGE

2 M. R, RN, JITIEL . RRE. HEE

"3 ¢ A R OMEIRARR R B DR K OB E DO S

Z bz,

@ Mm%, BEtmk USRS

mﬁ(ém&wmﬁ%%mww(ﬁ&@%)&@ﬁ%¢@ﬁ%@%ﬁ13:ﬁbtom
R (I S ONIAE) | 3% OSHRRH O EERBHWIT M2 Th o 7203 RPITITRRD H v,
M@ﬁ@@ﬁﬂ%#mbghto_mﬁ@@ﬁﬁﬁﬂ% . TEBEERICH TR
w%ntu%\mﬂ\ﬁﬁoﬁﬁﬁbgimméhﬁ#otoﬁ¢ﬁ%i%@ﬁﬁ%ﬁ
Z < s,

X0 MEHEMERIINER DY 100 % &z 7= & %

5 HEEMEIT b mglkg (RE TH 72, BGIRBIEN L —Th 7o 2 &inb,| 52
2R L poTe, BRRERICERBIIRRD DT,

14
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#F 13 EXR TG ROMEK, PR & OHR R

AR REAAK M2
41 + +

s
63 o n n

bR

HEl
# + +
P + +
=ik} + +
HERR Jik +
ik +
B + +

+ ¢ MR ORI 2 ST 12 BB E TOWTIOREE R OMER Rt S huiud+ & L,
72 MR OWTIIR G- 12 A% D & FREHREGRE CH 5,

(6) EPFRERUVEESHE (F) &M 1, 2, 10)

o (V7 — 7 SRR, MEER 17 8H) | UC-E XTIV A R A5 (5 mglkg
KE) L. 314 OFIET, FREMEEOITIH, W, oA, L ORI OWTRET L
77

# 14 FEO UC-ER T NEERER L

ESREAL | BE | EREK LA P M~ HEAER R it
(8R) 5 H1%) (MBg/mg) Tr A a7y AL
A 4 2 0.103 ek S
B 4 7 0.103 FE it RER >
HEA - E -
C 2 14 1.21
BEHY)
D 14 0.103 HER D
L2 | B 21 1.21 HER D2
F 21 0.103 SIHIALAS
G| 2 28 1.21 % "ﬁ% B -
ik
H 28 0.103 it SIHIALAY
I 35 0.103 RERG DI~
K 14 0.111
FHL 3 LA - B -
L 2 14 1.14 £y} .
e
AL 2/3 ;
Bz M 4 21 0.1 S DRl
(50%/50%)
pSpiist J 2 ESyi

% ARkl TRR JIE K OFEHGESHT (B30 T VKRN M2 122\ T) 250 LT,
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C. L X' M BEIZEIT 2 FEHIRSHEMERI R (BRI + /8% + 7 — DPeidik) 1%
93.3~97.7 % Td o 7=, PEERITERNAIC L D 2ERITZ0D bR o 1=, REOFE PO
HOREMREE 13 G- 24~72 FFRZ ICRESEIZIE L, ZO®%IRA 2D LT,

C M ONL ¥ 54% 2 HH (336 ) DR & O K ORI 23R 16 1R L
7o RERST DFEHENEITIE 5% 2 BRLANICIR KOS HRE S v, FEd23 2R
BThHoT-, FETGHIIT R/ I T IVTHEERNTFEEL LT M2 DS RGE 4T T o 7273,
PRIAEIT M2 LS ORE T - T,

#156 FITBUT D UC-EAR/ T VIR ARG 14 B OREOFEP PR L O OEIS

B (RGBT C (HHhr2) L (&7 3)
B PR % PR+ 35 bR # PR A3
Patt=R (%) 30.8 52.9 83.7 28.8 60.6 89.4
REAAE — 14.2 14.2 — 12.5 12.5
M2 — 18.9 18.9 — 17.4 17.4

R

Z DAt 20.9 5.2 26.2 — 8.6 8.6
REat* 20.9 38.4 59.3 21.1 45.5 66.6

o RICGEEHUSAORFERBE b ST, — AR | n=2

BAAR PR EIREE 2 2R 16 1T U e, MR SR L D3 e b =0 7o DIIAEI
T RO o7, Bl O IR EEIX 240 © OFERR L 0 RIEITAK )~ 7, #E
HREE XS 35 HIRIZh @A R L7y, 2 OREIIHIRINRN S D TH o 7o, KHED
[RIRE S ODAE A OS2 & | AR ARk PR BT E R B B KT S e 2B 2
Hivle,

# 16 FITRIT D 1UC-T R/ T VRS O $e 54% ORIk P TS TR

% 5 1% SRS (ug - eq/kg)
T | PRORAL | R s | e | owme | ome | oweE | om
(R) A

A 2 19,346 | 15,544 6,675 2,445 1,483 57 4,574

B 7 7,321 5,972 2,653 806 446 90 1,065
C-D 9 14 2,921 2,199 1,545 377 217 136 344
E-F 21 1,320 1,101 772 163 109 145 133
G-H 28 1,285 1,090 706 181 88 106 190

I 35 550 464 332 64 33 205 84
K-L B 3 14 2,138 1,708 1,075 322 144 84 333

M L2+ 3 21 995 741 499 117 58 117 84

n=2 (34
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A 72 A M ONIUE R B EPR ISR < . EOFERE TS 2 HED 136
ug * eq/kg M HH%4E- 35 H1%I2I1% 10 pg « eq/kg (2D L=, G L OVH BECAM K& ONE
HCTE A 2 BRI L7 S, P E M EIR EE 130T Lz, A
HFIREEDM G- 1 HIZD 254 pg - eqlkg 72 HF25-28 H#£D 9 ug - eq/kg (2 Lo, i
2L, P R R E A I BN TR0 < L A/ SR ($ RS )
13 0.821~0.929 & 720 | FEREHTEDATICIS T B R/ TV R OYM2 O/ & 58
LTV,

FEREE AT BT 2 BAARR T DOF R /X T VR OFEERE) M2 ORI 72 5
FEEAbZ R 1T IR UTe, BRECBIT DEEZEITIRE Do 7208, BR300 T /U TEERHIT
RSN M2 12725 Z EWRB STz,

F£ 17 FIZBT D UC-E R/ T VHRR OB 5-0% ORRR T R/ TV TN M2 ORI AR 2 L,

Ko . B HA%R (ERRE : B)
2 7 14 21 28 35
1% 7.22 <3.0 <3.0 <3.0 <3.0 <3.0
A 283 <50 <50 <50 <50 <50
T R ek 144 <50 <50 <50 <50 <50
Ji ek 359 <50 <50 <50 <50 <50
BIER 3,474 612 63.7 <50 <50 <50
i 5,101 918 91.1 <50 <50 <50
1 89.5 21.6 7.96 <3.0 4.93 <3.0
A 1,388 468 169 70 85.7 <50
N2 5 ik 1,481 602 230 90.7 144 61
ligg 5,204 1,943 865 344 420 140
fffkaAk | 10,156 4,184 1,555 600 842 314
B 13,414 5,726 2,175 761 1,100 362

ERIRA M - 3 ng/mL. kLHE - 50 pg/kg M : ng/mL, AR : pg/kg

FZB B BT SV EBEREW A2 R 18 IR LT, IREBRITE A EDFREHZ BT
TR ST ARG TAETIET L DS EE A =2\ T, FIEREAR, i &k OFEIZRB VTR M2 28
FERBF TH -T2, HERIZBWOTIRFEIEDREHNSEGRD DT h, KRR
OM2 [ HFE A ERD LN o7, JRICBWNTIE, 507 2 Ak 506 B
DT BTz,

18 ED UC-E R/ T )VHERE O 505 O KR £ 2R

Ak FERH
Al | M2

e RFER#Z I

I M2

17




#E M2
BT 2 KA 5
M2 USOGEM)  (BER)

S

(7) BRINTIL EIRA - 80) RUM2 FEIRA) OXEYBIEE/ S A —4 (2 11)

¥ (6~8 7 Hilh, 6 XX 8FHMEE) ITER/ 3TV T M2 25 19 1T HE M ORI
THARE L, &G EE O GRIBICBIT 2R/ TV O M2 O3EYENEEIZ DT
AT,

19 FEOTXRUT IV M2 OFRYEhRes R 71

it GISp B s L3 HERE #5- (mgkg (RE)
1 6 . ERINST IV 1
2 6 M2 1
3 8 FRNT IV 1
4 8 3| FERNT )L 3
5 8 ERNT IV 10

PRI, $RNE G- Tl &G0 552, 5, 10 TV 30 43, 1, 2, 4, 8, 12, 24,
36, 48, 72 LN 96 IFfE], 7, 10, 14, 21 L OV28 HARIZHEE L, OG- TlL, Be5Hi,
505, 1. 2, 4. 8, 12, 24, 36, 48, 72 K096 Hifll, 7. 10, 14. 21, 28 }1* 35
HZIC9M L7, 33, R 20 (R WIRICERE L. HPLC (2 & 0 &3lkh e x/07
IV R ORI M2 (2D T,

20 FOEXRNNT VRN M2 OFYEIRERERIZI51T 2 FEERURFH]

iEa e HARHE 1BH (5% : h) 2P H (%5%8FH : h)
1 24~32 48~56
EARN
2 48~56 168~176
4 G| 24~32 48~56

FEITERNT VXTI M2 ZFRNEES: (1 mglkg (K8)  L7-FRFO3RYEIRE T A —
X aF 2112, FHRERBRBROETR T IVKEOM2 O AUC %3 22 (TR LTz,

TR T IVOFIRNFR 54212 F %0 T )L O LA RS TG IR L, #5548 BFE
BT B ATRERE T, &5 72 R LRI T2 ERIRSY (3 ng/mL) Kiifi & 72 -
7oo M7 V77 A (1.49 L/h/kg) (IS <, EXNT VD TiglTAETE 72
Mol BHHKI 2 K IZ M2 O PRI Cnax \ZE2E L, #EREMIC LV B 5-7~14 H
%ECTEREFRE Th > 7o, M2 OFFIRNE G215 M2 O REI TR G 4~14 HE E
TERMRETH-7Z, M2DIH 7 U772 (0.28 Lihkg) 1ZEx/ 0TV /hE
VKR TwelE 4.5 HTH -7z, Vdss 1T M2 (31.2 L/kg) DFHFNEFR/N TV (7.4 Likg)
LV IEFIZRE DT,
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#21 CECBITHER T IVERONM2 OHYEIE T A —4

;?e%iﬁﬁg/\7 A=K F 3T )L M2
27752 (Lh/kg) 1.49 0.28
Tz (h) 105

Vdss (L/kg) 7.36 31.2

TR TIVROM2 OFES 2 YT T A%, FRENK 0.05 £ 100.08 Lihkg T,
1 mg/kg RERE OFRGAZIB1T BT 1/ TV OAEMFIRIRARITHR 31 % Th - 7=,
ERRT VR OE %D M2 % W THRE SV AR R (94 %) 13RI
IFE DA FRIFRIR L 1T Z 20D, RS T L OB SRR O TR D
NHOLT, IXEF UED M2 BIERESND Z EDVRENTEYD, BRI TIVDEY)
FHFIARICONTE M2 ZHWTEH SN T A—ZRH#HY Th D LB b,
FERNCTIVOEYTFRIRIRE (8181 %) & M2 THE LA 94 % & OZEFHIRLEEEh
RCHAMRETHD EE 2 B,

1~10 mg/kg REOR O BGIZIBWTER/ N T VO A BB BV,
fﬁ%*ﬂy%w@bﬁmwgwﬁ®ﬁmﬁﬁﬁifiﬁi ﬁﬁﬁmmght%®®
10 mg/kg REHR GZIIIHAEEREITED -T2,

# 22 FITERNCT AT M2 HE5ZDOERNT K M2 O AUC

B | B BHYE Bh& AUCO~7ER/ TV AUC@~79M2
(mg/kg {AH) (ng * h/mL) (ng * h/mL)

1 ERNT I 1 671+92.8 3,592+ 712

2 RPN M2 1 3,564+1,103

3 1 211+90.6 3,376+1,126

4 & ERNT I 3 671+214 11,125+3,279

5 10 1,290+ 446 19,110+2,009

n=6 X% 8

1 KON 2 BECRIT D M2 O 7 U T 7 A ERETH D TR/ T U T#E P
T (94 %) LOEISIZ2NZ EnD BTN T DI E A ETTM2 (1 94 %)
IZEE L, BRI T UMD M2 ~OZ b e b FERREHEE Th D 2 L2 E%RT 5
LEZ BN,

M2 OFEH-TIIM2 D) 27 % FHHRIZHEE S L IS SIS B2 bz,

2. BRYHE
(1) REHER - HEROD) &H12)

E (W7 —2IH, 3~4 » A, 32 SR GRERS 7, 18, 29 LN 40 HEOKRER
(ZFUNTHERER: 4 57) - MERER 2 SEHIREE) (2B R/ 7 /L2 BRI O 5- (3.75 mglkg
(RE) L, M2 O (i, B i, BliEN &L OR IR HEER Iz
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THPLC |2 X 0 (57, 18, 29 (V40 H) IZfEHT L7=,

BARGET M2 JEEE AR 23 1R LT, M2 ARk ZRRaE & & HIcE L, W
FTALDORESIZIBUNT ARG > g > &g > R OIA T < . ATl G- 29 H#&IZ 5/8

B, 540 B 7/8 BlSEEIRA (10 pglkg) Aii & 7272,

# 23 FOFRNTIVHEE O PG% OV M2 2 (ng/kg)

Kk

=

U

B (H)

7 18 29 40

B g 3,256 490 115 (1) 109 (2)
B RER 2,417 538 114 114

J ek 1,757 212 90.7 (1) 59.4 (2)

ik 591 71.3 21.2 (2) 18.0 (4)

fiA 222 42.6 (3) 14.7 (5) 11.7 (7)

LOQ (E&EFREFY) : 10 pglkg

R 3 R AT REZR D EME  (O13<LOQ DB

(2) RBHER - EEEOQ) (B8 13

o (CHERR, 3~4 & A, 48 SAMRGREHES- 7. 19, 29, 40, 70 KON 77 HHEROKK;
FRUZIBUNTHERES: 4 57) - MERER- 2 SE/HIREE) |2 B %30 7 L % HilElRE M 5 (3.75 mglkg
REE) L. M2 OFZHARE (I, Bk, . Bhgdsih e 0% TisE) HiEIic>»

n=8(Fz TR D~ 5~8)

CTHPLC IZ X v (57, 19, 29, 40, 70 xON77 H1%) (ZfEMT L7=,

BB M2 2 A3 24 1R LTz, M2 OFRE IR RGOS & & I L, v
FTHLORERIZIBNT B IR > > g > A ONETE < . A& O g Cids s 29
HZIZENEIL 8/8 LN 5/8 i, 540 HIZIZIZE DL B L 2FINEEIRAR (10 pgkg)
A & 7p o7z,

K24 FOFTRNTVHRE O PRG% OV M2 2 (ng/kg)

Fe bR (H)

%
7 19 29 40

BN 3,068 681 83 22 (2)
B FRERs 3,667 752 114 21 (2)

JHehik 2,056 354 51 18 (1)

R Tk 460 99 18(5) <10 (8)

Al 155 32(1) <10 (8) <10 (8)

LOQ (E&RFY) : 10 pg/kg n=8

FERR IR 1 T E BATREZ O T (O1Z<LO0Q DfFIE)
¥ 570 ROVTT RO, BiEE ONRTOMIZ<LOQ Xix LOQ DIl T~ 7272 DA,
AN DWW TR 70 &Y 77 BILIZRATE37,
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(3) %WyHER (- BEEOQ) =M 14)

E(RAY JFE, 2~3 jklin, 48 SR GEEIR G- T, 18, 29, 35 KN 70 HEDKRERIZ
P THERESR: 4 §H - %5120 2OV 127 H 2 OFSRERIZISUNTHERES: 2 5H) - MERES: 2 58/
STBRE) |23/ T VA HERAO#&S (3.75 mg/kg (AHE) L, M2 O EZHRE (T,
X, PN, X IEHERG K O THERS) TR IC oW T HPLC I & W B (e 7. 18,
29, 35, 70, 120 (1127 Bf%) (@ L7=,

BAARR M2 JRE A3 25 (R Lz, M2 OfRRHRE I IRRGE & & i L, W
FTHLORERUZ I T B IER > I > Bl > A OIE TR < . B ONFIgIZ 3 Cids
570 BRI HIEED M2 OFE-ERRO LN H 00, #5120 HLERTEEIRR (10
nglkg) i & 7p o7, B O Tl 70 AL, ERIRFOR & 22 o7,

3% 25 EOT R/ T/VHEBERE O G545 ONEERARR T M2 A (ng/kg)

sk B4R (H)
7 18 29 35 70
s 3,110 474 202 67 22 (1)
FZ NHEN 3,010 638 265 89 27(2)
JilER 1,376 325 138 54 (1) 15 (3)
R ik 366 82 35 (2) 22 (6) <10 (8
i 199 40 23 (2) 15 (6) <10 (8)

LOQ (FEEBRES) : 10 ugkg
FARE AR R T B ATRE B TEE  (O13<LOQ DD

n=8

P #e5. 120 H DIBEOSHEREOMEII<LOQ Th o= 0EW, AL OB IR S 127 BT,

(4) BRBHRER F- REEO) S 15)

¥ (T r—IFE, by i, MERES 3 BEEE) IZER/ T V% 21 HRERE T 2~4 [A]
OS5 (38.75 mgkg (AHE) L., X/ 30T /K ONM2 O (K. B A
K OHighENE) iR oW T HPLC 12 L 0 k& 521 H (4 W5 D itk 5- 14
KON21 H) RITfRAT L=,

FERXTIUZODWNTINTIOBER O bR SR o7, £k M2 RE%
7% 26 1T U, ARSI EE L TARN > e > i > A A DR T < . AR FR R I E8
BRI T2, 4 ARG T R G 14 B&05 21 BRZICIIFREIRE T4 20 %
DIV RO T, 3 ARG 21 HEOMMEHIREIL 2 FH5- 21 HE X VKRS, 414
521 HE ORI 2 KO3 %521 B LV &< HORE TR S
VARAYIRESY R
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K26 FOER TSGR DG OFHAM M2 RE (ugkg)

T FBHR R ]
2[E#% 521 H: | 3mEHEH-21 A | 4[EHR5 14 HE: | 4[EH%5 21 H%
A <50 <50 <50 <50
Ji i 108 <50 305+ 144 227+146
ik <50 <50 80 66
BN 133 <50 395+147 328+201

EERA - 50 ng/kg n=6
(5) invitro MR INVEEE (Tv b, 41X FERUVFMIF) (i 16)
7w b (Wistar 55, #E)., X (©—27 V8, 7)., 4 () KO () dskimsic
UC-F /T VAN (30, 100 208 1,000 ng/mL) L. 37°CC 30 Wil & T&#r L7z,
oFL— g TR —Th MM$@%MC%ZA/7w&Um fern 14C-F xR
TR (i 2 L fEETY) 2R L CAERLC T D UG- X T LI
e R FERNT OV TR,
BHT 20~30 WRFfh] CUFHE S o /X7 BIXFEHRRIBICE LTz, BT 24 FFRIZIST 2805
@%Ci’JIElHM_ ¥ 84.4~102.5 % Th-o7o, FEMWREICEIT HIMEEY LRI fEGHEFR
TR LT, Ty PEROA 2B B E X TIVOEIMmEE R R 7 AR T
99.2~99.5 % T, FROEDIMSES L /7 FEEZRIT 96.2~98.7 % Th 7=,

27T BRI IT LMY T fEaR (%)

kERE UC-E R/ T VIR (ng/mL)
30 100 1000
7w b 99.2 99.4 99.5
A X 99.2 99.4 99.4
G 98.2 98.5 98.5
T 98.7 96.6 96.2
3. SMSEHHE GSH17

Z v FeHWT, B30 7 L2 0 3EERER (SD R, £ 8 Wi, M3 UIL/EE) %
It U7z, AR OEEFRITERD 5T, LDso13>2,000 mgkg (AE TH -7,

4. BIHSHEER
(1) 13 BMFEIMSEHHAR (TOXR) (1, 2, 18, 19)
~ 7 A (CD-1%, #J 6 Wiin, MEHES 10 PUEE) 2 HAWTEX/ 3710 90 (91~92)
H SR 5 (0. 30. 120, 600 K& TX 6,000 ppm) T X % izt caiw b
AT RIZLL T O L0 Thotz (R 28), 7k, RN 7 /v0— HPEEEIEI
30. 120. 600 X1} 6,000 ppm G WNTENFNHET 5, 18, 98 &1 959 mg/kg
{KEE/H, METH, 22, 115 K10 1,213 mglkg (AH/H TH o7,
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FRBREA I FETIERRD B o 7=,

IR, R, FEEEE K OMIIRFIRA I3\ TR G-THEIR 2 B T8 B 7s
Mol

MEAEFRIRRATIX, 600 ppm LA E#& 5O T T.Chol ®H#E/N, 600 ppm LA L%
HREORET T.Bil O¥INAERD Hiviz, AST (ZOWTIL, HEOERGRHIIEEEZ R~ LT
DS EARBIEI I 72 < VBEZEIT OV TE 30 2N 120 ppm DA THD Hiviz, METiE 120
ppm L EFRERETCIIEMEZ R L, T2 HEMEM N O EZED LD bivz, ALT Tlidk
® 120 ppm LA B GRETEEZ R L, A EZET WS EMEMENRD bz, L,
Z O ALT ¥ 5T — % OFPFENOEE TH - 7=,

PRIGA TIPSR 2 EITRED Lo Tz,

figigs BB CIX, 6,000 ppm £ G-HEDME CIIHROMERT & QL E & OA B 7NN
BB DL E R OGRS Hit, HECIIFROLEROR BN b,

HR I, WHITERT 2 EITZO bRt

JRESHRR AU CTIE, 6,000 ppm e 5HEOMENL T 600 ppm LU G- EEOHELZ T
DOREAEY T Bz, 6,000 ppm #EHHEDOMETIE, IFIROFLRESLGRD BTz,

AFABRIZ I, 600 ppm #&EEEOHETIE T.Bil OEIINKL Y 120 ppm #&5HEDMECTIX
AST NGO BTz Z L6 ARERIZE 1T 5 NOAEL (34Tl 120 ppm (18 mg/kg
{KE/H). METIENOAEL X 30 ppm (5 mglkg (AE/H) &Ez2 bl

#* 28 13 WA ENER (U A) TR b HEER

5% (ppm) i3 i3
6,000 - FEREEOMN (LEE) | - FEEOMEI (o) - hER)
AR L. - RIBFEEORN (LEE)

JHFigio> Btk e

600 LI L - TBil #4401 - T.Chol ¥4/
gD REE

120 LIk - AST #)n

30 LAk

(2) 4 EMBERHSERER (Sv b)) SR, 2, 20)

7w b (Wistar &, 9 7 s, MEHER 5 VUL ZHAWEER1 070 4 HERRAT
#45- (0. 1,000, 4,000 K& O* 12,000 ppm) (2 & 5 fimtiatatEr card b=t i
IZLLTFD LB Thotz (3£29), B, X0 T /L0 — AR EIL. 1,000, 4,000
S OY 12,000 ppm #GHZIBWTEILEIUET 86, 346 & TN 1,044 mg/kg (KH/H |, HET
90, 362 &) 1,017 mg/kg AHE/H TH -7,

ARBRHAR TR IE3R D SR Tz,

—fIER TIE, 12,000 ppm B GHEDOME 1 FIllCHE G- 2 T LARRIZ BB D R B R B DS

RO LI,
(REE, JEEIE, MOUKE N OMIRFAIRMA Tl G TRN T 2 B IR b e o Tz,
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AR CTld. 12,000 ppm $&=5-REOMET WBC OHENNTED H iz,

MEA LRI T, 4,000 ppm DL EEGHEORET Glu 23812380 L, T.Chol &
ONPL NREEZEEIN U7, 2 GREOMETIE, T.Chol, PL ;O TG ASHEEEEIZEEINL .
12,000 ppm $¢ 5-H£DOMET Glob 2HREEIZHEIN L 7=,

B R Tl IV THETIZ 4,000 ppm EERETEHLEEORN, 12,000 ppm
G CHETEE B OBIINAERD H v, METIE 1,000 ppm LA 3 GRE Cifasef i OLLEE & D
AT BTz,

FIRCIIBE ST T 2 AT IR B ivZe o 723, IWERRHFRFAOMmA T, &S
HEDOHMERED I/ NEEHFCEIRRDSFED B, B GHEOMEN 1Y 4,000 ppm LA_E#&% 57
DOWED HURARIZ OV AMEBIEIE KRS58 BTz,

AFRBRIZBN T, SR GEEOMERE RO/ NEROEIR R AR B iv, BEZHARIRD
O F AMEIEIBAE R, M2 T.Chol, PL KO TG OHEANNE ONZ g O#a% & O B &R
MAFERD BTz Z &0, NOAEL [33¢E T& 77, LOAEL /% 1,000 ppm (# : 86 mg/kg
{RE/H, M : 90 mg/kg RE/H) B2 bz,

#* 29 4 BHIEMEERER (7 > b)) TROONCEER

55 (ppm) 1t i3
JFEEOWN (k) - REEREOWRE (1/5)
12,000 -« SR WBC BN
Glob H4/n (#2%)
Glu ) (#RFE) - FRRBROONE AMERIAER
4,000 LI | + T.Chol %X PL AN (RE)
JFEEOHEMN (HLEE)
JrleRoD /NEE AR + T.Chol, PL X XTG O8N (s
1,000 Lk FRIRIROOVE AR )
FFEEOWEN (i) - HhE )
MR/ NEE L LAERE R

(3) 90 HEESMEMEER (Sy b)) &R 1, 2, 21)

7 v b (Wistar &, #J 6 s, MEHER 10 PUEE) 2R\ =ER 307 0@ 90 (91~92)
HREEE& S5 (0. 50, 200, 1,000 KT 12,000 ppm) L:iéﬁ%@%@%ﬁ%ﬁ‘@%@&b%
NI FEIT UL T D L0 Tho7= (£ 30), #IFREEL O 12,000 ppm #5HEC
BN HMERES B PB4 V- 4 3 (27~28 HIE) OIRIRIC L A EHEREZ % E LT, focio
ERRTIVO— BRI, 50, 200, 1,000 & OF 12,000 ppm $EGEEIZIBWTE
NZEIET 4, 15, 74 V900 mg/kg (AH/H, MET 4, 15, 81 &K 1* 947 mglkg (RHE/
HToh-oT,

AR AR TR B T2,

—fiEtk, ARE, BifE, PUKER OIRBFERRAEIZI WO TR EICERT 58 50372
WANTRD BN T,

MR SRR TlE, 12,000 ppm & G5-FEOME T HEROJD ., M/ MIELDIEINAEZERD &
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A1, 1,000 ppm LU GREOMERET F a2 LR T T AT RN ERE L7223, 208
{RIFIRSEIIRTRE TH2 IR LTz,

MR FAORAE CTIE, 12,000 ppm F5REOHET TP ORI, 1,000 ppm LA E
B 5HEOWET T.Chol 2 O PL OHEMNANGERD B2 W ILOZ LS Al Th > 72,

JRIAE CIZ. 12,000 ppm #&G-EEDOMEZ JRE DD H3FED Bz,

s IOV T, 1,000 ppm LA R GREOMECHTIRO LEEE ORI, 12,000 ppm
B GEEOMETITINE, R K& OO M OV Sl N IR B oD f{t skt B D8 7358
D BT,

HR Tl G T 25220378 bivie o Tz,

JRELRRFAOMRA CIE, 12,000 ppm BEGREOMETH T IEBHSREIL T (8/10 f51) K
FEI B PNARIR T ORI (9710 B1) 2338 B, R &2 Eh 1/5 B} 8 2/5
B CEAIZERD H ALz, 1,000 ppm L EFGHEOME (1,000 2T 12,000 ppm #5H#ET
LR 3/10 O 10/10 i) CIEfire/ NERCAEFRARR 23580 H vz, 12,000
ppm B GRHEDME 3/10 B TIIINELIZ & B2 E I AR RABTEEL A3 F88 HiLT=n3, IASE
MR TRRICIESERIZEE LT,

AFRBRIZIBN T, 1,000 ppm LA FREREOHEREC ko o R T 5 2 F U OIER., 1
(Z T.Chol KO PL 4N, FFELEE OB ONZ/ NE R OMEFFIEIE R 235380 bz =
&, NOAEL 3 & $12 200 ppm (7 : 15 mg/kg A=H/H ., M : 15 mg/kg A=/
H) &&xbhiz,

# 30 90 HiHEaM=HER (T v b)) Tl b mib

B b " "
(ppm)
TP 890 (%) - BRI
KT ERASEEIC T (8/10) - I MREROEEN
K BRSO m| - RERD
12.000 (9/10) - JFEEORN (it - LER)
’ RIS R OV D T RN Gt + bR
7)
PN RO (k)
YELDORVEAIRAE AR (3/10)
kv VIR T AT AR - brVART T AT URHIER
1,000 B F T.Chol } % PL &8
JHF gD/ NEEHU PR A
JFEEOHEN (thER)
200 LI I
50 DLk
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(4) 4 BRIBESHSHERER (1X) &1, 2, 22)

A X (B —=70VH, §6 » A, MEHES 2 VURE) 2 HAW=T 330710 4 B MIREE
#5- (0. 5,000, 15,000 }% X 40,000 ppm) (2K % dfigtkEaEtatin Ciled b v mERT
FUILLFD LB Thote (3 31), 7odb, EX/ 07 /vO—H YR, 5,000,
15,000 % T 40,000 ppm & GHAZIBWTENZIUET 161, 566 KT8 1,217 mg/kg (AR
[H., MET 184, 561 K1\ 1,472 mglkg {K&E/H TH 7=,

AEE PSR CITRRD BT, —IEIRIC LR GICER T 2 IR Hiveh -
77

{REEIX. 40,000 ppm HEGHEOMHE (261) | OBER B & 1 O BAK7/2 8 2358
Sy 0h

MRS AR ORIV T, BEICERT 2 EIIRO b o7,

MR LRI Tk, 2R GREO/ERE 23T ALP OEIINTED i, fflx Offlx
MEEZ N Z AR SR 3~9 MO 2~3 D% 7R LT=,

lRes R CIE, 2% G REOMEEZ RO Hsxt & LB B O I QN B Offset & OY
FEBEOMNZED bz, £72. 40,000 ppm FHREOME 1 F112 FRRIR & Ol o#A
M L E B ORISR BT,

FIF T, 40,000 ppm $E5HEDOME 1 FNZIBUVNTREIE, g OHNMRARO IO Z88 5
i,

JREBRRR AR Tl 40,000 ppm % G-HEDOMEREZHEFE ) & HH 2 FE D B BAE 5860
DAz, RTREAC S BRI BHE I 378D BT DR E D2 LD AT, 40,000 ppm & GHEDH

FEE ORI, FREES XV /NSWVERCRD bR GITRR T 58 L
EZ2 b,

AFRBRIC BN T, SRR EREOMEREC ALP O8I0, B ofe B M O F & O
R O RN OLLEROBEITRO iz Z Evh, NOAEL ($RYE TE 9,
LOAEL (3 & $12 5,000 ppm (7 : 161 mg/kg A5/ H ., M : 184 mg/kg KE/H) &
Zz b,

# 31 4 RS (X)) TR b2

¥ 5 & Mk i3
(ppm)
40,000 - IKERC R TR ORI o> EE SN

ot (hAERE) v Ghfeef - L) (1/2)
- BRI, AT OHARBROIER (1/2)
Ml (thaeE) v

15,000 LA I~
5,000 LA E | - ALP N - ALP ¥/
WO (Rt - FEER) - MapREEORD Gl - tER)
RIEEREORIN Glx) - lLER) - RIEEEOMI Gkt - HeER)

1) XHEHECHREOALABIEE STV D,
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(5) 13:EFESHEMEER (X)) &R 1, 2, 23)

A X (B =7V, §96 » A, MERER 4 DUAK « O ERE, MERER 6 DL/tif - S &
) ZHWZERX T AO 90 HERE S (0. 300, 3,000 &%T* 30,000 ppm) (2 &
% MMM TR LIV AT LA T O & B0 ThoTo (F 32), *HHEELW)
30,000 ppm BEGHEDOHERER 2 DTIZiX, 4 BEREIORIEIZ L D IEHIE Z25%E LTz, ik
PR, MIRAAEF RO L ORI 3 e G-R0, &5 78, 5% 7% ORSE
FfE TR RRAEZFR<,) (2550 L, #G30R ORI TRISHR L=, 72E.
TR T VO HIEHEREL, 300, 3,000 K OF 30,000 ppm FSREZBWNTENE
AURET 10, 107 X1 963 mglkg (AHE/H, HET 11, 97 &k T* 1,176 mg/kg KE/H Th -
77

B PR IR B o Tz,

FeGHARTH 30,000 ppm £ GREOHEAREIENNHIZGED DIy, —BIEk, e
BN OIRRF AR B W TR BTN T 2 BN 580 D e d o 7z,

MIEFAIRE TrE, 30,000 ppm #GREOREZ G 7 5 12 BIZHFREREQS N X
% WBC 823538 B, ARSI TR S B8 L7sd > 72, 3,000 ppm VL ERBE5HE
OMEFEC BV TIE, FRRICRS 7 S 12 B TIHE LSS b o o R 7T AT R
DEGMEDTRD HAVIZHS, REIEHE TR IoE TR LT,

MR AR G, 3,000 ppm UL EE GREOMEREIZ T, #5257 LS TP,
Alb Y A/G EeDid, ALP OIS Hivtz, AR TR, TP, Alb &
A/G L, HECITE G TR E REECH - 703, HETIZOR0mIE Lz, ALP I3,
BEHE & HARIROCEEZ R L7z b O OHARFE TRHZ el LT v [BHE L7z,

PRI ClIe G-I EIRT 2 TR HRino Tz,

lE#RE A TlE, 30,000 ppm & GHEDOMEDIHEOMEXS - LLERICIW T, BRI T
R BRI BT, HETIIAEZEDGRD B0 - T3 &Mkt « LhE &
DOYEMNAFESD B AL, RS TR IR EHEE A 25580 H v,

FRRClE, BESITERT 2 BT bpinoTz,

JHEAARR AR A Tl B GICERRT 2B TR, Mz OWER TR b vz, i
i Tix, 3,000 ppm LA E#GREOHEREIZABE A, 30,000 ppm £ G-HEDME R OVafe5-
HEDOMEZ FFHIIRAER, 30,000 ppm &EGEEOHEN O 3,000 ppm UL B EREOMEZ 7 2%
—HIE K OSFHRARN OB R ILEDFRD B, /MG CTIE R G REOMEREZ/ NEIROYE
723, 3,000 ppm LA B GREOLEKR OV GEEOME KD 7 78 b — 3 AMEOHINDGFR
HHNTZH OO, R THRIZITWT S EHE Lz,

AFRBRIZI T, 300 ppm LL_ BB GREDMEREZ/ IMEAROIERE, W ARIEAEA K OV
TGO T AR b — AEOENNHFED b= Z &6, NOAEL i3k 549", LOAEL I
HERE S H12 300 ppm (B : 10 mg/kg (RE/H, M : 11 mg/kg (KHE/H) & x il
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# 32 13 WA ([ X) TR bh-EEE

P55 (ppm) i3 i g
30,000 .« HFHRERIZ X D WBC O - REHSIIm
JHABREAEIS - FFEZEOHM (Mot - LEE)
FHigD 27 < 7 S—Hila K OB O a8
g
3,000 LAk - bR URT T AT R - b URT T AT R
TP, Alb XN A/G LLojsy) - TP, Alb X A/G Htolgih
ALP #4n - ALP ¥4
RO REAE H A4 - IO REE A
WD 7 R b — 3 AR OEEN -« D 7 S R OFRE O
=l
300 LLE | - /NIBIROIEIE - JHABREAER
/INGRR DY
D T R S — 3 A DOEEN

1) FEFHE IS S TR,

5. EH4EHHAR
(1) 52 ERIEHSHRR (Sv b)) &1, 2, 29

7w b (Wistar 6. 6 s, ML 20 PU/RE) &2 W23/ 7LD 52 FRHEE
5 (0, 50, 200, 1,000 A (* 12,000 ppm) (KD EMEFEMRERIZBWTRD bz
FHEATRIZLLFO LB THho7- (3 33), 72k, MRFHIMA., MEAE(LFHE &
OYRMRAI I G- 18, 26 L ON52 lZICEMm L, &5 52 HZIZHK L-, 2k, £X
XTIV D— B EEEEET, 50, 200, 1,000 KT8 12,000 ppm FHEECBWTENTE
AURET 3, 11, 54 1656 mg/kg (AH/H, T3, 14, 67 778 mg/kg {AH/H T
HoT,

BRI B SRR T 2 361G BV o T,

—fRE (R, oA L ETe) . B, RE, RFEARE LK MR FrImE
IZBWT, BGITERT 2 BIERD b oo,

MIEAA LR T, &5 52 EIZRY \’C EEGREOMEN Y 12,000 ppm 51
DOt Na 2NN 2EHAIAED L2, (RFE T — X OFPHANTH 72, 12,000
ppm BHHET Glu () o & T.Chol (ﬁk%) . PL (MERE) KOYTG (M) oHZhn

SR LI,

Mﬁﬁf &, BETERT 2 2NIFE 0 biiRo Tz,

g B A TlE, 12,000 ppm &ﬁﬁiwﬂﬁk&c:ﬁxﬂﬁﬁ@t@%@ﬁ%u\ 1,000 ppm LA B
HREDOME IO K O L BB O B IZFRD fazmto

HlR M OV ERAR AR M Tl BTN T 2 B IGERO e~ T,

AFRBRIZIN T, 12,000 ppm BHHEOHEZ Glu D). T.Cho &N PL O,
gD Lt BB DHIINANTRD Hii= Z L 5> NOAEL 1% 1,000 ppm (54 mg/kg A H/H)
EEZ BNz, F£72. 1,000 ppm LA EEGREOMEZ g O R O E SN Lz =
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s, D NOAEL 1% 200 ppm (14 mg/kg (K&H/H) &z b,

# 33 52 HMEEMEREERER (T v b)) TR LN mEE

P& 5.5 (ppm) i3 it
- GluEd + T.Chol, PL }&UTG OHN
12,000 + T.Chol XU PL O - HligEEORN (LES)
EE ORI (hEE)
1,000 LA - FEEOHMN (it - hER)
200 LA
50 LA |

(2) 52;BMIEHBHERER (1 X) =1, 2. 25, 26)

AX (=7 VA, K6 7 Hiin, MERER 4 DURE) 2 HWTZER/ 0710 52 JERTE
fEEH (0, 100, 300 }2 X 3,000 ppm) (2 X DM ERERIZIUVTRRD b= ERT
FIILLIFo LB Thotz (3 34), 7B, If[mﬁz%ﬁ’]*ﬁﬁ MRAA SRR B OVRAR

EIXG 12, 25 KOV51 i (BGFERE T 1ICFEMm L, S&RMERISHHR L, 72
B, BEXNUTAO—HEEEEEIL, 100, 300 &U“ 3,000 ppm £ HHEZIBWTEN
ZHHET 3, 8 X191 mglkg RE/H, HET 3, 10 2T 99 mg/kg (AH/H ThH -7z,

AR B GITER T 23 378D iR o Tz,

—fRIER, TR N OMREM AR A I B W TR AT 2 I IZ8D b o T2,

{REIL, 3,000 ppm £ G-HEDOMEREZ W THR G AP 3 4 H 2 HLI TSI 2358
O,

MHEFHIRA T, 3,000 ppm #GHEOMERE (2RER) KT 300 ppm & 5HEORE (%
5.95 K OV51 ) IZBWTHEMALER Y b a7 T AT B ORGSR D H LTz,

MIRAALFRORRATlE, 3,000 ppm $5HEDOMERET TP (I - RS, i : #6525 &
V51 ) MO Ca (i : 4ffa, i - %525 V51 8) o, ALT (1 : #4525
KONB1 ., M ARER) OB, 3,000 ppm FSEEDREK T 300 ppm LA EIREREOME

(2T Alb (e L & 2055 K OVAIG b (ERE S H 2R OB AFRD B, 3,000
ppm $EHREDOIEZ ALP KOV y-GTP ($&5- 25 KT 51 1) OEEINNGRD 572, 300 ppm
VL EBGREOMET ALP OEEINNERD Hi7-,

PRI CIIE GICER T 25T bR o Tz,

fidies B BT, 3,000 ppm & G-FEDIE TR & FURAR DM & LB & DA B 70,
300 ppm LA EFEGREOMETHRUIRARD LB B O A E /IR BT, S5 GREO MR
T, AEZET2OVDEIEITHEIMER 880 B i,

HIFRTIE, 300 & 3,000 ppm K GHEDZ I EHUE 1 BNZEIB OIERDFERD ST,

JRERARRR AR Tk, L ORI B GITER T 2 B0 bivz, kbt
DHEMEL _Hﬂﬁﬂalzwﬁ'ﬂl@&’f’ffaﬂa(Dﬂij% DTz, FHIIERIZ DWW CIEs BT

IR BT, %ﬁf&ﬁﬁi@wﬁ@ﬂ;ﬂﬂuh ERO LN, LvL, ML HIRE DR
Ez IRV TR A58 B e ds - 72, 300 ppm BL FEEGEEDTE R 1) 3,000
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ppm BHREOMETIFAFIE, 7 v =Ml L OVINER L~ 7 v 7 7 — Y Ot tata 7k
A (T UREN) BB, 7 v S —lla R Ol OBt R AT
KHEHEZ BERO BNT= b DD, Mg~ 2 v 7 7 —VNOBEaGELE L & HICEEED
HINMERO BTz, F72. 3,000 ppm & G-REOMERE ZNAE AR K OV FBasEET R & L
T, JFHIRROVETEY MOREOHEFED GRS H ATz,

A BRI T, R GREOMERE Tl ORI B E IR OB RSB b/ Z &
75 NOAEL 3% @ ¢ 9, Mkt & ¢12 LOAEL 100 ppm (/f : 3 mg/kg {ARH/H ., iHff :
3 mgkg KE/H) &2 BT,

#* 34 b2 WEBMEEMEER (1 X) TR bR

P55 (ppm) 1 il
3,000 - (REEIITH - REHII
TP K O* Ca J8) - e URT T AT RN
ALT #40 « TP & CaJgi»
Alb ¥ O A/G Lol - ALT
ALP KOty -GTP #3/n - MR, 27 SR M OV INSERE D A
A OSFRRAR O B AN (e « b ~ 7 a7 7 —Y OB mERE
) - IO REE A
O REAE HE A - g VT MR O B
FHER DV T/ AT oD HE5E
300 LI I « MR URT T AT NG - Alb XONA/G R
BB O (1/4) - ALP #9/n
JFfbla, 7 > S—Hla Lk OVINERLOAT | - HRRBREEONIN (tLEE)
~ 7 nu 7y —YOREaHEE
100 LIk - JHARBRAER D - JHRBRAER D
I R AR D AR - R BRI O RER

1) RO IV THIRE IR R b e o 7z,

6. EMNAMRER
(1) 78:BEREMNAMRER (TVR) &2, 27)
~ 7 A (CD-1%, #J8lHin, MELES 50 VL/HE) & RT3 7 v D 78 THFRER
Beh (0, 10, 30, 120 2T 500 ppm) FRERIZISWTERO LV FE AT ALIZLL T O & 3%
D CTh-ote (336), MIRFIRAIL, $&5- 52 KON 78 MMkIZFHhE LTz, £z, &5
B TR 2B 250 L BB IO 1 R HRRE A OY 500 ppm 58 CHE0 L 7=,
[z DUV T 500 ppm #HGHECB W TR GITER T AT RARD b Z Lk,
10, 30 &N 120 ppm HEHGREZOWTHFANT, 72, BR300 7 v0— HEEEE
IZ. 10, 30, 120 & O*500 ppm & GEHZBNTENENEET 1, 4. 16 LV 69 mg/kg
(KE/H, T2, 6, 23 X192 mg/kg (AH/H TH -7,
AR, 500 ppm £ G-HEDOMETHE T 2D KT REREL :tt/\“t%ﬁu L7,
—fER, B RN OEREICW TR GICERT 2200 bk o T,
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MIRFAIRA CTlE. 500 ppm BEEGREDOMEICIBNT WBC K OSKRIRFEYLta BRE ) e 5
T8 L IZHEM L, 500 ppm & G- EEDMEZ 35U CUHERERE) M - 78 I [F & I L=,
fiEEs R ClE, 120 ppm LA B EREOMEZ I3 TR O Mt & O BB G B SN
L7z, 500 ppm & GHEDRETITMHRDOMERT K O E B HIIN L7,
TP RO ClE, 120 ppm PA_EFEGHEOHEREZ 5Tl OB LD T AE D
DS FH EARATFHIZERD BTz, 500 ppm $55-HEDME A FR\ N T 5% GREOMEREC/NEE.C
PERFRIIAE R DI AEL DA B 2R B INASTRD BT 08, HABIRAFNEITRED Hi/eh-o 7= (3

35),

Z O/NEEFUDETFRIENE R O EAFEO KA L, g NEME & T RE R 42—

DI E LTI ZT2HE. 120 pme\J:TQErﬁi@ﬁk@?ET RD BT AR AT 722 TR D
R bIiZ L 0 . IFMilaiE RN~ A a2 &
e EREDOMED A BN TR B h - - PR ?B Al & HER S 7,

# 35 BT IIVEREGIS KD AT

CEDAREMEN D D EEZ B,

ZHUT DIREERT R OOF AR O EH A

5% (ppm) 0 10 30 120 500
PER e i H i i e K e H i
izl 5 § § §

\ 8711|2715 | 12/11 413 1414 9/16 | 31°/17 | 14°/16 | 29° /21 | 25° /21

G EEE)

FFAIRRAE R
2,/20| 0 12518 | 55,16 | 9514 | 10516 | 125,18 | 7514 | 12523 | 317
S EHER)

# : Armitage Trend Test (<0.0005)

AR 3\ TR A LRI I LN S AL TR,

HEj(ﬁlle &) [\Qm‘f\_\— k 75)% NOAEL 6
H/H, M 2mg/kg (KE/H) &2 617,

F70. ARBRICB O TUIER T VITHEN

3% 36 T8 WEIFEN A

$ . Fisher’s Exact Test (<0.03)

ANEITERD bR o T2,

f nit% ("\7]7%) ‘/Cmu&)%ﬂf\_fﬁ:ri

5 (ppm) 1k IRE
WBC K OKALH G ARk EL D FEL SR OB
500 s I EREREL DR
B S O¥EIN (Kaxt - b
&)
190 BLE FFIgO BRI L3 A £ DI JFEEO¥IN (it - i)
FEIROIEIA L DI AEEL DG
30 LI I
10 BLE /NBERULAYE TR AR ZNBE TP T HE e JE R (500
ppm ZFR< B TOHREGH)
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(2) 104 BREMSAERER (Tv k) (&2, 28)

7 v b (Wistar 5&, £ 6 i, HEHER 50 IUEE) 2 W= 307 /10 104 R
fFE - (0, 100, 1,000 K TF 12,000 ppm) BRIV TEREO HALIZFE AT RUITLL T D
LBV ThHole (R 37), MIEKFARREIL, &5 53, 78 &N 104 HFZIZF i LT,
Fio, BHEFEK THREE AR L, SHREEA TN 12,000 ppm & GHEC- OV T ERE
FHRR PR AT 2 S50 U 7, IR LRI L 50 STy, 7eds, B/ T L
O— HFEHEREIX, 100, 1,000 &0 12,000 ppm H5EHZIBWTENEIET 5, 47
K ON578 mglkg {KHE/H, MET 6, 57 X707 mg/kg {KiE/H TH - 7=,

B TP B G CEIRT D 5 1378 o7z,

—EIRRE, BEHE, (RE N OMIRFHIREIZB W CRGICER T 2 2D b7
Mol

lERE R TIE, 1,000 ppm LA EEE GO METEE KL UMM e OB EE SN L
oo TRESHARFAIRAIC RV T, T Dlifas 2 & 6, TEEMERZA K OFEIEEMER A &
BTG BELET A 2GR b e d o Tz,

filiz2 FTHE 72 Ry @%@%@%@%}ﬂﬁ TR HERE & [FAREC. IR b IR 5K
DRI B o Tz, AsBRIZBW) T, MR FHIRA TS S TR
D, NOAEL [ TERETERWEE X bz, o, AlRIZBWTER/ ST /UTHEMN
MINEITRRD B o T,

# 37 104 HREEN AR (T > b)) TR bl

55 (ppm) 1t i3
12,000
1,000 L4 o B OV BRI () -
LrE )
100 LL 1

7. EREHFASMHER
(1) 2HHRKIERER (Sv k) SH1, 2, 29

Z v b (Wistar &, 7~8 1, MEMER- 24 PUEE) &2 W CTE R/ T LV OIREER G- (0,
200, 1,500 & Tr12,000 ppm) (XD 2 A% (Fo KOV F) BHERERZ 506 L 7=,

BlEh (Fo) 1322EE 10 AT HAHEL, IR, HME CAE L CTER U T A&
G- U7z, o4 BRICFENER (F1) ZMERESS 4 DB DR L, D)6 BEFL A MERES
24 JU/ED Fr 2384k LT, Fr &2 VT Fo & [RERAELRT (D72 < &H 90 HH] 2 B AR,
R, LA U TR TR U CERE R O3S EICxET D52 DU TRt
L7z,

BTCOREW) (Fo OV Fr) M OMERER 2 VURG/HEO B (Fi1 eV Fo) 13534121 H
BICHIR L, e &N E M OSBRI 2 e L7, £72. RBAICE Lz
Fy LSO AEAE I TEHR U, NIRARED L ZFE LT, £7-. ZRICHWE-2TO
HEDKE 10T GEEE, FERE, B O FHHllRE) b3l 2l x0T
LD— B R R A R 38\ 39 TR LTz,
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# 38 HWw

(Fo) OFFR T IVOVEERE (mgkg RE/H)

T T M— : - _
]S AP ZRBCATHIE | R e
200 13.3 10.5 15.8 13.5 32.3
1,500 99.8 79.3 119 103 245
12,000 798 647 950 863 2,055
#39 BlEwy (F) OFR U7 NVOFEHEEE (mg/kg KE/H)
e E(ppm) ——— i rg—— ros—s [H?% -
RBCATHIH Btk RECATHIE | AR I
200 16.8 11.2 18.6 15.1 30.8
1,500 125 81.7 141 114 241
12,000 1,014 694 1,109 918 2,028

Fo O Fi BlEMWO—BIEIR, TR OMREIZIH W CTRGITER T 2 2GR 6
2o T,

Fo O Fiy OMHARIZIW TR, HRE, Shas, HESR, BELREEOREOR 1
IHTZBNTHEEG-OFEITRD b7,

HIERCIE, 1,500 ppm LA EEERED Fo 2B THARDOIE R DNRD BT, g E &
T1E 1,500 ppm LLEBGHED Fo K OV Fy 30 CREBER 202 2 18 © iRt
K OVEEEOHEMAFED i, 1,500 ppm LA ELGHED Fy RN 12,000 ppm $5-8F
D Fo WEZI\ TR Ot X L E R OGRS bz, £, HERLRMmE
Ti, 1,500 ppm LA B GHED Fo KON Fy HEZ 38U T/NEEFL U FHBIE AR R M ORI B
BRI ORIRIE R 3E88 BT, 12,000 ppm 5 TIE FrMEZ IO CTIREO
RS R DFEAEBREE DS AN LT,

REMWZOWTIX FL KO Fe & BT, RE, PR, A% 4 B, PR OSIRGRE R
FEGATRR T 2RI LR o T, IBgs & Tl AR50 Fr EF N 12,000
ppm FEGEED Fr 1 O Fo MEREIZ 35\ TR O Kkt 2 O EEEOHENINATED H iz (Fs
IZHEEEOHEMDOR) ,

AFBR BT, HEMTIT 1,500 ppm LA FIEEERED Fo M AFEONE AR, Fi MECE
R Diffet K OB ORI, Fo KON Fr MEZ TR O A & O LEE SO, /INEFLOM4
FHEARIRAE A ONC BIRS B BRI OREAE K338 B, [EE Clie k58t Fr it
(g DR K ONL B OB GERD HiT= 2 & v, #HE © NOAEL 1 200 ppm

(13.5~32.3 mg/kg (&5/H) . EEH T LOAEL % 200ppm (13.5~32.3 mg/kg {AH/
H) &Exbhiz,

(2) fESFHHSER (Sy ) &1, 2, 30)
Z v (Wistar &, 10 ##LLE, 22 VU/EE) OUHR 6~20 HIZE R/ N7 L& Gl
A#e5 (0. 100, 300 KX 1,000 mgrkg AAEE/H) L. #FiR 21 HIZH FUIB L CREEW)
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K OME R A LTz,

R CIEERBRIIM IR SRR 2R IR0 B VT, —RIER, 1EAE, (KE,
TR M OVBIRRSGE I 5% G- SR 3 A B3 Do Tz, E7o, R CIEESME
I GITRRT 2230 b v, VB, PIEMR OVEAS AT RIS b G ICEIR T 55
EIIRD Lo T,

AGAERIZ I T, REW) R ORI 5 2235880 B e > 72 Z & v, NOAEL
ic‘: HIZ, KRBROKEEHETH D 1,000 mgkg (KH/H & &z bz, £7-. f@arptt

n'u 1) %j/bfﬁﬁ‘/) 7ILo

(3) EAWRHERAR (DUF) M1, 2. 31D

UHX (BT YR, 16 BBl 20 ITEE) OIER 6~27 BIZE RN T VAR
HlREO$eS (0, 100, 300 & TN 1,000 mgkg (REE/H) L. 4z 28 HIZH FUIBH L CRE
B ORRIR 2R L7,

R IR ECITEO o, ek, BeE, (KE, HIH &L OE5H
AR R G ER T 2 BN IGRD Lo T, F7-. B ClIEE MOz 51T
LR 5 B TRD b VT, SME. WAL OVEREET I b HRGITRERT 2B GRO b
nigmoiz,

AGAERIZ I T, R R ORI 5 223580 B e 72 Z & v, NOAEL
ic‘:?b 2, AR EHETH S 1,000 mgkg (KE/H L&z biv-, £7=. a0

n'u 1) %j/bfﬁﬁ‘/) 7ILo

8. BEiEMHER M1, 2, 32~36)
%;T\/\ T VDB CE I BT A EHE in vitro e ON in vivo IRBROFE R A F 40 K UFE
k_i k &571;-0

< 40 1n vitroi\BR

VY POES & it S
Salmonella typhimurium | 0. 5. 50, 5,000 pg/plate(=S9)
TA100
S. typhimurium 0. 8. 40, 200, 1,000, 5,000 pg/plate(+
Ames A5k TA97a, TA98., TA100. | S9). bk
(ZH 32) TA102, TA1535 0. 312.5. 625. 1,250, 2,500, 5,000 |
ug/plate(£S9),
0. 25, 50, 100, 200, 400 pg/plate(=
S9)
Ames R V S. typhimurium 30, 100, 300, 1,000 pg/well(=S9) 2
(R=227 U —=2 | TA97a, TA98. TA100. v
TFAR) TA102, TA1535 At
(ZH 35)
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b RRFH Y >R 25.8, 33.4. 43.1 pg/mI1(20h :-S9)
YLt R B AR 57.2. 81.8, 97.8* ug/mL(3h: -S9) -~
(BHR 33) 77.5. 100.1. 129.3* pg/mL(3h: +S9) |
81.8, 117.0%, 139.9% ug/mIL(3h :+S9)
/IZRER D TK6 Hifia 64.6, 107.8. 179.8* ng/mL(20h: -S9) "
(B:1 36) (b MY > SEERESE) | 64.6. 107.8, 179.8* ug/mL(3h: +89) |
1D HERE S L TM2 ('K 2
2) : 6-well plate X kU Moo 0 (2 fEH
* o VRER (precipitation) DO&Ho7-iRE AT,
* 41  in vivo iR
eV PIES H= fRES
UNCTE ~ U ZEHER, £ 6 . | 0. 2,000 mg/kg (ARH Pt
(ZH2 34) MHERFERS 8 DT/ P G- 24 IR C 2 [FfR 1 e 5
Fieo B, TR T IVE W n vitro @D Ames i R, YR KR RN O in

vivo DIF - 8 Z FW T/ IMGRBRDO WL b 2ETH Y . £,

FXRT LD M2 &

Tz in vitro D Ames BB M OVINEEBR b2t CTh o722 0D, TR0 T/UEAE
KIiZL > T E 72 5B Inm RS2V b D L E X BT,

9. —ARZEIBEAER

(1) MFEERERER (Sy ) &1, 2, 37)
IZFE 3T 2,000 mg/kg ANEE A BAIETRE
N5 L. 85 4.5 B ROR 258k 05 U C/IMBIRSHEI C MIE 52 o C
THAIAER, T > b OIGEEEME L ONE RIS _tla“é%ifiﬂ D BRI T,

7w b (Wistar &, 8 ln, #E 7 PL/ff)

(2) —iREBRUTEICRIFTER &1, 2, 38)
IZE R/ T 2,000 mglkg AKEE % H AR
A5 L, Irwin OZEIZ LD A7 ) —= 0 7B OB (5, &5
6 %) 1T —IER L O TENC DUV TG R, G ICERT 2T D b

Z v b~ (Wistar &, 8 s, 1 6 JL/EE)

2o T,

(3) BRBRRUVPRBRICHT HEE SR 1, 2, 39)

7 >~ N (Wistar 2. 8 #in, #E 4 DU/HEE)
A+ —FRIBNER G- L &S5RI B &5 4.5 BRI £ TUIBRERE

SEME, Ok, DEX) M ORI RERE
T OOV TN,

1, 2, 4 K&

2B/ T 2,000 mglkg (RE & HL
(IGHEE M OERE I

(FPRCHK, 1 [RHASRE M OV A ) Lok

EDORER, P VRS & DT T LT DA T, ZOZAL S AEWFHI7e

u\?ﬁi j:fcil/ A k#m—ﬁéﬂf&_o
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10. ZOMOERIZDONT
(1) SHRERHERER (DY¥F) S 1, 2. 40)
UYX (ma—P—TF 2 RIRUA ME, 2~4 » Hilip, I3 L) (ZF %371 500 mg
K E &I —B & T 4 IFfRIPAZESRAT L e OFRELRRIR (B2 1, 24,
48 KON T2 Wfilf%) (SRR ZBIEE LToRER. FRRIMER S IR B o7,

(2) SHRERIBERAER (V) 1, 2, 41)
TYX (ma——TF 2 RIRUA Ml 2~4 » A, 3 P8) [ZF %37/ 100 mg
AR L. RREE ORAR 1, 24, 48 OV 72 Bifl#4) ICIRSOGSEBIZR LR, &5 1
B 4fC 2 < R OFE IR X OFEInss, 1 5 TRRIEASERD H T,

(3) BATY >/& (LLNA : Local Lymph Node Assay) iRERIC & % KR ERE{ERE
(RIR) (W1, 2, 42)
~ A (CBA/M %, 9, 4 VW/E) IZHIREE (0. 1, 2.5, 5, 10 X125 %) @
FEXNTNVE 3 BB L, RFTRERNE & 0T L TREE 2 R#&IZ Y 7 HJilT
BB YU L EROEEMN G R~
WTIOREIZB W C L RFT SRS, BEOIEER Y 2 o3EiTo U v/ SERBE T
DO, B OBEABREYEIFE SRV E B X BTz,

(4) g/ S A—2 RUBRRHRILEADEZE(SY L) (31, 2, 43)

EAMRERE (B 21) & L TER/3T/L 12,000 ppm % 4 BRI G LT
> & (Wistar &, 7 Hkn, # 5 P8) 76 g QB2 L, FFisoORsE DAL
FHYRT A =& FURBESR VE > (TSH) | FRIRAS VE Y T4 KOVTS Z2HIE LTz,
ZORER., X7 — DG R BITKT DG ORBITERD G o T3, R
F k7 vk P450 IEMET. AR TRV L OO REED 167 % E THIM L 7=,
7-methoxyresolfin O-demethylase (CYP1A2) }OF 7-pentoxyresorufin O-depentylase

(CYP2B1) iZxf9 o2& G OEEBIIRD L0 > 720, T-ethoxyresorufin
O-deethylase (CYP1A1) &4 i)ﬂ‘ﬂgﬁi@ 157 %ETHEMLZ, I7 8 Y —L5HE0
lauric acid 11-hydroxylase X U lauric acid 12- hydroxylase (CYP4A) &M D
TN 178 KN 144 % EFTHM LA, 27 8v Y — A% H @ uridine
diphosphoglucuronosyl transferase (UDP-7 /L7 v EREAEEESE) TEMEITFBREED
245 % E THIIN L7z, EH TSH, T3 KU T4 IRELTHT 2 80T il Tz,
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. BRERsEh
1. EMFRREICOT
(1) BRMEHHAER
fAEEE BRI OV TR, v 7 A2 AW 13 ER SRR, 7 v FE AW
72 4 A R ON90 H i AN BRI N A X 2 AV 4580 M OV 13 B f AR
BRI S AL TUN D,
ZHBORBROT TR LIKWHRETRO b3, (X0 13 EEdArR:
MERRBRIZ BV THEC A BT/ MBIROIEETH Y . LOAEL 1X 10 mg/kg {A5/H TH-
720 £77. BV NOAEL (X~ v 2D 13 M H A BRI 31T 2 Mt AST HEN
(23-5< NOAEL 5 mg/kg {K&E/H CTH-o7=,

(2) BYEHHAR

PBMEEERBRICOW TR, 7 v RO X & V= 52 iR 2 i < H
T3,

7 v b O B FEMEER 1T D i HIKWHE CRRO L i 2 T, ik
AEREE DIFELFT FLIELE > TUOZRWDSED TR O#ExH & OLL EEZEOHINT, NOAELIX 14
mg/kglAE/H TH -7z,

A X OB2FHMEMEFEMFRERIC OV TIL, 2% GHEOMERE AT AFRAR K K& OV R &
FRDRERDNFRD Sz, FFHIRAERIZEE L Tl IR DRI HOW T HREIEMIIE80
BIVTWRVA, SHBREOMERECIIRE L TR 59, SRS HEOMIED L. Eizkuy
TROBILTWD Z b2 L Ylr v, LOAELIY 3 mgkg (KAH/H Th 72,

(3) %7&%’&3&5&

FENAMFRERIZ OV TR, ~ 7 A& Wz 78 RPN AR N VT v k&2 =
104 EEPFED AMRRER NI S LTV B,

~ 7 ZADT8MMIFEN AMEFRER T, /INEF ORI S 2 5e GREOMERE TREH &

Bersn AR OMELIAN O£ 5RECIIBALNCH B R BEMN A Bz, M E HI2H

BARTVEIRRO Do tz, FERIFHNRD Hivam- -8l & LT, AR i
MRt C Bk AT E’Jiﬁﬂﬂﬁr&@ﬂ‘aﬂm ERHHLITEY . OB L & FFHIREAER 2 —E o
bl LTI AT5E . TBIMEIZ L - TIHRIRRIER S~ 2% > Siuf= 78, JHHiEin
jt@%\ééé ’ﬁﬂiﬂ%& TL7ZAREMER B D LB DTz, e AEROMD G BFEN

D DAV T B b [AIER & HER <7z,

L7eh3o T, Akl TR DAV TR K I B GICER T2 2 Th 5 Ll <.,
LOAEL 1 mg/kg{&H/H Z5%E L7,

7 v hO104BFPE D AMHERER TIE, B VOO M LB E ORI D &
TN, EDOMUZ DWW TIER GAITERT 2B IO b ivin-o 7z,

WTIOFEDBAMRBRIZIB N TS, ER/ N T IUTHN AR vz o T,

(4) EIESEESEHER
AFEFEF RSOV T, 7y PRV 2 IREGERER, 7> RO FE
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T A A ERBR A F2hE S AT,

7 v hO 2 HAREFEBRIZIW TR, BlEM THRO AV ATHBOIER, BB Ot &
OLLEEOWEIN, FHEOMs i OB RO, /INEROMHRRARR K& ORI B g EK
PREFORMEAEK, EEMW TR BT O#a & O L EE OIS X . BEo
NOAEL /% 200 ppm (13.5mg/kg AE/H) . [REH D LOAEL I3 200 ppm (13.5 mg/kg
RHE/H) &BZ B,

7 v FROT Y FOMEGIMRER Tl &5ITERT2ZERRBO bR oTol b
5, HEWLK ORI T 5 NOAEL (34780 mHETH 5 1,000 mgkg (KH/
HE 2 bivlz, ERTEMEITRO e o7,

INHOFRBOF T, HHIEWHETRED DN EREILT v N 02 VEGERER
DOREMW 1T HLOAEL 13.5 mg/kg{KiE/H TH - 7=,

(5) EnEHAR
BREMERERICOWTIL, TR/ T L& W E 1n vitro © Ames 5305k, Ye /R T g
RN N in vivo DI o HiEEZ W T2/ IMERER . T3 30 TV 2 AN = 1n vitro
? Ames RER KL OVIMZRBR NN Efi STz, WTINORBRLEMETH D | T/ 71T
ARICE o TR E R 2 BEEEITI RSN D EE X BT,

2. —AEIRHA=E (ADI) DOFREIZDLT
FX T IUZON TR, BRAMRBR B W TRNBAMIIZRD 5N TE LT, &4
EEEMERER CRGEME L RO HNARN T &G, BT ULEGREMER S AME
TIERWEEZOND, LTER->T, ADI ZRETHIENAETHDH EEX BV,
FHEEMW BT 2B MERBROFER, K HIKWVHE TR b8 T~ 7 2D T78# M
FEN AAERER I F6 1T 2/ NEF MR R TH V. LOAELIZ1 mgkg {K8#E/H CTh-
720 TR T IVDOADIOREIC Y 72> Tlid, & OLOAELIZ 22245 & L CIAiA#£10,
7210, LOAELZ W5 Z L2 X 5800 10001,000% 3 L. 0.001 mg/kg A=/ H
ERETDHIENEYE EEZ O,
3. BREEEETMICOLT
PLEEY | B0 T A ORMERFESMIIC OV TIE, ADI & L COROEZERA
THZLENEYTHD EEZHILD,

Tx070 0.001 mgkg AE/H
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<HIfE 1 : KEYREHE UEER>

HEFR &=
(BRI TIVD A JVIR HER)
CN 0. .0
M2 T\‘/O/ CF3
N
CF3 ne® v 0
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<AIHE 2 : RENEFHEIF>

HEFR g2y i)
ADI —HEIGEFAE &
A/G kb TNTITaT )
ALT TI=VT ) N TUARAT 2T
(=7 NEZIVBELNEVEE N T AT I F—E (GPT) )
Alb TINT I
ALP TN TH AT 7 H—F
AST TX/\\"??‘/@?T‘I/ cFU AT 2 T—F ‘
ETNE I afEgE 7 A7 I —E (GOT))
AUC AR R R T T
Ca TV T I
Crnax R
Glob A=) ING
Glu T a—A
v -GTP Ho<INEINVKRT AT 2 F—F
HPLC K a~ NT T 4 —
HPLC/LSC ERRIR 7 v~ N 7T 7 4 —[RIRY T L— 3 VEHAI
LC/MS WKk v~ N 75 7 4 —IE&ohTik
LC/MSMS | #tkr v~ 7T 7 4 —I% 7 NEESHTIE
LDso PR ESE =
LOQ JE FERS
LOAEL e/ N A
LSC NI A= N
MRL TR FLE A
Na FrU A
NOAEL pilis N
PL U UHEE
T2 TH R
Trnax R TR P B R ]
T.Bil weELE
T.Chol ol ATma—)L
TG N ZUEY R
TP I/}
TRR sy
TSH R AR v
Vdss TE T IRRE A A
WBC H . EkE
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<zE>
S IIT 4 AT =V AR R AEEOREICET 2 &R BT

1

10

11

12

13

14

15

16

17

18

19

WATERL R CRAR)

I VT 4 AT == )L~V AR S, R EED

=g

AXAE

BT &R 'R T L

&R EMEA. CVMP ASSESSMENT REPORT APPLICATION FOR THE
ESTABLISHMENT OF MAXIMUM RESIDUE LIMITS (MRLS) FOR :
MONEPANTEL Ovine and caprine, 2008

I VT 4 AT == )L~V AR S, BRI ED

==

AXAE

BT &R BTV

&R : NEW ZEALAND FOOD FASETY AUTHORITY

D NVT 4 AT = L AR
&R GRS A6 CRAR)
) VT 4 AT = )bsgL AR
ERE BRRE S AT (RAR)
D NVT 4 AT = L AR A
NMYER GRS A-8 CRARK)
) VT 4 AT = )bsgL AR
ERE BRRE S A9 (RAR)
D NVT 4 AT = L AR
NMHERE BEERE S A-10 CRAR)
) VT 4 AT = )bsgL AR
NMTER EERES A-18 CRAR)
I VT 4 AT = L AR
MHERE EERE S A-14 (RAR)
) VT 4 AT = )bsgL AR
HERE EERE S B9 (RAR)
D INVT 4 AT = L AR A
&R RS B-11 (RAEK)
) VT 4 AT = )bsgL AR
MTER EERES B12 CRAR)
I VT 4 AT = L AR
NMHERE BEERE S B-13 (RAR)
) VT 4 AT = )bsgL AR
NMTER EERES B15 CRAR)
D INVT 4 AT = L AR
&R GRS B3 CRARK)
D VT 4 AT = )bgL AR
&R EERES A-15 CRAR)
D INVT 4 AT = L AR
NMHERE EERE S A-19 (RAR)

FREE FEHED

PR FLAED

FREE FEHED

PR FLHED

FREE FEHED

PR FLAED

=u i

AX AL

=L

AxX A&

=u i

AX AL

=L

AxX e

=u i

AX AL

=1 =—g

AxX A&

BT &R RN TL

(CRT 'R R TV

WZBT &R RN TV

(CRT 'R R TV

BT &R RN TV

(CRT 'R R TV

TR FEDOREICET 2B T L

PR FLAED

=L

AxX A&

(CRT 'R R TV

TR FEDOREIZET 2B T L

PR FLHED

=1 =—g

AxX A&

(CRT 'R R TV

TR FEDREIZET 2B R T

PR FLHED

=L

AxX JE

(CRT 'R R TV

TR FEDOREIZET 2B T L

PR FEHED

=1 =—g

AxX A&

(CRET 'R R TV

TR FEDREIZET 2B R T

VT 4 AT = LA S, BRI EEE BT GRAFR)
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20

21

22

23

24

25

26
27

28

29

30

31

32

33

34

35

36

37

38

39

40

) ISNT AT = bV AR
NMER EERES A-17T CRAR)
D NIVT 4 AT = )L AR A
INTERE EERE S A-18 CRAR)
I PSVT 4 AT == )b~V AR S
NMER EERES A-21 CRAR)
D N)VT 4 AT = )L AR A
INTERE EERE R A-22 CRAR)
I PNVT 4 AT == )b~V ARRAE L
NMTER EERES A-20 CRAR)
D INIVT 4 AT = )L AR At
INTERE EERE S A-23 CRAR)

FREEFEHED

PR FAED

PR AR D

=u i

AX AL

L=

AxX B

=

AxX AE

BT &R RN TL

(CRET D ERE R STV

(CRET S ERE R STV

PR HMEDR BT DGR E RN T L

PR EEDORR EICET 2 &R XU T L

PR FMEDR BT D ERFE RN T L

I ISVT 4 AT = eV AR St BTV RE R IR 3

I PVT 4 AT == )b~V AR S
&R EERES A-39 CRAR)
I VT AT == )b AR S
INTERE EERE R A-40 CRAR)
I VT 4 AT == )b~V ARRAE
NMIERE EERES A-26 CRAR)
J VT AT == )b AR S
NTERE EERE R A-28 CRAR)
I PVT f AT == )b~V AR S
NMTER EERES A-27T CRAR)
I VT AT == )b )L AR S
INTERE EERER A-29 CRAR)
I PNVT 4 AT == )b~V AR S
&R ERRES A-30 CRAR)
I VT AT = )b AR S
NTERE EERER A-31 CRAR)
I PVT 4 AT == )b~V AR S
&R ERRES A-37T CRAR)
I VT AT == )b )L AR S
INTERE EERE R A-38 CRAR)
I VT 4 AT == )b~V AR S
INTER EREREES A-3 CRAR)
I VT AT == )b AR S
&R GRS A4 CRAR)
I PSVT 4 AT == )b~V AR S
INTER EREREEF A5 CRAR)
I VT AT == )b AR S

FREE FEHED

PR FLHED

=u i

AX AL

=L

AxX e

IZBT &R RN TV

(CRET 'R R TV

TR FEDOREICET 2B T

PR FAED

=1 =—g

AxX JE

(CRT 'R R TV

TR FEDOREIZET 2B R T

PR FLHED

=1 =—g

AxX A&

(CRT 'R R TV

TR FEDOREICET 2B T

PR FLHED

FREE FEHED

PR FLAED

FREE FEHED

PR FLHED

=L

AxX e

=u i

AX AL

=1 =—g

AxX A&

=u i

AX AL

=L

AxX A&

(CRET 'R R TV

WZBT &R RN TV

(CRT 'R R TV

BT &R RN TV

(CRT 'R R TV

TR FEDREIZET 2B T

PR FLHED
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AxX A&

(CRT 'R R TV



INTERE ERREE R A-32 CRAR)

41 ) SN T 4 AT = b L AR S, R IEEOR EICE T 2B R T L
INFTERE EEREE R A-33 CGRAR)

42 ) SV T 4 AT = b L AR S, R IEEOR I T 2B R T L
INTERE EERE R A-34 CRAR)

43 ) SNV T 4 AT = b L AR S, R EEOR EICE T 2B R T L
INTERE EERES A-35 CRAR)
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ERXNVTIVIZRIERBREXZENMICET 2EBZHER () ITO2LVTOHE
R-FHROBEEHERIZCOIT

1. FEREHIR] Rk 2 247 H 8 H~Fpk2 248 6 H

2. #BEFE AV F—Fv b, Tr v I A, Hik

3. FRHRIL XN TIOVITR D B ARSI B T D FaE A R () ITonT, kR
DEBY, HER - FROBEELITToT-EZA, HIFPICHER - FRIZH D £
HTATLT,



BYRAEER ERNUTIV] ITRLFMEOEER

& IE &

WV

BINEETERE 339 MISEER

(Z= W HIT)

BN EERERTE 347 M AER
(1)

P37
Ll31

P38
L]11

7 v b 2 BRI VT, B
B CTER D B AL TR D NE A | Tl D%t
S OV B DN, /NE AL T A A A R
N OB BB BRRAE ORI, HE) <©
D B AT TR D #f ek Jo O L H 5 oD HE 0
\ZESE . BHEW O NOAEL X 200 ppm

(13.5 mg/kg K/ H) . WE D LOAEL
1% 200 ppm (13.5 mg/kg K&E/H) &%z

Sy W

BRI F 1T L mtEBRORE R, &b
BROVWHETRO LN BT~ T AD 78
T 58 2 AR BR O LOAEL 1mg/kg K H
[HTH-oTz,

Z v b 2 HARBFHRERIZIV TR, Bl
iy TR B AT RO IE K | BB Ot K
O b B O BN, APl O k] & OV L B o 1
D0 ZINHE DR R A AR R R OV B R B otk
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