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S % TR SRR SRR I A Skt L 72,

P OB X, SEpEie (TR, Ty b, UHE BE B K B
OEEE) ., B (B E K U¥E, B BERBKOE L), #Efamtt, & imi (v
DA, Ty b UPEROS X)), EMEEE (VA Ty b UHEEROAS X))

FERUORBANE (T A, Ty NROA X)), EiissEsEt (7 MR 3 | 7@%
FHREEORBRGE Ch D,

BFEREEERBRIC BT TN L EEORERPE LN TEY . ~UAKRT v & H
WM R AR ERBRIC BV TRBAMERNRD LTINS End, V7 T X
VLB D AWE TIE/en e B 2 b, ADI OFXENRFRETH D L HIlrs -,

BFEFMERBROMER N O R HIRWHE TAONIZREL, ~ v A2 MWz 25 A E
PEFE D AMEDFERBRIC BT DHRATH Y . NOAEL iT 3 mg/kg (KH/H ThH -7z,

bz et wvREMW 25 2 HEMEERED AMEDFERERO NOAEL 3
mg/kg RE/ HIZ, 224485 & LT 100 (Fiz= 10 K& OME{A7£10) % L, ADI % 0.03 mg/kg
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I. i REBYMAEEROBE

1. A%
T HUBRERA

2. AN SD—H%4
Mg 77Xy
54, : Diclazuril

3. t%4£
CAS (No. 101831-37-2)
#4, : 2,6-Dichloro-a-(4-chlorophenyl)-4-(4,5-dihydro-3,5-dioxo-1,2,4-triazin-

2(3 H)-yl)benzeneacetonitrile (2 2)
4. HFRK
C17HoCIsN4O2 (2 2)
5. #F=E
407.6
6. HwER

AT I
NP

(& 2)
7. FHRBMRUERIKR
I TR, XU T R F= N LVOFFERT, Fias VU LAITH D, (B
M3, 4 v 7 XV NVOERBFITIIEMIITA O TR, 27 Yy DEOE
MSUIH AN AER L CA— X MOJEH AL L, AIEREIET 5 LB 260
Tnb, (&g
WA T, BRINSEC, BRI EIEASUIETRRRII & L T4, 3£, B, ¥,
FxAHE (W%, BME (replacement pullets)  OVETHLE) M OSHRED £ BSEICf#
&, FEA8E GEINEZRL,) UL 1 ppm OREEES, T4 ROTHEIC
1% 0.25% 81D 1 mglkg REOFE OG- THWHATWS, (B3, 6, 7)

U fa- O RIE, FORMATRZ SO CTHEEO TR Z R L, TR onE LTS 2— |
(zygote) L7020, WRWCHEENEZ AT HA4—F— 1 (ookinete) (Z725703, ZDEFITIERK S
HWENIZDONEEADOETA—T AL (oocyst) V9, (BHE5)



AARTIE, V77XV NEERTL28AERMIAR S THRY, £72, B M
EHSLE L THEEH S TWh2RNY,

EWNTIX, RATT 7Y R MEBEAIZE D FRE AR E STV D, (B 1)
F7o. BEAEIMIE DA R — R b LT RHZEICE O R ERE AR D A O B
NRENTWD, (B 6)

2 SRS 17 AREAR G 5 499 B2 Lo TED LA AR (B 1)



I. REHICRIMEOBE
AR E T, JECFA FEfE (1996 KN 1998 4F) Zxat Lz, 7 T XV LD
PEICBIT 2 =AU 72, (B 3~13)
FRANE MR 2 BRI LT,

1. EYBREER
(1) EMERERER (Sv M)
UCHER Y 7 7 XY V& W= T > MBI 5 3shesEag 4 B S b,
OG- (10 mg/kg RE) Tld, MIEFHETEMEITE S 8 R ISR mIRE (Cnax.
lpugeq/mL) (2L, 7 7 XV LD AUC I3 ESHEM:D AUC OF) 15% T > 77,
B 4% 24 K C, &EGED 0.2%08RKHIZ, K 90%AEHICHRE S, £D5H 86
~89%XT 7 T XY NThoTe, 4 FOMERBIEFEY DR S, T Ok
FHEMEIIA % 1% AR Ch o7z, (B 4)

7 v b (Wistar &, ) (2, MC K7 7 XV L (BE/KIATR) % a5 (10
mg/kg RE) L7o& A, BE%Z 1 BIZRGED 90%0NFEHIZHR Sz, &G4 4
HIZIX 92% 3% H1Z, 0.04% D3 RHCHEE S 417z, #EH ORBEHEMED K31 IARZ
DT ZXINLTHY, G QT 1X0.5%KliChoTlz, (B3, 8)

7w b (Wistar %, &) 12, UWCHGERT 7 7 XV v BRE/KEIR) ZHBERED G (10
mg/kg (KH) L., &5 96 FEfilfg £ Colmpk, ek O OMBENEEL N 7 Z
AU NPREN GC 2L W JIE STz,

FERAER 1K 2ITR LT, 7 T AV VORI T, 5B RS IXME b
ORNEDD BRI ST, R ORBGHEEN N 7 T XV VRS- 8 Rzl
ERE (8 1pugeq/mL) (2L, AUCo I, #HHBGHEMETIX 86.0 pgeq « /L, ~7
Z XYL TIL685ugeq « h/L ThHo7e,

51 H% F ClE R BEHEEDIZ E A LT 7 T XV IV TH T2, Dk,
2T T XY IVKSHEGHEE D LIF R 2 IR T U7, MG, i/ s o= L
1359 0.7 T, IfER (blood cells) ~D3ARIIMENNTH D Z EAVREINT-, EFME~D
AT T H T2, BAINIMENTH o7z, MBI DR ORHER T
IREDOEIGIL, FHETIEA 50%, BlE. i & OVLIECI3HK 20~30%. iR A OMTIE 5
~T% Tholz, T OWERITHEAMET, ¥ 27 7 XV L OHEHIT 36 FFH. #EEHTE
PEOHHHIL 53 Rl Th o7, (B3, 8)



£ 1 Ty MBS UWCIER 7 7 XV )VEERR OG54 0

137 K O AEh DR HEFHEE

(TR) KOy 7 7 XY/ (UD) #EE (ng eq/mL)

oy | E G
" POES 1 2 4 8 24 48 96
M | TR | 69=7* | 20053 | 50087 | 723126 | 54459 | 45029 | 21867
e |_IB | 10459 [ 20568 710107 1.035=222 | 89271 | 678461 |332 110
UD | 12013 | 323489 |843+113| 1.213+198 | 806£75 | 578+31 |215+ 101
* . SFHELSD
# 2 Sk oRBEHEME (TR) KOW 27 Z XU (UD) #E (ugeqlg)
ey | E Be 5T (W)
i k5 1 2 4 8 24 48 96
w | TR | ND ND 0027 | 0.058 | 0061 | 0045 | 0.045
UD | ND 0017 | 0037 | 0052 | 0043 | 0.029 ND
o IR | ND 0.065 | 0.157 | 0229 | 0173 | 0.158 | 0.137
UD | 0016 | 0058 | 0.132 | 0178 | 0141 | 0100 | 0.036
g | IR | 0024 | 0066 | 0191 | 0252 | 0263 | 0183 | 0.170
" TUD | 0038 | 0083 | 0178 | 0229 | 0227 | 0.125 | 0.056
yig IR | 0069 | 0.49 | 0366 | 0557 | 0514 | 0464 | 0.268
UD | 0065 | 0149 | 0344 | 0522 | 0395 | 028 | 0.097
ey | IR | 0.037 | 0111 | 0257 | 0863 | 0818 | 0810 | 0183
UD | 0039 | 0100 | 0226 | 0319 | 0232 | 0189 | 0.071
s | TR | ND ND 0058 | 0.101 | 0080 | 0061 | 0.053
W TUD | ND 0.018 | 0053 | 0073 | 0057 | 0042 | 0013
ND : RS ud
Z v MZUC 7 7 XY WAk e s (10 mghkg (A8#) L, 84— 747

74—

ZEVHRR PSRN DT, RERITER 1RO 2 EFERTH Y |

TikbE <\ AR R ORI Tl bR~ T2, (ZH8)

(2) EYFEHER (IIVRARUSY )
~ A (Swiss 27 /vE /| MERER 20 ) & OYT v b (Wistar &, HMEHER- 20 JT)

(2P 7 T XY vz 3 H R G (RAFREE : 1,000, 2,000 T 3,000 ppm) L. i
Eh (v R) KOUIES (T v 8 OY7 T XY VRENRE Sz, BRI

Y UAKNOT v MEGR LTz

W LT=b 0L HEE ST,
FERER IR LIz, ~ T ADIMIEN DY 7 T XV JVHRE I CRIFLE CTH - 7273,
7 v MOMER DY 7 7 XV VBEITHEL Y LT 2.2~2.6 fFE -7, WEWRE L b
2, V7 7RV NOEF R COF RIS L7223,
L TV DT DEFEDFRD BV &

(B L2207, EHET
Ezxbil, (BH8)

(. BRI DMEEFNS

SIATIIH R

. 3 HOHAMPIAE 1 kg H72 0 OFHEITR 50%

< DY IG5




# 3 AT v MIBITAY 7 7 XYL 3 A BRERE% D
g X ZisEf oY 7 2 XD LiEE (ug/ml)

B ~ U2 () AN IR

(ppm) I i I i
1,000 6.64 5.24 7.18 18.8
2,000 8.85 8.92 13.1 30.1
3,000 10.3 9.69 11.3 24.4

(3) EMEREAER (V9%
® HEEOKs

T (3 RN 12 IE) & vz UC R 7 7 XU VO EERE O$ES (1 mglkg
KE, BT 7)) 1K 53EYEhRERERDS 2 BB SEH S vz,

PER IO C, 54 48 FFRICIE G- B T0%AFEHIT, 3% R I HEI S,
Feh%z 10 AIC, &EED 98%LL - GEXTIRT @ 91.3%., M @ 6.7% & H#EE)
PRSI, BHEE S OEHEEOBHIL Z < )y (REED 0.02%FLE) TH-
722 Enn, B A~OHEIN IO TN EE 2 B,

PRINBIIRE 2 OB S, Feb oz vy a Uik O E A Th -
7= FERCIE, BEHEEORESL 7 5 XU L (BEE5EOK 66%) THh Y . HfEkH
OEGH DRSO b, IREOEPORFHMIE, WITNLEGED 2% FTh
o7,

THX (12 8) ZHAWEBRCIL, &5 6~48 R ICImSE P HEHEED ERIR
HE (1.03~1.15 pug eg/mL) (2L, 5 240 FFE%IZ 0.041 pg eq/mL (28 L7z,
e 5120 Witk & COMBETHEHEEO KT I31ET 7 Z XV VT, fE S O R
DIERAIN L 2~2.5 H Th o7z, Mk ~D/A0 (3 4) 13ET, IR,
FHE (3 H) ZRR&imiEh L [FRRCTH 72, MIEP OREHEEIAES T S, &
BB EBR T HVEI W EZ OGN, (B3, 8)

# 4 UYFITBIT L UCHERRD 7 T XV IVRRAEG#%D
FHAS R ORGSR (ug eq/g)

. BG4 (R

A 6 48 120 240

Ji e 2.03+0.23 2.05+0.77 0.83+0.24 0.26+0.07
R Mk 0.88+0.20 1.12+0.34 0.29+0.10 0.05+0.01
Al 0.01+0.01 0.05+0.07 0.005+0.005 ND
il 0.03+0.01 0.03+0.03 0.006+0.005 | 0.006=0.005
ND : s d

Q@ KiEHRS (REERE)
T (16 XUH 48 [B) V=27 T XU L0 14 HFREERS- (REIEE : 1 ppm)
HERS 2 RERFEfE S 7-, RO 7 5 XY VEE S HPLC-UV i (&R« i
#%£0.05 pg/ml) IZX D HIE LT,



fERA R 5 IR LT, MAEHIREIT, IBEEF G- 10 HUUPIZERIRBIZE L, 0.89
+0.17 pg/mL TH -7, MRBREEICR T, JHRFEEIE 2~2.5 H TH -7, (BHR
8)

#£ 5 UPXIIBITLY 7T XY )L 14 B REHEEIEE#O
MDY 7 5 XY ViR (ug/ml)

R mofsfe 5% B (H)
1 3 5 7 10
1 1.02 — — 0.23+0.15 —
2 0.67+0.30 | 0.30£0.22 | 0.17%£0.11 | 0.10%£0.09 | 0.05%x0.07
— &R L

® KiEHRES #EOEE)

UHXEAWZY 7 T XY o 2 i aME RS [T.5. (D] GRSk 1:0, 80,
160 i 320 mg/kg (AH/H, B2 2 : 0, 320, 640 XX 1,280 mg/kg A5/ H % 547
R OPEG GREZKIAIR)) 12T, AR 3 TCici i 2 MEF o> 7 Z XY VRN
HIE ST, £, AEFMERER (0.7 6)] GRS : ME 6~18 HIZ 0, 80. 320
X1E 1,280 mglkg (KE/H A5l 0 5 (BRE/KIAIR) ORI 2 T2t % imiE
Y7 T XY VRENHE SNT-, w1 CI3&5R45 10 B OS50, 2, 5. 8
e Or 24 B4, 7Bk 2 Tl 5854 13 B OBS-0, 2, 4, 8 KON 24 FEREIFLIZ,
R 3 TR 18 A5 1, 2, 4, 8 KUY 24 BeftkiC iz L, GC-ECD (&
IR : 0.05~1 pg/mL) XV HIE L=

FERER 6T LI, ZNHORERNG, 27 T XU VOGFERIN N OV B 752
RENT, ETORBRICBNT, V7 XY NVEEOKTIImO CTELS, 75X )
JL O IHEH O N K OSSR AE SR Sz, BT & ONAIE R O ZZ B3l N 640
mg/kg A/ H UL EFRGRETIL, WINAAFID =6, MAET DT 7 7 XU )V B
72 BRI IR A DR o Tz,

JECFA (%, ARBR)>5 13 Cmax ° AUC O#UI2F T TX Aoz LT,

(&6, 9)

10



# 6 UYFIIBITLHY 7 T AV IRAKRGEONETOY 7 Z XV )VIRE (ug/mL)

SR 5= BG4 (BFE) 2
o (mg/kg {AHE/H) 0 2 4 8 24
) 80 3.4 3.7 3.7b 3.5 3.2
(n=3) 160 3.3 3.4 3.8b 3.5 3.1
320 6.0 6.4 6.1b 5.9 5.1
) 320 6.2 6.1 6.1 5.9 5.9
(0=3) 640 7.9 7.8 8.2 75 8.0
1,280 7.4 7.1 74 74 7.1
5 80 5.5¢ 5.5 6.0 5.8 5.4
(0=2) 320 13.2¢ 12.9 12.8 13.4 13.8
1,280 13.4¢ 13.6 13.7 13.9 11.9
a ﬁ;@;ﬁ é )f“ai&ﬁ%ﬁﬁé 10 A%, A8 2 CIIE G0k 13 B8, A8k 3 CIafkGhilh 12 i (T

b : @R 1 Tl 5 K%
c @ PR 3 TIE 1 WrfRlTR

(4) FEWEhRestiR (%)
2 (3~5 Hifin, e 4 B OME 2 BE/EE) (227 7 XV L (1%REIK) % HER n &b
(5 mg/kg (AE) L., HGANEONCHEG-2, 4, 8, 12, 24, 48, 72, 96, 120, 168 &
X 240 B oIt o 7 Z XV VRN LC/MS 12 X 0 HlE Sz,

V7 T XY TG 2~48 W% £ TR (BRI 31T Dm0 10.8~74.9
ng/mL) 7z, EHIMAEPEREIL, &5 12 BE#% IR EE (38.7+22.8 ng/mL)
BELTEA, 5 24 R LR3I T L, 85 72 R I 2p TERRR (20.0
ng/mL) Kifi&72o7, (B 6)

(5) EMEREAER (F)

E BH) 12V 7 XY (0.25%%EE) ZHEREO KL > TF#5 (1 mg/kg (KE)
L. ZEWyBhaEsRERss Ikt S iz,

V7T AV NORINIT D72 o Tz, METIREE IR G- 24~48 Rifi2 I & E (0.012
~0.016 pg/mL) (ZEL, ZOMOKERTITEERESN (0.01 pg/mL) K Tho7z, (&
M3, 8)

FE O (227 7 XV (0.25%80E0%) ZHlal (4 Biky) X218 (4 LT
W) JREFE G (1 mg/kg (AE) L., Mig&O¥ART 7 7 XV VR GC 12
K OHIES NI,

MAEPIRE 2R 7TI1R Lic, A i FERITEROB VB EEo Tz, M
MERE XS 24 RIS A B, PIEHRGRFTIL0.1520.10 pg/mL, 2 A 5RFC
13.0.08£0.02 pg/mL ThH o7, AUC ITHEHERGHET 10.5E7.5 ug - h/imL, 2 [Aliz 58
T 4.89%1.51 pug * h/mL C, I EEHRG#ET 30.6+5.9 K, 2 B GHET 28.0
+8.6 KM T o7, THA NN T Ml TRk Ch -7, (B 8)

11



KT FIBITLHV7 7 XV ENRGROMETOY 7 7 XY ViR (ug/mL)

. mer e 51% A (R)

e 05k n 3 5 -
Hi[A] e 5- 0.14+0.05 | 0.04+0.03 | 0.01%0.01 =0.005
2 [ale - 0.07+0.04 | 0.02+0.01 =0.005 =0.005

(6) EWEhResir (&)

IR HRMEFEHINZE (equine protozoal myeloencephalitis) DF (28H) (27 T XV
Vv (FEAAT VI v ZBH) 2 21 ARG (1 mgkg (A8/H) L7z, £/, Mo
7B AF— =3B TIE, B 6 ) 127 7 XV VA HEFIRNES- X3 7 7 XY
DLy NURIZEEREORS (1 mgkg (AE/H) L7z,

ALy MU ZHERE ARG LSBT 627 7 XV AV OAY5RIFIAZRITH 5%
EHEE SN, BIRAMEEHINAOR (2 B ONEBEKFT O 7 7 XV VIRE, i
HEPREOK 1~5%Th o7, (BIRT)

B (P77 vy N, 7770, 74 —F =R AR N~ A2 TFE, 2~8 7%, M
MOEBHES 4 BE) (207 7 XV )L (166 wiwbem A~ L v MUFl) 7 42 AR
5 (1 X35 mgkg (AHE/H) L. MEHDOT 7 I XY JVRERHIE Shiz,

1 mg/kg AT/ A& GHEOEFRIEIZ T 2 Mg IL, 2,000~2,500 ng/mL
Tdh-7z, 5 mglkg R/ HERGHEOMBEPREIT, 1 mghke K8/ HEGHEOR 2 fifm0
HTHolz, M, MEOMBTEPREDT MLV bIRWMEA AR BN, (B]T)

HEEH & (1 mg/kg (REE/H, 28 HERYS) MOUMSYIMESERTREDOL 2EFT 5
L. ANy MURIoORO®RE (1 mgke AE/H) Tlik, EFREEICBT 2 KT O
DU T AV VIEEIL, 20~70 ng/mL L&z bz, (BT

(7) EpEnasstiR (%)

K (8~5 Hifin, $GHE6 80 (I 2~3 5, M 3~4 B/MER) 127 T XUV (1%5RE
R ZHEREOEE (6 mgkg (AH) L., &5 1, 3. 5. 7T XU 10 BEOME DY 7
Z XU VRN LC/MS (12 L 0 HIE ST,

MmAEFEEIL, 5 1 BRI (~35.3ng/mL) [ZEL, &5 3 H&ICITesT
EEREA (10.1ng/mL) K& 7e-o7z, (B 6)

(8) EMEREHAR )
@ EEKRS @EORS5)
WHABOORIZ, MC EERY 7 7 XY VBRI mgkg (KE) L. )
iR o S Tz,
BEBEORHIIER 24 FFHUNICHRES L, ZOIRTERNT 7 T XY AT
bole, Btk 10 BT 2 REHRIERIE 95%# Th -7,
iR £ 8 (R LT, MR OSERR PR Caom oA il & Ao 7o, P
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EMEE. 7' b= R UAEAWTE X0 B aERE Lz BIET Sz Sz,
M HENEM IR 3% 5 6 R R E (1.5~2.0 ug eq/mL) (T L, HEFH
3K 50 K Ch o 7o, MR HERTEMIR M IR L U 2~10 f5K< | HE
HFHA A & RIRRICHRY 50 BB Cdh o 7o, SBIEH IR 2 U E M 13T
i OVE g Tl b =i 72,

Pt K ONHgrh ORE 3 RE S iz, B54% 0~96 K] OFRI T, A
¥ DMb 23580 5.3%% (5072, ORI 2%A CTh -7, G DM5 1%
BFEICIZRIE SR o=, N T O F VBOME R NE D% ONRIZ L - T
Sz 4-73 /267 nn-a- -Zan7o=)) BT R= M) LD
HERTHD Z LRSI, BES 24 FFRB OB CIX. ~27 7 XV LH 90%LL 1
o, Rt S otz %A, (&3, 8)

# 8 TR D UCHERY 7 7 XY VHERE OB G% D
IME R OSSR ORHEHENMERE  (ug eq/mL X1 pg eq/g)

St B A% (KFfH)
6 24 48 72 120 168 240

JligS 1.7+0.24 [1.30+0.23|1.10+0.10]0.74+0.16| 0.45+0.12] 0.21+0.12| 0.08 £0.04
i | 1.26+0.18(0.9240.12]0.79+0.05 | 0.420.06 | 0.28+0.10| 0.09+0.05 | 0.03+0.00
L 1.07%0.17/0.73+0.12]0.630.05 | 0.36+0.07 | 0.2320.05 | 0.12+0.06 | 0.05=0.02
£%§> 0.15+0.03|0.12+0.02| 0.10+0.01 | 0.05+0.03 | 0.05+0.02 | 0.02+0.01 | 0.01+0.00
E?%LA 0.17+0.04|0.11+0.04 | 0.06+0.04 | 0.06+0.02 | 0.05+0.02 | 0.02=-0.00 | 0.010.01
CNS)
fﬁ%ﬁ%‘(n4+002011+003009+002006+001005+002003+003001+000
IS ; .14=+0. 11=+0. 090, 060, 050, .03=+0. .01=+0.

A GP) ITER 7 7 X VA BalEfilee Qi b (0.6 mglkg (RE) L, &5 6,
24, 48, 72 KU 120 BR[O 2 2H A — N T X T T T 4 —IZ XV HE
Lic& 25, BRABROLT. 8) @IDFE 9 & FERDFERNGF LT,

AR OBMETEIEE, TR, Bl A RS SRRk OBE TR b <L AL Bk
OYEN Tl bIED o 7o BRI HE D TEEED 2040 R OMREE DI, it K OSH
HCRkTH -T2, (B 8)

@ RERS @OKRSE)

BFIEEO OV (28 Filb, 8 PURE) I UC 5% 7 T XY V% 14 H D5 (0.090
mgkg (AHE/H, B F B 7N TL A 2EES) L, MmN O O S

(TR) U2 72U v (UD) IEEASHIE S, %7, GC-ECD KU radioHPLC
i &0 MR OSARRT ORAD % 77,

FEEAZE 9 (TR LT, MAER ONEGE 9> B OB S E DT S B2 1 X FIF REE G
R 2.5 H Tloo T2, ERRAEITH 1 2 M HSEE 130 % C 58949 ng eq/mL
ThoT,

13




Mm%, AR OEE A X ABHIC 31T DRBEHEEIX ST 7 7 XV MZHEK LT
W, HERIZIRENTH U7 T XY LR ERE L BEEE Th o 72,

HAR K OSE & G382 BT 2 oRIEIC L 0 . PRl o 2RI TR 5
O 5.6~83%% DD ENHLMNIe-T-, (B8, 10)

# 9 BWIIRITD UCHEERT 7 T XV v 14 HRERE D E 58 0 M & ORHRRH O
HE (TR) KW Z7 Z XY (UD) B (ng eq/mL Xi% ng eq/g)

e . AP GAA IR (RFfH)
A TR 6 24 72 120 168 240
s TR 589+49 | 316+54 | 226+31 | 138+53 | 64+31 | 34+16
- UD 608+51 | 321+57 | 224+23 | 53+23 | 65+31 | 34+14
il TR 386+69 | 240+57 | 187+31 | 107+17 | 63+12 | 36*5
UD 370+52 | 202+53 | 138+21 | 85*29 | 42+16 | 20%7
— TR 324+38 | 199+38 | 133+20 | 79+21 | 41+14 | 23+8
H
UD — — — — — —
A TR 58+5 31+6 23+2 13+4 7+3 <5
() UD 52+5 27+5 19+2 13* <10 <10
A TR 87+7 44+5 32+5 19+6 | 10**+5 62
(CRBE) UD 72+8 37+5 25+3 16* <10 <10
R & TR 193+17 | 110£16 | 83+11 | 49+10 | 29**+12 | 17=*8
5] UD 158+22 | 85+13 | 59+5 | 4113 | 22**£8 | <10**

— R L, F TP T =& s il

® KREHE (REEHRS)
WHES (10 PR 127 7 XU VBT (0.5%X1E 0.2% 7' L X v 7 ABUA) % 46
H RS G (GREFIRES : 1 ppm) L. &8 10 P10 5 bR Ek NEEHREOENE
2 PIEBRNFRD 6 PN OWTHSEF DY 7 7 XV VIREDHIE ST,
fERZ R 10 (TR Lic, MSEFVEAEEIE, 0.6% 7 L 2 v 7 28I H-Cld 52
K, 0.2% 7L X w7 ZBUAITIL 65 Kl Cho7-, (B 8)

F 10 BH/BTLV7 TRV (T v 7 2K 46 ARIREEE 5% 0
EFh DT 7 5 XY LK (ng/ml)

pofd e Gz (RFH)

Sy s G4%

BER 24 18 72 96 120 | 168 | 216
0,71

2‘?’;’; e | 951123 430+100 259479 | 12940 | 74+58

02%7 L N N N N

O g | POSL168 | 4762157 | 267178 | 3476266 | 152834 | 158257 | 95257 | 6919

* . HPLC-UV IZ L AHIERR (E&FRS : 50 ng/mL)
** . GC-ECD |2 L AHERR (EEFRS : 10 ng/mL)
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(9) EpEReiR (tES)
® HEKRS #EOHS5)

timE 28 P) [T UC Ry 7 7 XY VA KRR NS (1 mgkg KE) L. )
BHRER RN SEhE STz,

Pe54% 24 WFCREG-ED 55% 3 S 7=, SAREHEIR X, BG4 5 HIFC 88%.
54 10 HIS T 94.8+0.8% TH - 7=,

MR OHHFR AT 235 11 1R Uiz, MR a1 3% 5 6 IR I
i (1.78+0.19 pg eq/mL) (i L., #J 38 KM OB T4k Uiz, Mg/ oo
FELI, 10 AREOBIZMM 218 U T4 0.66 THY | MER~ODHIT DN EB X
STz, MIED DFFRA~DO AR TZ0N D 72Tz, (B3, 8)

FARR PR A PR TR o T, AR 1A C OB CIRIZRRE T,
PHAIL 34~46 R TH-7-, (B3, 8) BT HEHEED Y 7 Z XD LEE
%, &5 6 FFE% Tl 98%., %5 48 KON 72 FEit: Tl 85% Th -7, Al <k
HEHEMED 10% %2 2 2@~ oo T-, (B3, 8)

PEA T DFEHEE ORI E T 7 7 XV v (EED 55.8%) ThHot-, i<
&b 8 FEHDORHM I FIE S 472, 0~96 KEHOPEM 1 D 6.3% 23 NV 7 oAy
BRBAZIEM CTH Y . 1 FEHOREEHN 2.4%, OB 2% KM ThH -7z,

(%R 3, 8)

#£ 11 tEBEICBIT 5 UC I 7 5 X1 VAR O #5544 O e K OSERER o
WHGHEME (TR) kT2 7 XUv (UD) #2E (ug eqg/mL X ug eq/g)

= ot JaNTon B A% (KFR)
W TS 6 48 72 120 168 240
s TR 1.78 0.85 0.46 0.18 0.10 0.03
UD 1.36 0.77 0.39 0.13 0.08 0.02
i TR 1.40 0.71 0.36 0.16 0.12 0.04
i UD 1.35 0.55 0.25 0.09 0.05 0.01
— TR 1.09 0.45 0.24 0.09 0.05 0.01
UD 0.88 0.44 0.21 0.07 0.05 ND
A TR 0.21 0.08 0.04 0.02 0.01 ND
(W) UD 0.16 0.07 0.04 0.02* ND ND
Fe )& TR 0.57 0.21 0.15 0.04 0.02 0.01
RS UD 0.21 0.11 0.07 0.04 0.02 0.01*

ND : BrHE, * il

Q@ R#ERS @EOKRS)

CIEEOOZ (11 @, MR 12 3) (T8 T F o 722 AT 40 ik
77 R )V 14 AMRO#ES (8 0.05 mg/kg (AH/H, 2 [BILA L/ ASERE) L.
SEWENRESIR DN Tl ST, Bkt - 6 Rl ORI oA A RBE- kiR s v TFL—
3 H 7 E IR0 T ORHEEHE MR O % radio-HPLC (2 X W HIE L
770
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PREE-IRIR T L—va v B X —IC X DM PIRELSE 12 (TR LT,
radio-HPLC % W= JIZETIE, AR OBSHEMET, BT uAmHic L0, T
1% 89.1%, METIE 95.7%FL 47z, g ORBEGHEMEREIXHET 0.36 pg eq/g.
T 0.58 ug eqlg T, 7 7 XU VEREEITHMET 0.26 pg eq/g. MET 0.48 pg eqlg TH
STz, B P OGN B ST, WIS RREBENEED 4% T
T, BEIX0.015 pg eq/g LR Th 7o, HETIE 2 RO E 211 0.014 &
N0.013 pg eq/g MR S 7=, FhH S RIFE OREGHEE MOV E—27)
KON 37200 o T SRR EE 132241 0.04 ng eq/g ThHho7-, METIT 1 FE
ORI 0.016 ng eq/g Mt S4viz, flitH SV RIFERBETEME &K O S 4
72 7o TR NGRS 132 10240 0.06 211 0.03 pgeq/lg THhHo7z, (B 8)

# 12

tlEEICBIT 2 UC I 7 7 XY L 14 AR O & E#%O

MRk OREGHEYE (TR) RE (ugeg/g) KUEIR (%)

o TR (ugeqlg) BHEIZT5EE (%)

Ji3 il 3 Ji3 il 5

JHF R 0.407 0.610 1.29 0.21

R ik 0.304 0.439 0.22 0.22
il (o) 0.049 0.062 1.44 1.44
A CRBR) 0.070 0.088 1.22 1.40
NGB 0.186 0.307 0.31 0.62

©)

Rkigixs (REEERS)

LS 8201, 95 160 PUIFEHRGxHR) (2227 F XU LA (0.5% X1 0.2%
TRy ABA) % 16 RS (RETEE 1 ppm) LU, SEEROE&SKE
DFIEN 2 PIEFRNTZFR Y 6 PNZHOWTHIEF DO 7 T XV JVIRE RN RIE iz,

AR 13 ITR Lo, AL 3 HThoTe, (B 8)

# 13 tHEBlcBiTs2Y 77 XU (FLI vy ZA8AE)) 16 BRRAKR 5% 0
MDY 7 5 XY ViR (ug/mL)

e G4

A AR IR (I

6 24 48 72 120 168 216
0.5%7L 3| o N N N "

oy s |0:8050.12/0.6550.06 0.41%0.05|0.26=0.03|0.160.03|0.11£0.02
0.2%7 L 3

o e |0-570.02(0.52+0.03)0.44:+0.05 0.33+0.050.180.02 | 0.11+0.02 0.08:+-0.00

* : HPLC-UV (Z X 2 HEREFR (EEBRSR : 0.050 pg/mL)
** . GC-ECD (Z L o HIERER (EEMRA : 0.010 pg/mL)

(10) HKHEER

@ Fvbk. oYFE,
7w b TR

B, tESRUF
W, CEBLUETIE, 7 7 XU VONREILIEE A LD B

IRinole, 7T XRVIVHSROWEIL, EI2Y 7 7 XY Ve L TRETIIIEI I,
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7w MR FTREPICHRE SN, Ty FPROTHF TR R~OPEE IR
THIRDD TN, WL OO bivic, AR TIE, EEMOIZLEAL
WY T XY N Tholz, (B 3)

@ invitroFER (T b, DHYFX, B, tEE. F. IWWERUHBERTHED)

Fy b, UHE B LS, E IEERUYOFRIC UCERRY 7 T XY Vv
TN (BB PR E « 2.5 umol/L) U TR (2 BERE) SUTofEsE (20~
24 W5fH) L. invitrolZRBIT B 7 7 XV VORI THR BT,

BE#1% OFHIRE AR OB ENEIS, SREEZR I CIIBETETED 64~91%, #IfK
BEAR MR Tl 14~67% T, K 25HIRE 73 H 2 A BTz, radio-HPLC % AV
HEHEMEORIE OFER, WINOERIEIZB W TH Y7 7 XY I I <) LRt
SINNWZ EIVRENTZ, Y7 T R LVOIEYERE T v 7 ¢ — /L OGN, b
OB CIRIEFREE T, BEREEFIRCIZY 7 7 XV VDS EEHEMED 90%LL ETH
o7, BEREMROYE, 7y b U¥X, BROECHEOHHECIEI < HME
ORFDIRE SN0, 2, IEE LR OYEORHIIE TR S -T2,
UMREEBAFIR OS5 A, BBESEITFHIIC Y7 T XU L OREDOLCHERE L T
Too IR BIER L W0k, BB L LEEOHIRE T, 20 MLl ERFE L7z
REAUCRRBUERNEMER O 48~60%723 7 7 XY )V Th o7z, it Sz E 3
L EOPMEEETIEI ML, M4, M5 XO'M12, [LIFEOFEE#E CIE M4, M5 KON
M7 ChH-oT=, (BH6)

® mvitroFHER (BRERATHAR)

JRDIFRfEC 14C B> 7 7 AV v (BRI P BoIREE @ 2.5 umol/L) Z¥RINL T
LA (2 R XUIRMREEE (24 W5fH]) L. In vitrolZBT 57 7 XV L
DT BT,

BE 1% OIFIE R OHEEEL, BREREE TS D 80~90%, #WIRE:E T
1% 50% T - 7=, radioc-HPLC % F\ N 72 iREMEORE OfE R, B R 2 THHiE clix
V7T XN 98% % 5D, REMNIESMRE CTholoZ &b, 7 7 XV W3
EAERE SN EAVRE NI, —J7, wMREEE (24 RERE) IFMERATIR, Y7 T
RV NORRCRHER L, V7 7 XY VOEIGIIHENEED 59% Th 7=, i
M1, M2, M7, M9, M13 KU*M14 23t S 7z, M13 KT M14 [ ZHHREEER D H

IZED B, M7 KONM9 TR L Z<EENTWE, 26D in vitrofX
R IhoEE CRO b= H o ([T. 1. (100 @) LFEETH-T-, (B 6)

(11) BE<T—H—IZDL\T

TS 7 T XV )V WIS RGRBRIZ 31T 2 iR TR G- 240 R4 £ CORERS
BNS, TR AT TIEY 7 T XU L OREIImRO TIREMTH 0 . ik
%ﬁﬁ®ﬂ%%ﬁzé_ki@@oto§ﬁ&ﬁ4ﬁﬁﬁ@ﬂmﬁ%ﬁ%\/ﬁ7XJ
JCELET 55T, [ JTEETE A TH Y . BRI 28 U CHERISR S
[BYatz 32k (g <%#T%6 EMHOEMNE e oT, ZNHOREREND, JECFA 13,
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VI TAVNEREY— A —ETHI LN THL L LTS, (B S8)

2. REHER
(1) ZEBHER (%)
= (3~5 Hilin, 6 SHME 3~4 98, M 2~3 BE/FERD) (1227 T XV L (1 %K) %
HEEO#E (5 mgke RE) L, ko7 7 XV LVEER GC-uECD (2 X v HlE
SNt (EERS : 25 nglg),
FERER 14 1R LTz, SHfEPIcBT Y7 7 X VIBEOEREIL, BS5 1 B
DOIEN Chcb - 7208, Feafifldd&k 55 B OfEN (1 61) @ 542 nglg Téh-7=,
$5-1 B OB OFRE OfcafEix, T 108 ng/g, &l T 75.2 nglg. A
T 25.8nglg (1 BIOHLDfE, D 5 HlIxETERRALLT) KOWENT 36.1 nglg Th
ol V7 TRV NVOERIX, HIRLKOBIR TS 3 Hi%, TG 5 Hi%, BT
357 BRICEHI CERRARM L 7eoT, (B 6)

#£ 14 BT DH V7 7 XV VHEEREORGZROMEEF DT 7 Z XV VEE (nglg)

i BE% B (H)

ik 1 3 5 7 10
JiTHi 71.6 <L0Q <L0Q <LOQ ND
ik 40.6 <LOQ <LOQ ND <L.OQ
1A <L0Q <LOQ <LOQ <L0Q <L0Q
NI 134.5 35.4 103.1* ND ND

<LOQ : ERIRFR (25 nglg) A, <LOQ Dz 12.5 nglg & LIEEDREH ST,
ND : FHIBRA (7.93 nglg) Al
* et 1 HICTERERE SN TND, 6Bl 4 Bl TERRAAR TH -7,

(2) %BHER (FD)

TV T AU (0.25%5ER) RO E (1 mgkg (R8E) L. B5 24 R4,
#5-3 N7 BEOHMFEF DY 7 7 XV WIRENRIE S GERRA « i, Bk
Ui 0.05 pglg. AEA 0.10 pglg) .

SRR OEFIOET CHERIIA DN oz, (B 8)

(3) BBHE (¥Q)

R SEyEReRER [T.1. 6) @] 2B\ T, Mk 5 XU VEEEN GC
WZEHESNTE (EERS @ 0.01 ug/g),

HAAE G N O 2 G HE D Y 7 T XY VIR 25 15 KN 16 1R LTz, Y7 T XV
JVERERIE, WA TN TS 3 H%, BB TG 5 HE LK OWRN TG 7 H#&IT
EEIRAANM &0 2BHRG-CIIAN TR G- 3 B, BIR&OMEN T 5 B, KT
%7 BRRICERERAARRM & o7, (ZH8)
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# 15 EICBITHY 7 TRV AHEROBESOMBET DY 7 5 ) VEE (uglg)

oot 5% B

ik 1 3 5 7

JHF R 0.30+0.10 0.11+0.07 0.03+0.03 0.02+0.01
R ik 0.09+0.03 0.030.02 <0.01 =0.01
%) 0.03+0.01 <0.01 <0.01 <0.01
i} 0.08+0.03 0.03+0.01 0.04+0.05 =0.01

# 16 FlZBTAHY 7 7 XY 2 B AOFRGHROMBEF DY 7 7 XV VIRE (ugl/g)

oot ok 544 B

ik 1 3 5 7
JHFf 0.28+0.19 0.06+0.02 0.02+0.03 <0.01
i 0.04+0.02 0.01+0.01 <0.01 <0.01
A 0.01%0.01 <0.01 <0.01 =0.01
sl 0.04+0.02 0.01%0.00 <0.01 <0.01

(3) %BBHER (B

K (8~5 Hifin, $G-HE6 80 (I 2~3 5, M 3~4 BD/MER) 127 T XUV (1%5RE
R ZHEREOEE (5 mgkg (KEH) L., fikFor 7 7 XY VRN GC-uECD (12 X
DHIE ST (EEFRA : 25 nglg).

FERAR 1T IR LT, EbEVERRIL, B EE TR s, &5 3
21, 141 (46.0 nglg) ZFRNTARBITEBRAAM & 72> 7=,

$e5-1 BROEFR Ofea i, & T 45.2 nglg. &g T 43.1 nglg (1 BlOHLD
. o> 5 BT ERIRARM) . AHT 33.8 nglg (1 BIOZDAE, #hod 5 FlidE ERA
K MO 81T 162 nglg ThoT-, V7 7 XV NLOERIL, AflE, Bligk O
HATCHRYG 3 Hik, BEM &I ClikE 5 HRICEHI CERRARN E noTe, (B
. 6)

* 17T KICRT 57 7 XV VEEEQRGHEOMET O 7 7 XV VRE (nglg)

. #5412 B (H)

R 1 3 5 7 10

g 27.1 <LOQ <LOQ ND ND

B <LOQ <LOQ ND ND ND

A <LOQ <LOQ <LOQ <L0Q <LOQ
G ENEN | 93.2 <L0Q <L0Q <L0OQ <LOQ

<LOQ : EEER (25ng/e) K, <LOQ D% 12.5 nglg & L CEHENEH Sz,
ND : BaHHERA (i 0.84 ng/g. i 3.41 ng/g. FH 1.09 ng/g. NENfH& BJ& 4.18 nglg) K

(4) ZREBHER 3B
FEICY 7 T XY v 3 ARRE S (0.3 mgkg KE/H) L. ffkhoyr 57Xy 0

EEENHIE STz,
FERAR 18ITR LT, Bk G 48 Kl DT 7 7 XU VORI, gk O
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HleCcrmnoic, (&H11)

* 18 HICRIT 27 7 XV )V 3 HIRRAHR GRER OO 7 7 XV VRE (nglg)

wrg sk G2 R (RFH)

HHS 0 18

JH R 1,443+119 5651128

ek 1,208 118 446+119

A 209+20 101+19
A 522443 119+53

W Z AW -3 EhiesiR [T.1. @) @] 2B\ T, Mkt or s 7 XU VIRE
DIE STz,
FERZF 19 KOV20 IR LTz, 0.6% 7 L 2 7 ABIFIE G-REOFARE =, R
T 44 W5, BT 34 BRI OMBAITC 50 K Th o7z, 0.2% 7 L X v 7 R UK Gk
T, FFiEC 58 e, BT 61 Wi, AT 59 Wil K OMENAfH & F2/E C 65 IFf CTh
STz, (B8

#£ 19 BBITFHYZ7TFT XV (0.5%7 L3 v 7 28E)) 46 HRIEEER 5% D

FfkP Y 7 5 X LEEY (nglg)

P o GA& ] (RFRED)
6 72 120 168 216
JiH 419+26 154+19 92+17 ND ND
i 517+40 186+94 64+52 ND ND
A 91+27 ND ND ND ND
RERAfT & B2 ND ND ND ND ND
* . HPLC-UV |2 L 5HERER (EERS : FEfF X8R5 100 ng/g. £ Dl 50 nglg)
ND : i vd
# 20 WIBTLHYI7 TRV (02% 7L v ZHAD) 46 AR G%O

kTP OY 7 5 XY VPEEE* (nglg)

P kB A% R (RFH)
6 24 48 72 96 120 168 216
JFiE | 371290 | 34097 | 18080 | 184+90 | 93+19 | 10036 | 51+23 | 33+9
ek 308+65 | 26892 | 14676 |184+131| 7312 | 85+28 | 44+24 | 30*8
Al 45+9 | 839+11 | 23+10 | 26*=15 | 12=*3 13+5 ND ND
| =l
Hagg% 144+35 | 138+39 | 79+35 | 91+49 | 42+6 | 48+12 | 23+11 | 18*+5

* . GC-ECD 2 X AHIEHER (EERA : 10ng/g) . ND : B &4

(5) HEHER O

PEINFR (180 3P)) 127 7 XV Wi 32 HIEREEHK G (REFEE : 1 XO'5 ppm) L,

Pe G RO 5 T4 20 HREIDIIh DY 7 5 XV VBN GC (2 & 0 HlE Sz
(EEPRA : 0.05 pglg),
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PNFRRAET, ONE L W IIEE T 3.7~3.9 FE <. 1 ppm HGHEL Y 5 ppm BHHET 4.1
~44f5FmD o T, JIE TR 11 AR, JPECIdEs 14 ARITERIREIZ R o7,
PRV 4~6 H Th o7z, EFIKIETOYLEREIL, JIE T 0.065 pgl/g, I
HCIX0.24 pglg T, AU IETITN 7.1 pg IS LT, (B S)

ZiERE (replacement pullets) (20 ) (27 T XV V% 16 @i £ CIRETR G (&
BHUREE © 1 ppm) L., IARHEAZ DOPEINBHAAIRF O BANTEE L 72 IIIREEDS GC 12 X v JIE
Stz (EERA : 0.05 ng/lg Xix pg/mL),

2RI TEERALLT ThoT-, (B8

(6) REHER (tES)

tHESE AW EERERER [T.1. (9) @] 2B\ T, Mikhor s 7 XV VRE
DIE STz,

FERA R 21 OV 22 1R Uie, YEEEME, Mg, . BlEL RT3 B Th
o7, (ZH8)

# 21 LHEBICBITIAY 7T XYL (05% 7L v 7 Z8HE) 16 EEREER 5% D
MRk DY 7 5 XY VERE* (uglg)

P ol GARIRE] (RFfH)
6 24 72 120 168 216
& | 0.57+0.05 |0.372£0.025| 0.25+£0.02 | 0.17+0.02 | 0.15+0.05 | 0.09£0.03
g | 0.30£0.02 | 0.18+0.02 | 0.07+0.03 ND ND ND
A ND ND ND ND ND ND
AR 0.16+0.05 | 0.18+0.05 | 0.11+0.06 ND ND ND
e .16=+0. .18+0. J11+0.

* HPLC-UV |2 L DHIEHEE (PR : Ak, Bk OWh 0.050 pglg, K& g4 0.100 pglg)
ND : s d

# 22 LEBICBITAYC I XYL (02% 713 v 7 ZH8A) 16 @R 5% D
HRR DY 7 7 XU RE (uglg)

So15h R GA% R (BRRED)
= 6 24 48 72 120 168 216
g | 0.40+0.04 | 0.300.03 | 0.26=20.02 | 0.19+0.01 | 0.12+0.01 | 0.08=20.02 | 0.05+0.01
B | 0.29£0.01 | 0.27+0.02 | 0.220.02 | 0.16+0.01 | 0.100.01 | 0.06=20.01 | 0.04+0.00
R | 0.05+0.01 | 0.04%0.05 | 0.03=0.00 | 0.02+0.00 | 0.02%0.00 ND ND
b N
HE‘EJ%% 0.15+0.02 | 0.13+0.02 | 0.120.01 | 0.10+=0.01 | 0.08+0.02 | 0.07=0.02 | 0.05+0.01

*: GC-ECD IZ L DMIERE R (EERS « #54HA% 0.010 pg/g)

ND : #i&hd

(7) ®EAER (FL)
ELIcy 7 7 XY V% 28 HIMNEERRE (0.4 mg/keg {KE/H) L, #fEhorrs o7 X
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UVIREEDSRIE STz,
i KA K 23 \R LT, i G- 48 Wil D 7 7 XU )V OREREHREE L, AT OF
Ehg CrmmoTe, (ZH11)

# 23 EUICRIFTAY 7 7RV )L 28 HWRE&R 5% D
kP Y7 5 XY VEE (nglg)

Crg sk G2 R (RFH)

HHS 0 18

J ek 1,862+ 186 560+97

R ik 1,480+194 524+66

A 207+31 63+6
NN & F2 e 701+41 229+46

(8) XBHER (VY¥)
UHXE O SEpEERER [D.1. 3) @] 2\ T, Moy r 7 XY ViR
2 HPLC-UV ¥ (E&[RA : 0.1 pglg) 12X llEST-,
FERZ AR 24 |\ TR LTz, MalBRIZIV T HRHREN B @ T 2~2.5 A X OVITlE T 3.9
HTho7=, (ZH8)

# 24 UYRIIBITHYY T XYV 14 HEREEE 5% O
kP OY 7 7 XV VR (uglg)

. oot B G4% A2
PR | AR 1 3 = - 0
JHF R 1.59%0.26 0.71%+0.26
1 R ek 0.64+0.26 <0.16+0.07
Al <0.10 <0.10
fgfls | <0.21+0.18 <0.10
JHF R 1.45+0.30 | 0.84+0.34 | 0.70£0.28 | 0.51+0.26 | 0.27+0.15
9 ik 0.44+0.10 | 0.22+0.15 | 0.13+0.08 | 0.08*0.08 ND
%) 0.05+0.03 ND ND ND ND
i} ND ND ND ND ND
ND : RS ud
3. ElcHEMAR
0T R VORI BT A KFED in vitro O in vivo IRBROFER- 23 25

26 1 RL72, (B3, 6)
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3% 25 In vitro i bR
v PIES H& EES
IRZSRAE R, | Salmonella typhimurium | 10~500 pg/plate (=S9)
R (2748%) |TA97, TA98, TA100, o
TA1535, TA1537 =
FEscherichia coli WP2 uvr A
SOS 7 w7 | Escherichia. coli K-12 1~1,000 ng/well (£S9) -
Ak a
ATEZRAE T, |~ T A 7 4 —< il 5~100 pg/mL (£S9) o
G (L5178YTK+/-) -
FEHMDNA |7 v MRl 0.3~30 pg/mL "
B HiGERER -
YutafREE (B8 PARMIMY > o<BR |25, 75, 150, 300 pglculture e
R (~5mL) (£89) -
#* 26 In vivoilliR
TR H YIS JiEEs i e
FEMERBPERSE| v a vy a T 500, 2,000 ppm .
SR I£2e3
AN ~ 7 A (Swiss Z7/VE /. |80, 320, 1,280 mg/kg A
WERFESS 5 DT/ HAERE B 5 =X
B EHE
~ A (Swiss R7/LE /. |5,120 mg/kg (KHE e
HERERS 5 T/ (FfrakBR : 1,280, 2,560, ( %{}iﬁ% .
BRI 5,120 mg/kg {KT) etinal
24 FFHENE T 2 [EIRE A5 -
<HBEER> |~7U A (Swiss 27 /LE /. |40, 80. 160 mg/kg A BB
EMEBOERSR | #E 15 DU/RE) R 135 - T

* 1 BRI K OV 2 B3 % Sty M OMERORRR A~ O WM D 258 2 7R3 2 B 13720,
JECFA TIIAGABRIZ 31T 5 B TEBIIA 0 & ShvTng,

EFEEDOEBY | invitro KON in vivo DIEEMREBROFERIIWT L EMETHDH Z &
Mo, VI TR JTAERIZE > TRIE L 72 D 8mathid e n e & 2 5T,

4. 2MHEMAER
BREECBIT DY 7 7 R Lo O R A2 #£ 2T IR Lz, (B3, 6)
5,000 mg/kg (KE DN G- 5217 > Te~v T A KT » MDA FEENBIER STz,

~ I AKONT v MBI DA IR TH 55, FITHIRMRCRICED S 0
(B, IR Tholz, A XTI, BHRIENKOPHENRA LI, FF T,
WTNOFBRIZERBW T H B EGITERT 5 WIRE LT o Tz, (B3, 6)
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* 27T HBHEHWITIITDH T 7 T XV VOt

p , LDso
Bk e GHEH PERI (mgke IAT)
O i3 >5,000
~ A BT A3 >5,000
NEREN HEKE >5,000
& A3 >5,000
Sk T ki >5,000
HaE Ji3 5,000
ki3 >5,000
S RERZ BEKE >4,000
A X & A3 >5,000

5. BaMSHHER
(1) 2:BMBEAMEERAR (V¥ AERTEHR)

UYX AW RAEERER [(D.7. 0)] OFERTEEZHME LT, X (Foy
JFE, T VLR AW Y 7 T XU voRgEfilRk G GRABR 1: 0, 80, 160 X 320
mg/kg RE/H, RABR 2 : 0, 320, 640 X% 1,280 mg/kg AHE/H) (2K D lia:E Mt
BRSNS 2 BREBRIEM STz, TV D OFRER CIIRIF R MAEF 7 Z XU VRN HIE S
7=, CEpEhesBz [I.1. 3) Q] &)

MRBREE L BT, SRR, —BiRiE, REAROMREINE, BEAE QN IR &
DML FROREIC BN T, BGRB8 32 S /e h o7z,

lE#E R TIE, 3k 1 © 160 mg/kg AR/ H B GRECATEIROMERORD, 320
mg/kg R/ H B GHECTAFERR O & OFERTEE RO D3 HALTZ0, FR & OV ERRE
WFIRE CIIAITA DT, BRI O TREIER T 2HETIIRNWEE XD
N7, Bk 2 Tl EEOZLITA L2 T,

TR CIE, WaBREE & IR GITERNT 2 BT b o T2,

PR AR RO LR 1 TORFEM Sh, FHITRRT 2T A LN o T,

KRBT, 7 T XY T 1,280 melkg (AH/H £ TOROHETRELME LT,

(6, 9)

BN ERE LY AERLHEMFHES T, AARBRICB O ORI AN E

i SHT-DIFERER 1 A TH D Z Lvd, NOAEL #3%E L7 h o7,

(2) 3NAEERHEHRAR (TOX, AERTERAR)

SPF ~ 7 A (Swiss 527 /Lt /| MR 10 PU/EE) ZHWi=2 7 7 XU o 3 A
JRAEEE S (0, 200, 400, 800 X}X 1,600 ppm (0. 30, 60, 120 Xix 240 mg/kg K/
AICHEY, 3 28 2R, ) (2L D HESERBREhi S iz, #EATRE#E 29 ITRL
77

BT, —ARIRREICHR SR T 2 BE T A Lo T,

BEEETIX, 1,600 ppm #5HE (FRZHE) CTERHOEY ZIZLAH D BAEICRH Y 2345
NI, IRKEE OMBEMENH D Z M DLRERE L RIS TH D EHEE ST,
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(REFEMEIZ OV T, 1,600 ppm &G REORE TR G-BtA 2~5 WD 233 B
7

IMIRFAIRAT N QNI AA LR Tl BEGITRER T 2 BT A e o T2,

JEZREE & ClE. 1,600 ppm % GHEDOME CIFIROFET EE&EOA BRI A B, ikt
HREICARRENTA LN T2b 00, OB THRGITERT 2R L E X i
770

FIF L. 1,600 ppm B 5 HEORETHIEDES (2/10 F) 2AAHi, BEHIZELDHD
EEZ BN,

PR IR Cld, /NEEU L EOITFIIEIE R OEEMN23, 400 ppm LA E#5REOE

(0. 200, 400, 800 X% 1,600 ppm FHHET, ZE4L 3/10 i, 4/10 51, 9/10 i,
10/10 B} T8 10/10 ) K& 08 1,600 ppm £e5-EEDME (10/10 ) TH Lz, F72, 1,600
ppm HEHREORETIIFMIROREN L. BRI GG AT,

JECFA |ZA38#(I2351F 5 NOEL %, T 200 ppm (30 mg/kg A=/ HIZFHY) KON
1T 800 ppm (120 mg/kg IREE/HIZAEY) LEREL TS, (BH3, 6)

BT E LI AERLEMRAESIL. 400 ppm DL GREOME K OV 1,600 ppm
B GEEOMET/INER I EDFHIRIER A B Z &6, NOAEL Z#ET 200 ppm

(30 mg/kg AEE/ HIZFAY) & OMET 800 ppm (120 mg/kg RE/HIZFAY) L3%E LT,

* 28 ~UAZMWZ 3 A EM R (HERERER) OYERE R

(mg/kg 1KE/H)
55 (ppm) 200 400 800 1,600
WA 30 60 120 240

#* 29 ~vREMWE 3 M AREMEEEER (HESERER) ORI A

55 (ppm) T I
1,600 - AKEHINEORD (2~5 ) o /INEHU LR A O BN
« [P OFH T B B HEN

- FHligoOE . (2/10 1)
- FEHIRAERA L. (HERGYL R

800 800 ppm LA T
400 VL E o /INBEFRL U RBRRAER OHE N FEMERT R L
200 FMEATRZR L

(3) 3L AMERMHEEHAER (YORX)

~ A (Swiss 27T /VE /| MERER 20 PUEE) AW 7 Z XU LD 3 HH HITRER
#5- (0. 1,000, 2,000 X% 3,000 ppm (% : 0, 290, 500 XI% 850 mg/kg A=/ H ., M :
0. 290, 610 X% 920 mg/kg RE/HIZFEY, % 30 2R, )) (2 X Bttt
Tl S Ale, BT RAZR 31 IR LT,

FEEHNTZe < . —fRRBBICHR BICERT 2 BE 1T b h -7,

BRI, 2B 2 U CRGEHICH BRI A BT, & O
FEEBICEHOEY ZIX LA LN, HERETIILVBEE Th -7,
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REE, REHIINEN OSSR GICER T 28I A b o T,

MR ClE, 2,000 ppm LA B GFEORET WBC O 33 517z,

MRV AORA Tk, EBGREOMET T.Bil O Kk OV EREOMET ALP O
MBI,

gz BT, 3,000 ppm $5¢ 5-FE DMfERE TR OAe & OB B RO INN A BT,
HETIE, 1,000 & OF 2,000 ppm BEGHEZISUNT H AR E RO A S 72,

JRERFAAR AR Tl, 2,000 ppm PA B GHEORE T/ NEFUEOFHREER O A 5
72¥E00 (0, 1,000, 2,000 K& TF 3,000 ppm #5-4ET, E£40 8/20 i, 13/20 fi, 16/20
B TN 15/20 ) S OFRIfE AR E Z2falk (2,000 & TF 8,000 ppm H 58T, £ 2
U 1/20 KT 3/20 ) 23 BT,

JECFA |%, ARBRIZIIT 5 NOEL #ECTXeholzs LT 5, (B3, 6)

BN ZEZESIHMAERLEMHRESIL, 2RO T TBil ol . £E5#f
DOWMET ALP OO 233 5Hi7- 2 &5, NOAEL 3% E T §, LOAEL Z i L 12
1,000 ppm  (HERE L H1Z 290 mglkg REE/ HIZHY) LERE LT,

#* 30 ~ U A&z 3 A HIEMEEMEABR OB ERIIE (mg/kg (KE/H)

Be5% (ppm) 1,000 2,000 3,000
i 290 500 850
i3 290 610 920

# 31 ~ A&V 3 A il E s RO E AT A

B8 (ppm) T ki3
3,000 - Rt B E OB « FElgOOHser K OFEse B R OGN
2,000 LA 1= o ZNEEAU R AR
- FF R O E 22 b
- WBC Ojsd
1,000 2L E - T.Bil J8i « ALP 80
« JEl AR BB ORI

(4) 3hAMERHSEHERAR (v D)
7w~ (Wistar 52, HERER 20 DU/RE) & V22 Z XY vod 8 /A RHEEEES- (0.
50, 200 X% 800 ppm (4 : 0, 4, 17 X% 69 mg/kg IR/ H ., M : 0. 6. 21 XX 89 mg/kg
IREE/HITHEY, £ 32 208, ) (C X 2R 52E S iz, BEFTRAZ#R 33
LTz,
FECHNTR <. —HRIRAE TIIRGATEERI T 2 B I I A B - T,
REHIINE N ORI, BRI OB, IR A~ B CHIIN 2 m 23
OV, REEIIET, 5 9~13 HH%IC 800 ppm £ GHEOME TH E /LM
Fr DIV, FEE R TIE, 5 5B Ak 8~13 IR | CHERE D S GHE TH EZREIND 7 B,
KEIZ 800 ppm HGHEDME CHAE TH -T2, ZORETIIEOE D ZIF LA bz,
MR FHIRA K ORI G- RS 2 52BN TR Do T,
MIRAA LSRR Tl 800 ppm =GREDHET TP OHEIN, 200 ppm LA &G REO I
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KO} 800 ppm = HHEDMET AST K O LDH Db h3 A 5407,

JRERASTIZ. 200 ppm DA E&EREOREN O 800 ppm H&5HEOMET pH DK T, £
BREDOMETIREDIK TN BT,

E#REE &I, 800 ppm e GHEDHERET, JFiEO#fxt & OFEXT B EOHEMNNFED B
7

TR AR A ClE, 200 ppm LA EEGHEOREKR N800 ppm & GHEDMET/NEF
CPETFHIREIECR 232 HALTz - (KE - 200 ppm $55-8£ T 8/20 i, 800 ppm % 5-#£T 20/20
B, 1 : 800 ppm FEHHET 15/20 f), F7=. 800 ppm £ GHEDHE/ INEEHLAEDTH
NP iEN . (IERGG ) OINA A BTz,

JECFA 1%, /NERLEDRRI L ORI A1 o FFHIRaE RSO E E OISV T
&7 —# (historical controls) OHEIFANE L7en b batElitx, ARBRICEBIT S
NOEL ZT 50 ppm (4 mg/kg RE/HIZFHY) M OWET 200 ppm (21 mg/kg fAE/

HIZHY) EREL TS, (BH 3, 6)

IR B AE) L EMTIAESIE. 200 ppm LB GEEOIE T/ NERLERT
AR R DN e OV GREDOME CIREOIK T NA Hiic Z & 25 NOAEL 21T 50
ppm (4 mg/kg (KE/HIZFY) Ei%E L. LOAEL 1T 50 ppm (6 mg/kg IKHE/HIZ
FEY) LERE LT,

# 32 7 v bEMAW 3 A R ERER RO OB E IR (mg/kg (AHE/H)

P55 (ppm) 50 200 800
i 4 17 69
i3 6 21 89

#* 33 T v MW 3 A SRR O O T ERT R

e h& (ppm) I i3

800 « DR K OFH% BB D HE N - (REEDINEOHEI (9~13 FHfH)

< /INERLEOITFRITaNAR . (TBIAGR | « IR K O B RN
B O o /INEEFRL RS R O BE N
- TP OHEAN - AST X% (*LDH OjE»
& pH O T
200 LIk o /INEHU YRR O HE N

- AST ;X LDH Djgib
- & pH DIETF

50 AT R L 50 ppm LAk

REOILT

(5) 3MAMERHEHRAR (v Q)
7w kb (Wistar &, MEFESR 20 DL/RE) 2 W=7 5 X Lo 3 7 H TREE#RS- (0.
1,000, 2,000 X}% 3,000 ppm (& : 0, 71, 140 XI% 210 mg/kg R/ H ., M : 0, 82,
160 31T 240 mglkg (AE/ HIZHIY, 2 34 2 1R,)) (2 X 2 2k grhakBr s 0 S iz,
TR A2 35 | Ls,
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FECBNER <, —BRIRIBIC B SN 5 BF 1T A Do T,

(REE, IREHIINE R ORI T, 2,000 ppm LR G RE I CHEN S ZHENME] ) 73
5, 2,000 ppm $ 5HETITBE SR 9~13 WRIRITH B8N A Sz,
MEFHIHRAT, MIRA AR, R, AR K OS5 G 2R 3~ 5 281kl
n'u&) %z”biﬁﬁ)o 71Lo

e B2 T, 2,000 ppm PA_E# GREOIECIHigoftax B ORI O 8,000 ppm %
FREOMERE TR EEORINA A BT,

IR BAHAR PRI A Tl B GEEOMERE S/ NEE LU RETE IR O # I A& T 2,000
ppm LA EBEGHEORE I HRIE O AR E N 22N b ORI O EERE Y 3 7 D AV,
JECFA 1%, ABRIZIBW T NOEL 23 E TEedolct LTS, (B3, 6)
RinZERESIHAEILHFEMRESE, ARV, 2GR EOMEIREC/NE
HUOERFRREAE R DEEINMN A 7= Z & v, NOAEL #7%E &7, LOAEL % 1,000
ppm (T 71 mg/kg (KE/H ., MET 82 mg/kg (KHE/HIZAHY) CEELT,

* 34 7 v bWz 3 A HIEMEEMEEBRO OB E G (mg/kg REH/H)

#e5-8 (ppm) 1,000 2,000 3,000
g4l 71 140 210
il 82 160 240

* 36 7 v bEAWz 3 A IS BRO O T A

#4545 (ppm) i3 e

3,000 * HHlE DR B B OFE N » HHE D FH>E B A OHE N

2,000 2Lk - AREE, (REHINE R OMEETE ORI
AR OB E N ZE e b S Ot o
FEEHEY)

- IR OHMERT B D HIAN

1,000 PLE | - ANEERUCERTHIRAEOR OR8N * ANEEAL T IR O HE N

(6) 3NAMEZHSEHHAR (1 X)

A X (B—7 V&, MRS 4 VURE) 2= 7 2 XV vo 3 Al &5 (0,
5. 20 X% 80 mg/kg (AH/H ., ¥ T F 1 7 w/L) (2L D dAMEREM R BR ) FhE S iz,
1 7 ARBIOEIERERO7- D2, KHREENR N80 mg/kg REE/ H B G5HEZITMERES: 2 PL2YNE
i, s A% 36 IR LTz,

FEEHNIE7e <, —RIECIIR GITER T 2223 b e o T2,

REICHRGTERT 2B I A bR o T,

BETEITE SN0 o 7oh, BRECRRRE (U250 g/H) Thd EHEESI, KE
PERBRHI 218 L CHE TR CTh 72 &Enh, BEIELRE L EZE 2 b,

MEFHIRRA, PRI, IRFRA, Jes B E Mk OSSR T 2 B0 b
R T,

MRAACFRIBRA TIL, 80 mg/kg AH/H 5 5-H£T BUN OEMNNA HiL203, [BIiE
HMZIITIERE & 72 o7,
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JREFARR AR A TIX, 80 mg/kg (AH/AEGHICEN T~ FXT U v e 24T

(HE) Yufa CIHMiE X OYHEERNGR U il (sinusoidal-lining cells) (ZHSGHEFERLIR D
EEO~BEOEROYENNH BT, £z, RN D Ml 313 PAS YLt TR
= Bt AR Uieis, EHEEIRIRZIZIZZ G OZRITA LR T,

JECFA I%, AR E A X &2 12 A oBmrERER [I. 6. 2] tAbiT
NOEL #% 20 mg/kg R/ H LFREL TV 5, (B3, 6)

B eZ B HERGFEMFRESIT, ARBRICEBV T, 80 mg/kg (AH/H 5
#£1Z BUN othn, TFlE R oaRzaEEns ol 2 £92b, NOAEL % 20 mg/kg
(RHE/ A ERE LTz,

# 36 A Xz Mz 3 A s AR EAER O FEMET R,

e (mg/kg EH/H) it
80 - BUN o84/
- PRI E OGRS
- BRI B O B3RS
20 LU AT L

6. BHSHERUEINAMRER
(1) 12 AfEENSEEHR (Sy )

Z v b (Wistar 5. MEFES 20 DL/ 2 W=7 5 XU Lo 12 HH RS- (0,
16, 63, 250 X% 1,000 ppm (# : 0, 1. 4, 18 X% 74 mg/kg RE/H, M : 0, 2. 6,
23 1% 88 mglkg (KH/HIZAHY, & 37T &M, ) IC X DB MEMRBRN e S,
PERT R A3 38 1R LTz,

AR OFE LTI, 7'7&“(“ 30, 16 X063 ppm 5RO 1 6], HETIX 0, 63 L
250 ppm FLHREOK 1 FIZFRD B, BEITEKT 2 THNER <, —RRETIE
£ SR N BV L NSV 4 WA Y e

IREE, 18R, MRFRA, MR RO, JRIRA. IR OVsias Bl 2 ke
BT 2 B3 STz,

BRI CIE, FERHRACAE B TRV 1,000 ppm FGBEOMETHIRRE () O
DIFHAVTZ (620 1], i FEEETIZ 2/20 1) ,

PR AR CId, FEIREMRZS & L C 250 ppm LI B EREDMER 18 1,000 ppm
B GREOIETIHERINE Y > _EORMERDEFHEN A BT, F72. 1,000 ppm $5-EFEOME
Thi~DIEIAE (foamy cells) DOEIINASA B 4L, 1,000 ppm 5 5FEDRETIL/NEHLL
PERFHERIE A OHINNAS IR B 3077,

JECFA 1%, ARBRICH1T % NOEL % 63 ppm (6 mg/kg R/ HIZHY) L% E LT
Wb, (B3, 6)

FDA 1%, A3BRIZ31T 5 NOEL % 63 ppm Ef%EL TV 5, (2 10)

B EEZESI A ERLEMFHESIL. ARBRICHBV T, 1,000 ppm #GREOKE
(ZRGRIIE Y > B ORERRER DEERE S OV INEH RIS R O 0723, 250 ppm DL E#%
HREOHEZGRIIE Y > B OMBEROEFHE R A LI Z v, NOAEL #/ET 250
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ppm (18 mg/kg IKE/HIZFY) KOWET 63 ppm (6 mg/kg IR/ HIZAY) SiREL
7

#* 37 7 v bEAWIZ 12 A FHEMER AR O PR E SR (mg/ke (KH/H)

#hG5& (ppm) 16 63 250 1,000
il 1 4 18 74
i 2 6 23 88

# 38 T v bERHWE 12 2 H EHetEaer Bk O3k A

$5-& (ppm) a3 i3
1,000 - G Y o SEfORRRER DEEE - fili~DVEIRARRE OHEAN
- /NBEFLLMEFHBIRBE R ORI
250 LIk (250 ppm AR - BRI Y o SEiORRRER DR
63 LLT BT L 63 ppm LL T
TR L

(2) 12 AMEESERER (1 X)

A4 X (E—7)VfE, MEER 4 PURE) ZRW=2 7 5 XU 0o 12 A ka5 (0.
5. 20 XX 80 mg/kg IKE/H, BT F 7 &N) (2L D 1EMEEMRER) S S 7,

FECHNIA BN o Tz, —MREE T, GBI 2 22H 120 1 I 20 mg/kg
H/H 5O 1 61T 80 mglkg (AE/H & GEED 3 HllZRE A HERA BT,

IREE N OMREEH N & o SR T 2 BT A b o T,

FEETREITHIE SR T2y, SRECRFEE (250 g/H) Thd EHESh, KK
DNREREA 218 U CRERBI CRISE CTh o722 & nh, B RELRS L E 2 bz,

MEFHIRRAS, MR LSRR, PR, ORI, Ok, IR, BegsEE L O
TR CIE, BGITERT 2 B IERED b ivizoTz,

JRERFRRREAIMRA ClE. 80 mg/kg (KHE/ H B G-#E CHFIROMIRE I A~ o
P72 B OHE AN A S 41T,

JECFA 1%, A#RBRIZEIT 5 NOEL % 20 mg/kg (AH/H L& E L TW5, (BHE 3, 6)

FDA i, A#RBRiCE1T% NOEL % 20 mg/kg (AH/H LR EL T\ 5, (B 10)

BN ZeZE BRI EMFIESIX, 80 me/kg (RH/H B 54 CIHMLE Iz
BRILENHZ LN Z L, NOAEL % 20 mg/kg (AH/H &% E L=,

(3) 25 M AMIEHSHENAEHEHER (TDR)
~ 17 A (Swiss &, MEMES 50 VL) 2= 7 XY )vd 25 A BEEEES- (0,
16, 63, 250 X% 1,000 ppm (i : 0, 3, 11, 47 X% 190 mg/kg K&E/H . #ft : 0. 4.
14, 53 Xi% 220 mgrkg (AH/ HIZHY, £ 39 &M, ) 12 X2 EMEFEH AN AMEDFGR
BROSEN G S 37—, BT R A 3 40 IR LT=,
LRI GTER T D 5B I D72 o T2,
1,000 ppm #5EEDORET—ARIRREDHE(L (cachexia) DA A B LT,
(REEHEIIEIL. 1,000 ppm FEGREDIETENTHD 9 10%) L. FRCRERBILE) 5
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36 HHH% E TICBWTHEE CH -1,

BEEEIZOWTIX, fHOEY ZIZLRH Y . IEMRIIEN SR o720, REICK
R L B HHETEN R -T2 e, BHRE VM TRISE THL LB b, L
L. 1,000 ppm & GEEORETIL, (KEHINEOE DN A LN LD, BEfE
BT NDORD R H T FE 2 b,

MIREARIRRA ClE, BIMERMEZIE (leukocytosis) 73%FFREEM QMY GRETA HIVTZM,
BERCHEEE BT o 7o 2 & D, BEICERT 2B L IXE 2 DN oT2, =
SOREFID 5 HEHITIE, FREHREAAOREIC X0 EMROEE (U 2 SERME AR
FARKERMEAIESS) ASHER SIS, T D OFAEME A B2 72 <. FMER
2> B IR DR A 5T B BB U7 B I A e o 72,

MIEAEAFIRRA CTlE, B 5IERT D Z2LITRO Hen-o T,

o s B O T, 35T L AR BB 3 R o T2,

SR BRSO A ClE, 63 ppm LA B GREDREN Y 1,000 ppm £ GHEOHET, /NEE
PRI SRR R OV PRI ORETE (lipid vacuoles) %k 5 Bl

(fatty overload) ZHF# & 9D IHIRZE ORAEBE OIS A BTz,

B HATRER T 2 B OFEITGRD B o T,

JECFA 1%, A#BRIZI1F % NOEL % 16 ppm (3 mg/kg A5/ HITHY) LREL.
FERANETT2 N LTV D, (ZHR 3, 6)

BiWREZESIAERLEMFEST. ARBRIZEBW T, 63 ppm DL EELEEO
HEK TN 1,000 ppm GO CHIBICFEMERT A bz Z & 26, NOAEL #1ET
16 ppm (3 mg/kg R/ HITAY) KOWET 250 ppm (53 mglkg (AH/HITARY) &%
E LT, BBNAMEIA SR> T=,

#* 39 ~ U REM 25 ) H HEMEREMFED AMEDFERRERD
PERE IR (mglkg RE/H)

#h5& (ppm) 16 63 250 1,000
It 3 11 47 190
i3 4 14 53 220

# 40 ~ U A& 25 I H HEMERMEFED AR OFEIERT R GRIEGNZ)

#4545 (ppm) i3 e

1,000 AREIEIEORD  —RREDE(LD |« /NET ORI, BRI M ONF
i SRR ORI b2t © IElE 2%

250 250 ppm LA T

63 LIk o /NBEFRUOE RIS R, FHERIRa X O | 2R e L
RERFRIRORRIA L2 1 © TERGIE 2
16 AT R L

(4) 28 hAMIEMHESHRELAMEGHERE (Y )
Z v ;b (Wistar &, MEER- 50 PU/EE) 2 W=7 Z XU vd 28 HH EEEE#R 5- (0.
16. 63. 250 Xi% 1,000 ppm (A : 0. 1. 4. 15 X% 61 me/ke (KE/H . M- 0. 1. 5.
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20 X1 80 mg/kg RHE/HITHY, £ 41 B, ) 12 L DEMERMRE D AMEDFHEFERD
TS 7o, mHEITRAR 421~

OO, IR, (AE K OMBEE B SRR 2 BT A b e h o 12,

MR TlE, BIMEREZIE (leukocytosis) 23%fHRREKR OE&RGHECTHA LN
25, BEMCHEICAEITA LT, BEITERT 2EEIIA N0 > T, TV DIES]
?H % 16 ppm FHHEOME, 250 & TN 1,000 ppm 2 5HEDORED S 1 F17C, JFREBRHAR T
FRAEIT K0 3 MR OIS ERE S A28, FMLERSY I B [ 9 R A B | Z B8R T A
LR Te,

MIRAEAFRRE, S OB E R ClE, BRGICERT 22858 itk o1,

JE R AR A T BRI U > SEIC I TL 250 ppm PL B GREOMEK O 1,000
ppm FHREOHETHFRER OB (250 ppm K GHEDOMEO A EZEH Y ) A3, 1,000 ppm
BGHEOMECRFRILE~ 7 1 77—V OFRABEE OBENIGFRD H iz,

HECIIHIRBRARE O HENME R 23, M C IR D i & PN R RO SIS ) 237~ S 47z
N, AEREINIZR L ERT —F OFIFENTH 7=,

JECFA (%, A3BkIZ3517 5 NOEL % 63 ppm (4 mg/kg R/ FIZFY) &3%E LT,
F7z, ARG GICRET D IEEORAITRED bzt B L TRy, v
T XY IR ANET IR Rt T 7=, (B8, 6)

FDA %, 10D R A K OMHE ORI 0 & PR BB DU €L RS B L 7= 10
A HAVTZ 3, xf%’%ié: DL CHBEIRINDRBD N7 Z &b, Zib
OISO FR)EFE (biological significance) 137\ & A7 L7z, (&7 10)

BiWEERESHH E%Dui\ﬁrﬁ%nﬂﬁ/\ 1%, ASERBRIZIBV T, 1,000 ppm #EGREDKE
08 250 ppm DA GREDOMECTAFRIE Y o/ SE ISR DHFRER OB A S - = b
7225, NOAEL T 250 ppm (15 mg/kg A5/ HIZHEY) K& UMET 63 ppm (5 mg/kg
(RE/HFEY) ERE LTz, F7-, D EF'ﬁﬂ?ﬂ%ﬂi&@ﬁkﬁ@iﬁi%fﬂ%ﬁk@m“&P\?ﬁ@@iﬁé‘ﬂﬂ
fHEIZOWTIE, BRI 5T — 2 OFFHNThH 7= Z L b b1 &

B3 EZ ST AREBR DI 7 T XV TR AT SR o 7= & Lf:o

#£ 41 T v FEHVE 28 M)A HIEMEERMFE 0 AEGEE R D
R EE (mg/kg (AE/H)

55 (ppm) 16 63 250 1,000
i3 1 4 15 61
i3 1 5 20 80

#* 42 T v FEAWTC 28 ) HEMEREEFED AR OFEIERT R, GRIEGNZ)

e h& (ppm) JAi3 i3
1,000 T Y > BT FS T DRERRER OB | < BB Y > BT D eaRiiE~ 7
07 7 — DI DN
250 ULk 250 ppm LA T SRS Y LB IS D ARRER DEIIN
BEPEAT R L (250 DAFEAEDH V)
63 LT 63 ppm LA T
TR L
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7. HETERAEEMHER
(1) 2 HAEREAR (Tv M)

Z v b (Wistar 2. &t 218) #HW=v 7 7 XY LVoiReEkE (0. 50, 200 X
1% 800 ppm (0. 5. 20 X% 80 mg/kg AE/HIZAEY)) (2 XD 2 MRS ER N T <
nic, HHARE BIC 2 BEHESE, 5 1R 2 BIHOER (Fn) 25 2 RORER
[ZHW, #ERWEIL, B0zl (D7e< &b, HE60 B, M 14 BRI 2 GIRE
I ORK 14 AR . SR, HPEXR OVEE B 208 U Cilife L TG-S vic, m e i
ZF A3 TR LT,

BEMWZONWT, BEITERT B EHITA DN -T2, £z, —iIREE, ASh0H
FE, GEHRAERE . AR, [RINE VRS OB AT G TREIR T~ 2 528 XA DAL )
o7z, B2 #ARTIX, 800 ppm #HGHE (Fop) THARHIHENNAREIINEDIK T3 24
5. 200 ppm LA EFEGRE (Fo) CTIHERA QP OB EOIK T A LT,

EEWZ OV, B 1T, 800 ppm #5RE (Fia) THAERHKEOK FAHRD
iz, 32 HARTH R CHAERMKEDOIK FRA LI, AERIK I TIE R0, &
AR E S ARG EMRESIL. CNEBREICL DB L, F2. B
2 A TIE, 200 ppm BE5HE (Fap) KON 800 ppm & 5#E (Foa S ON Fap) CHEFLEFOAE
FEEPMET L, 200 ppm $E58E (Fo) TIIBELRFOMKREIL 23, 800 ppm & GHE Tl
FHAERE N OBEALIF ORI P23 E e hBlsi ST,

FIRR TR IR T 2RI SR o 772D, TR 1 X 320 < 7p s
o7, WERED AR~ DB G L DRI A Lo Tz,

JECFA 1, ARBkIZ31T 5 NOEL % 50 ppm (5 mg/kg (KHE/HIZFHY) EREL T
W5, (3. 6)

FDA 1%, ARBRIZIIT D NOEL % 50 ppm Ef%EL TV 5, (B 10)

R AR ERIAESGFEMHRESIL, ARV T, 200 ppm PLEEGEEO
B OIER K O gL OB EOK FIEONC EE (Fa,) OBEFLFFOEFR L OMAE
DIKTFRH LN &G, HEWLRNREIZ)T % NOAEL % 50 ppm (5 mg/kg
REE/FIZHEY) ERRE LTz, e3R8 HvRioiz,
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# 43 T v FEAVWe 2 HAETEER O ERERT

Beha 551 AR 552 ﬁiﬁ
(ppm) G P, o : Fia m) CHl - Fio, 0 Foa o)
i3 i3 Vi3 i3
@) | 800 |800 ppm LA 800 ppm LA T 800 ppm LA T - (REHGINEOMHE)
mMERT R L AT R L AT R L AR (Fa R
)
200 2L BETEDOIKT (Fa
IHEA)
50 BT R L
EM | 800 | - HAERHAEDIK T | - HAERHAEOIT | - HAERMAEOK T | « HAERHAEOEK T
(F1a) (F1a) - FEFLRFAREE OIR T | « BEFLIRFAER OIK T
- BEFLIRF O AEAERD | - BEALRFOELFRD
KT (F2a) KT (Faa)
200 LA 200 ppm LAF 200 ppm LA T - HEFLRHAE O | - BERLRHAEOKT
TR L LT R L (Fav) (Fa)
- BEFLIRF O AEAERD | - B O EAFRD
KT (Fap) KT (Fa)
50 TR L wERTRLZR L
(2) RESHHER (Sy )

> b (Wistar &, Mt 24 JUEE) 2= 7 7 XY LvoiEiE#E (0. 12.5. 50 X
1% 200 ppm (1. 5 X% 20 mg/kg ARE/HIZFY)) |
P52 4R 6~16 HIZITV, #REN) 2 410k 22 HIZZERAEALE LT-,
W~ L7,

B Cld, FETCHNIA LI o T, R 17 LTV 22 HIZ

Zk oI mEE

ABR ekt S Tz,
T R AR 44

200 ppm £ 5HE TR

FECHAMREOK T AR bAve, REINEIZ OV TIEL, 50 ppm U EGHE CTRUME

—JEL T 0 DRI, FEC

BB DTN B TlXe o 1o B E Tl R GICERT 25 XA b o T,
IHRERIE, 2 TORETRER (21~23/24 i) Th-oTz,
-L\IEI

D/b

B OIS G SR T D B e b B X bz,

JEIR T
Sz, &Efﬁ&tﬁﬂﬂ’n’ﬁi@iﬁdﬂ THRARIE e OB 237 540, 200 ppm #&58E Tl
BRI E DI BT R IR EDSBREL © 2703 o 72 (200 ppm #5-87f : 26/247 #1], %R

#E . 5/281 il, p fiE : 0.092),

. 200 ppm £ 5-HETED

LOSNLRN G,

(C YT OHAERHAR (FEYIB) DOIKFA %

INHDORRED S B 9 BlIXEIENE TRR

FECHATIREETH O BERIE ARG & BhET 5 Z LA RICAH b TN D 2 &

Fio. =7 v hORK TR, @
BeHITRRT A ETITIRWEE X BT,
AUT=73 (2/248 ) | FEAERIT
BTN 2B TII VW s E 2 BT,

FDA (3487123517 5 NOEL % 50 ppm & iRE L T\ 5,

;I =H==R
=P

34

(ZH 10)

AREEC B W T HBRIE R A b ILD Z b,
50 ppm HGHETHE (ZKEIE) 16
T —H OFHANTH O BRI TR R 72 2 Linb,
M3, 6)




* 44 T v bEAOWERARFMEABROOEMERT R

#55 (ppm) BE faIR
200 AREOKT (IR 17~22 H) - HZAERHAE O T
50 LA AT R L FERT R L

ATRCOFERD 200 ppm HEHAEZIUWTREM) X OBEVRIZ RS A BTz T2,
B HREEZ THRBONEE SN, 7> b (Wistar &, M 24 VU/RE) Oz 6~16
HIZY 7 7 XV VAEREE#S. (0. 200, 400, 800 Xi% 1,600 ppm (0, 20. 40, 80 X
1% 160 mg/kg AR/ HIZFEY)) L. #EREMW A ITIR 22 HIZZCEBEALE LTs, FEtERT
%3 A5 IR LT,

REMWYTIE, SEEBNIA DR T, ERPORE, (REEINEN OSBRI, B
FICEEMALIVT, BIREORER T LA BT 23R b7, 4
IRRIT. A TORETRHEE (23/24 i) Th-olz, —ME47-0 OEERIER. IR
F ORI, BERCEERA LIRS T,

FRUETIX, B GREC—NEY 7= OHAERHAER (FEUIRE) OETAL 1L, BifEta
BICHIS 5 200 ppm B HEECOFEIRD bz, BRIBOANE, P OEHET
(X, BEGREN O RREEO R TR E L O B3 A vz, BIRLORER T, 200
ppm & GRECRIREEC LA THEARIN B DA DAV IR REDSEIMN L 7223, Z OFBRCIIat
TR . BEIGERT 2EETIIRNWEEZ BNz, 1,600 ppm &-5-RE TN
I (EHEA 242 B/t (imcomplete lumbar bones) & ONEHEDZETE) 23 HALTZ7N (2/276
B) . FBAERITERT —F OFHNTH Y | B CTEITRDNST2Z e BEITERT
LEAETIIWEEZ DN, (B3, 6)

FDA 13, AABICBWTERGRHCRLOREE T2 6Nz & LT, NOEL Z#
ELRhoT LTS, (BHR10)

* 45 T v PEAWERAERFMEABROOEMERT R

5% (ppm) BlEW TR
1,600 1,600 ppm LT 200 ppm L _E
800 IR L - HARFHAE DT
400
200

JECFA |3, 52 2 #BkiZH1T 5 NOEL % 50 ppm (5 mg/kg ANH/ HITFHY) LEE
LTWng, (ZH3)

B eZ BB AERGEMFIAEST, B 2 BRIV T 200 ppm BLERS-
BEOREMW DR EIEINE O T RO 4720 O RIEEOK FAGED LN Z &b,
R K OB EIZ%E4 %5 NOAEL % 50 ppm (5 mg/kg RH/HITHY) LEE LTz, f#
FIEMEIIRR S B AL o T2,

(3) BESHHR (U9XD)
7YX (NZW fE, 15 JU/E) Z2HAWi=2 7 7 XY vosaflkn#s (0, 5. 20 X
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80 mg/kg (AH/H) (X HFAFmMFEBRNER Sz, NITERIFICKL VRS, &5
IR 6~18 HIZATV, AR 28 HICZCHSEALE LTz,

R CIE, SECHIIA SR -oTz, R, (REEINE, WiRR, FIER S, WA
WA (7 EYIBR) MEONC 472 OB R, LR, ARE S ORI
(CBETEER 2 52 B3 A O o T, IBRETRIIAEOE Y ZIF LOTo Rt S 720
ST, BREMOAEAARIENL, 80 mgkg (KHE/ ARG TR TRALNLR, WTh
bR IS BT o1,

FaR Do Pl OVE AR AL ZF6V VT L 80 meg/kg (AE H i GRED A TEIE AR (4.7%)
ix]‘ﬁgﬁi (1.6%) X 0-oemno 7175) RN B 27372 <. AIEDOFRAEN—DD
FIEVLICIRONTZZ Evn, BEICKDEETIRVWESZ 2 6N, (B3, 6)

(4) RESHHR (HHFXOQ)

UHX (NZW fl, 15 VLB ZHW=v 7 7 XU Lol 05 (0, 40, 80 Xi
160 mg/kg R/ H ., AL : Tween 20 K OB /L — A GHREIR) (2L D54 #EME iit%
WERE S Tc, NTRISICE VIFRS S, BEGE2IR 6~18 HIZATV, 4R 28 HIZ
FEEEALE LTz,

FEMWCIX, SECHIEA BRI o7, RE, REEINE, BeE, MRE, [FER
. HAERHMAE GFEUIBE) . MEEIEON #H’E%’n 720 OELFRRY S, FETRYE R, WRINAR
B, BERELOSEREI B GRS 2 BT Do T,

JRIBDITE, NI OYERSRAIZ BT, 80 mg/kg RE/ H UL R GHEOMERIZ S 13
FaHED FARIE ORI E 28T SALTZAS, V2 73 R ORFTILE 13 MakEo Fr s
HIEOBRI E 2B A B D 2 LD, FEICERT 2ETIIRVWEEZ LN
7o M OERER ERE, RE &, BUES) 2o\ T, B CTEEINA LT,
40 K1Y 160 mg/kg AT/ E BEERED BI04 1 P12 FRE RE RARITA LN o T,
BN T AR D Do T-, (B3, 6)

X EAWRATFEERR (O 7. QRUM@)] (2o Tik, JECFA (35 45 [H]
2EICBWT, Ihh 2RO EL N Y-FIBT 2 IE RIS T 2587 — % D
REND, ZIHORBRTIEIY 7 7 XV )VOMEFTEIE ORI B 2 B D BRI +71 2
ITHON TN E KL, NOEL 2% E Leh-7-, (B 3)

FDA X, U ¥&MAnWi-3AEERE [I. 7. Q)] &£AHETNOEL Zf#5L,
160 mg/kg K/ H LERE LT\ 5, (B 10)

R ZERESIHAEILHFEMRESE, AARRICBWTRGICL2EERA LN
otz Z Enb, Ziuh 2 R BRICEIT 2 EMW L O RICRT % NOAEL % heren
? 160 mg/kg AT/ H LERE LT, MEATRIEITERD B> T,

(5) HESMHHE (DHXQ)
R Y% (NZW &, 18 JU/RE) OIFE 6~18 HicY 7 7 XV Va0 5 (0.
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80. 320 X% 1,280 mg/kg A/ H3, AL : Tween 20 } U8 Avicel RC591 &7 SV
L. FAEmMRR e S v7e, BRI AR IS HiRE L7cBiid, 25 EALE S ViR S
Nz, 550 OEMIZITR 28 BIZEEIAVE S, 5, I L OIS T D3t
WMERTTAEDOBUEDS TR BT, mHTAa#R 46 (TR LT,

R Clid, BEICERT 2 CITERD 6T, RESUIAREEINEIC&R 51
BT B> o B EIT BB GHECENTRD LT3 B TR Lﬁo
320 mg/kg RE/HLL R GHET, IR 19~28 HIZ 3~4 BICHEN A B, &EIZX
HHDEEZ BN, Fo, FRGRETIE 3 HINCEMBEOWD DAL, K TRIC
1%, 320 mg/kg REE/ B B 58E TITIER DO L7223, 1,280 mg/kg AH/ HHGRET
TR BIER N A DIV, FEEREICE(LITA LR -T2, 1,280 mg/kg K/ H & 54
Tl B R ORISR, A S OVE IRIE IR RS G BASHEIN L. AR
B ONRIME R B MED NI LTz, TRIR O OB KT &R 512 L DB T A 5
nigmoiz,

N Do, PlE M VB CIE, 80 & TN 320 mg/kg fAH/ H % H-1E TR/

(abnormalities) M UOVER (variations) 737541, 320 mglkg (KR8 H BEG5HETIE, ,LE
EHWELHROBE (plaques in cranial sutures) . fiJE DA (fused sternum) ., 5—HE
*FOFRFEE (rudimentary first pair of ribs) ZEDERIK/R A B2 G DRI A BEITHE
U7z, 80 KU 320 mg/kg REE/ H i GHEDOEM] (Zn 2 4 B2 ) ORERIZHA
2 (malformations) 2375V, AEKGHEDR 202 &0 U2 AW 38ERE
#ER (O, 7. QRUM@W] (160 mgkg (KEH/HET) TIEINOHDELNA LIRS
722 & RO RT — BV TCERROFIER A LT Z Linh . 2 b OZEbIT 51T
BERTLH0TIERNEZZ LN, 1,280 mgkg RE/H &5 TIL, B

(abnormalities) M OE KA (AHH, OB, BHEFOLEUIHELE, BiEE,
M D22 H (protrusion of brown masses), FFHEDE1 Eﬁi@(hyperossiﬁcation)&U“H@
BER) OFAEFENEL ML, ZhbOFBIFIRILD 48%I12AH B, DGR
13 JEH 12 ) (92%) IZENRH LN, ZTHDDOFIITHRGITERT LD L& % %
i,

JECFA |3, ARz E1T 5 NOEL 2R M OMRIE & 612 80 mglkg AH/H & 7% E
Uiz, Fiz, R A LN Tz bl LTz, (B 6, 9)

BT B HIEIE L EMFEESIL, 320 mg/kg K8/ H UL ERGREORE)IZ
TRPEDS, IR GHEOBIICEHEREROBE, 8 O A, B IExtORFEEZEDOHE
IRV O Z LG R kOB EIZ 3% NOAEL #1770 d 80 me/kg 4
H/H &RRE LT, 1,280 mglkg (AL H oD R GHE T B 0 figai TR i
oDy, R B IED B DIV R W E CIERTIZMR IS Do T,

3 ARERICIRIT 2T, [D.1. Q) @ RUIL.5 (D] ORBRICHESEBE S,
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* 46 UY X AN RAERFIEABRO O

#ehH& (mg/kg AHE/H) FEh JiGIR

1,280 - B K OME BRI RS O HE N « B OV K72 A O LY
ALFRRIRE R OVEIIE R DEN | N DERL, DIEZL, BEEFOE
i TESUTH, BElE, M3 D%

- BEREIMHE RO H. FHEOBLTHE, EEE
320 LI - Wi - BHEREAROBE, MEmA. F—

- FE(HE DN WyE R OFRFEES (320 DH)
80 TR L BT L

8. REFHMFTE
7 v MY 7 T XV NVE eSS (40 mglkg (KE) L., —EPERERMTHONT,
V7T RYIUTIE, ROEENT, SRR, R, IR, 2 U AR SRR UMW RALER]
TR bl (BHE3)

9. ZDihDEMHER
(1) AR (F)
%‘Eﬁ*ﬁ%@ 1. 3 KON 5 FEOBGIZ L D EOMAMRER ClL, BGIERT 2 5%
RESRFT FIERED T, RIEA bR Lot (B 4)

10. ERZBITHHER

b R Tl U7 7 XV NAADIRERNRBBEOREDR DD, 7 7 XV L, Bo=a
IV LNEDRRTHLT A AV T IBIVERT 5728, Isospora bellii (Z/EG% 7=
HIV EYYE BRI G SN TWD, A Y AR—FRED THIEE @ #) (27 HMY 27 7
XYL (200 mg) Z#HG-LIE ZA, BIRTEROUGEEN LIV, FTHRIEREE LT,
G XD EWERITRO biiehoT-, (B 3)

7 VT RARY DT LFEOIRRDT-, [k HfET HIV BYYEEE 1 #) (227
TRV NN SN, FOROIFEKE T, #ENS 7 )T NARY U LDOF—
A RINGERITIHAR UTe, BB RISREALFHI N T A — 2 IURD B ITREH SN TE 5T,
BH%D S B BB O T HREEIT -T2, (B 3)

1. WEYMFEHEZE

R OB EOER (11 &), 77 AR ORMERE 2 5 DEih R MR (6
FE) K ONEDIRIEMEE (5 ) 2 W, invitro\ZBIT 527 7 XV VOHHEIER N
PRS2, 100 pg/mL (BT 5 Y7 7 XV VO EEEEIIEE T 2RETH Y,
PUIETEMEITRRD e o7, (B3, 4)

BIDFEERTIL, Bacillus subtilis @ 2 ¥k} O Sarcina lutea * D 1 kW TT 7
R Y NVOTIEIER RN STz, ¥7 7 XY JWZHIEERIZERO b o7, (B
3)

¢ TRHO/IE, R OMO BT O IUEME ORI RN B D,
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. BAEEZETM
1. EFHEEEIZH TS EHM
(1) JECFA =&+ 55

JEFCA X, &FED in vitro O in vivo Di&lnalEERIZ BTl i@n’i%f))@ EZYL
s, U TR VTEREEEA LW EfbEe Lo, 1995 S0 45 [Rl%
BT, U FERAWRARERRICBNT, 7T XY /D@HEW&W@;@F@%M
BROSKIE LTS Z ENER S, REMO Y 7 T X0 ~DZBH MR Y & OVEFR
AT 2 DICH 72 ETH T2 LWV I RHLA e E s Sz, (B2 9) ADI
X, ~ U A& W 2 FERNBMERIE R D AMEGFE B TS 5 7= NOEL 3 mg/kg {AH/

2225 E LT 200 ZAH L, BER7: ADI & LT 0~20 pg/kg (KE/HZFHE L
7=, (ZH3)

1998 D 50 [AISAIZBW T, VX & 758 d RS OB IIRRBR 2 R &
iz, BIEERIT JECFA OZERIZWEST2HDTHY . +oED Y7 7 XV VHTHREY
RG-S, BRI E DI E W K ONFREZ DR S vz &l Sz,

TNHOMBIZEESE, ~ U AE AW 2 EMIEMEERE N AEFERERICB T D
NOEL 3 mg/kg {K&/H %, 27 5 XV L0 ADI ZRET 5 1= D b g7 de ki
HE & L7, JECFA Tlid, Z ® NOEL 224454100 %@ A L, ADI % 0~30 pg/kg
RE/H EFRE LTz, 20 ADI X, 7Y KRBT AR OMERFEIEICT LT, il &
t, 10,000 [EOZEIREHET HHDOTHDH L INTWD, (B 9)

(2) BRINIZE 1T 55T
EMEA X, <7 2 &A= 2 FERIEMFEM RN ARG R TS 57 NOEL (3
mg/kg FRFE/ H) 12204485 100 %58 L. ADI % 0.030 mg/kg R/ H L3 E LTV 5,
(&M 12)
0%, SCAN IE. BT o7~ NOEL (2.9 mgke (KH/H) 10224485 100 %
J#A L. ADI % 0.029 mg/kg fKE/H & %E L TVW5, (B 13)

(3) FDA IZ&IT 55

FDA 1%, 7 v & Hvvic 2 ARVEGRER M O A i CRled b7 in R E RIS
%95 NOEL (50 ppm. 2.5 mg/kg AE/HAHY5) (24424550 100 Z@#H L, ADI %
0.025 mg/kg RE/H L EL TV 5, (B 10)

2. SHFHEEZIZONT
(1) Ef=EMHHARRIZONT
BEEPEC OV, SFELEERRNEwE SN, WIhbEgoERThH D Z &
Mo, U7 TRV VIAERIZE > TRIEE 2 8@ RN e B2 oz,

5 MR, [O.7. (D RUQ)] oL F—otii L Bboh 57y, FEEEROBER L e S
B ZOW T BER S S Tun/eny,
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(2) BREFEHRERIZONT
HAMEFRIECOWTIE, U U A Ty bUIA X & T SRR FEhiE <

iz,
F7E AT R CA B, HIRE &R, /NEFOMEFIEE R, B0
??Yj:%kkf% D 71:_0

HKOHIEWHETAHALNIEIL, 7y MEHWE 3 7 HHEOREEGRERICE
200 ppm FGEEORED/NEEFOMTRIIAE IR O N & OV &Qﬁi@ﬁkﬁ@ﬁig@ﬁ—lrf
BV KD NOAEL ;UMD LOAEL 13741 H 50 ppm (Z4LE41 4 LT 6 mglkg (&
H/HITHY) ThoT,

(3) EBHEERUENAMRERICDINT

BT OWNTIR, T v N EAWTZRER CIIABRIEE Y B OFRRER DL 3
A, A X RO~ 7 A% AW TIEEITATIR~ORE (1 X FFHBE T oM
FEERLOEENN, ~ 7 A o/ NEEFUUERTIEER, R & O PEIRIROREIA L 2 £ 5
NEREZ) AL, RHIBRWHETALNIZEEIY, v~ A Z MW 25 22AO
& MEFIEE D AMEDFARBRICE T D 63 ppm HEREOHEDIFIE~DEETH Y |
NOAEL (X 16 ppm (3 mg/kg {AKE/HIZAY) Thoto, 728, 7 hEHWZ 31 H
M OIREEFE 538k TI3EZ >V C LOAEL (6 mgkg RE/H) MF 50TV 2h3, 28
> H B OIRET 558 ¢ NOAEL (5 mg/kg (KE/H) MHER SN TV D,

ERAMEIZONTIE, v T AR T v bERAWEEERNI S, 7 > MZBWT,
D FUPR AR ARAE K OMED#IGHFRRR O & N IO NME 3 B BTz, LasL, 2O
IHEFRNZ DWW TR, BRI ERT — 2 OFIHNTh 7= Z LnbibIz L b
WELIIEZ %zm“ AR 1XT 7 T XV JUTFEN AMEF I DR T2 &l &
Nz, ~ v 2% AW BR CIEREN AT SN -T2,

(4) EBAEESHHERICOLNT

AR AT OWTIE, 7y FERAWEBGERR, 7 v N5 g4
R I < Tz,

7 v N Az 2 RESEEERCIE, 200 ppm DL EEGEEONEN) (Fa) OHRK
UL DR DK T LY @J%@%’E?Lﬁ%“ ZRITDEAEOIKTRRD b, HEW
&U\ﬁ@ﬂ‘@ 2%t %5 NOAEL 13 50 ppm (5 mg/kg K8/ HIZFEY) ThoT-, fEAEIE

(ECAY ISV AWAYIEEoY

7 v b E AW AT R CIE, 200 ppm BEGREOREMWNARE O T LY
720 OIRIREEDBD A G, B N ORIRIZx3 2% NOAEL IX 50 ppm (5 mg/kg
RE/HIZFEY) Thol,

WX W RAEFEERBR T, 2 BB CREAEICEWTEER AL N7
23, ol s 1R [T, 7. (5)] (28T, 320 mg/kg {AHE/H LA B 5HED
REMCREEDS, I GREOIRILICBHE GG OBE, ME DS, 5 raxtoFIEE

SEOF BRI A LI, BEW R ORRIEICKT 5 NOAEL 13221 80 KUY 320
mg/kg RE/H Th -7z, 1,280 mg/kg RE/H O HER GHE T O R erEN

40



D LIV, REMI DT SN2 W R TIMERTTENEI LA B e T,

3. Bz EEICDLT

7T XY R, KFERCEERBRICBOL W EEEORRPE LN TR, <
U ARKNT v b E TR D AMEDFE BRI I W TR AMEDZED HAL TV
RN ENS EEEERNAE TIIRWEE 2 B, ADI ORENFRETH D & f)
Wr =47z,

V7 T XN NOBFEFEMRBROME RN O BIRWHETH LN EIL, v~V A& ]
VW 25 D H RHEMERM D AMEDFERBRICIIT DAHRZA TH Y . NOAEL /% 16 ppm

(B mgkg K&E/H) TH-o7-,

277 XY LD ADI OFFEICYS 72> TlE, D NOAEL I22244%%% 100 (Fi7= 10 K&

OMERZE 10) 23 L, 0.03 mglkg (AE/A LERET D Z L AEYITHD LEZ LT,

PbEY, 27 I XV NORGSERFEZHMHIZ OV TIX, ADI & L TROEL AT
LT ENEE EEZBND,

77XV 0.03 mgkg A/ H

FBBERITOVTL, Uik HlRs R 2 & A B E B O B L 21T 9 BRICHEER 32 2
R NAR
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& 47 EREEBFICH T E5EHBROESEEFOLR

ot BhHE MR (mg/kg (AE/H)
B | PR (mg/kg IRE/H) JECFA EMEA FDA
~ A |3 AM |0, 200, 400, 800, |30 1 200 ppm (£ 50)
fiEMERE | 1,600 ppm (0, 30, |/NEEFCEAI | 800 ppm (200)
MO 60. 120, 240) JEAR () /NEE AR
(REE& 5 R
3 22HIH 1,000, 2,000, 3,000 —
HiZAMER [ ppm (7 290, 500, | 1 T.Bil &k
@ 850, ME290, 610, | (KE) . AFEEEHEIN
920) () . /INEFLE
(EEE# ) AR () |
AIRE 2Rl (B
2573 10, 16. 63, 250, 1,000|16 ppm (3) K16 ppm (2.9) | —
eMEsE: | ppm (HEO0, 3. 11, [/INEHULMATHINE | 63 ppm (14.1) |63 ppm LA TH/
P |47, 190, M4, 14, [JER, JEI6L /NEEFRLOERTHRE | FROEE
ANMEREE |53, 220) BN L JER BN L
(REEF5) FERANEIR L (104 FEMFEMN A
FDA #51# (1,000 MakBR & L CRiH
ppm : 1 185, iff 217) EhTwnb,)
Zw b~ |32 AM |50, 200, 800 ppm |/ 4, ift 21 1 50 ppm (4.38) .
fatEs | (4, 17, 69, #ff |/NEFLCPETFRL | 200 ppm (20.8)
PO 6. 21. 89) R (M) . FEIAME |/NEERR R
(RER 5-) AN (). FFER (JEK
HEM
3 /72A 1,000, 2,000, 3,000 —
MaEs | ppm (71, 140, |/NEEFOERFMIG
1620 210, 82, 160, |JEAK, HIfE 22kl
240) (1)
(EEE 5
12 7°H 0. 16.63. 250, 1,000|6 63 ppm (5.76) 63 ppm
MM lppm (FEO, 1. 4. |IBREIEY L o3Eioo | /NEEFULPEFRRE | 250 ppm BLETHF
P 18, 74, ME0, 2. 6. |FAMEERODLERE R, BB Y /| ik, Al K OGS IRE U
23, 88) BHOFRRER DR, | /il T 5/
(EEEH& 5 Jiti~D YA kA
28 727 10, 16, 63, 250, 1,000 |4 63ppm (5) —
MEMERE | ppm (BEO, 1. 4. |MBFIEY & | IBEIEY > )Eid | 250 ppm LLEThe
MEFEDS |15, 61, MEO, 1. 5. |FHFkERKO BN HHARER DN /INSR OO FEME
ANMERFE |20, 80) BN L TN AR L HEVZ FOR BRI K OY
(REE ) HHEEL GRS, D 1.
RPN R oD HE e

moHov, L, F
BN cia<, &
Wy B
BRAERLE SN
77
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2 #AE 10, 50, 200, 800 ppm |50 ppm (5) 5 50 ppm (2.5)
BiE (0, 5, 20, 80) |RIENY : {EEHEIR) | REENY) - (KSRGS | REEMWIG T AR AL
(EEE#5-) BN - BERLREAEAT | L OB E O | T
FNOMEREOIKT | EEh « BT
AT L =SYVEONLNE LI
TEETIE2 L
AN |0, 12.5, 50, 2005 5 50 ppm (2.5)
(27 |ppm (0, 1.25, 5, |RHEWY : (KEHSIM | AT L REMIG I AR EEAR
E) 20) il i
@0, 200, 400, 800, | JR!E : KEKT A2 L
1,600 ppm (0. 20. [fE&EMEZRL
40, 80, 160)
(EeR#5-)
T |2 B (D0, 80, 160, 320 | FEMEEE R L
SEErE | (RERR D RES)
(FHE:R |20, 320, 640, 1,280
ERBR 2 | (REEE &5
R
A0, 5, 20, 80 BT — X RFyr | L —
® (FRfIRR 0 e 5-) D7z OFHlE AR L
FAENE(0, 40, 80, 160 — 160
® (FafRE 0 5-) AR L
FAEHE |0, 80, 320, 1,280 |80
©) (SRR P52 5-) JBIR : BEERE R
77—, WEREA.
FrERERE
A X 372HIE |0, 5, 20, 80 20 20
MatEs| (7 ukng | FlaoMIREls | A EiEoOMiE
P 5) BUIFAE~BEO | BIFAE~BED
FERLREZORN | FERDIR AR ORI
1277 |0, 5, 20, 80 20 20 20
e | W7 euknd  |[FEoMZEs  (FaoMEls | FFmRoZ2ql
P ) BUIFAE~BED | BIFAE~BED
FERLIREE OB | FERDIR IR OB
T ADI (mg/kg (A5/H) 0.03 0.03 0.025
NOEL : 3 NOEL : 3 NOEL : 2.5
SF : 100 SF : 100 (50 ppm)
SF : 100
FVESAHY ADI 3R ERR IV ) 25 7> H M |25 2> H R | 2 HAESE & O A4
FINIMEDFEFER [ AMEDFERER | R (T v )
(w7 R) (w7 RA)
ADI (mg/kg A&/ H) 0.03 0.03 0.025
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(RlIHR : REMEFHD

PR Zay iy
ADI — A EIGETEE
ALP TIHIVRAT 7 5 —F
AST TARGXUET I ) N7 A7 27—
(=72 I Ay a7 27 I7—8 (GOT) ]
AUC T Ll TR
BUN M JRFE R
Crnax i (%) iR
CVMP RN =3 e A T R R B
EMEA BRI AT
FDA KIER L EIE T
GC HAIa~< NTT7 4—
GC-ECD R E TR a~ N T T 4 —
GC-uECD WEE R E T A e~ N T 7 44—
HIV b MUEREY A LA
HPLC-UV UV g & mdigik s n~ 797 ¢ —
JECFA FAO/WHO & [RI e in IR IR o il
LC/MS WRiR7 v~ 7T 7 4 —IEESHT
LDso FHEIEE
LDH FLIEI K SR %R
LOAEL e/ Nt
NOAEL ilicessa e
NOEL R NEEE ] =
radio-HPLC TV - mRRR s a~ N7 T T 4 —
SCAN RN Z B BRI BT 28 ¥ 284 (The Scientific
Committee for Animal Nutrition)
T.Bil weyrey
TP A=y
vd BARITE =
WBC H M EREL
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Bih, W EOBIRSHEAE (FFN 34 FEABERE 370 5) O—HadiEd 57F (F
B 174 11 A 29 BAY, JBAEGE SR 499 )

The Merck Index, 15t Ed. 2013

JECFA: Diclazuril. Toxicological evaluation of certain veterinary drug residues in
food. WHO Food Additives Series, No. 36, 1995, nos 859 on INCHEM
http://www.inchem.org/documents/jecfa/jecmono/v36je07.htm

EMEA: DICLAZURIL. Committee for Veterinary Medicinal Products, Summary
Report (1), 1996
http://www.ema.europa.eu/docs/en_GB/document_library/Maximum_Residue_Lim
its_-_Report/2009/11/WC500013726.pdf

EEARREI, FILIEE, 2004 £F

ARA =T 4V U=kt 7 7 XV VIREEREE (1 AR—F LT R) 5%
EDTZDOER  (RAR)

FDA: FREEDOM OF INFORMATION SUMMARY, ORIGINAL NEW ANIMAL
DRUG APPLICATION, NADA 141-268, “PROTAZIL Antiprotozoal Pellets, 1.56%
diclazuril Oral Pellets Horses”, Sponsored by: Schering-Plough Animal Health
Corp., 2007
http://www.fda.gov/downloads/AnimalVeterinary/Products/ApprovedAnimalDrugP
roducts/FOIADrugSummaries/ucm062320.pdf

JECFA: Diclazuril. Residues of some veterinary drugs in foods and animals, 41/8,
1995 http:/ftp.fao.org/ag/agn/jecfa/vetdrug/41-8-diclazuril.pdf

JECFA: Diclazuril. Toxicological evaluation of certain veterinary drug residues in
food. WHO Food Additives Series, No. 41, 1998, nos 921 on INCHEM
http://www.inchem.org/documents/jecfa/jecmono/v041je08.htm

FDA: FREEDOM OF INFORMATION SUMMARY, ORIGINAL NEW ANIMAL
DRUG APPLICATION, NADA 140-951, “CLINACOX™ (diclazuril)”, Sponsored by:
Schering-Plough Animal Health Corp., 1999
http://www.fda.gov/downloads/AnimalVeterinary/Products/ApprovedAnimalDrugP
roducts/FOIADrugSummaries/ucm115944.pdf

EMA: Diclazuril. Committee for Madicinal Products for Veterinary Use, European
public MRL assessment report (EPMAR), 2013

EMEA: DICLAZURIL (Extension to all ruminants and porcine species).
Committee for Veterinary Medicinal Products, Summary Report (2), 2004

W
=

http://www.ema.europa.eu/docs/en_GB/document_library/Maximum_Residue_Lim
its_-_Report/2009/11/WC500013730.pdf

European Commossion: Report of the Scientific Committee for Animal Nutrition
(SCAN) of the Extension of Use of DIclazuril (E-771) to the Feedingstuff for
Rabbits (adopted on 28 April 2000)
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