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s R T B B3RS0 7 /1 (CAS No. 887148-69-8) | 12oV\C. A RERBRAE
Lk AV CR I RRERNE 2 EM Lz,

SR AV KRBT, BYERE (T v b, AXRUE), BE (B, AnEE (5
v b)), EAHEE (v TR, Ty PR X), BikE (T v PROY X)), BHEAME (=
ARG » b)), EFERARYE (T PRUUYX) | BiaEE. —BREEERREORE
Thd, .

FRAT IR AMRBRICBO TEBAEIRD SN TR LT SasEEERER
TEEEE LD O TN L b, BinEEREBSAME TIIRWEeE L b, ADI
ERETDHZENTETHD LEZ B

BREEIC BT ABMRBRORR, BHEVAETED ONEEREL. v~ VA2
Vi 78 RS AAMBRBRITIS B/ NER LRI R T Y . LOAEL i3 L mefkg 4
- BE/AThoT, ZOLOAEL lzZeffkl LTEEZ 10, 210, LOAEL 252
Lz 2 A3BMo 10 ¢ 1,000 2@ L, ADI i3 0.001 mg/kg AE/H LBESN,



I. SHENSEMBEELSOBE (371, 2)
1. A&
22 BRI

2. BYESD—EE
4 : RN ITI
#4 : Monepantel

3. {t¥4&
IUPAC
g N-[(AS)1-v7 /-2G6-2F7 /-2- b FAFARAFN-T = ) FL)1-AFN-x
FA4 Y TAF T RAFNANT 7 =R XTI R
4, N-[(18)-1-Cyano-2-(5-cyano-2-trifluoromethyl-phenoxy)- 1-methyl-ethyl]-
4-trifluoromethylsulfanyl-benzamide
CAS (887148-69-8)

4, 9F=R
CaoH13F6N302S

5. ¥R
473.39

6. #E
CN

"H
|
NN

0 "r/ s
CF3 NC/ 0

7. RROEJFRERKRE &K 1~3)

TR T ML, Caenorhabditis elegans' DRIz R L, & b&bfﬂﬁ#’ﬁﬁj} 78
EZFEREZF L. WHRCEE L 2WRBRICOARH I A REN RS /RGeS
AL L Y REEZRESES, 20D, 2AMLERBERIEL LTRAEE

FIABERE SN, BERIT. ETH LT 2.5 meghkelFE, WEITH LTI 3.75 mg/kglE
BLIhTna,

IRt R RTEIERE, SHAR L L CRIICRS / MBS S, EPats & L’Cé—[ﬁ &uﬁihf:‘@
BaEOI LMD, RATPHIFCTETVERE LTESHFENTHS,
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ERNRCTFNEEETIIMAERRIL, —a—U—F v FZBOTELNEEY &
ABENTz, £, BU T, MEREIIET S, ERLEEZNSEY
REENTEY, EREEREERESN 2009 4 11 AizE&B i,
BATR, TR TV RERTOBWAERRIIAR SN TR, e, t PHE
HELE LTHERSNTHRY,

SE|, EEFBE LD A VR b LT RREICH D BEEEREICR S AN E
FINTZHDTHD,

LT 2009 4T

& LT MRL 73

H. REFICHRIMNEOME

1. EPpRhEER

(1) EHBEER (Sy D) B8R, 2, 4)

Ty b (3 ULEE (L UC-ER/ ST N BERRIRAE S i@%ﬁ%’fﬁ%nﬁffﬂﬂi
7 BREIRERORE L, RN, PHi RO RO SRR L CEYE)
Bz oW RIS LTz, £, % L7e7 v N2V TR DESIC XSSOV T
LI R 1), £, MEERUHEPORIENEIT LSC Kk, EXAVUTAR

VxR RE CUTF,

MM2] &v9,) OmEEFEEZLCOMS IcL vBIEL., fHk

PHCHEMS IS EREFA— MR/ 57 4 —EAWTEHME L, 35—
FHPLCIZ L W RE L. REMORHERL LCMS (2L Y E L7

R1 ERXTNOBRERER

Ayt BE5E (mg/ke (KE) v FUBHERRFR
. . : 50083, 05, 1, 2, 4, 8, 24, 48, 72,
SEHHIRAT 05 96, 168 R

BEHER "2 2.5 ot 25 .0.25, 05, 1, 2, 4. 8, 24, 48, 72,
Bi[ElR e 50 96, 168 B4

. WEH, R&IRE 025, 05, 1, 2, 4. 8,

RGN 25 melkg 4R/ A X7 H 24, 48, 72. 96, 168 EE
BERIEARA 0.5 #15. 0~24, 24~48, 48~72, 72~06. 96~120,
B [ml% 02 2.5 3R | 120~144, 144~168 Biits

A S m 50 :

BENE O . R, EH | 25 0~24, 24~48, 48~72 B RS
HEH-B ' RO

BEER 2.5 ' e 24, 72 RUF 168 R

BEREO 2.5 mg/kg KE/R X7 H =20

BA[RRE 1™ 2.5 W5 168 B

1~8 3 EhUIR LRI 2 A

@ BAR

4 {EEE 1T, thoR SRR TR SN 3 I

BEEEEARPIR A CIE, IR e L. iR Oz BT &
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b b b5 24 BFE E CIR BN EIIEME (0.262 K T0.386 pumol/L) % 10 %ic/
i, F 0%, BIEGTEEIIEIREEEEEMITED L, AR Tl 0 K Tho/ (E
2), BEEO&KE (2.5 K50 mgkg (K8 Tid, 20FEREEREIIEATHERS
4 F TR 4~8 BEEIEIT Cmax (0.126 T 1.261 pmol/L) 1L, 5 48~72 K TN 48 BRI
21T Cmax D 10 %IZHD LU, EEHEMEOEER T IXTHEHU0 55 RO 60 B ©
Holz, 7 HERERDRSIZEWTHRIEOBRERIRD b,

#F2 Tv O UC-ERAAUTNARES O PEYENEE T A —~

sk HEeE Tmax. Crnax Tz AUCo-168n
(me/ke #FE). (h) (umol/L) (h) (umol * h/L)
EAmIEEARAY 0.5 40 2.52
' 2.5 4 0.126 55 2.88
HERED
50 4~8 1.261 60%* 294
RO 2.5X7 8 0.098 - #1565 2.17
BRHIRR (BAL - pmol/L) : BAETEIRMA 0.006, BHERREREA 0.007 (50 mghky FERERE 0.077 ) n=3

*: RIREE R Tie

UC-ERRTNOBRORINEL, HERE (2.5 K50 mgkg BE) EORKERS
(2.5 mglkg FE/H) IZBOTENREN 30, 27T RU25 % ThHoTr, UC-ERNT NV
DOEEROFE 2.5 BO50 mgke FE) 12T 3REB(EOLY 2 WFH | BRI F1E
N 9.4 KIN83 %EHEEINS, Lid-T, BOFKEE, BRENE UC-ER LT
NO—ERITFEERAFC L VR L EL BN,

@ 2% :

7w MTBITH UC-ERUTNVOERE] (2.5 mgke FE) RURERORE 25
me/kg BE/R,. 1 B 1E 7 BRE) BOSMGTHHETEEBELS 3 IR LT,

BOHEMEIGRRRFICIT & A T, BER D RE TS 24 B%IC B TERA,
Fig. T, BRBHECEEND TN END TR ENTIEHh, EBERIOE
BRARRD DN DH T, MOEBT A TEERREIRHEARR ThoTe, 5 168
RefAlR I, FTRRIIERISE3R 0 b7 DFH T T ORI BV CHL R HRARE CH
ofc, FEROBREIZBWTHEERORE & FIREEEIOERIT L A E5fE
7, AR REIMEIER D Do e, BiRIRE 24 BRIV TR, BA, 18T (0.11
nmol/g) . BEARRS, FE, K TRk, 18885 (0.040 nmol/g) K OWERAE (0.035 nmol/g)
ETRIRDENTEOR T, BEFE 168 BEE TIL, BARUIHBICOLTBD LN
7ro Fo, BEEIRRERAREOWTIZEBNTH, AT EHER U~
BHEMESAIERS v,

2 Y : RHIIRS & EEBFOMOME (0.011~0.052 nmollg)
8



£3 Ty b UC-ER U TNEEROBEBTEHEERE (hmol/g)

e zk
) A TR FETHE, SRkt 1B EAE B 2R LR
#EE | #E .
===} 0.13 0.12 0.082 0.074 ND 0.050 ND T
24 5
i - 0.26 0.26 0.063 0.083 0.040 0.071 0.11 0.035
Eifm] ND T ND ND ND ND ND ND
168 F§f
8 0.17 0.060 ND ND ND ND ND ND
T (59 - BRHERFME & ERIREORMOE (0.011~0.032 nmol/p) n=1
ND (R#H) : LOD (BHIRA - BEERE 0.016 nmolfg, FE#S 0.011 nmolg) i
@ HH

%ﬁﬂ¢u%b6ht%in/rw®ﬁﬁ%%ﬁ4;TLLO

#ph7. 24 RO MIE S S LI- & = A, HEFEIRA (0.5 mgke (AF) RUHERERRNO
®E (2.5 XU 50 mgkg BE) ZBWT, FREh 31, 10 BT 12 %DORE L (14C-
FRZTN) PR b, TMRSBEIZBWCERD b0 ¥ — L idFER
T, M2 AEERB L LT, HERRNEUERRO#ES (2.5 X050 mgkg (FE)
IZIBOTEIEN 20, 30 KTt 34 %500 bIiEh, FREEOMERREMIED bh
7o, RIE#RE (2.5 mghkg FE/A) BISROONI-REMW N F — 2 bR CREILER
VEEREHOERMEIIZRD bhvehoiz, | '

FRPREMD D/ — bR EEEICB VTR Th o 1, EEARMWIE M2 DSt o
@M C, REEITZRD bhiahoT,

EhTEARBIL, R ELIZRRD M2 LA ORE Th o7z, %%ﬂ)r’w‘ﬂd&—'i ZBNT
FREEHT L A ERD LN 0T, BORS 2.5 XU 50 mgks FE) Ti3Eh
52 BN T5 BWOREBESRBO HiL. BEhRholcZ eitkaboeELbh
7, .

AEH- TR, SREMARIIERD DhRd o fold, EERSM L L CRR O L 13R2
A M2 DAORESRE ENl, TEREDLAORET. T BESUIRHOMRE
MOIRBRENRD b OZRTHh o7,

F4 UCERSUTFNERELET v FOERERR _m&; b i)
R OB | KRB GRFE . XERB).
e M2, BREOMENHY
R M2 SISO, M2 ISR, £ OMMEREH
% M2 LIS ORSr*. M2, ZOMSRRE
ARyt M2 BADREr . M2 LIAADRE, T DM
* o R, EREHFCR O EEREN (M2 DS oRE) (TR FhELAETH B,

3 FRO—EORBTECONTIL, [ERELZESOABIZOWT (FR15ET7AH 1 ANERASRERESRE)
WCESE, MRomtIMESSHETR SN, HEOECTULTREE U TR L 0TRBTRANH D) ZEhb,
FIUMEEITIT B D EL SR TR L Tyl

9



@ Hitt

BRRSEORY) GERUR) RURBRORGEOETIIRELERRD bh
WZERD, Ty MBWTERSSVTVE, 1S

#£2 biv, M2 OBEERNE 1 IR LIk,

THEBAEIIC K > TOREERT S &

TRTE O RE S TIETIRE S N, RS BR VR SERICIIR2 < 254 168 R
CERORED DRI SHEHEIED 92.0~98.3 %RENLS L, EHEREHE 5 IORL
fro 54 168 BFEIORE BT PRI, BEHRAEE (0.5 mgkg 58 T4.2
F&Tr90.6 %, BERE 035 (2.5 mg/kg A E) T 1.96 % 090.0 %, EEE N# 5 (50 mg/kg
FE) T 132 RU9T.0%ThH o7,

#5 T MoBITD UC-ER T NERERE 168 BT R/ T VO TR

e REE RepEitsR | FEHEER | RepeRibR | bt
(mglkg A E) (%) (%) (%) (%)
HRIEHIRA 0.5 42 90.6 94.8 96.8
R 2.5 1.96 90.0 92.0 92.6
50 . 1.32 97.0 98.3 99.2

* 1 DI R ORISR R n=3

(2) EHMERR (5v M) &R 1, 2, 5)

Zy bR UWCER U FNOBEERNRERORGBEREZER L, 7 v MIB
i} B ML ERGBIRER CREHZ OV TS Lz, ILPSmahBlc >k, 7o b G 9
PE) {2 MC-Ex/30 70 (B 3 4FmE) #EERNEES (10 mgke FH) L, #5
06 FEfitE = CRREFRY (505, 1. 2. 4, 6, 8, 24, 48, 72 BN 96 KR (&M
B O PRSP 2 JIE LTz,

REHZOWTIEL, T o b (RS 4 TUEE) 1T UCIEEMIRRLE D UC-ER T

(B 2 R UM 3 13RI % 7 HRIRERED# S (10 mg/kg RE/A) L. R (B
5Btk 24 FFRIEE. 150 R ET) Rt GERUIR) RUEMERS- 6 Rtk o
R U E AOTEER E 2 HE LT,

Fie, FRBHROREM A FZ - 1T HPLC AW THIEL, YC-EX U TFEHE
LT ED LB LS REB ORI A F— B LT, Ty bﬁﬂhkﬁéiﬁﬁﬁf
#rid LO/MS/MS Iz X D RIE Lz,

@ 3Rt (BEEQSSHE

HER ORGHEO UC-ER - 7N O2ME g TERYEEEZ# 6 (TR Lz, TX
N FNOHEERO#REE, 2k MR EGTEEREIIRE 2 I Co (1L
F111.26+0.609 KT 1.80+0.862 pmol/L) (2L, ¥4 6 R & CHEH—FicfR
Teiviztg, Wi L'c&%-‘u 96 BFEIZICITV VLD 0.004 pmol/L F Tl Lz,

10



#6 Ty MBI} HC-EX U FNEER D ESHO2M K OCETRYEE 5 A —F

) REE Tomas Cinax b5 6 MG ORATEE | #5596 BBRG OB
Bt (mgrkg 8 )] {(umol/L) B (umol/L) P (umoV/L)
Al 10 2 1.26 1.21 0.004
m3f 2 1.80 1.67 0.004
n=3

@ 7 - K8 - B (REROHRSRE)

7 BREIORERO®RES, BEHENEHEDIZE A SITEFHLEIR S (63 4~83,1%) .
REAELDENIIDE (2.8~5.5 %) Thole (R, BERE 6 BEHRICIIHRES
JEHED 9.0~12.4 BSMEE D DEM STz, B 2 FRiADMPRITE R, MrEThTh
) 78.1 KU} 86.5 %, ¥R 3 IFMUADRHRLRIL, MEEEN T 69.7 KT 81O % TH

27z,

T Ty MIBIT B UC-ER Y FARERORSEROESHGREENRE (%)

Group | et | Wi Rt | FEpphikag ?ﬁ{E%EPWE s
: (0~150 h) (0~150 h) BHIFE6h D (0~150 h)
Group 1 ) HE | 3.21+027 | 83.11+2.34 12.28:0.12 86.50
Group 2 | M | 5464091 | 71.59+2.08 10.49:-2.60 78.05
Group 3 5 HE 279+0.11 | 78.00+3.28 12.42+0.42 80.99
Group 4 ik 521:0.82 | 63.40+2.75 9.03£0.59 69.69 ,
' * VR LR RS n=4

BciR 5 6 REEIR OSABTHETEIERE (807 : pg - eglg) 13, H7NA—T BV
THERTFIR > BERA > BB > JRE > OB E < . BIRFANTEMER T DRE, g
EUB AT OKENEHERE RS &, oz, BT, i oiRR RS EE
BEORREL, FEARI T, 3L 8 iR SR TINCEP

RECEPNEDITRE 0~24, 48~72 T T 120~144 BFEHE OFBHZ W ToHT LT,
EBF OREDER 8 IR LT, '

RPITIIREBIFRD DT, B & — A3 L v B o,

ERICIZTTR T VIRRORES, & LTHREE (B8 1 BR5ED 62~
42.3%) RUSERACTARE L LCHRltENE, D55 2 BEOMNERS (M2
BOEOMONRE) BNEESH, M2 OB 1.2~11.2 % ThoTo, RELEIIHRS
0~24 FEEHEEABIF CIITE 1 ARE5ED 17.8~86.1 %Y TRLEL RO OIS, #E
120~144 FEEHBFCIE 6.2~23.8 %I L,

11



8 7w MIBIDERSNUTNERNEEROREVEREEGEY
Ev o & (% E—BREEICH L0
R M2 LISkt
% FELEF (6.2~42.3),
M2 (1.2~11.2), ZFOhfEH

* LML 2 ORI S DA

i?ﬁ‘ﬁﬁﬁ&qjﬁﬁi% I M2 T, SR (Iﬁlﬁ'ﬁ A, FHig, RO 7 oRH
Shie (R9), 7y MERPLIX, 3EEOHEMNRYE D b BED X bITMERAH
bR ENTL, R TNE RO EOMRHRERICE O TER U - & Ealet & 45
B L7oER B DR ENIZTTTOREN T v MBI S s,
EOFARCIE» bR &SN 1 BEOHMERBEMWMOR, Ty MBI biIZRBEh
R,

#£9 7y NROEIBIT %’)%*/\/7‘”@}‘%&%*&@%6’)}:&& (%)

k| Fw b £

FKEAbE M2 REAbE M2
ik 9.6~38.6 | 37.0~52.3 100
s 18.0~31.3 | 54.3~71.1 5.2 92.8
FFiE 11.5~26.3 | 28.5~54.0 0~1.1 90.0~94.0
ii=ribal 36.7~47.8 | 49.8~60.4 0~28.2 68.8~85.2
R, 154~24.5 | 425~51.3 | 1.3~88 | 60.2~86.5

Zwv b in=4, ¥ :nixTH,

(3) EpEERR (1XD) BE1, 2. 6)

AR (E—7NAE, MRS 1 IWED 1 ER T AEEIRAY (2.5 mghkglhE), BH
o (12,5 mg/hkeglhE) RUMERFFEES (125 mghkgE) L. BB ER VT
NEUEERB CTh HM2 OMIERESLCMSIZL D if~7, i, BRNRET
i, #5- 1 BRI, #5005, 05, 1. 1.75, 2.05 QERHE 3 45%), 242, 255 (8
EIB#5 3 5t), 9B, 1, 2, 4, 6. 8, 10, 14, 24, 31, 42, 56, 70 R} 83 H
BICHEM U7, BOROREZRE G, #5 1 881, 5 1. 2. 4, 6 B, 1, 2, 4,
6, 8, 10, 14, 24, 31, 42, 56, 70 RUr83 BEEIZEH Lz,

—RIEIR TR, RSO 1/2 FIlcEs 1 B SERIC—BEOTRER (10 451
IZYER) DPROLNEDHRTHoT:, '

B SR A RYENRE T A& 2 F 10-O~QITR LT,

ERNTNORAREIZLIT ARIIERH T, TR T VR M2 D
5 1~2 ﬁ?fﬁaﬁﬁé

B3z
Cuax (413 ng/mL) IZEL., TR T AOEMZEEFIFRIL 10 % T

4 BN ST US B30 3 BT CiE, 1 EIRRS 2 MRz 2 BB ABE, 2030 é}ﬁét_ 3EA%
#BELE,

12



Holr, BERGETIRNBRAOZSEZHB L TEL ., TR\ TR M2 OREX
B 192~576 FEH (8~24 H) 41T Cmax (52 ng/ml) ITELTE, ERNUTADEY
FHRART S % TH o7, ‘

#F 10 A XOEFRERRIZIT TR0 T VEOFERSN) M2 ORYBIRE T A —F
#1000 EXSUTFN

R Ei e Tnax Cimax The AUCo L /S
(mgfkg 1) () (ng/ml) Y (ng - mL) | FIFFE%)
FHRA 2.5 30 5,232 100
| 12.5 2 238 44 2,445 10
% 12.5 120 4 185 1,149 5
(FHE, n=2)
#1000 IEAHH (M2)
S AR REE Tinex Cumax Tie AUCoro MR
(mg/kg RE) () (ng/ml) (h) (ng - WmL) | FIFAR%)
FHIRA 2.5 9 166 341 84,372 100
4| 12.5 14 246 329 103,308 25
BRRZ 12.5 384 51 634 65,172 15
' (SE#fiE, n=2)
#10® BARTA+HTERBHORET
el Tmax Crax Tie AUCo-, W)
BSEE | coeo® | | GgmD | B | Gg-hnD | PG
FRA 2.5 ' 341 89,592 100
ga 12.5 2 413 329 105,708 24
3574 12.5 384 52 631 66,180 15

(4) EVBERRE (F1XQ) &R, 7, 8)
A X (E—7NFE, MRS 4 DA (CER 3070 52 BRNREER S (0, 100, 300
X 10r3,000 ppm) L., #5115 PEERUHEEK TR (&5 528%) IR 07 VR
UEERGHY M2 OfFEES LCMSMS ([CEVHIE LT, TR TFADEREMEC
DUNTHER LTS,
FERMFHZIBT 2R SUCFAROCEERGSY M2 OB MPRESE 11 (2R LI
SR EFICRBOTREEDEBE X Y M2 OREOCHIKIBIZE L . REIER U M2
& BIZ 100~300 ppm FEFEC BT PIREIIZIE A RRFEENRFED bz i3, 8,000
ppm FBEFZBIT 3 MFREIFINREN SR SN ABREICHE LT, 2 0END
D ThH-otr, Fir, M2 OMPEEITIRE 115 A L RBRE THCITIZIERZECho i,

13

(EHE, n=2)




R AP BRSSP ARCEEG M2 OFXIIPBE (ng/mL)

TEAHW
SRR R ij
(ppm) _ —
PP BE 116 B | REWETE | #5115 R% SRR Ty
T8RP : <8
100 33.9 1,226 1,087
U84 : 13.2
300 58.2 17 2,917 . 2,565
3,000 157 60 7,921 6,030

n=3a

(5) EpERESHE () K1, 2. 9

E (280 I UCERNUTAEBEREORE (A: 1.659 RUB : 4.602 mgkgfEE) ©
L., 5% 12 Afich v Bttty (@A) ROMLE (RE5A1. &5 8 BFHE. 1,
2, 4, TROI2 B #EHEL, 5 12 BRCIS TSGR L, RO
FEMER UEIZHPLO/LSCR ULOMSIZ & b #3t L, '

@ BEEEO S &Pl

 MCER T AEORER 12 B OBUHTEEOEIRRER 12 108 L, 5% 12 °

PAPNZ 87.1~92.3 %OHENTEEAR (16.6~39.4 %) KU (52.9~70.5 %) TizHEi &

Nio, 5 12 BEOEBNIZIE 16.7~271 %O HFEENEO LN, THA
(4.1~4.3 %) BOYERS (11.2~21.2%) (24578 LTV,

£ 12 UC-ERXNUTAHERROREE 12 B OBGHEERIRE - _
REE R #" TR RBER | VB &E
: (mglkg &) (%) (%) - (%) (%) (%)
FEA 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

U B 12 A ORBEIRE
2 K. R, BER. TR . SO, B

2 PR ONENHER DR BEDEER OB B TREIEC & b SGTEIEEINE 100 %28 & %

Z b,

@ M, BEtR U

i (EhZROnH . sk ERCR) RUBSHOREMER 1310F L, @
% (&nROMmSE) . ERUHEBHDOIZEREIL M2 Choe S RPICIIFED bR T,
HOBFEDNBWDTRD bivic, ZORREDRTRYMIE, —HREFICHHTHITR
b HILSL, M, EROERTH LR Shienol, EHHLITBIORBM
Z{mbEhic, '

5 HERART S megkg BRETH o), REBERED T —ThHotol L0, BRI S ShEREIZD
2 gL ipot, HEBRERICEBERERD bhoTk,
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R18 TRUTRSEOMIE, SRR

ARk REAEE M2

. 41 + +

i % Mk + +
= :

Bt — - =

S + +

Bl + +

RERE iy +

B +

i) 1 + +

+ : MERCHRII W THRE 12 BHE TOVWThAOR AR EECRE S+ L,
Fio, MERHT- OV THRES 12 RO LRREENTHS,

(6) EPBEEURERER () GR1, 2, 10

¥ (Y 75— BOMRE, MRS 17 58 i UC-E R T AR BEREOHRE (5 me/ke
FE) L. # 14 OHET, BEBROEP, BN, 576, ABRUSHIHC OV TR L
7o

F 14 FO UC-ERRTNRERBRGIE

TEERGL | B ) A LR WhEEE | e | HREiERE Rt
(5 &5 I (MBgmg) | Z7AN TeTr AN
A 4 2 0.103 FHR - B
B 4 7 0.103 ey HERF OO
*AGR - B -
2 14 1.21
© | sty
D 2 14 0.103 B D2
e | g 2 21 1.21 RERGDH
F 2 21 0.103 EWioa
FHAk - MB
2 )
G 28 | 1.21 =3 i
H 2 28 0.103 4717 SO
I 4 35 0.103 REREDH
K 2 14 0.111
AT 3 - KHE -
L 2 14 1.14
Xio et
HAE 2/3 - i
(50%/50%) M 4 21 0.1 ) S
xR dJ 2 i

X 2RF0 TRR WER USRS (B2 S TARUM2 1Zo0T) ZEELE,
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C. L BO'M BT 2 NSRRI SR (BEY +HERE 1 7 — P8R i
93.3~97.7 % T o Tr, PElkSRITAEREIIC L B ERITRD biviehoTe, REVERD
HEHEMRE RS 24~72 FEBICREEIZEL, B R4 IR Uiz,

C RO L #0542 2 EF (336 Frfl) ORRUVETHMRBE I ER 15 171
oo RERSORBSTEMEIIR 54 2 BRESNICRECES IZHEE S v, b8 EEHRE
BThote, BPRBMWIITR ST I/VCHEENCIEL LT M2 NS Th o7,
RPN M2 DA ORE Ch o7,

R 16 FITRTD UC-ER ST NVHEREDERSH 14 HORROETEIHRERE ORBIH ORI

B (IEEETAD) C (#hhr2) L (&Hr 3)
v R # R+3# PR # R+
PR (%) 30.8 52.9 83.7 28.8 60.6 - 894
Ak - 14.2 14.2 — 125 - 125
M2 - 189 | 189 — 17.4 17.4

R

| zomdtam | 209 5.2 96.2 — 8.6 8.6
REat* 20.9 384 59.3 211 45.5 66.6

* L RICERESORFEAHB LS, —  FHRY | n=2

FAEREPINE MR E 23 16 1277 Uiz, MR HENEHREN R D& o T OIIAER
T, ROTHIBIZ>7o, BEUHRTPRBEXZA L OMB L U KIBIZE o7, #HE
RIS 35 BRICRBIEETR LInh, FOREIIBMEN LD THoT, FHO
[FIRFROER LB 5 & A S TR E SR RS R0 eE X
b,

£ 16 FZBIT D HC-ER T VHERE QR EROSERT P BETEERE

# 5% TEIEFHEMRE (ug « eq/kg)

R | Hﬂw:%:) el i;:i; g | TR | BN #%E ke
A 2 | 19,346 | 15544 | 6,675 | 2,445 | 1483 | 57 | 4574
B 7 7,321 | 5972 | 2,653 | 806 | 446 90 | 1,065
C-D . 14 | 2921 | 2,199 | 1,545 | 377 | 217 136 | 344
|E-F _%Miz 21 | 1,320 | 1,101 | 772 | 163 109 145 133
G-H 28 | 1,285 | 1,090 | 708 | 181 88 106 190

I - 35 550 | 464 | 332 64 33 205 84
K-L| %3 14 | 2188 | 1,708 | 1,075 | 322 | 144 84 333
M |#fr2-3| 21 995 | 741 | 499 117 58 117 84

n=2 Xl 4
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A7 O P e ML B HE < . £ OWEREITRES 2 AED 136
pg + ea/kg 2 HIE 35 BT 10 pg - eqkg 1B LTz, G RUH #TEME TR
HRGHE M2 BRI HE LS. EBTE RN L, T 2am
SRS 1 HRD 254 pg - ea/kg 2> HIRE 28 BED 9 pg - eq/kg B L, Zh
WL, EEHmEREPREIIRESE ISRV TOCE <, fi/miftl (FREROTE)
13 0.821~0.929 £ 720 | FEREHESITIZRIT BEF T ARV M2 O i/ & 4§
LT, _

SERREESHTIC I 1T B BB OF R F AR UEERSE M M2 ORI
B L ER 17 IR L, BRACKT DEEERIRE holohl| TR T MTERHIC
REEN M2 22D T EBRTRENT,

#1T FIRIT D UC-ER A T/VEERR NI SE OB T VR T M2 OERHRFEHREZRE

LA s BHERE (L8R B)
2 7. 14 21 28 35
i 7.22 <3.0 <3.0 <3.0 <3.0 <3.0
P 283 | <50 <50 - <50 <50 <50
o Rk 144 <50 <50 <50 <50 <50
ERTI
Ny 359 | <50 <50 <50 <50 <50
fefitBE | 3,474 612 63.7 <50 <50 <50
L 5,101 918 91.1 <50 <50 <50
itk 89.5 216 .7.96 <3.0 493 <3.0
A 1,388 468 169 70 85.7 <50
. B 1,481 602 230 90.7 144 61
' R 5,204 1,943 865 344 420 140
Jens4Rkk | 10,156 4,184 1,555 600 842 314
_ el 13,414 5,726 2,175 761 1,100 362
TERFRR ; ¥ - 3ng/mL. HEEE « 50 pa/ke M#& : ng/ml., fHFE#&E : pe/ke-

BB DT SN EERBMZ R 18 127 Uiz, REZER 1T L A ZOREHTINT
B SN AR OB R T, MRS, iR UETR T M2 28
FERFY ChoTe, WRIZKWTULRREDCREWAZEGED Dhic i, RELER
M2 1iE & A ERD DRI 0T, RICBOTIE, B 2 FRiSRE0RE. B

R H5R bz,
F 18 FO UC-ER T AHER AR EEOSRE T EZ M
#8t FERHE
FIEMERE | M2
#HE FRRERS L5
Lk ic3 M2
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*® M2
R BROT 2 B 50
M2 LSO &REm)

(7) BRVTIL (BIRA - £0) RUM2 F#RR) OB/ S A—4 &R 1)

¥ (6~8 y A, 6 XX SBURE) 10X/ U FAIIL M2 25 19107 T FER U
THERE L, FREERVREERIZBIT TR U TIVEM2 OFEPENRRIZ OV T
AT,

#1989 FOTERNUTIVEDME OEYEHERERS 1

Ficd i/ B ERER HERHE B ER (mghke FE)
1 6 T RANTI 1 -

2 6 TP M2 1

3 8 F3NTF N . 1

4 8 %R FFRT ) 3

5 8 FRNT I 10

Bk, FARPIERECIL, 58T, &5 2, 5, 10 RU304, 1. 2. 4, 8, 12, 24,
36, 48, 72 RUr96 HFE, 7, 10, 14, 21 RUr 28 AARICER L., BORE Tk, BEH,
#E 05, 1, 2. 4. 8, 12, 24, 36, 48, 72 KUr 96 B, 7. 10, 14, 21, 28 1K 35
BEICEM Lo, #id, £ 20 iR THRICEER L, HPLC (2L Y BB OER T
VRO M2 12DV TR, '

#20 EOERAVFARVME ORYEIRERENC 11T 5 KRR

BE FERE 1BIA (5% : h) 2B 8 55 h
1 24~32 48~
. . 8~56
2 48~56 . 168~176
4 v . 24~32 48~56

FILERNCT NI M2 ERIRRS (1 mekg RE) LIRFOZYERR 1T A —
FEFR2 I, FRERBEOTRNAVTARTM2 © AUC 2K 22 1R LT,

TR T IVORIRR LI TR T A O MR EREIC D L, B 48 1
BB ERFIRERER T, 85 72 MR EENERRA (8 ng/mL) K& iro
Teo M7 VT TR (149 Uh/kg) (SHEBRIERL . =RV TAO TinitEETE R
ot BEH 2 REMEBIZ M2 OMPEBEN Cua iE L., HREMICL0RET~14 H
BRETERWIETH > T, M2 OFFIRNBEIZBIT 5 M2 DILPEEIIRE 4~14 B
TERTREThol, M2OMmH > V7 F R (0.28 Lhike) ITEFR/UFNLDNE
VR Tweid 45 BTH o7z, Vdss i M2 (31.2 Likg) DEF TR/ T/ (7.4 Like)
LV IEFITREDT,
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F#21 FETBTAETFR AT ARU M2 OEYEHE T A X

SRR T A —F FFT I M2
7 V75 A (Lihkg) 1.49 0.28
Tz (h) 105

Vdss (L/kg) 7.36 31.2

FFNCTFAVRORME Q%P2 V75 AR, FRENR 0.05 K10.08 Lihkg T,
1 melkg FEROREICRIT BER T NOEWFIF BRIIN 31 % Tho 7, .

FERRT VB ORERO M2 ZROWTEE SHWAMERFI AR (94 %) 1TEESIC
IEOARFIAR L IV 20N, TR AT A0SR DNE O X ERRIC D
BT, 1HER URO M2 BERIND Z EBRRENTREY., BRIV TAOEY
SEHRIARIC OV T M2 2RV CHIBENEAT A2 NEYS THH L BEX b,
TR TVOERFERRIFE (31 %) & M2 TELIE 94 % & DOZEHIEREES)
RCUHHATRETHD LEZ BN,

1~10 mg/kg BEOREOFREZBWOTER AT O AEERESTED e, M2
TIEFR AT AO 1~3 mghg FEOR AR EH T CRIARERESRD bRt b OO,
10 mg'kg FEFERITIIABESMERERD bihvied Tz,

#2922 FTER TR M2 BEBROER TR M2 Q¥ AUC

| BERE | BEmE | BEE | AUCeERSUT AUC(-71aM2
(mgfkg HE) (ng - W/ml) {(ng *+ h/ml)
1 - ERIT N ' 1 671+92.8 . 3,592+712
2 M2 1 3,564+1,103
3 -1 211£90.6 3,376£1,126
4 =N FRST I 3 . 671%214 11,125+3,279
5 10 1,290-446 19,110£2,009
n=6 it 8

1 RO 2 BHCIT 8 M2 Y7 U 7 7 L ARFERETH Y 10 F/M3EERIcikb
T (10 4%) LBt SNl 00 BEERAUTFADITEE A LI M2 (9 94 %)
WKERL, BRXNTFRE M2 ~OFELB L FELRREER CHIZ L 2EBRTS
LEZ LR,

M2 D E-TIIM2 O 27 %HAETICHRE SN X S bicfishiz e EBE 2 bk,

2. RBHER
(1) ARERR (£ - BEEOD) (BE12)
¥ (B7r—7f, 3~4 r A, 32 BEREHGRE 7, 18,.29 RUN 40 BHEOSEES
RN THERES: 4 55) - MERES: 2 BE/RRRE) (2B R/ U TR EEROKZE. (3.75 meke
HE) L. M2 OXEAEE (k. BE. S50, BEER R TIEY PEZIc-on
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THPLC Iz kDS (85 7. 18, 29 RUN40 AHE) (CREF Uiz,

AR M2 BEE K 28 1R e, M2 OMBFREIIFHEREL L bz L, »
THORERIZIB T IR > Tl > B> HROIE TR < . FRTHRERE 29 B&IC 5/8

Fl, 5 40 BRRITIT T8 BINERIBAR (10 pgkg) K& roTz,

# 23 EOTRUTNVEREEDRSEHOVIGEET M2 RE (ugke)

REEERH (B)

pat )
7 18 29 40
2 ] 3,256 490 1151 - - 109 (2)
BT HENS 2,417 - 538 114 114
S 1,757 212 - 90.7 (1) 59.4 (2)
Xl " 591 71.3 21.2(2) 18.0 (¥
P 222 42.6 (3) 14.7 (5) 11.7 (7

LOQ (EEFRF) : 10 pe/ke
AR R AL E R ARE R EOFME (O<LOQ DFlER)

(2) BEHR (£ BEEOQ) (BE13)

E (AR, 3~4 » B, 48 BEMR GRS 7, 19, 29, 40, 70 RN 77 BEOEE;
FRIT BV VT HERES: 4 5H) - MERESS 2 BE/STIREE) I BR/3-5/V 2 BEETR O3 5 (3.75 mg/kg
AE) L, M2 OZFHEE (TR, B8, SR, SREnEUETIER $88icon

n=8(K FIEIH D 5~8)

THPLCIZ X VB &7, 19, 29, 40, 70 RO 77 BHR) WRIT L7,

EAERE T M2 IBE 23 24 1R Lz, M2 OfEfBE I IHEIRS & & bITEP L, »
THOBERIZBWT S IE > > B> HROIETE <, HFRARUER IRy 29
BIZENFN &8 RN 5/8 A, 35 40 BRI

T EH b HEFINERRA (10 pglke)

FiE & fnotz,
# 24 FOEXNCTVEERR ORGSO M2 BE (ue/ke)
catin BEEEE (R)
. 7 19 29 40
EsiE 3,068 681 83 22 (2)
B TREHS 3,667 752 114 21 (2)
JiTlik ' 2,056 354 51 18 (1)
B 460 99 18(5) <10 (8)
i) 155 32(1) <10 (8 <10 (®)
LoQ (ERR : 10 uglkg n=8

%ﬁf&qﬂi&ﬁﬂﬁ'ﬁﬁrﬁm{ﬁ@%fﬁ Oi3<1.0Q DFED
¥ BE 70 ROVTT BEOIRE. SRR ONEHOEII<LOQ X LOQ O EHE T » 1o T H388g,
PR VTR S 70 U8 77 BERICARTETS,
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(3) BREHER (k- HEEOQ) (B[ 14)
E (AV/FE, 2~3 BEh, 48 MR GHEGRE 7, 18, 29, 35 RUF 70 Elf?éd)%-ﬁ#ﬁ
BDTHERES 4 B « #5120 BIR 127 AEOFFRIZBO TS 2 50 - S 2 5/
HEBEE) (TR T N BERARE (3.75 meke FE) L, M2 OEEEE; (I,
e, AR, SRR O TS PREREIC W T HPLC I & DRy (85 7, 18,
29, 35, 70, 120 BUR127 BEE) (TR L7, _ '

FRREED M2 BE AR 25 108 L, M2 O RENNFRRE L & b L, »
CTHORERIZBWT B IR > g > B> HRAOIETE L . IER OB VTR
5 70 BEIZHHED M2 OEENF
pglke) KL 2ot BREECEHATIHRE 70 BLE, EEBRFRELRo7,

B bz bon, #5120 BUEIEERR (10

F 25 EOFFRTIVEERR DRSS OTERLGED M2 RE (ne/kg)
ke FeE %R (A)
7 18 29 35 70
RS, 3,110 474 202 67 22 (1)
BT RERA 3,010 638 265 89 27(2)
i 1,376 325 138 54 (1) 15(3)
B 366 82 35 (2) 22 (6) <10 (8)
i 199 40 23 (2) 15 (6) <10 (8)
LOQ (EEMRA) : 10 pelke n=8

FR PR E R EO VS (Oi<L0oQ OFED

¥ #5120 BUEBROSHEBOEII<LOQ Tholl-DERs, MR UERITHRE 127 BEIC T,

(4) %EER CE- RigED) &K 15) _ '

E (FUa—7F 5 AN, MEHES 3 TED) e RX 0 T0%E 21 BRIRET 2~4 [F)
EO#E (3.76 mg/kg 4KE) L. TR SUFNARUM2 OEEHES GHRL. BB, &R
ROERAE) TRECOVWTHPLC KL VRS 21 B @ BREOHERREG 14
K21 A) BIiCHET Ui,

FRTF U DT THORED D bR Shieho 7o, FHEET M2 BEL
£ 26 |08 Uiz, MR IS > > B> Aol TE < . RSP CREIRD
BivRbolc, 4 BRI T BIERE. 14 BE»D 21 BRIZIIFREBREII T 20 %
ORLHFRD BTz, 3 ERE- 21 BHROERTRET 2 FERE 21 A% L KL, 4 El
5 21 BEOEBPREDL 2 KO3 ERE 21 BRIV EL HOMRERBEER
niphotz,
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K26 FOEARCTVEERORFROEGHEET M2 RE (ke

P, Mﬂﬁﬂ#ﬁﬁ |
: 2[EWRS 21 A% | 3[EHRE 21 B 4|[E#5 14 A 4 [E#5 21 Bk
N <50 <50 <50 ' <50
RTh 108 . <50 305144 227+ 146
Bl <50 <50 80 66
Y 133 <50 395147 328+201

ERIEA : 50 pglke n=6
(5) mmvitro MBMENRGEEE (Tv k. 41X, FRUFNE (B 16)

Zv b (Wistar R, ), /X (=708 B, 4 () ROE (B Hkmigic
WC-ER/ T V&R (30, 100 K T* 1,000 ng/mL) L, 37°C T 30 Rl s TEAT L7z,
ST L a LA Y v —TEBITIREEE 4Ok ST VR UM 1MC-E RS
TRE (EHE+F 7R 2R LU CEEEICBIT S UC-ER /U FADM
BEZ VS SERIT OV TN, '

FAT 20~30 TS 7 BT FERRIBIZE LT, BT 24 RSB 288
BOFHENLRIL 84.4~1025 % Thote, FEWRICIIT MY LRI ERRER
27 AR L, v PRUA BT B3R T VOEHMEES R 7 iEERIT
99.2~99.5 %T, FRUFEDMIES L 37 FEEGETL 96.2~98.7 % ThoTx,

R 27T FEWEICETMES ISR (%)

B UC-E3 T VENIEE (ng/mL)
_ 30 100 1000
S b 99.2 99.4 99.5
£ X 99.2 99.4 99.4
4= 98.2 98.5 98.5
E = 98.7 96.6 96.2
3. EHENSE ER17

Fy MEAWT, TR FAORMEENEERE (DR, 8. 13 IR &
Fffi LTz, FETHIRUHFEERITFAD 5T, LDso 15>2,000 mgkg KE ThH -7z,

4. BRMBNRR
(1) 13 AMERERERR (T 'bx) (B 1, 2. 18, 19) ‘
<A (CD-1%, #7618, M 10 IWE) ZBVEERALTAD 90 (91~92)
A EHEEE# S (0, 30, 120, 600 K (X6,000ppm) 2k AHAMFMRBR CED LNE
FHEFRIIETO LB Y Chote (R 28), 2B, TR/ U TFAO— B EEERE,
30, 120, 600 &1} 6,000 ppm HEFEZIBNTENENHET 5, 18, 98 K959 mg/ke
HE/H., MET5, 22, 115 B 1,213 mg/kg AE/B Th o7z,

22



REHA RIS TIIERD b o T,
—fER, FE, SEERCLEEHREICR O TRE ;@lfré%@ IRDLNR
iRy all
M A=A VSRR ZE Tk, 600 ppm BB EEEDE G T.Chol MIEHN. 600 ppm LA L
EFEORET T.Bil OEMAED b, AST oW Tit, HEOSRSFIEEE R Lz
S BEAEEIMENT 2 < B EEIT- OV YT 30 KU 120 ppm DA TR b, Tt 120
ppm YA EREBECHEIEEEZRL, 2AEHEERCEEENR bii, ALT Tl
® 120 ppm LA LR EFHETHMEL TR L. BRETRVWHEREHBEESRD bhviz, LAL,
ZOALT EIMEERT— & OFEFEAOEE Ch -7,
FRRE CRIREIERT 2B bhvieh o Tz,
2B R CIT, 6,000 ppm B EEEOHE CIIFFIROMEN R L EROA B /28N Ot
BB OLLEEORINED bh, HTIEBROLEROFERIPNITD b,
Fiecid, BECERTAEEIRD oot
r@%ﬂﬁ& SEURE TIE, 6,000 ppm BEBEOHEK 600 ppm LA B SHEOME TR
RERA{ AR Bk, 6,000 ppm FHEFEOMECIL, FFRORIEFTR R bl
2!:?&5% ZFVT, 600 ppm R EFEOHETIL T.Bil OHIE T 120 ppm $5REOHE TR
AST M0 B Z L b ARERITEIT 5 NOAEL 138Gt 120 ppm (18 mg/kg
#E/H), HTIENOAEL % 30 ppm (5 mghkg FE/R) LEZEZ b,

£28 13 AMESNREERR ($UR) TRDOICEERE

58 (ppm) H#E i3
6,000 © ORBREROMN GCER) | - FEEOHN (- HER)
ORI - BIBEREOHEN (LER
. v RO RREEST
600 LAk - TBil #m + T.Chol 30
. FFREONENAL
120 LAk . «  AST N
308k

(2) 1 MESESESE (Sv b)) SR, 2, 20

Z o b (Wistar &, %9 7 @8, MEHEE 5 IDE) 2RVEER 07 A0 4 BRIREE
& (0, 1,000, 4,000 BT 12,000 ppm) (2 X 5 EAMEHERB CHRD b -BHFTR,
BUTO LB Thote (R 29), 1B, TA/0 7T A0O— R FHTEREIT, 1,000, 4,000
K0 12,000 ppm B EFEZIBVTENLZNEET 86, 346 KU 1,044 mglke {KE/H, #ET
90, 362 R1F 1,017 mg/kg KE/B TH -7z,

BRI I IRD b o i,

~—HRER CrE, 12,000 ppm BEFEOME 1 Fllc S 2 BLIRICHEEO K ERBREN
L,

FE, FHEE, FUKER VMEEMRE CIIRSICERT B8R bhihot,
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Hétﬁﬁ'c . 12,000 ppm FEFEOWET WBC OHARED bivic,

AV SRR CrE, 4,000 ppm EA_ B GEEORET Glu 238EEIZH L. T.Chol X
O PL BBEICHEM LIz, £REHOETIE, T.Chol, PL RU'TG 75>EF%—J# ML,
12,000 ppm & S-EEDOHET Glob NEECHI LTe,

BEREETIE, ATV THETHE 4,000 ppm REFETHLEROMHEM, 12,000 ppm
BERE TR EROBNNARD b, BT 1,000 ppm L RSB TSR UHERD
HIIMAERD BT,

R TR SR E T AFTRIIERD b ho iz, FEEREARE TIX. &F5
BEOMERE DRI /NEF DR DSEED DL, @REFFOHER O 4,000 ppm Ll L E#E
DHED FARBH T OVE A MR AR v,

ASRBRITBVT, 2 EREOMERIT TR/ NER MRS b, BEZFREBO
OVE AMEIERBAER, HEZ T.Chol, PL XUt TG DAL AFROMES R O E & DHS
IASERSD Bt = &b, NOAEL 388 T& . LOAEL I 1,000 ppm (% : 86 mg/ke
BE/H, M 90 mghkg WE/R) LEXDIVL,

& 29 4 BREBEEMEERR (T N TROONCEEEE

#5E (ppm) T i
© JFEEOHEN G - ERREORE (U5)
112,000 « R WBC D0
‘ . Glob #iN (%)
+ GlulEiz (BRE) « ERIROUYE AAMEIBRRREAR

4000 AL | + TChol BUAPL MmN (4REE)
- FFEEOHEN (HER)

. FRRO R ORI - T.Chol. PL RUNTG OREM (1%
RO U e AR )
1 E
,000 EL.E . FEREOHEN (- HEE)
. RO DR

(3) 90 HMESMESHEER (v b GR1, 2, 21
Z v b (Wistar &, £ 6 B, MRS 10 (9B ZRVWZERSUT L0 90 (91~92)
HEBAE#RE (0. 50, 200, 1,000 % 12,000 ppm) 2k ZSE%‘E%‘&%‘&E%T‘%@& )
NIRRT LR Thofe (5 30), XEEEEET 12,000 ppm 5
BT HMERER: 5 To% BV iz 4 38R (27~28 BRE) OMRIC K AEERESZIRE LT, r‘m
FERXTAO— BIEEERENL, 50, 200, 1,000 B U8 12,000 ppm #5EECRBNTE
NENHET 4, 15, 74 RO 900 mglkg RE/H, MET 4. 15, 81 R} 947 mgkg FE/
HCéhoi, . :
REIR I BT 13280 bR o T, ,
—RER, FE. BHEE, FUKERVIERIFOBREILBV - (REICEE TS\ L0
%@ i= &) 62}’1/7?7330 T\-u
- MIEZFERMREE T, 12,000 ppm #HEEEOMETIF OB, [/ MREOBMAERD &
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L. 1,000 ppm PA BB ESEEOHEHET Fu LR 7T AF VEENER LR, Zhe0E
AT T RICITEE L, ' : '

MR LRI i, 12,000 ppm HFEFEOHEC TP ORI, 1,000 ppm A E
5RO T T.Chol XU PL MRS BN B3WTHORIE L EREH Th o1z,

FARETIE, 12,000 ppm #EREOHEIZ REDHO PR bz,

EELE ROV T, 1,000 ppm SR 5RO CHFBO LLEE ORI, 12,000 ppm
BEBROME TR, BB R OO ROt BRI N INER O EEOENITE
oI,

B CHFRSICERT 5 ZEIRD bhizdoTe,

FREABRVEAIRE T3, 12,000 ppm IRGFEOHE TR FIVAMSEEET (8/1041) R
FEEL LAE PR o5 (9/10 ) ASER b, IRIEHINE b EhE U6 FIR TR 2/5
HICEMICERD bz, 1,000 ppm SAEBSFEOME (1,000 RTR 12,000 ppm REFET
FNE 310 KOV 10/10 ) CIRRis e/ NERUMEIFRIRIRA 2R b, 12,000
ppm 3 SREOWE 3/10 FICITIIEIC b B R EMIIER AR AR BV A3, TA3E
BN THRITIISERICERE Lz, -

ARBUBOT, 1,000 ppm B HREBOMRET b v LR T T AF VERADIER. M
Z T.Chol R T* PL O8N, AFHEEDHEINE N/ NEP OHEFBIRIE RSB0 bz 2
LB, NOAEL Il & 12 200 ppm (7 : 15 me/ke @EB/H. M. 15 mg/kg &/
H) &&EZbhis

#£30 90 REAMENRE (v ) TROLN-SHEE

k5 " i
(ppm)
- TP H#gim (@0 © JFPEROES
o RETHEMEET (8/10) - RSB
- BHEEEENARFOHEN| - REED
19,000 (91100 - « JFESEOHEM. (i - HER)
’ - BISROMEROBERRM (- WE
&)
- PNEEEOREM ()
- SREEOREEAMRIESARIZRL (3/10)
b BTG AT REEEE + brYRT T AT RERE
. »  T.Chol B(XPL M#am
1000 BhE - R/ D RER
- FFEROEN (CLER)
20020k
50 LAk
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(4) 4 BEFEIMESHESR (1R) BB, 2, 22)

- AR (=R, 6 2 Bl MRS 2 ITED BERAVWEERSUT A0 4 BEIREE
#5. (0. 5,000, 15,000 F%1%40,000 ppm) i~ & 5 EAEMZMRBR CRD b ERT
RIS FO L0 Thote (F 31), BB, XU TN 0— B BRI, 5,000,
15,000 K0} 40,000 ppm #REFETIVTENRLNHET 161, 566 K10 1,217 mg/kg fKHE
/B, MET 184, 561 RU* 1,472 mglkg KE/H ThH o7z,

o RBRPMRIZETEED BT, BB bR EICEE T S FEBIIRO bhgho

1Za
EEIL, 40,000 ppm BEBOHE (26) ICEREOERERERD 24E 5 BN 23588

BT,

MIFEARE R CRBEC BV TL, BREICERT 28RO ool
MIEAELERBRE TR, 2% 5B OMERT T ALP OSAED b, Ex OffE

WEEF N E MR ERTD 3~9 R 2~3 {EDEEZR LT,

JREREE T, 2REFOMREICBIRROMEN K U LE R ORI N B DRtk O

HEEOBMARD bz, E72, 40,000 ppm REEOHE 1 FlIZ RIRRE UAFBOMHE

W ECHEREOWNNRED bl

B <iZ, 40,000 ppm B EFEOHE 1 Bl TEIE, FEEURRBOERP RO L

i,

FREBARRRSERTRTE CI, 40,000 ppm 125 REOBEREITIREE s b PR ORGS0
Bz, SRR b R BNE IR0 S SBREOBLD AT, 40,000 ppm #EFHED T
ZEOMBENEL. MREENS L D/NESWEECHRED N DREICERT A RE L
EZZbhi,

FRBRITRVVT, 2% 53OMET ALP O, BIROENEER CHEEDIERET
CICRE OEMBEER VL EEORESRD b & h 5. NOAEL IRETET,
LOAEL (it & ©1Z 5,000 ppm (B : 161 mg/kg FE/H, B : 184 mg/kg RE/R) &
E% bivic, .

#31 4ERBESEREERER X)) CROLNFEFE

B 5 K i i
(ppm) ‘ :
40,000 - {kER R + R OERIROE R
- MBS () . et ER) (1/2)
' ¢ BB, FR ORISR (1/2)
- HENERE (PR O :
15,000 2L
50002k | - ALP M « ALP 880
- IREROBS (B LER) | - WREEOBED (R - HEE)
- BIBEBOHEM G- LED) | - BIESEROEM (et HER)

D HBEFETHBECELAREIN TN,
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(5) 13 HHESHSUERR (X)) BR1, 2, 23)

A X (E—TNAE, 596 7 R, MEREE 4 IOHK - SRS, HHES 6 IR - mAE
B ZRAWEER AT A 90 BRIRERSE (0, 300, 3,000 &TX30,000 ppm) 2k
LEAMEERR TR DN EMFTRIILTO LY Tholz (F 32), MEHED
30,000 ppm 2 EREOMERES 2 TTicid, 4 HRIOMKIR L 5 B E5RE L, Wiks
HkRZE, mMEE(CFABRER RREIRERT, &5 78, B5HEKETHEORER
Mk TH CREBEZIRS,) CRlL. SR OISR TRICEIR L7, B,
FRNT ND— B EHIEREE. 300, 8,000 & 1830,000 ppm BEEUCBOTENLE
FUHEC 10, 107 11963 me/kg SFH/B ., #ET 11, 97 R 1* 1,176 mg/kg AH/B ThHh>
Fral

HBRAEI TR D SR o T,

FEHR A 30,000 ppm HESEEOMECEERINMH2ED G, —ER, f&éﬁ
B CIRBEARIEIC RO CRAICER T 2 ENIERD bhiaho Tz,

MEFERGHRE TIE, 80,000 ppm HEFOHECHRE 7HE 12 BITAFPEREQEDIC L
% WBC B33 b, AEEHIRRK TRRC & ERE L2d o7z, 3,000 ppm LA ERGHE
OMEEEZ BT, FBECERE 7 85 12 BTHETEMEES b e R 75 2AF AR
DRTHEHTR® B0, IR TRACIISERITIER L.,

M LSBT, 3,000 ppm D EEEHOMERITIVT, 5 7 8L TP,
Alb O A/G BEDBZ>, ALP ORSINMTRD i, AR TRIZIZ, TP, Ab &
U A/G EbiE, fA’E’C“ii&“’é—ﬁl EHE TR & R Clho 7o s, HECIE0RREHE LTz, ALP i3,
HERE & & IRORRER R Lz b OO TRHIEEE L THvR D [ Lz,

FRARE G BICERT A BERmD ohigho T,

IBERER G, 30,000 ppm BEFFOMEDOIHROMES « SLERIZEWT, H5HMKT
FACR BERNAR b, HETIIREENRD bR T PROMESR - LER
OHEMNMTRD b, REHREE T RHCIIREEER IR bz,

HitR T, BREGERT AEIIRO b o T, |

FERARRRIRE I, REIERT H2ENITR. BRI D bhvi, B

JBTEE. 3,000 ppm BA_ RS SBEOMEREC BG4, 30,000 ppm BEROHER USRS
FEOMET FRAIRAEA, 30,000 ppm #WSEEDOHER (] 3,000 ppm BL LR EREDMEZ 7 w23
—HARLR ONFHIREN OBEGEIEITEIFED Div, N TR R SR OMERE T/ NERRDIE
3823, 3,000 ppm P BB ERORER O SEEOBEIC RO 7 8 b—3 R BOBMNRE
HHNTEbDD, REHEK TRV T OEELE,

ARBTHVT, 300 ppm PL RS REORERE T/ NEIROYLER, HEZITRIRRAE R R UV
WD T R b— ZAB OB b Z Lhvh, NOAEL iIsk® 513, LOAEL it
HEREL $1Z 300 ppm (H : 10 mg/ke /A, #f : 11 mgkg BE/A) &EZ LN,
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#32 13 BEAESUEEER (1 X) TRONZEECE

P58 (ppm) | HE 3

30,000 - HERIC L B WBC ol + IREHEI ,
- AR - FFEEOHMN G - i)
- Fgos /zv—ﬁwmwﬁmﬂmﬁﬁ
ﬁ:%l)
300081 L |« brYRTTAF RGN © MRVRTTAFLRRENE
+ TP, Alb RUrA/G HD¥id |+ TP, Alb RURA/G HeoRED
- ALP /0 » - ALP 880
- FHgORE A - FRIONBE L
- BEEOT R F—v 2o v RO 2 v SRR CHTRIR O (R
%% 1
300 8L E | - /NMBEROYEER < FFHERiER
‘ + NBRROEER
+ BEROT R b— ABOHEM

1) SEHEIISSEEN TV,

5. SRR
(1) 52 ERMMBMESESR (Sv b)) BRI, 2, 29

7> b (Wistar %, 6 85, MERES 20 I ZRVWICER/ ST A0 52 BREIREE
#5 (0, 50, 200, 1,000 112,000 ppm) ik A@MEERBRICEBWCRD O
BHFRIIUTO LB Chok (K 33), 48, MEEMRE, LiKEILEHRER
OIS 13, 26 BRUNG2 BRICEM L, #5652 BRICHR L, 28, T3
2T ND— B EEHEREL, 50, 200, 1,000 B T8 12,000 ppm BREFZRBWCENRE
NHET 3, 11, 54 KUN656 melkeg ARE/A, MET3, 14, 67 KUN778 mglke KE/AT
Hoiz,

B PR B ER T A TIERD iRz, .

—Etk (REL, BEORELSD), BHR, K&, Bﬁﬂ‘iﬁ’aﬁmwﬂm&"#@ﬁﬁ
ZRNT, REICERT AR b,

IRAA LSRR CIL, 385 52 BARICIWT, £ 5HORER T 12,000 ppm Br558E
OHET Na D3I SHFDFR0 LRERH, 1FEERT—F OFENTH -7, 12,000
ppm FEEET Glu () O L, T.Chol (M), PL (MH) RWVTG () iy
PR BT,

FRE TR, BECERTAEEIZED bRt

JEREERTIX, 12,000 ppm REFHOMRECEROLEROREM, 1,000 ppm 2L EF
SR RO R U EROBMAFEICRD bz, |

FIR R OYRERRBFAIRE T, RECERT BTN b7z,

AFRBRIZBVT, 12,000 ppm FEEEOREZ Glu DIFA>, T.Cho KU PL DN, &
[ LEEEOBNMBTRD bk Z & 25 HE0 NOAEL i 1,000 ppm (54 me/kg {KE/H)
EEZ b, Fiz, 1,000 ppm LA B EFEOBE RO R UOSLERSEN L2
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Lk, M NOAEL i1 200 ppm (14 me/kg AE/H) EExbhi, -

# 33 523@%3[%%&%%@ (Zv b)) CROOLNIFERER

55 (ppm) , HE -3
© Glu i : + T.Choel, PL EUTG DHEN
~ 12,000 » T.Chol BT PL 380 - BEERORM (GLER)
| - BREEosn (LER
1,000 EL.1 -+ FFEEOSEM (Mt LER)
200 2L E :
50 L E

(2) 52 HAmlEtEEHHEER (1X) (S 1, 2, 25, 26)

AR (E—FNFE, 6 Al RS 4 TR 2RWEER 70 52 BEIR
£ 5 (0. 100, 300 ZUR3,000 ppm) (2 Lk ABMEFRMEREBRICIVTERD -2
RIZUTFOLBY Thotr (R34, 2B, MKFHIRE, MREFEHIRER ORB
3RS 12, 25 RUB1LHE (BEFEEBRETR) CEML, BRRLERICHR L, 2
B, TR UTFNAO—HIESEREL. 100, 300 K1X 3,000 ppm #EFZBWTEN
FNEET 3, 8 AU 91 mg/kg fKHE/B, HET3, 10 KU 99 me/ke FE/H ThHoT,

PR PR EICEET 23RO oo T,

—ARER, R R IRREAREIC B O TREITER T 2 &R bhiaio T,

&, 3,000 ppm Eﬁﬁi@ﬂﬁf’% TRWTHREEREDID 3 7 A & P ONTHEIImE35
512 gb sl

MEEEAGRZECIZ, 3,000 ppm FREREOMRE (2F5E) K1 300 ppm BEREORE (%
5 95 BRUN518) IBWTEM LSS h o R 7T AF VERIOERENTRD b,

IMEALFRIRE THE, 3,000 ppm REBEOMBET TP #f . 25, M. ®E 2K
513) BRCa (M : 28, M #5 25 RON51E) Oy, ALT (8525
BEO518, M 2R O, 3,000 ppm HEREOHEK O 300 ppm LA B SEEOME
2B T Alb (HEREL b2 RUVAIG b (HERES b 2RER) OB HERD B, 3,000
ppm FEFEOHEZ ALP ROV y-GTP (5. 25 KU 51 i) OHEIATED bz, 300 ppm
I R EREOHET ALP OB bivi,

FREE CIHREICERTIHERD bhithotz,

IR E S T3, 3,000 ppm B BEORECRTIR Y FURIROMER RO B RO Z R,
300 ppm DA BB O CRIRIRD WEEOAEREMIRD v, & SRONHTE
T, AEEIRVABIBICHIME AR b,

IR CrE, 300 KU 3,000 ppm FEFEDENEIEE 1 FlizBIROEATZD bk,

FREAERFEIRE T, HBRURIBICRSICRET RSB bz, SR
OMERE AR OB B EMIE D IERAERD bz, FMIREXIZ OV Tkt REET

RS LT, FREBEOHEHEOREFL EICEBdbhi, L, HHEE HLREDR
BB TR FEREEIIERD bhvied -7, 300 ppm LA BREREORER U 3,000
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ppm B EREOBECIIATHIIE, 27 v/~ R OV NERDE ~ 7 n 7 7 — VOB EAIR[IT |
& (am—RKREE PERESN, 7 v —HREOFHRNOBEESRIETX
RBFTHBO LN HOD, g~/ v 7 7 —VHOBRABHRILE L L HIIEEED
HIMAER0 Biviz, F72, 3,000 ppm BEEEOMEREIC EERA R OETEMSFTIR S L
T, FHRROEE MUEEOMENE DO b,

AFERTBNT, SREHOMERICITIIRE VRIE REMROIERBZBO b2 &
5 NOAEL 382 EC& 7, MHEL $1C LOAEL 100 ppm (i : 3 me/ke {65/ H, M :
- 3mg/keg FE/H) &EX DN,

# 34 B2 IBFBMEEREER (X)) TROLNEFEITEEE

# 5.5 (ppm) i3 e
3,000 © AREHDEH - RN
- TP B Calib b RS T R R
- AT H « TP EU Calid
- Alb BRUA/G B> - ALT 58/
+ ALP ROy -GTP #8/il - FRMlE, 7 o S—HElR R OVNERDH:
» TR CRYIROEEEM Gkt - B <7 a7 7 —VORBERIE
BE&) © FEEOMRE g
. BRI RO M AR O R
ROV NSO 1
300 LAk © buYyRTTAFUREER - Alb BUA/G Helgirb
- BlBofEk (1/4) +  ALP #9m
- HFRRR. 2 v Rt R OVINSERNH FRIREROEM (LER
A= ST TN S e .
10024 |+ HFABERAEA D - FRREEK v
Bl B AR DA - B EMROiRK

1) REOBRECSOTHRARKERIR bhah -1,

6. EHFAERE
(1) 78 ERSMAMRR (RHR) BE2, 27)
~ A (CD-17&, #9188, MRS 50 IWE) R \71%:?/\/7/1/00 78 FBIEELE
5 (0, 10, 30, 120 EU'500 ppm) BRERIZBWTHD bNEBEFRIIUTO LB
D Thote (F36), MFFEHREIL, BE 52 RTS8 BREIHRICERE Lz, =, &5
R TR ZIIR L REERFIRE R R U500 ppm # 58 THEIE L -,
FFZ DV TE 500 ppm BEFIZ BV TIREICEET AR RPBD b2 & hb,
10, 30 & U*120 ppm BEFHTOWTHIAN, BB, ERX-TAO— B EHERE
%, 10, 30, 120 ZU'500 ppm HEBTEWTENFNET 1. 4. 16 R 69 mgkg
RE/R, HT2, 6, 23 B 92 me/keg KE/A ThoT,
RERFAM T, 500 ppm F-5-EEDME THE 1= RIS FREGT Lo~ ut_o
—ER, BEERVFEICRWTEREICEET AT LT,
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MEFEAARA TrE. 500 ppm BEEFOMBEIBWT WBC EUSKRFERAIREN RS
78 BEEIZHEIN L, 500 ppm HEFEOMEIZ I\ CAHREREAS 5 78 BRI Uiz,

JRESER T, 120 ppm L EROBET Y TR R L ERNE Z i
L7z, 500 ppm #SFEOHECIIBEOMES R O EEFS N LT,

TR ENERR SRR CIT, 120 ppm BA R GREOBERE IV T ORI b DR D
B2 HETFRICRD Bﬂtn 500 ppm FE-FEOMEZ R\ - R EEEOMERET/NEFL
YEFFRATAE R OB DA B/RBMNATRD b RICH, AEEERIIERD bRl T (F
35).

Z O/NEPERTHIEIE AR O A ERTFEO XY, B }W b & FrmARAE R % —
DELE UTR L BA. 120 ppmbd HIREREOBERE TR bl A REERR B
JERAfbic & V. FRRRIE RS w ARy FanicZ LICL AERH 5 LB v,
R RBEFOMOLBEEZNED b o -8 H bEE & HEH é 7z, :

35 ERNTIVREIC DT ;i’cb‘ BIFERORES R UVEEE

58 (ppm) 0 ) 10 30 120 500
eyl # | i m # #® 3 B # B it
Beik 5 ; ; s
8/11| 2715 | 12711 4/13 14,714 9716 | 313717 | 14°./16 | 209721 | 25°.2.1
(et EREED) '
FrHmpmaER :
2/20| 0 12818 | 85716 | 9514 | 10816 12818 | 75,714 | 128231 317
(EEEE  BHRE) . .
# : Armitage Trend Test (<0.0005) 5 . Fisher's Exact Test (<0.03)

FRERC B TIRAEMEAIREIIFHE S L TWRWA, BEAEROMME TR
JEXRAEFRD B Z & 436 NOAEL (333 E T& 9. LOAEL iX 10 ppm (#:1 mg/ kg &
H/H. #t:2meg/ke BE/R) LE/EZDNE,

Fin, FRBICBWTIIER /ST ICERAEIERD b1z,

K36 TBERBEFPAMERR (vUR) TROLGWCEERE

58 (ppm) i ;3
+ WBC ROKRBURRERED | - FECROEM
500 Hin + BTEREREORY
- MIBEEOEMN (X - LLE
&)

© FRONEVHeORAROEMN | - FEEROEMD (& - LER)

120E - RS Hﬁ{m%@&@tsﬂu
30 AL
osE | /IR UEATRARRA K + PR LR HEREAR (500
ppm FER< £ TORER)
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(2) 1048MBEFAMEE (v ) &R2, 28)

Sy b (Wistar . %6 8E, MEE 50 DR 2RO ERA0 T A0 104 BRIE
fE#5 (0. 100, 1,000 X 12,000 ppm) REBRIZBWTRD LIV RIZLATD
LB Thotr (F37), MIFRREL. #E 53, 78 KU 104 BRERIZER L7,
7, BEFRBPKRTRESEMWETR L., MEHEG 12,000 ppm REFEHI OV TITRE
MRS & I LT, MRS LSRR EIER SN TWARY, B, R UTA
O— BEEEREE, 100, 1,000 &0} 12,000 ppm REFHIBWTENENEET 5, 47
ROV 578 mg/kg (5EH/B, MET 6, 57 KU 707 mglkg KE/B Th-oTz,

HBHYHPICESICREET AR bhho Tz, ,

—RRIE, BEEE, AERUIERZENRECSO TREICERT 2EIRY bz
Mot _

EESERE I, 1,000 ppm utéﬁ-ﬁi@ﬁtﬁ—c%ﬂ@&muﬂa@%ﬁ&whﬁ%ﬁﬁ%ﬂu L
7o, FAEMRFENREIZBOT, G 2B 20, EENRERUIEESERE &
BITHR ST BT BB R b o T,

FERFTRE7R I DR PR AT o HIREE & PR C, /MBI bR EICERT
BEEIIRD biahotz, FRBRITEWT, MRELERORERERE ST TRV
%, NOAEL [FRETERWEEX b, Fio. FRRIZBWDTER /T /TR
AR B dso T,

%37 104 BEIESAMRER (T v 1) THRDOWN-BHRE

58 (ppm) i3 i3
12,000
1,000 &L | : « BRSO B RN Gl -
ILEE)
100 LAk

7. E?E%Eﬁﬁm :
(1) 2 HAKERE (v ) BR1 2. 29
Z w b (Wistar &, 7~8 85, MHES 24 ILED) Z AW TER T VOIRERE (0,
200. 1,500 Z(X 12,000 ppm) 1255 2% FoBUF) STERARRE =R LT,
#FHEr (Fo) I8 10 BATHLATEE, R, FARE TEBL TERSVTAER
E LTz, i4 BRRIZERER (F) THERES 4 ITTORBIR L, o LEE RS
24 VRO By 238K Uie, Fr & VT By & RISASELET (D7 < &b 90 BIE) 7 HAT8,
R, BB U CER S UTFARRE U CEMBORAEICT BB W TREt
Lz, '
é’C@%@J% (Fo BRUNFY) ROUMERES 2 IUREREDIREMY (F1ROF) 13451821 B
ZER L, BEERRCEVRERERENRELEE L, i, RERICERLE
F1 EWM)@%‘?& HEHR L, RIRRREOREER LTz, /o, REICAVW-2TO
ORI GEEME, R, BTFERUREFHERE) bEMLL, 28, X307
JvO— HEHBEE % 5% 38, 3912 Lz,

32



#38 HEW (Fo) OEXSVFVOEKERE (mg/ke KE/R)

i i
BERoem) oeram | ane | cmaam | s |
200 13.3 10.5 15.8 13.5 32.3 .
1,500 99.8 79.3 119 - 103 245
12,000 T98 647 950 863 2,065 )
£39 HEW F) ORI UTAOEEELE (me/ke B5/H)
T B [
BERoow) o | e | cEram | e | B
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 RO F1 S8 0O—ER, BEHEROBEICBWTREICER T3R5
hiemoin, '

Fo X' F1 OfHRIZBVWTRESE, SRR, SHE, HER, BLERUHORTF
M BNTHREOREEIIRD bz oz,

R TIE, 1,500 ppm L EREEED FolEZ B WO TFIROERNTE® bnl, HEER
T13 1,500 ppm Bh_EFEFD Fo RUF 1 ECRY Y URIBRFZE L 24 5 FHROE:
EOCLEREOEMNAFED S, 1,500 ppm B ERERD FiMER TR 12,000 ppm F55
O Fo BEZBVTRIBOIEN R LLEEOBMASFED bz, £z, FEREgERE
TiL. 1,600 ppm Ll ERGEED Fo ROV F BEZ BV Y T/NERIMETHIIEIE R VB B2
EERRE OMILIERDIZRD Bk, 12,000 ppm FEHE T FilT RO CIRE OREA
HRBFE R O S ASHE SN LTz, .

BB OWTII FI RO Fe & biT, BE, thi, £% 4 B, MR UBIRERIZ
BREICEET SREITFRO bV o iz, BBRER T, &858 0 FiHEEONT 12,000
ppm REGEED F) HER O Fo MEREZ B\ TR O K CHEEOBMHFRD bl (Fy
IXHEEEOBIMDOIR),

FRBRIZBO T, ST 1,500 ppm B EIREREO Fo I TROER, FilEicE]
B OIER R OHEROHM, Fo RO FIMEITFBOMSE RO EEOMN, NERME
FRRIBEAER I DN B B EBRIRE OFRRIEARSED b, B CiI2RERED Tt
(HFIRDMER B L E B DEMARRD S Z A5, HEWr € NOAEL i 200 ppm

(13.5~32.3 mg/kg AE/H) . KB LOAEL % 200ppm (13.5~32.8 mg/ke {55/
H) &E2bNT,

(2) EBHEE (Sy k) EBR1, 2, 30)
7w b (Wistar 5. 10 BELLE, 22 VDAY DR 6~20 BIZER ST R TRER
a#%E& (0, 100, 300 ZUr 1,000 mglkg AE/B) L. R 21 RICHFEGIRE L <REM)
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RORRERE LT,

BEW) CITERBRHIR PR ERE T S FETIIER b BT, —E R, BEEE. (FH,

Hie R OSFEAGE I R SRR T 2RI bz oTz, £io, BETIHEESHE
R EICERT 2 ENIFRO o 1T VB, AR UERITRICBREICERT 2%
3D ohiiol, ' '

ARBIZBO T, BEW R ORRITHT BN bhiahoizZ L b, NOAEL
11Ebic, ARBOBRERETHS 1,000 mgkg AB/B EEZ bk, ik, HEFHE
IR Lo T,

(3) fEHpHER (YY) BRL 2, 31)

TR (EvTYM, 16 BE@L L, 20 IR OIHRE 6~27 BITER U TIVER
SR DS (0. 100, 300 K10 1,000 meke (55/H) L, 4R 28 BICHFEGBLCE:
BRI ERE LT,

FECIIEBRTIECEED bNT, —ER, SR, KE, FIRRUsE
IR 5T EET AREIIEED b hols, 2. BIRTRAERUMELIZEREZ
AR AEEIEO AT, A, ARERUEHRFTAICODRFCERTH28EIRO b
niehoin, ‘

ARBRITEBV T, B OURIRICH 2 BEEIED bR 72 2 L H 6, NOAEL
2 e, ARBROBEHAETHD 1,000 mgke RE/H L EZ b, £z, #EEE
IIFRD BTz,

8. MIEFHHER (#}*FB 1. 2. 32~36)
FRRT NIRRT A BFE in vitro O In vivo ﬁﬁﬁ@ft%%i% 40 R U
41 \F & i,

%40 Invitro?RBR
Faviy o) Ak FESR
" | Salmonella typhimurium | 0, 5, 50, 5,000 pg/plate(+-S9)
TA100 .
S, typhimurium 0, 8, 40, 200, 1,000, 5,000 pg/plate(=
Ames BB TA97a, TA98., TA100. | 89), .
(BHE 32) TA102, TA1535 0. 3125, 625, 1,250, 2,500, 5,000
' ng/plate(+£S9).
0. 25, 50, 100, 200, 400 pg/plate(+
S9)
Ames #Eg U S, typhimurium 30, 100, 300. 1,000 pg/well(£S9) 2
(R=AZ J—=| TA97a, TA98, TAI100,
FF AR TA102, TA1535 ol
(BH 35)

34




‘ b bR 2Bk 25.8, 33.4, 43.1 ug/mL(20h -59)
Yufa kR ‘ 57.2, 81.8, 97.8* ng/mL(3h: -S9)
(B 33) ~ 715, 100.1, 129.3*% pg/ml.(3h: +S9) i
: 81.8, 117.0%, 139.9* pg/mL(3h +S9)
/NERRER D TKS #ika 64.6, 107.8, 179.8% g/mL{(20h: -S9) i
(B 36) (& MEY o 3EERERE) | 64.6. 107.8, 179.8% pg/mIL(3h: +S9)
D:#BmemELrLTM2 GE) 2FR :
2) : 6-well plate 22 U Moo b izfE A
* . tbB (precipitation) OH--REEFTT,
41  in vivoRRBR
BB *i% . RE TR
/NEERRER v 7 AERENIE, 6@, | 0. 2,000 mgke hE =<
(B8 34) HfikES 8 DU b RE 24 FEIENG T 2 ERR DR 5

D LB, BR AT NE AL in vitro D Ames BER, RAERERBRR O in
vivo DIF o WEREZ AW/ MEEROVWTLBRETH Y £, TR TADM2 %
AW in vitro ® Ames REER WMERR BIERETH T T LD, TR/ T /ML
FIz L > TR S 2 5 BEHERITREBRNVb O EEZ LN,

9. —REEER
(1) Ma¥EERR(Gy b) @R 1, 2, 37)
7w b (Wistar %, 8 iER, #E7 W) 12823074 2,000 mglke AEZ AR
A5 L, &5 4.5 RHRICREEZFREIRNH#E S L OUNBERICRIT T BT oW T
PR, 7 v FOBEEBER O ERICRSICER T AREIRED ONLRho T,

(2) " BREBRUITRICRIZTTHER SR 1, 2, 39)

Z v b (Wistar %, 8i@Ms, HE6 L) ITERN-T 2,000 mgkg FEZ HERE
ARE L, Irwin OFRICLH RS ) —= 0 JRBTRG (RERT, #51, 2, 4 &
6 FFR) 1T —ERE I TENC DWW TR, REIGERTAHEIEED bR
ot

(3) ERBFREUVERBRICHNTIER SR 2. 39

BRELZ » b (Wistar 32, 8 WK, HE 4 IR ITER/SUT N 2,000 mgkg RER B
[+ _3RIENIRE L, 5800 bR S 4.5 BRSO LIRERAE (FEEAR OYEBRIILE .,
HmE, Ok, DER) RUWEREEE (RS, 1 ERKERUORBRIKE) o
T BB OV,

FORER, HREEODRESENDTMNMIED LEORT, ZOBbL AW
EmIRWEHB IR,
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10. FOMDERIZDNT
(1) SERRABESRE (F9%) SR1 2. 40)
]7“5‘56‘ (:—:,1‘—"/-—:'}‘/ KRBT A MFE, 2~4 + A, BES L) ‘C:E‘?\/\‘"/‘"}—“jlx 500 mg
BB E & bIH—EE T 4 ITHIBAER L, S OREEIESY (R5 1, 24,
48 RO T2 BEIE) (RIS AR LIRS, BRI Hhho T,

(2) SERFERR (T &R, 2, 4D

THR (ma—P—F L RERTUA ME, 2~4 » B, HE3 L) IZER0F 0 100 mg
AR L. B OSER 1. 24, 48 RN 72 B8 IWIREGRBE LR, 51
B BIZ2F T < BEORBERER OFMmR, 1 FICRIBSRD bz,

(8) BETY >3 (LLNA : Local Lymph Node Assay) BRI & 5 ME{ESE
(R2R) (SR, 2, 42)

<A (CBA/J %, 9, ME4 TR & (0. 1, 25, 5, 10 KTR25%)
TR T Ve 3 AMBICRATL, RETREEIGE L OHMTLTHIE2 BRIZY L il
BT3BV L BROBINL IR, ‘

WTHOREZBW TS RFTRERG. FORERTY - sEiTn ) o/ sgiEse
HHIT, BIEROEMBEEIFR I NV EEZ O,

(4) FRNAT A —2BURRBALEA~ADER(SY F) BB 1, 2, 43)

HESMEERER (BRR21) & LTERATA 12,000 ppm % 4 BREHERE LI2T
v b (Wistar &, 78fh, M50 2> oFfBR OIS 2R L., FIROREDE
ZRNT A—F | BRI AE Y (TSH) , FIRIRSE Y T4 BONVTS 2HIE Lis,
FOFER, T/ u Y —AGHEE Y BITHT DREDEEIRD NIRRT, B
F b7 o s P450 TEHER, BEETHERZVWHOOXBEED 167 %E THM LT,
7-methoxyresolfin O-demethylase (CYP1A2) KX 7-pentoxyresorufin O-depentylase |

(CYP2B1) o+ 2 E50EBIIRD LR Do 2B, T-ethoxyresorufin
O-deethylase (CYP1A1) JEMEIIHBREED 157 YETEMLE, 70y —A0EHD
lauric acid 11-hydroxylase & U} lauric acid 12-hydroxylase (CYP4A) FEEiIFREED
ThEN 178 FO 144 FETHEMLE, 270 Y —AGHE O widine
diphosphoglucuronosyl transferase (UDP-Z V7 v CERERBEESR) TEMEIIATEREED
245 %ETHEM L7z, miFF TSH, T3 kU T4 BEICx 2B bhiaho Tz,
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m. BAREERTE
. EEERRRIC DT
( 1) EEEENER

BAEEERRICONTE, < VRAZAVWE 13 AFESHEEERE. 7y b %J%lr\
7o 4 BEE 90 B BESHEEERET NI A XAV 4 BREIE N 13 B ESEREN
RENEEII TS,

INLORBOPTRLEVARTRD DNEREEEL, (X0 13 BREIMNE
HERBRIZB W THETA b/ NEBROTEETH U, LOAEL it 10 mg/kg &E/B Th-o
7o £, B HIEV NOAEL i~ A0 13 BRER riﬂrfﬁﬁﬁuoh‘éﬂfﬁ@ AST 30

iz #3< NOAEL 5 mglkg 8/H Th-oTr,

(2) BitSHERR

BEREERRICIOWVWTIE, Ty PEOM XERVWe 52 AREMEEEREERNER SN
T3, .

Z v b O2EMIEMFHARBRICBIT AR RV HE TR b EER T, R
AERZFOIREET Rt > TOARW DSOS R UL EEOBIINT, NOAELIX 14
mg/kgFE/ B CTH -7z,

A X O5LAMBHEERRIC OV CIL, 2R EREOHEHE I TEIEIE AR OB R
FADIERATRD bivic, FFAMEIERIZE L Tk, REDEE I YO THBKEEIIRD
BAVTUVRVAS, RHERBEOMERE CITEAE L TR b P, SR BROMMEORE_FITR
TRDHOENTVD Z L EEER LTS, LOAELIZ 83mgke BE/A Thotz,

(3) SEMNAMERER
BERAMRERIZOWVWTIL, <~V ARV 78 :@Fa'ﬁ%vbwré?xtmo7 v &AW
104 BREFBENAMRBRPER SN TN,
= T ADTSEEFN AMERBR G, gD &Eﬁﬂiﬂﬂﬂﬂkﬁué&“—ﬁi@mf
h, BEEARROHDAORSH CIIRERICHEERBENBA BN, e bl _ﬁl
ERFEHEIIRRD DR Rhot, FEEFEENFEDO N HBR S LT, AR T
R TR BRI 7R RO IBIA LA A TR Y . FHROIEIH L & B RE —ED
e LTIRASE. BBVHLIZ & o TFIsIR RS < A% 7 oo, FHaiee
ROFBERCHEERIEUEFRERD S LEZ b, RERAEROMOATEEN
W BRI o e B b Rk & HER ST, |
L7k, AR TERD DN TR R SRR T AR ETH S LTS .
LOAEL 1 mg/kgl&E/R #8E L7z,
7 v FOI0LGERBE D AMRR T, BRERODEBOEN R L EEOMIIATRD b
D, FOMIZ OV TR SRR T 2 8580 bhiedo Tz,
WFNOREPAMERBRITB N T, BRUF IR B AR Bhieho e,

(4) HREfERERER
AFEFRARERRIC OV TR, 7y PRV 2 HAEFERR. T }‘&07”‘)‘5\"% :
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AR BRn EZiE S hi, :

Z v O 2 HRSFEFERICB O UL, S8 THRO LN FROEK, Bl Otk
CELEEOEM, Ao R O tLEEOSM, /NEPLETFHIRIEA XK ORI ek
REOMIIER, KRB GO BN FROEN R L EEOHINCES&, HEo
NOAEL i3 200 ppm (13.5mg/kg 4 E/ EI) IREM LOAEL 1% 200 ppm (13.5 mg/kg
KE/H) L&D,

7 v PR X ORFAERR T, &5 utlilﬂ“éﬁz%ﬁﬁj Iy (RAVI LYY e
. BEMRORRIBICHT 2 NOAEL i385 RBORSHETH D 1,000 mgks AE/
BEZ b, EEBEEED bhih T, |

THBORBOTT, RHHIECERETRD IVEEEREILT v POEREFERR
O IREMMZ I3V BLOAEL 13.5 mg/kgfh B/ B TH -7,

(5) RIzHHEHER
BEEERBRICOWVTIE, TR T ARV in vitro D Ames RER, Rl RBE
RERE U 1n vivo DIT >R E R/ MERER, TR T NOREZ R\ iz in vitro
? Ames BRERR WMNERBRE E Nz, WTHORRLEETH Y, TR/ TS
AL o TR E R 2BEFHIITESRNDDEEZ DI,

2. —HEEWESE (ADD) OREICOT

‘ %*/fv-?zvi:owﬂi\ BERAMBBRIZBOTHEPAMERD N TELT, &&
ERELRR CREEEDRD DRI b, TR/ T IVLREIEERS AWE
TidenWkEZL b5, Ltrjno'c ADI ZRETHZERHETHSL LEX BN,

- FEESICEIT HRERROBER. RHEVHARETED bhEERIT~ U ADT8IER-
SO AMERBRIC BT A/NEF DERFRRIE R TH Y . LOAELIX1 melke #HE/H Tho
72o BRNTNADADIOREIC Y T o Tik, ZOLOAELICZ SRS & L CTEEZEIL0,
87210, LOAELZ WA Z 2T L 5iBMD1001,000% A L, 0.001 mgkg KE/H
ERETHIEPEE EEZ BN,

3. BaREEERTMcOLT _ .
; PlEL Y., x0T AORMEERZEFMI OV T, ADI & LTIROEEZIEH
THIEREYETHLHLEELLND,

| ERVFN 0001 mgke BE/A
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<BUHE 1 : REYBETRR Ui =>

R : ‘ =
(BRI T IVD AN L EEEE)
CN
| %
M2 H \/Q/ CF3
N
0 ‘e
CF3 NeT O
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<RI 2 : REEFEF>

REFR 8
ADI — B EBRFAR
AIG b TNATI NIk
ALT TI=VTI) I RT=2F—E
(=TNE2IVBRENVEVEE T VAT 21— (GPT) )
Alb TNT I
ALP FNHY T AT 7 H—F
AST TANRGHRUET ) NGV AT =2 T8
ETAE I B B N7 AT I —F (GOT))
AUC SRR B iR T T
Ca TN A
Crnax iR
Glob A=) IV
Glu Tna—=R
v -GTP e FNEININT VAT 2T
HPLC s e NS5 T7 40—
HPLC/LSC | m#giEs u~ 87T 7 4 —HRIES F L—ia EH
LC/MS Wik o< b5 7 4 —EBSE
LOMSMS | B < W T 7 4 —I8 T DEESHE
LDso MBI E: '
LOQ EEFRR ‘
LOAEL B NEEE
LSC R F L— g EHA
MRL BARTE R R
‘Na FhU DA
NOAEL matE
PL Y REE
Tz YHS
Tomax T 1o e TR
T.Bil wmryary
T.Chol ol AT a—)b
TG FUZUEYF
TP ANV
TRR IR
TSH FR BRI A E
Vdss TE B IREE AR A
WBC =hikzx
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<>

1

2

10 .

11

12

13

14

15

16

17

18

19

D 7OVT 4 AT = VAR A, RO

BATEER BRI CRAR)

BT o8B ERAUTN

P PNT o AT = e VARG REEEOREICETOEN RS T
TR : EMEA, CVMP ASSESSMENT REPORT APPLICATION FOR THE

ESTABLISHMENT OF MAXIMUM RESIDUE LIMITS (MRLS) FOR :

MONEPANTEL Ovine and caprine, 2008
P INNVT 4 AT =R~ NVABRRSHE. BREREOREICETIES R 0T
WMHEE : NEW ZEALAND FOOD FASETY AUTHORITY

I ST 4 AT = N~V AER S
TATER BERES A6 CRAR)

I 2T 4 AT = oL A ERE
FATER BERER AT CRAR)

7 2OVT 4 AT e oL A RRRA
™MTER BRES A8 GRAFK)
JISNVTF 4 AT = e VAR S
MMIER BEEF A9 GRARK)

I 2SNT g AT = s ARRRE A
TTER BEEEES A-10 GRAK)

J 2T 4 AT = sV AR
RATEE BREE A-13 GRAR)

J PNT 4 AT = b~V AR S
MTER BEES A 14 GRASR)

) PSIVTF AT = oIV AR S
MTERE ERES B9 CRAR)

S SWVT g AT e o~ AR
e BRER B-11 CGRAR)

I RANT 4 AT =2 b~V AR At
WTER BREES B12 GRAKR)

I ISVT 4 AT = L AR SR
RTER BREES B-13 GRAR)

D RSVTF 4 AT =2 o~V AR
TEB BEEES B-15 CGRAX)

) PSNVT 4 AT = L ARRREAE,
TATEE BWEES B3 Gk

J ST 4 AT = VAR
TER BERER A-15 (RAR)

P 70VTF 4 AT = eV AR S
RTER BRER A19 RAR)

BREERORECET 2ER TR TV
AREEROREICET 5 RRER LT
BEEEORECET SBRTX VTNV
REESORECET D EAER VT
HREEEORECHT LERER T
PEEEOR m@?%%ﬂ%%ﬂy%w
REEEOREETHEEER T
BREEEORECET HERER VT
BREEEOREICET 2 EHER VTN
PRI ORIEIC T 5 RRHE ST
R EEOREICE T 5ERER TV
BEERORECHET BT T
BEEEORECHTIERER T
BREEEORTECHT OB R NV T IV

REAEREORECETIREER TV

I RNVTF 4 AT =N~V ARERER, RN TAHREER B 1 GRAR)
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20
21
22
23
- 24
25

26
27

28
29
‘30
31
32
33
34
. 3b
36
37
38
39

40

JISIVF 4 AT = ey A RS,
AHER BRER A-1T (FRAKR)
) PSNVT 4 R T 2w )V AR S,
HERE BRER A-18 (RAKR)
I SNT f AT v e~ AR AT
TER BRES A21 GRAR)
I 7SVTF 4 R T o gL AR AL
HER BRER A-22 (GRASR)
P SNT 4 AT =R~V ABRRSH
WTEER BRES A20 GRAR)
S ISVT 4 AT = A~V AR A

TTER BRES A28 (RAR)

E%ﬁ%@ﬂﬁﬁ%?é%ﬂ%$ﬂv%w
BEEBOREICETHERER ST
BBERORET DEMER VTV
REEEOREIET SERE R T
REEEORECET SERTR T

B EEORE BT 5 EERE R LT

2 PNT g AT = A~ NVABRREH. EXTERER BIE 3

) 2NT 4 AT 2w e~V ABRA .
TR EEES A-39 (RAR)
J 2T 4 AT = eV A RS
TTER BREER A-40 CGRAR)
I 2SIVT 4 AT e e L AR ST
MTER BEEEE A26 CRAR)
I 23VT 4 AT =i~ A BRERS
TR BRER A28 (RAR)
I 2SNVTF 4 AT =7 gL AR,
IER BRES A27 CGRAR)
I ISIVT o AT = sV A RRRA A

| ISHESE BRES A-29 GRAR)

2 2750VTF 4 AT = e~V ARRR A
™MYER BEES A-30 (RAR)
I IIVTF 4 AT = oIV A RS,
TAHER BRES A-31 CRAR)
) 20T 4 AT = e~V ARREREH
WER BRES A3T (RAR)
I 2VTF 4 AT = IV AR RS
WTER BRER A-38 (RAR)
27T 4 AT = L~V AR A
ITES ERES A3 GRAR)
7 ST 4 AT = oIV AR A
TER BRES A4 CRAR)
7 7SNVT 4 AT = s ARRRA
AR ERESAS GRAR)
J VT 4 AT = oV AR SR

BREEROREICETIERER VT
FHHEEORECHET &R VTV
REEEOREICET BEEER VT

HREEEORTEICHT L' T R V7

BREEREOREICETLIER R\ T I
BREEEOREICET HERER VT

PRI ORI BT 5 ERHE o T L
BRELEEOREICET IERER T
REEEOREIET S EHER VTN
BREEEOREIHT 2B R VT
PR EEOREC T S WEE RSV T
BEEEOREI T B EE R/ T
ﬁ%ﬁﬁ@%ﬁﬁ@?é%ﬂ%$ﬂy?w

BREEEOREICETAERER VTV
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BTER BREES A32 GRAR) . ‘

41 I NANT 4 AT =~V ABRRER. BEEEORECET 28R e R T
WATERE BRI A-33 (RAR)

42 ) RANT 4 AT 2w A~V AGRER. BEEBOBRECETIERER VT
WITER BEES A-34 GRAK) | |

43 I ANT 4 AT = ANV AR, BEEEOREICE T B ERX VT
WATEE EEREE A-35 GRAR) ' '
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