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FAERERSAICHD 277 XV b) (CAS No. 101831-37-2) (ZOWVT, A HERBRAGRE
L2 TR AR R 2 520 L 7=,

P OB X, SEpEhie (TR, Ty b, UHE BE B K B
OEEE) ., B (B E K U9E, 3B BERBKOE L), #Eamtt, & iﬂﬂ (v
DA, Ty b UPEROS X)), fEAMEE (VA Ty b UHEFROAS X)),

TN OFENAME (TR Ty RO X)), BiEsAEREE (T v AT H) | 7@%
FHIREEORBRGE Ch D,

BFER RIS T TN L ORI SO TEY . ~UAKRT v & H
N BRI FE DS AP G ERERIC 35U TR AMEDGE ab%;hﬂv;cu\* e, VTR
U VTGEREER N AE TIERWEE 2 b, — HERFZFARE (ADD) ORREM AIEE
b5 &Sz,

FHEFERROFERD DR DIROHRE TA LN EIL, ~ U AE Wz 25 1 ARE
PEFEE D AMEDFERBRICB T DFRATH Y . R (NOAEL) (X 3 mg/kg {AH/
HTHoT=,

bz b, wvREMW 25 2 HEMEERDS AMEDFERERO NOAEL 3
mg/kg AE/ HIZ, 224485 & LT 100 (Fiz= 10 K& OMiE{A7£10) % H L, ADI % 0.03 mg/kg
{KE/B LFRE LT,



I. i REBYMAEEROBE

1. A%
T HURERA

2. BN SD—H%%
g o7 XYL
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

CH Cl
Cl Cl MNH

7. FHRBMRUERIKR

I TR, XU T R F= N LVOFFEIRT, 1ol VU LAITH D, (B
M3, 4 v 7 XV NOERBFITIIEMICITA S TR, 27 Yy JEOME
PSOTAMATEINAER L TA— A b 1o ATHIE L, AERE2IET S EEZD
ncnsg, (B4

WA Tl BRINEC, BRI SUIETRRRII & L T4, 3, B, ¥,
FEAHE (W%, BME (replacement pullets)  OVETHLE) M OSSR £ B FEICfH
&, FEA8E GEINEZERS,) UL 1 ppm OREEE S, T4 ROTHEIC
1% 0.25% 81K D 1 mglkg REOFE OG- THWHATWS, (B3, 6, 7)

U fa- O RE, FORMATRZBWCTHEED TR Z R L, TN oBNER LT A 2— |
(zygote) L7020, WWCHEENEZ AT HA—F— 1 (ookinete) (Z725703, ZDEFITIERK I
HWEN I ONEEEHETAH—T Ak (oocyst) EVV9H, (B 5)



AARTIE, V77XV NEERTL2E8AERMIAR S THRY, £72, B M
RIS E L THEH S TW2RNY,

EWNTIX AT ¢ 7 U 2 MBS 9 FRR B 205 E ST b, (B 1)
F7o. BEAEIMIE DA R — R b LT ZHZEICE O R EERE AR D A o0 B
NRENTWD, (B 6)

2 SRS 17 AREAR G 5RE 499 B2 Lo TED LA R EYEE (B 1)



I. REHICRIMEOBE
AR E T, JECFA FEfE (1996 KN 1998 4F) Zat Lz, 7 7 XV LD
PEICBIT D ERMA B LT, (B 3~13)
FRAE MR 2 BRI LT,

1. EYBREER
(1) EMEFRERER (Sv kM)
UCHERE Y 7 7 XY V& W= T > MBI 5 s 4 B S b,
OG- (10 mg/kg RE) Tld, MIEFHETEMEITE S 8 R ISR mIRE (Cnax.
1pgeg/ml) (TEL, P27 7 XV Lo AUC ITRHEHEMD AUC DK 75% Tdh - 7=,
B h4% 24 K C, &EGED 0.2%08RHIZ, K 90%AEPITHRE S, £D5H 86
~89%XT 7 T XY N ThoTe, 4 FOMERBIEFEY DR S, T Ok
FHEMEIIA % 1% ARm Ch o7z, (B 4)

7 v b (Wistar &, ) (2, MC IR 7 7 XV L (BRE/KIATR) % a5 (10
mg/kg KE) L7o& A, BE%Z 1 BIZREGED 90%0NFEHIZHR S -, &G4 4
HIZIX 92% 233 H1Z, 0.04% D3 RHCHEE S 417, #EH ORBEGHEMED K31 IARZ
DT ZRINLTHY, G QFEE 1X0.5%KlliChoTz, (B3, 8)

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

FERAER 1K 2ITR LT, 7 T AV VORI T, 5B RS IXME b
ORNEDD BRI ST, R ORBEHEER N 7 T XV VREETHR G- 8 Rzl
ERE (891 ugeq/mL) 12 L, AUCo-.i%, #GHEMETIZ 86.0 ugeq - /L, ¥7
Z XYL TIL685ugeq - h/L Th o7,

51 H% F Cld R BEHEEDIZ E A LT 7 7 XV IV TH S T2, Dk,
2T T XY IKSHEGHEE D IF R 2 1R U, $EGHEMED, i/ s o= L
1359 0.7 T, IfER (blood cells) ~D3ARIIMENNTH D Z EAVREINT-, EFME~D
AT T H T2, BANIMENTH o7z, MBI DR ORHETE:
IREDOEIGIL, AR TIEA 50%, B, i & OVIECIEHK 20~30%. iR OIMTIE 5
~T% Tholz, T OWERITHEMMET, ¥ 27 7 XV L OHEHIT 36 FFH. #EEHTE
PEOHHHNIL 53 R CTh -7, (B3, 8)



#1 Ty MIBITD UWCIER 7 7 XV )VEERR OG54 0

138 K OMLAEh DR EFHEE

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

oy | T G
" POES 1 2 4 8 24 48 96
M | TR | 69=7* | 20053 | 50087 | 723126 | 54459 | 45029 | 21867
e TR | 10459 | 295768 7105107 10352222 | 82271 | 673561 | 3325110
UD | 12013 | 323489 | 843113 1,213+198 | 80675 | 578+31 |215+ 101
* . B+ SD
= 2 P ORESHENYE (TR) KO Z7 2 XY )v (UD) BE (ugeqlg)
St} HIE BG4 (R
POES 1 2 4 8 24 48 96
w | TR | ND ND 0027 | 0058 | 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 | 0101 | 0252 | 0263 | 0183 | 0.70
" 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
wpg | TR | 0.037 | 0111 | 0257 | 0863 | 0318 | 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 : &g
Z v MZUC 7 7 XY Wik s (10 mgkg (A8H) L, 84— 7947

74—

ZX VRPN DT, RERITR 1 KO 2 EFERTH Y |

TikbE <\ AR R ORI Tl bR~ T2, (B 8)

(2) EYFESHER (IIRARUSY )
~ A (Swiss 27 /vE | MERER 20 PT) & OYT v b (Wistar 4. HMEHER- 20 [T)

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

Y UAKNOT v MEGR LTz

W LTI=b 0L HEE ST,
FERER IR LI, ~ TV ADIMIEN DT 7 T XV JVHRE IR CRIFLE CTdH - 7273,
7 v MOMER DY 7 7 XV VBEITHEL D LT 2.2~2.6 fEE -7, WEWRE L b
2, V7 7R NOEF R CORFFRITE G-I L7223,
L TV DT DEFEDFRD BV &

(B L2207, EHRET
Ezxbil, (BH8)

(. BRI DMEEFS

SIATITH R

. 3 HOHAMPFIAE 1 kg H72 0 OFHEITR 50%

< DY IG5




# 3 ~UAKOT v MIBITDHY 7 T XYL 3 9 H R 5% 0
g i ZisEf oY 7 5 XV 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%
@ HExkS @EOHS5)

T (3 N 12 IE) & e UC Y 7 7 XU VO EERE O$ES: (1 mglkg
KE, BT 7)) 1K 5I3EYEhRERERDS 2 BRSNS vz,

PER I C, 54 48 BRI G- B T0%AFEHIT, 3% R I HE 4,
Feh%z 10 AEIZ, &EED 98%LL - GEMRTYRT @ 91.3%., M @ 6.7% & H#EE)
PRI ST, ISR S OSHEEOBHIL I < )y (BREED 0.02%FLE) TH-
722 Enn, B A~OHEI IO TN E 2 B,

PRING I3 FEA OB S, ERLOIXT V7 a LU S R TH -
7= FERCIE, BEHEEOKESL 7 5 XU L (EE5EOK 66%) THh Y . HiEkH
OIEGH DRSO b, IREOEPOREIE, WITNLEGED 2% FTh
>77,

THX (12 8) ZHAWEBRCIL, &5 6~48 R ICImSE R HEHEED E IR
HE (1.03~1.15 ug eq/mL) (2L, 5 240 FFE%IZ 0.041 pg eq/mL (28 L7z,
e 5120 Witk & COMBETHENEEDO KT I31ET 7 Z XV VT, fE S O R
DIERAIN L 2~2.5 H Th o7z, Mk ~D/A0 (3 4) 12E)T, IR,
filig (8 H) ZBrZ i LR Ch o7z, FFIRT OBSHEEIIES (Tt &, 7%
BB E B/ T HVEI W EZ OGN, (B3, 8)

F 4 UYXIIRIT D UCEERY 7 T X VERRR D &E% O
HERRR OREEHEMERE (g eqlg)

- 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
Mk 0.88+0.20 1.12+0.34 0.29+0.10 0.05+0.01
fh 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)
Y (16 XUH48 L) # vy 7 Z X Lo 14 H [R5 (REFHEE : 1 ppm)
HERN 2 BRI S, Mo 7 5 XV VR4 HPLC-UV iE (B&FER : M
1 0.05 pg/ml) 12 &V lE L7z



fERAZ R 5 1R LT, MAEHIREIT, IBEEF S 10 HUAIPIZERIRRBIZE L, 0.89
+0.17 pg/mL TH-o7=, MRBREEICRW T, JHRFEEIE 2~2.5 H TH -7, (BIR
8)

#£ 5 UPXIIBITALY 7T XY )L 14 B REHEEIERE#O
mAEF o7 7 XY VERE (ug/mL)

SR s G2 A (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 EMEE RS [T.5. (D] GRSk 1:0, 80,
160 i 320 mg/kg (AH/H, #3822 : 0, 320, 640 XiX 1,280 mg/kg A5/ H % 4]
R OPEG GREZKIAIR)) 128 T, AR 3 TCici i 2 MuEF o> 7 7 XY JUREEMN
HE ST, Fo, BAmHRER [D.7. 6)] G 3 : 4k 6~18 HIZ 0, 80, 320
X1E 1,280 mglkg {KE/H Z5filie 0 5 (BRE/KIAIR) ORFE 2 DTI2isi) % g
Y s 7 XY VEBENRIE SNT-, BBk 1 CI3E5EME 10 B O E 0, 2, 5, 8
F O 24 BEEIIC, 38R 2 TII&REBIMA 13 HRO#E 0, 2. 4. 8 U8 24 HE#AIZ,
RBR 3 Tl 18 HO& 51, 2, 4, 8 KON 24 HFif# 1Ciifk 2+kE L, GC-ECD (&
IR : 0.05~1 pg/mL) XV HEIE LT

fERER IR LIe, ZNWHORERNG, 27 T XV VOGFERIN N OV B 755
RENT, ETORBRICBWNT, V7 XY NVEEOKTIImO CTELS, 75X )
JL O IHEH O N R OSSR AE A3 7R Sz, BT & ONAIE R O 2B N 640
mg/kg K/ B LA R GRETIE, WIETFID =6, Mo 7 5 XY VR ERRA
72 BRI IR A DR o Tz,

JECFA (%, AiRBR)>5 13 Cmax ° AUC O#I2F T TX Aoz LTS,

(&6, 9)

10



# 6 UHRIIBITLVY IRV NEARGHOMIE DY 7 T XY VRE (ug/mL)

R G5 BG4 (BFE) 2
o (mg/kg {KHE/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“!i#%kf%ﬁﬁé 10 A%, #BR 2 CIIXGBIMA 13 A%, #BR 8 CILXGPikA 12 A% Ok

b : @R 1 Tid 5 R
c @ PR 3 TIE 1 WrfHlTR

(4) FEWEhResEiR (%)
2 (3~5 Hifin, e 4 B OME 2 BE/EE) (227 7 XUV (1%REIK) % HER O &5
(5 mg/kg {AHE) L., HGANEONCHEE-2, 4, 8, 12, 24, 48, 72, 96, 120, 168 &
X240 B ol o 7 5 XY VRN LC/MS 12 X 0 HlE Sz,

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

(5) EMEREAER (F)

E BH) 12V 7 7 XV )L (0.26%8E1K) A HEREN KL oF8S (1 mg/kg (K85)
L. SYshiesBng 9hE Sz,

V7T AV NORINITD 72> Tz, MBETIREE IR G- 24~48 Riff2 I & E (0.012
~0.016 pg/mL) (ZEL, ZOMOKE TIIEERA (0.01 pg/mL) Kifich-7=, (B
M3, 8)

FE O (227 7 XV (0.25%0E0%) ZHal (4 Bisky) X218 (4 LT
W) JREFE G (1 mg/kg (AE) L., Mig&OKARRT 7 7 XV VR GC I
L HEINT,

MAEPIRE 23R 7TI1R Lic, A i FERITEROB VB Emo Tz, Mg
RERE XS 24 RIS A B, PIEHRGRFTIL0.1520.10 pg/mL, 2 A 5FFC
1% 0.08+£0.02 pg/mL ThH -7z, AUC (FHEHEEGEET 10.5£7.5 pg - h/mL, 2 [Al&5#F
T 4.8911.51 ug * h/mL C, YHIIXEERGEET 30.65.9 K, 2 A GHET 28.0
+8.6 KFH T o7, THA NN Nl TRk Ch -7, (B 8)

11



KT FIBITLHV7 7 XV EREGHROMETOY 7 7 XU VRE (pg/ml)

. mer e 5% A (H)

e 05k n 3 = -
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 (&)

BIF MBS (equine protozoal myeloencephalitis) DF (28H) (P27 T XV
NV (FEAAT VI v ZBF) 2 21 ARG (1 mgkg (A8/H) Lz, £/, Hlo
J B AF— =3B TIE, B 6 ) 127 7 XV VA HEFIRNES- X3 7 7 XY
DLy NURIZEEREORS (1 mgkg (AE/H) L7z,

Ny MGEIE RER ARG LTCRICBIT 507 7 XU VoA FRIFIERITH 5%
EHEE STz, SRR OE (2 31) OMERERT O 7 7 XV VIR, i
HEPREOK 1~5%Th -7, (BIRT)

B (P77 vy N, 7770, 74 —F =R AR N~ A2 o TFE, 2~8 7%, M
NOEBES 4 BHE) (207 7 XUV (166 wiwbem A~ L v MUFl) 7 42 AFEEE
5 (1 X5 mgkg (AHE/H) L. MEHDOT 7 Z XU VRERIIE Shiz,

1 mg/kg KT/ A &GO EFRIEIZ T 2 P MmAE PR IL, 2,000~2,500 ng/mL
Tdh-7z, 5 mglkg R/ HERGHEOMBEPREIT, 1 mghke K8/ HEGHEOR 2 im0
ETHolz, I, MEOMBEPREDT ML VD bIRWMEA AR BN, (B]T)

HEEH & (1 mg/kg (AE/H, 28 AS) KOS INESERFIREDOEZBRET 5
&L Ny MUKl DS (1 mgkg (AE/H) T, EHEIREEICIS T 2 IEsER T O
U7 T RUIVEREIL, 20~70ng/mL £Ex bz, (B T)

(7) EYEnasstiR (%)

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

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

(8) EWEREAR )
@ EEKRS @ORS)
WHABOORIZ, MC EERY 7 7 XY VBRI mgkg (KE) L. )
iR B i S 7,
BEBEORHIIER 24 FFRURNICHRES L, ZOIRTERNT 7 T XY AT
bole, Btk 10 BT 2 REHRIERIT 95%# Th > 7,
iR A2 8 1R LT, MM ORERR PR Caom S i & Ao 7o, P
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EMEL. TR b= R UALERAWTE R B 2 U BT eaic B S,
MEBESHEMEIR S 138 5- 6 iR IS Al (1.6~2.0 ug eq/mL) (ZEEL ., VHAR
3K 50 K Ch o 7o, MR HERTEMIR B TR L U 2~10 f5K<, HE
AU A & FIREICK 50 BT o7, FAAIERSICIT D S HE R I
fiB e OVE g Cle bR - 7,

Pt K ONHg R ORE 3 RE S iz, 5% 0~96 REEI PRI T, A
¥ DM5 3% 580D 5.3%% (572, tOEHMIL 2% A CTh -7, G DM5 1%
BFEICIZRIE SR o=, N T O O F VBOEE N E D% ONRIZ L - T
Sz 4-73 /267 nn-a -Zuanz7c=)) BT R= M) LD
HERTH D Z EWRESNTE, BES 24 FFRBZ OB CIX, ~27 7 XV LH 90%LL 1
o, it Snen-o7z A%k, (B3, 8)

# 8 TR D UCHERY 7 T XY VHERE OB G% D
IMFE R OSEAR T ORHEHEMRE  (ug eg/mL Xitug eq/g)

o B A% (KFf)

6 24 48 72 120 168 240
1A 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(0.92+0.12]0.79+0.05 | 0.42+0.06 | 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 | 0.230.05 | 0.12+0.06 | 0.050.02
£%§> 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
(RBRA)

MRS 0 14+0.02]0.11+0.03 | 0.09=0.02 | 0.06+0.01 | 0.05-0.02 | 0.03+0.03 | 0.010.00
g .14=+0. 11=+0. 090, 060, 050, .03=+0. .01=+0.

HCRkTH -T2, (B 8)

A GP) ITER 7 7 X VA BalEflee Qe b (0.6 mglkg (RE) L, &5 6,
24, 48, 72 KU 120 BfEl& O 2 2H A — N T UF T T T 4 —IZ XV HIE
L7cEZA, BB [1.1.8) @] OF 9 &FEHEDKERIG B,
MR OREHEIEE, AP, B, A, WML OB TRbmE <. iR, Bk
OYEN Tl b o 7ee IFEINSHE D IEHEED 2047 R OMREE DI 3, it K OSH

@ REHS5 @O
BB OV (28 Filb, 8 SPURE) I 1UC H53% 7 T XY L% 14 HEEO#5- (0.090
mg/kg (AHE/H, B7F B 7/ATL A 2EES) L, MmN UK O S
(TR) U2 72U v (UD) IEEASHIE S, %7, GC-ECD KU radioHPLC
i &0 HE R OSARRT O RA % 77,
FEEAS 9 (TR LT, MAER ONEGE 9> B OB S E DT S B2 1 X FIF RIEE G
R 2.5 H Tloo T2, ERRAEITH 1 2 M HSEE 13 % C 58949 ng eq/mL
ThoT,
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I8E, 5 & ORI & B hic i) DBEHEMEIZ 2Ty 7 7 X MZHE LT

Wiz, THEHICRWTH Y7 T XV AN FEELHGHEE TH o7,

BA[A] M OB G7BR 31T 2R ORIEIC L 0 . JEt) o FEAMITR S5
BD 5.6~8.3%% 5D5Z ENHLMTIR-T-, (B S8, 10)

# 9 BWIIRITD UCHERT 7 T XV v 14 HREREDE 55 0 M & OSHRRH O R
mE (TR) KW Z7 Z XY (UD) B (ng eq/mL Xi%ng eqg/g)

e . P GAA IR (RF[H)
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
i 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+17 44+5 32+5 19+6 | 10**+5 6+2
(CRBE) UD 72+8 37+5 25+3 16* <10 <10
RENIfT & TR 193+17 | 110+16 | 83+11 | 49+10 | 29*+12 | 17*8
L] UD 158+22 | 85+13 59+5 41+13 | 22*+8 <10%*

— R L, F TP T = F L il

® KREHE (REERS)
WHES (10 PR 1227 7 XU VBT (0.5% X% 0.2% 7' L X v 7 ABUA) % 46

H RS G (GREFIREE © 1 ppm) L. &#f 10 P05 bRk NEEFREOENE
2 PIEBRNFRD 6 PN OWTHSEF DY 7 7 XV WVREDHIE S,
fERZ R 10 (TR Lic, MAEFEAEEIE, 0.6% 7 L 2 v 7 28I 5-Cld 52
K, 0.2% 7L X w7 ZBUAITIL 65 Kl Ch o7z, (B 8)

F 10 BH/BTLV7 TRV (T v 7 2K 46 ARREER 5% 0
AEH DY 7 5 XY VIRE (ng/mL)
1y Bt G R (IR
B 6 24 48 72 96 120 168 216
0 L
95//; Lk | 951%123 4301100 25979 | 129+40 | 74+58
2% 7L
f i/;é** 565168 | 476157 | 267178 | 347266 | 15234 | 15857 | 9557 | 69%19

* . HPLC-UV IZ L AHlERER (&R : 50 ng/mL)
** . GC-ECD |2 L AHERR (EE&FRS : 10 ng/mL)
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(9) EpEReiR (tES)
@ HEKRS #EOHsS)

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

Pe54% 24 WEECREG-ED 55% 3 S A7, SAREHEI R X, B 544 5 HIFC 88%.
54 10 HIS T 94.8+0.8% TH - 7=,

MHE R OSHFR AT 235 11 1R Uiz, M a1 3% 5 6 IR I
i (1.78+0.19 pg eq/mL) (T3 L, K 38 KM OB T4k Uiz, M/ i oo
FELI, 10 AREOBIZMM 2 U T4 0.66 THY | MER~ODHIFTDRNEB X
BTz, MIED DFFEA~DO AR TZ0N D 72Tz, (B3, 8)

FARR TR M A PR | TR o T, AR 13 C OB CIRIZRRE T,
P L 34~46 K] TH - 72, (B3, 8) BT HEHEED Y 7 Z XD LOEE
%, &5 6 FFE% Tl 98%., %5 48 KON 72 Kt Tl 85% Th~7-, ATl <k
HEHEMED 10% %2 2 2@~ oo T-, (B3, 8)

PEA T DFEHEE ORI T T 7 7 XV v (EEED 55.8%) ThHoi-, Dip<
&b 8 FEHORHM I FIE S 472, 0~96 KEEOPEM 1 D 6.3% 23 NV 7 oAy
BRBAZIEM TH Y . 1 FEHOREEHN 2.4%, OB 2% KW ThH -7z,

(&R 3, 8)

#£ 11 tEBEICBIT 5 UC i 7 5 X1 VAR O #5544 O e K OSERER o
WHGHEME (TR) XOY”7 Z XV (UD) #EE (ug eq/mL Xidug eq/g)

- . B 54 (BFH)
E A SNF-
A RUDES 6 48 72 120 168 240
i 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
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
B
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
(M) UD 0.16 0.07 0.04 0.02* ND ND
RS TR 0.57 0.21 0.15 0.04 0.02 0.01
& UD 0.21 0.11 0.07 0.04 0.02 0.01*

ND : BrHEd, * il

@ kfEXRES #EOKS5)
CEEOO: (8 11 @i, MRS 1239) (IS8 Z T 7 & VT 40 ks

77 R V& 14 AREEO#ES (8 0.05 mg/kg (AH/H, 2 [BILA L/ ASERE) L.
S ENRERRER DN SEhE S ATz, Bl - 6 IFi e ORARR R oA 2 RBE IR IR Y v F L—
a AT H—IZ LY s ORBEHEME R O % radioc HPLC IZ X W HIE L

7’»
—o
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PREE-IRIRY v TFL—va v B =L X DMEPIRESE 12 (TR LT,
radio-HPLC % W= JIETIE, A OGS T, BT umtic L0, T
1% 89.1%, METIX 95.7%FL 47z, g ORBEGHEMEREIXHET 0.36 pg eq/g.
T 0.58 pg eqlg T, 7 7 XU JVEREEITHET 0.26 pg eq/g, MET 0.48 pg eqlg TH
STz, B P OGN 2 ST, WIS RREBENEED 4% T
T, =13 0.015 pg eq/g LN Th o7z, METIE 2 FEOEHMNEIZ10.014 &
N0.013 ug eqf/g Rt S 7z, I SNV RFE ORBERENE (FHREORWE—7)
KON S 37200 o T SRR EE 132241 0.04 ng eq/g ThHho7-, METIE 1 FE
FOREHMWD 0.016 pg eqlg M S iviz, fliH SV RIFERBETEME &K O S 4
727 TR HENE MRS 132 10240 0.06 211 0.03 pug eq/lg THhHo72, (B 8)

#* 12

tHEEICRBIT D UC Y 7 7 X)L 14 AR O & G#%O

MRk O EGHEYE (TR) RE (ugeg/g) KUEIR (%)

o TR (ugeq/g) BHEIZT5EE (%)

Ja3 il 5 Ja3 il 5

JH 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

©)

Rigixs (REEERS)

LS 8203, 95 160 PUIFEHRGxHR) (2227 F XU LA (0.5% X1 0.2%
TRy ABA) % 16 BEERAERG (RETEE 1 ppm) LU, SEEOEEKE
DFIEN 2 PIEFRNTZFR Y 6 PNZHOWTHIEF DO 7 T XV JVIRERNRIE iz,

AR 13 IR L, AL 3 HThoTe, (B 8)

# 13 tHmBlcBis2Y 77 XU (FL w7 A8E)) 16 BERRE&R 5% 0
MmiEfh DY 7 5 XY ViR (ug/mL)

e G- AA

A AR IR (D)

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

) e |0-570.02]0.52+0.03)0.44:+0.05 0.33+0.050.18+0.020.11+0.02 0.08:+0.00

* : HPLC-UV (Z X 2 HEREFR (EEBRAR : 0.050 pg/mL)
** . GC-ECD (2 L 2 MIERER (E&EFRA : 0.010 pg/mL)

(10) HKHEER

@ Fvb. oYFE,
7w b TR,

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

IRinole, 7 T XVIVHSROWEIL, EI2P 7 7 XY V& L TRE TR I,
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7w MR FTREPICHRE SN, Ty PROTHF TR ROPEE IR
THIRDD TN, WL OO bivic, AR TIE, EEMOIZEAL
WY T A NTholz, (B 3)

@ invitroFE (T b, DHYFX, B, tEE. F. WWERUHBERATHED)

Fy b, UHE B LS. E IEER ORI UCERRY 7 T XY Vv
TN (B P KOS - 2.5 pmol/L) U TR (2 BERE) SUTofEsE (20~
24 W) L. invitrolZRBIT B 7 7 X VORI THR 7=,

BE#1% OFHIRE AR O B ENEIS, SREBEZR TR Tl BETETED 64~91%, #IfK
BEAR MR Tl 14~67% T, K 2SI E 73 H 2 A BTz, radio-HPLC % AV
HEHEPEORIE OFER, WINOEERIEZB W TH Y7 7 XY I I <) LRt
SINNWZ EIVRENTZ, Y7 T R LVOIEYERE Y v 7 ¢ — /L OGN, b
OB CIRIEFREE T, BEREEIIRCIXY 7 7 XV VDS EEHEED 90%LL ETH
STz, BEREMROYE, 7y b U¥X, BROEHEOHHETCIEI < ME
ORFIRE SN2, 2, IPELR OEORHIIE CIIAGEmITRE S -7,
MRS AFIE O%A . BBEFEITFHIIC Y7 T XV L OREDOLHERE L T
Too IR BIER L TV 2ok, BB LA CLEEOHIRE T, 20 MLl EEFE L7z
REAUCRRUERNEME O 48~60%723 7 7 XY )V Th o7z, i Sz E 3
L BOPMEEE TIEI ML, M4, M5 XO'M12, [LFEOFERE CIE M4, M5 KON
M7 ChH-oT=, (B 6)

® mmvitroFHER (BRERATHAR)

JRDIFRAEC 14C B> 7 7 AV v (B P RoIREE @ 2.5 umol/L) Z¥RINL T
SRR (2 R XUIRMREEE (24 W5fH]) L. Iin vitrolZBT 57 7 XV Lk
DT BT,

BER 1% OIFIE R O BTG, BREREE Tl TS D 80~90%., #WIE:E T
1% 50% T - 7=, radiocHPLC % F\ N2 iGREMEORE OfEF, B R = THMiEcIx
V7T XN 98% % 5D, REMNIESMRE CTh o7z Z &b, 7 7 XV UTUT
EAER SN EAVRE NI, —T7, wMREEE (24 RERE) IFMERATIX, 7 T
R VORI L, 27 T XV VOEIEITEHEED 59% Tdh - 7=,
M1, M2, M7, M9, M13 KU*M14 23t S 7z, M13 KT M14 [ ZHHEEER DA

IZED B, M7 KONM9 IFfEE N L Z<EENTWE, 26D in vitrofX
B IthoEE RO b ([T.1. (10) @]) LFREETH-T-, (&M 6)

(11) BER<T—H—IZDU\T

T 7 T XV )V WIS GRBRIZ 31T 2 iR TR G- 240 R4 & CORERS
BND, TR EFETIEY 7 T XU L OREIImRO TIREMTH Y . i
%ﬁﬁ®ﬂ%%ﬁzé_ki@@oto§ﬁ&ﬁ4ﬁﬁﬁ@ﬂmﬁ%ﬁ%\/ﬁ7XJ
JCELET 55T, [ JTEETE A TH Y . BRI 28 U CHERISR S
[BYatz 32k (e <%#T%6 EMHOEMNE e oT, ZNHDOREREND, JECFA 12,
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VI TAVNERE— A —ETHI LN THL L LTS, (BHS8)

2. REHER
(1) ZEBHER (%)
= (3~5 Hilin, 6 JHME 3~4 98, M 2~3 BE/FERD) (207 7 XV L (1 %K) %
HEEO#E (5 mgke RE) L, kT o7 7 XV VEER GC-uECD (2 X v HlE
SNtz (EERS : 25 nglg),
FERAEFR 14 1R LTz, SHfEPIcBT Y7 7 XV VIBEOEREIL, B5 1 B
DOIEN Chcb - 7208, Ferafifldd&k 55 B OfEN (1 #1) @ 542 nglg Téh-7=,
$5-1 B OB OFRE OfcEfElix, T 108 ng/g, BT 75.2 nglg. A
T 25.8nglg (1 BIOHLDAE, oD 5 HlITETERERMALLT) KOWET 36.1 nglg Th
oz, V7 TRV VOERIL, HRLKOBIR TS 3 Hi%, TG 5 Hi%, BT
357 BRICEHI CERRARM L 7eoT-, (B 6)

#£ 14 BT BH V7 7 XV NVHEREORRGZROMERST DT 7 Z XU VEE (nglg)

i BE% B (H)

ik 1 3 5 7 10
JiTHi 71.6 <L0Q <L0Q <LOQ ND
gk 40.6 <L.0Q <LOQ ND <LOQ
1A <L0Q <LOQ <LOQ <LOQ <L0Q
NEIi 134.5 35.4 103.1* ND ND

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

(2) %BHER (FD)

EIZTT7 T XYL (0.25%5ER) R E (1 mgkg (R8E) L. B5 24 R4,
#5-3 VT BEOHMFEF DY 7 7 XV WIRENRIE S (ERRA « g, Bk
Ui 0.05 pg/g. AERS 0.10 uglg) .

SRR OEFI O CERIIA DN oTz, (B 8)

(3) BRBHER (FQ)

AV pERERER [T.1. 0)] 1BV T, Moy s 7 XY VEEN GC 12
FVHlEsNT (EEESR @ 0.01 pglg).

BB SR O 2 B GRED Y 7 F XY VREZFR 16 KON 16 (TR LTz, 7 T X
JVERRRIE, HiE G- CIIMA < G- 3 ik, BB THRE- 5 B L ONENI TG 7 H#&IC
EERFARmE 720 2 BRG CIEMHATHRE 3 Atg, Bl OWENIT 5 A%, T
%7 BRICEERAARG G & o7z, (B 8)
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# 15 FElTBIT DY T XV NVHEEROBRGHOMEETOY 7 5 XU )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 FIZBTAHY 7 7 XY 2 B AOFRGHROMBEF DY 7 7 XV VIR (uglg)

oot o 544 B

ik 1 3 5 7
JHf 0.28+0.19 0.06+0.02 0.02+0.03 =0.01
Rk 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 0.010.00 <0.01 <0.01

(3) HEHER K

K (8~5 Hifin, $GHE6 80 (I 2~3 5, M 3~4 BD/MER) 127 T XUV (1%5E
R ZHEREO#EE (5 mgkg (KE) L, fikFor 7 7 XY VRN GC-uECD (12 X
DHIE STz (EEFRR : 25 nglg).

FERAR 1T IR LT, EbEVERRIL, BT E RS TR s, &5 3 B
2l 161 (46.0 nglg) ZRWTEHITERRIARN & 727,

Fe b1 B OFFRR R OfcE L, AT 45.2 nglg, &l T 43.1 nglg (1 BIOHD
. o> 5 PNTERIRARM) . AHT 33.8 ng/lg (1 BIOHDAE, #hod 5 FlidE BRIz
Riili) K OVENGfT & & T 162 nglg ThHhoT-, 7 7 XV VORI, ik, Bk O
e E 3 Ak, HEIGFT & R Clals- 5 BRICERI CERIRAAM & 2oz, (B
. 6)

* 17T KICBT 57 7 XV VEEEQRGEOMET O 7 7 XV VRE (nglg)

P &5% A% (B)

ik 1 3 5 7 10

J ek 27.1 <LOQ <LOQ ND ND

ek <LOQ <LOQ ND ND ND

A <LOQ <LOQ <LOQ <LOQ <LOQ
HEWIT & B 93.2 <LOQ <LOQ <LOQ <L.0Q

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

(4) ZREBHER 3
FEICY 7 T XY v 3 ARE S (0.3 mgkg KE/H) L. ffkhorr 7 Xy 0

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

# 18 FWIIBTH Y7 7 XV V3 HRENBEER G4 OfERTF DY 7 7 XV VIR (nglg)

D

wrg sk G2 R (RF)

HHAS 0 18

JH R 1,443+119 5651128

ek 1,208 118 446+119

A 209+20 101+19
NENGT & R 522443 119+53

W Z AW 38EhiesiR [T.1. @) @] 2B\ T, Mkt or s 7 XU VIRE
DIE STz,
FERZF 19 KOV20 IR LTz, 0.6% 7 L 2 7 ABIFIEE GREO AR =, R
T 44 W5, BT 34 BRI OMBAITC 50 R Th o7z, 0.2% 7 L X v 7 ALK Gk
Tk, FFiEC 58 e, BT 61 Wi, AT 59 Wl K OMEIAfH & F2f§ C 65 IFE CTb

7=, (ZH8)

# 19 BBITFHYZ7IT XV (0.5% 7 L3 v 7 28K 46 HRIEEER 5% D

FfkP Y 7 5 X LEEY (nglg)

g o GAg ] (R§RED)
6 72 120 168 216

JiH 419+26 154+19 92417 ND ND

i 517+40 186+94 64+52 ND ND

A 91+27 ND ND ND ND
NN & R & ND ND ND ND ND
*: HPLC-UV IZ X 2WEFER (EEIRA : BeHifT & K2 100 ng/g. £ Dt 50 nglg) .
ND : & ivd

20 BIBIFLHY IV (02% 7L v 7 ABA)) 46 AR 5% 0

kP OT 7 5 XY VPEEE* (nglg)

P ik A% R (RFH)
6 24 48 72 96 120 168 216
JFlE | 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 | 89+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 | X AHIEHE R (EERA - 10ng/g) . ND : B &4

(5) HHEHER ON

PEINE (180 3P)) 127 7 XV V% 32 HIEREEHR G (REEEE : 1 XO'5 ppm) L,

Pe G RO 5T 1% 20 HREIDIIh DY 7 5 XV VBN GC (2 & 0 HlE Sz
(EERA : 0.05 pg/g).
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GNP, INE L W IIEE T 3.7~3.9 5 <. 1 ppm HGHEL Y 5 ppm B HHET 4.1
~44f5EmD o T, JIE TR 11 A%, JPECIEES 14 ARITERIREIZ R o7,
PREHIARENY 4~6 H Th o7, EFRIRIETOLREIX, JVET 0.065 pg/g, YN
HCIX0.24 nglg T, BIF LTI 7.1 ug ITARS LT, (BHRS8)

ZiE (replacement pullets) (20 ) (27 T XV V% 16 @i E CIRETR G (&
BHUREE © 1 ppm) L. IARSEAZ DOPEYNIBHAAIRF OB AN TERI L 72 IR GC 12 X v JIE
St (EERA : 0.05 pg/g Xitpg/ml),

2RI TEERALLT CThoTz, (B8

(6) KEHER (tES)

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

FERAFE 21 OV 22 1R Uie, YEAEME, Mg, . Bis&X RT3 B Th
o7, (B 8)

# 21 LHEHBICBITISY 7T XYL (05% 7L v 7 Z8HE) 16 EEREER 5% D
kDY 7 5 XY VR (uglg)

1k Bof&pe GARIRE] (RFH)
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 X 2 HIERER: (& mBRAL : i, Bilg O A 0.050 pglg, AR & K25 0.100 pg/g)
ND : B End

# 22 LtEBICBITAYC I XYL (02% 713 v 7 ZH8AE) 16 @EIREER 5% D
HRR DY 7 Z XY VIRE (uglg)

So15h e G4 R (FRFE)
= 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 | 0.22+0.02 | 0.16+0.01 | 0.10+0.01 | 0.06=0.01 | 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 | 0.12=0.01 | 0.10+0.01 | 0.08+0.02 | 0.07=0.02 | 0.05+0.01

* . GC-ECD |Z L AWERER: (EERI © A4k 0.010 pgle)

ND : i Ehd

(7) EBBHER (FL)
ELIcy 7 7 XY V% 28 HIMNEEER G (0.4 mg/keg {KE/H) L, #fEthorrs 7 X
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UVIREEDSRIE Shiz,
i KA K 23 \R LT, i G- 48 Wil D2 7 7 XU )V OREREIREE L, ATIg M OF
Flg CrmmoTe, (ZH11)

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

wrg sk G2 R (RFH)

HHAS 0 18

J ek 1,862+ 186 560+97

i 1,480+194 524+66

A 207+31 63+6
NENGT & R 701+41 229+46

(8) KBHER (VY¥)
U Y E O SEpEERER [D.1. 3) @] 2\ T, Moy r 7 XY ViR
7N HPLC-UV ¥ (E&ERA : 0.1 pg/g) (X W HEIES =,
FERZFR 24 |\ R LTz, MaBRIZI T HR RO B @ T 2~2.5 A X OVITIE T 3.9
HThol=, (ZH8)

# 24 UYRIIBITHYY T XYV 14 BB 5% DO
kP DOY 7 7 XY VIERE (uglg)

. oot s G4% 12K
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
fgfh | <0.21+0.18 <0.10
JH 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 : &g
3. ElHEMAR
0T RN VOGBS A KFED in vitro O in vivo IRBROFE R4 3 25

26 1R L72, (B3, 6)
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% 25 In vitroi\R
vy k5 & i
HIRZeRA S, | 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) sk
2k -
ATESERAE R |~ R 7 4 —<Hlllg 5~100 pg/mL (£S9) o
ARBR (L5178YTK+/-) -
REMDNA | 7 v MR 0.3~30 pg/mL e
AR -
Yuta R (B PARMIMY > "Bk |25, 75, 150, 300 ug/culture e
BR (~5mL) (+S9) B
#* 26 In vivo iR
FRAIE H VSO H&E bR
FEMEBPERSE| v a vy a T 500, 2,000 ppm .
SR petE
/IR ~ 7 A (Swiss Z7/VE /. |80, 320, 1,280 mg/kg A
MERESS 5 DL/EE) Al O fe 5 (£3e8
‘B
~ A (Swiss R7/LE /. |5,120 mg/kg (KE e
MERERS 5 DT/ (FfrakBR : 1,280, 2,560, ( %{}iﬁ% .
BB 5,120 mg/kg {KT) etinel
24 WfHfEIREC 2 [ 0 & 5- -
<HBEER> |~7 A (Swiss 27 /LE /. |40, 80. 160 mg/kg (A BB
FEMEBOERAER | HE 15 DU/ R O s

* 1 BRI K OV 2 B3 2 iy M OMEERRORIS A~ O BRI D 258 2 W3~ 2 s 13720,
JECFA TIIAGERICI 1T 2 EITGEBRICA 0 & ShvTng,

EFEEDOEBY | invitro KON in vivo DIEEMREBROFERIIWT L EMETHDH Z &
MW, VI TR JUTAERIZE > TR L 72 b 8mathid e n e E 2 5T,

4. 2MHEMAER
BREECBIT DY 7 7 R Lo A2 # 2T IR LZ, (B3, 6)
5,000 mg/kg (KE DN G- 51T Te~ T A KT » MDA FEEDBIER STz,

~ I AKONT v MIBT AR IR R TH 55, EITHIRMRCRICED S O
(B, IRERE) Tholz, A XTI, BHRITENK OPHERA LI, FFR T,
WTNOFBRIZBN T H B EITERT 2 WIRHZELITREO o7z, (B3, 6)
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% 27 HHEEMWICBIT Y7 T XY o2t

y , LDso
Bk PG gzl (mg/kg )
#n JEE >5,000
~ A BT g >5,000
JEIEN HEKE >5,000
5 iligaca >5,000
Sk T ki >5,000
HaE iz 5,000
ki3 >5,000
S RERZ BERE >4,000
A X & A3 >5,000

BRMEEHER
(1) 2 BMEIMEERER (V¥ RERTEAR)

U E AW RATREERE [D0.7. 0)] oHEREZENE LT, X (TAe
JFE, M7 VURE) WY 7 Z XY Lo 2 AR O E GABR 1: 0. 80, 160
mi 320 mg/kg IAH/H, #BR 2 : 0. 320, 640 XIE 1,280 mg/kg AH/H) (2L HHHA

PERERDS 2 BRI ST, 240D OFRBR CIIRRF 2 R o 7 Z XY R EEN
«HIJ;Eéa%to CEpEhreiREr [T.1. Q) @] &)
MRREE & BT, SETHL —MIRAE, (REAOMREE NG, BRI ONZ iR 7 &%
OIMIEAAE R BT, B EITRR T 5 8 IA LTz,

lEgsE R TIE, 3Bk 1 © 160 mg/kg A/ H B GRECTATRIROMERORD, 320
mg/kg RE/ H 558 CAFEMR O S OFET B RO DN B AT, Fli & OYp B
PR CIIBITA BT, BRI b O TR EICER T 2 ETITI RN EE XD
iz, &R 2 CTldgesE RO ITA LR D > T,

FRRCIE, MakBRE & b ICBGICRERT 2 BT A SN o Tz,

TP IR A TR 1 TOAREE S, HEITRRTL2EBIIA LN o T,

ABRIZBN T, 7 T XY T 1,280 mglkg (AF/ H £ TOR AL TR ME L1z,

(M6, 9)

BN ZETRER T, ARBRICB W TREBR IR 2320 S 7= O aRER 1 o2
THDHZ LB, NOAEL #i%E LAahoTz,

(2) 3NAEERHEHRAR (TOX, AERTERAR)

SPF ~ 7 A (Swiss 527 /Lt /| MR 10 PU/EE) W=7 7 XU o 3 A
JRANEE S (0, 200, 400, 800 X}Z 1,600 ppm (0. 30, 60, 120 Xix 240 mg/kg K/
AICHEY, 3 28 2R, )) 12X D HESXERBREZhi S iz, #EATRE#E 29 ITRL
77

BT, —ARIRREICHR GITRER T 2 BE T A Lo T,

BEEETIX, 1,600 ppm #5HE (FRZHE) CTRHOED ZIZLAH D BAEICRH Y 2345
NI, IKEE OMBEMENH D Z M DOREREE RIS TH D LHEE S,
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(REFEMEIZ OV T, 1,600 ppm &5 REORE TR GBtA 2~5 WD 232 B
7

IMIRFIRAT N QNI AA LR Tl BEGITRERT 2 BII A e o T2,

JEF#REE & ClE. 1,600 ppm % GHEDOME CHFIROFE T EE&OA BRI A B, fxt
HEICARRENTA LN T2b 00, OB TR GITERT 2R L E X i
77

HRCIE, 1,600 ppm 5 HEORETHEORE (2/10 Fl) BAbiL, EH5IZLDHHD
EEZ BN,

JREBRA IR Cld, /NEE L EOIFIIEIE R OEEMN2Y, 400 ppm LA E#5REOE

(0. 200, 400, 800 X% 1,600 ppm FHHET, ZHE4L 3/10 i, 4/10 51, 9/10 i,
10/10 B} T8 10/10 ) K& 08 1,600 ppm Be5-EEOME (10/10 1) TH Lz, F72, 1,600
ppm HEGREORETIIFMIROREN L. BRI GG AT,

JECFA [ZA38#(23517 5 NOEL %, T 200 ppm (30 mg/kg A=/ HIZFHY) KO
1T 800 ppm (120 mg/kg ARH/HITFEY) LFREL TW5, (BH 3. 6)

BINEEFESIT, 400 ppm LA EBGEEOMER Y 1,600 ppm 58 DOMET/NERL
PEDOFFIIER N2 = Z Evs, NOAEL /T 200 ppm (30 mg/kg AH/ H IZAH
) KOWET 800 ppm (120 mgrkg (AE/HIZHY) LEE LT,

# 28 ~UREMW 3 A L EM R (HERERER) DWW E SR

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

#* 29 ~vREMW 3 AR EMEEEER (HESERER) ORI A

55 (ppm) g4l i3
1,600 - (REEYINEOWRY (2~5 HH]) o /NBEFLCEHRIa R O HE N
- g OFE* B E DN

- &R (2/10 1)
- FFHIRAERA L. (HERGYL R

800 800 ppm LA T
400 VL E o /INBEFRCME IR AR O HE AN FEMERT R L
200 FMEATRZ L

(3) 3L AMERMHEEHAER (YORX)

~ A (Swiss 2T /VE /| MERER 20 VLR AW 7 Z XU LD 3 HH HITRER
#45. (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, )) 12X Bttt
Tl S Ate, BT RAZR 31 IR LT,

FEEHNT7e < . —fRREBICR BICERT 2 BE 1T b h -7,

BRI, 2B 2 U CRGEICH BRI A BTN, 5L O
FEEBICEHOEY ZIX LA LN, HERETIILVBEE Th -7,
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REE, REHINEN OSSR GICRER T 28I A b o T,

MARFAIRRAE TIE, 2,000 ppm LA EEGHEORET WBC OV A3 A b7,

MIRAA LRI ClE, 2FRSREORET T.Bil O K Ve EREOMET ALP O
I BT,

g B 5Tl 3,000 ppm $5¢ 5-FE DMfERE TR OAe & OSBRI EEEOIEINN A BT,
HETIE, 1,000 & TF 2,000 ppm BE5HEZISUNT HARXTEEOHEIMNA A S 72,

JRERFRAR AR Cl, 2,000 ppm DA B GHEORE T/ NEHLEO L ER O A E
72¥E0 (0, 1,000, 2,000 K& TF 3,000 ppm #5-4ET, E4£40 8/20 i, 13/20 {4, 16/20
B N 15/20 ) S OVFRIfE AR E Z2ha k. (2,000 % TF 8,000 ppm H 58T, £ 2
U 1/20 KT 3/20 ) 23 BT,

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

BN ZERERIL, &RGHOBET T.BI O, &GO T ALP O 1325
ni=Z &5, NOAEL Z#% @& &1, LOAEL %Mk E $12 1,000 ppm (ML 12
290 mg/kg IRH/HIZHY) LEE LT,

#* 30 ~ v A& 3 AR RO EEIE (mg/ke REH/H)

P58 (ppm) 1,000 2,000 3,000
i 290 500 850
i3 290 610 920

# 31 ~ v A&V 3 A i E R BR O AT A

#55 (ppm) i3 e

3,000 + s DR B B OFE N » HTHERODRERS K OH S B B OE N

2,000 LA L | e /NEERLOMERTAIIGAER
« TR oA E 2= e b

- WBC Djgid
1,000 2LE | - TBil 8 - ALP j8b
* BT BB O HEIN

(4) 3hAMERHSEHERAR (v D)

7 v b (Wistar 5&, HERES 20 DC/RE) & W=7 7 XU o 3 ) H [BREERS- (0,
50, 200 X% 800 ppm (4 : 0, 4, 17 XiE 69 meg/kg IR/ H ., ME: 0, 6. 21 XX 89 mg/kg
(REE/H AR, & 32 2R, ) 1K D2t ErEER) 53t S iz, BERTR 2% 33
LTz,

BT <, —BRIE CIIRGITERT 2 AF I3 A LN -T2,

REHIINE N ORI, BRI OB, (IR A~ B CHIIN 2 23
OV, REEIIET, 5 9~13 HH#%IC 800 ppm £ GHEDOME TH E /LI
Fr OV AT E TR B G-BRAA 8~ 13 MR CHERME DA GHE TR BRI A B,
KEIZ 800 ppm HGHEDME CHAE TH -T2, T ORETIIEIOE D ZIF LA bz,

MR A K OSFIRR Z 45 G R IR 2 52BN IRE D D Lo Tz,

MIRAA LA Cld. 800 ppm ZG-REDHET TP OHEIN, 200 ppm LA &G REOIE
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K O) 800 ppm = H-HEDMET AST KON LDH Db h3A H407=,

JRFRASTIZ. 200 ppm DA E&REHEORER O 800 ppm #&5HFOMET pH DK T, &8
BREDOMETIREDIK TN BT,

E#REE & ClE, 800 ppm e GHEDHERET, JFE Ot & OFEXTE EOHEMNNFED H i
7

PR IR A ClE, 200 ppm LA R GHEOREKR N800 ppm & GHEDMET/NEEF
CPEFHIREIECR 237 HaTz (KE - 200 ppm $5-8E T 8/20 i, 800 ppm % 5-#£T 20/20
B, 1 : 800 ppm $EHHET 15/20 i), F7=. 800 ppm HGHEDHE/ INEEHLAEDTH
NP iEN . (TERGGL G IR A Bz,

JECFA 1%, /NERLEDRRI L ORI %1 5 I E RSO E E OISV T
57 —# (historical controls) OHEIFANE L7en b batElitx, ARBRICBIT S
NOEL %ZT 50 ppm (4 mg/kg K8/ HIZFHY) K OWET 200 ppm (21 mg/kg AE/

HIZHY) ERELTCWS, (BH3, 6)

BN ZZEEESIE. 200 ppm LU BB GREOIET/NE R FHRIRAE R O HEN & OV
HGHOMETREOK FAA LN Z L6, NOAEL % T 50 ppm (4 mg/kg AT/ H
IZFAY) LE%E L. LOAEL %M T 50 ppm (6 mg/kg IKE/HIZAHY) LR%E LT,

# 32 7 v haHuvic 3 A RHiEMEEERBROOPERY EIERE (mg/kg (AHE/H)

P58 (ppm) 50 200 800
i 4 17 69
i3 6 21 89

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

55 (ppm) Jii3 i3

800 « JHElis oDt K R BB O HE N - AREHINEOHEN (9~13 JHH)

</ INEHLLMEDIFHIBENAR L (TR | - I ODHExS K O % SN
B O - /NEERLOMAE TR OB N
- TP N - AST K& (XLDH s>
JK pH DIKT
200 L4 - /INEHRU PR R O HE N

- AST } (' LDH Djsib
- & pH DIETF

50 AT R L 50 ppm LAk

REOILT

(5) 3NAMERHEHRAR (v Q)

7 v~ (Wistar 5%, WSS 20 PU/RE) 2 V=27 7 XV Lo 3 /A RBHEREES- (0.
1,000, 2,000 X}Z 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 di 2k aihak By S0 S iz,
EAT R A2 35 | LTs,

BT, —RIRIEBICRGIER T 5 BE TR Lo T,
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(REE, (AEBINEN OMEEIEIL, 2,000 ppm LA EFGREDIECTHINN S I I 7 23 72
5L, 2,000 ppm - 5RE Tl G-B1E 9~13 MBI A B R BINNA A BT,

MR, MR RO, R, IR R OS5 ER T 5 21 ki
n'u&) %hiﬁﬁ)o 71:—0

i B & T, 2,000 ppm LA_E# GREDOIECIHigofx B E ORI A O 8,000 ppm %
FREOMERE TR EEORINA A BT,

IR BLAHAR PRI A Tl BRGEEOMERE S/ NEE TR RETE IR O # 0 & T 2,000
ppm LA EREGHEOIEZ IR O I E N ZE e b O BRI O BERE 3 7 D AT,

JECFA 1T, ARBRIZBWTNOEL #5RETEeholzt LTS, (B3, 6)

AR AERIEL, AFBRIZIW T, A G REOMERE T/ NEP ORI O

DHHNT=Z Es, NOAEL 3% E TX 7§, LOAEL % 1,000 ppm (#T 71 mg/kg
RE/H ., MET 82 mg/kg RE/HIZFEY) &ERE LT,

#* 34 7 v hzHuvic 3 oA HHEENEEIERBROOSERY EIERE (mg/kg (AH/H)

52 (ppm) 1,000 2,000 3,000
J4i 71 140 210
i3 82 160 240

* 36 7 v baAviz 3 A HIEM RO O T A

#55 (ppm) i3 e

3,000 - IO FEX} B B OHN - g DR %) B O N

2,000 LI b |« REE, (REEINE K OMEETE ORI
« JFARRE OHBRE N ZE R b S OV
DEEHED)

- IO} E B OHIAN

1,000 PLE | - ANEERUIERTHIRAEOR OFE I * ANEERL T IR O HE I

(6) 3NAMEZHSEHAR (1 X)
A X (B—7 V&, MRS 4 VURE) W=7 7 XY vo 3 A lkkn&E (0,
5. 20 X% 80 mg/kg (AH/H ., ¥ T F 1 7 k/L) (2L D dAMEREM R BR ) FhE S iz,
1 7 ARBIOEIERERO7- D2, KHREENR N 80 mg/kg RE/ H B G5HEZITMERES: 2 PL2YNE
i, s R A% 36 IR LTz,
FEEHE7e <, —REE IR GITER T 223 A b e o T2,
REICHRGTERT 2B I A bR o T,
BEIEITE SN0 o 7oh, BRECRRRE (250 g/H) Thod EHEESIL, KE
BRI 218 L CHEB TR CTh 72 &Enh, BEELR%E L E 2 b,
MEFHIRA, PRI, IRFRA., Jees B E Mk ONIRICR GITER T 2 B0 b
R T,
MRA L FRIRRAE TIE, 80 mg/kg AT/ H & 58T BUN OIS A L7203, [BlfE
HMZRIITIERE & 72 o7,
JREFARR AR A TiX, 80 mg/kg (AH/AEGHICHE N T~ FEXT U v 24T
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(HE) Yufa CIHMiE X OYHEERNGR U file (sinusoidal-lining cells) (ZHSGHEFERLIR D
%@N%%@@@;@@i%ﬁﬂﬁvf bV, ETo, HERNGE U MO @RI PAS YLt ThIR
% (Gt 2R L7ehs, BHEEIRI#%ICIZ 2D O kiTA e o Tz,
JECFA . ARBRE A X AW 12 A OEMEENRER [D0.6. ()] &b T
NOEL % 20 mg/kg (A8H/H LRELTW5, (B3, 6)
BIWEEREERIT, ARBRICEBOT, 80 mgke RH/ A £ 58HZ BUN 0850,
FEH OEFRENAEENH BT Z &6, NOAEL % 20 mg/kg (KH/H &58E L7z,

# 36 A Xz Mz 3 A s A EAER O FEET R,

5 (mgkg K#E/H) i34
80 - BUN o#in
- fHE th o BRI
* FEIRN B 2R
20 LAF TR L

6. BHESHERUENSAMRER
(1) 12Hh AMEEHSHERR (SY )

Z v b (Wistar 2. MEFES 20 DL/ 2 W=7 5 XU Lo 12 HH RS- (0,
16, 63, 250 X% 1,000 ppm (& : 0, 1, 4. 18 Xi% 74 mg/kg KE/H, #f : 0, 2. 6,
23 % 88 mglkg (KH/HITAHY, & 37T &M, ) 1T X DM EE S,
PEATRLZ S 38 IR LT,

BRI R DT, #&f 30, 16 %1163 ppm HKGHEDOL 141, #ETIX0, 63 KL
250 ppm #EHHEOK 1 FNCERO HILTED, BHITERT 2 THITR <, KRBT
FHCRNT 2B I A BN o T,

IREE, {BEHE, MRFIRA, MRAE(LFAOME, JRIRA. IR OVsias Bl o ke
BT 2 B3 STz,

BRI CIE, FERFRACAE B TIZZRWAS 1,000 ppm FGBEOMETHIRRE () O
DH-BIVT (6120 i, <HHERETIZ 2/20 #1),

SRR AR Cld, FEIEEMIRZS & L C 250 ppm BLEFGREOMER 08 1,000 ppm
B GREOIETIHERINE Y » _EORMERDEFHEN A HiLTZ, F72. 1,000 ppm 5O
THi~OVIARE (foamy cells) OHIMNAA 541, 1,000 ppm 5 G-HEDORE T3/ INEEF L
PERFHERIE A OHINNAS IR B 3077,

JECFA 1%, A#BRIZ¥1F % NOEL % 63 ppm (6 mg/kg AR/ HIFEY) LRELT
W5, (B3, 6)

FDA i, A#R&BRiCE1T% NOEL % 63 ppm &% E LTV 5, (B 10)

B EZEFREST. ABRIZIBV T, 1,000 ppm BEGREOME G Y o/ SEio#HfE
ER DR K OV NEFOMERFRIEAE R OBEINAS, 250 ppm LA B GREOMEAGRIE U > %
EIOMBERDOERE N BN Z &35, NOAEL Z#:T 250 ppm (18 mg/kg fAE/ H (2
FAY) K OWET 63 ppm (6 mg/kg RE/HIZHY) LERE L7,
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# 37 T v FEMAW 12 ) HEMEREER O PR E IR IR (mg/kg (AH/H)

#h5& (ppm) 16 63 250 1,000
I 1 4 18 74
i3 2 6 23 88

# 38 T v bERHWE 12 A etk o 3k A

#h55 (ppm) Ji3 e
1,000 * AR D >/ SERORARRER DR it~V OHIN
- /INEHRU AR R O AN
250 LIk 250 ppm LA - BRI Y NEIOFHRRER DR
63 LI AT R L 63 ppm LA T
BIETR L

(2) 12 AMIEHSHERER (1 X)
A X (B =2 )VHE, M 4 Ve Z2Wi=2 7 5 XY vo 12 s g5 (0.
5. 20 X% 80 mg/kg KH/H., BT F L 7 ®/) 12K BEMFEMRER E S iz,
FECHNIA BN o Tz, —MCREE T, &EBME 2 22H1% D 1 I 20 mg/kg
/HBGHEO 1 610 80 mg/kg AE/ B & GHED 3 FllZRF a3 A BTz,
IREE N OMREEHE I S SR T 2 T A D e o T,
BAEEITHE SR T2, KRECHRFEE (W250g/H) Thd EHEE S, KE
DNREREA 218 U CRERBI CRISE CTh o722 &nh, B RE LGRS L E 2 bz,
MRFHIRRA, MR LSRR, PR, ORI, Ok, IR, BegssE sk O
FIR T, BEGITRRT 2 ZEITERD o Tz,
JHESHAR TR CIEL, 80 mg/kg R/ H & 58 TR OMINE I s~
PG 72 BERL OEE N A B 307,
JECFA 13, &#BRICH1F 5 NOEL % 20 mg/kg KH/H L% E L TW5, (B3, 6)
FDA i, A#RBRiCE1T% NOEL % 20 mg/kg (AH/H LR EL T\ 5, (B 10)
B ZeZEB 2T, 80 mg/kg (RH/H & G# CHMREHICARLEN A LN Z &
735, NOAEL % 20 mg/kg (AH/H & 3% E LT,

(3) 25 M AMEIEHSHENAEHEHER (TDR)

~ 17 A (Swiss &, MEER 50 PL/EE) 2RV 7 5 XY )LD 25 s H 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 AMEDFE R
BRSNS S 3vT-, BT R A 3 40 IR LT=,

FETCSRIZBEGITREN T B I A Do T,

1,000 ppm $5FHEDOMET—RREDEAL (cachexia) DHIINNA BT,

(RERINEIX, 1,000 ppm #EGEEOMETHENIBD (8 10%) L, FHIREBREIEN D
36 HE% £ TICBWTHEE TH -1,

BEEEIZOWTI, fHOED ZIZLRH Y . IEMRREN SR 7203, REISK
R L B EHECTED R -T2 D, BRI TRIFE TH L EEX b, L
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L. 1,000 ppm #5HEORETIE, EEEEMEDEN B RALNT-Z Lk, BEE
HATHDDRD R -T2 LB 2 BT,

MIREARIRRA ClE, BIMERMEZIE (leukocytosis) 735%fFREEM QMR GRETH HIVTZM,
M CHEICEIT R -T2 Ennh, BEIGERT AL IIEZZ N7, 21
S ORERID 5 BEFITIE, RPN IR L0 EMROMEE (U 2/ ERME E IMmR<e
FRRERMERESS) DR SIS, 2D OIEME I A B EINE 72 < . A MLERSy
25 ISR O AR (e 5 T BB U 725283 A b ivie o 1z,

MR AR ClE, BEITERT 2 Z2UITRD bivie -T2,

s BN OSFRR ClE, G2 L DR BN I A DI o T2,

JRERFRR PO ClE, 63 ppm LA EFEGREOMEKL TN 1,000 ppm B GREDOMET, /N E
HUC PRI, MR M OSSR o AER{E (lipid vacuoles) % 9 fgihitaZ

(fatty overload) R &3 2R OFRABEE OB BT,

B GRS 2 G OFREEITFED bivieioT,

JECFA 1%, AR ERIZ31T 5 NOEL % 16 ppm (3 mg/kg A=/ HIZAHY) LFRE L,
FENANMETIRNEHIT L T D, (B3, 6)

B EEEST, ARV T, 63 ppm DL EFGREORER O 1,000 ppm #5-8
DOMETHIRIZFERT A3 A b Z & 276 NOAEL 24T 16 ppm (3 mg/kg {AH/H
(ZFEY) M OMET 250 ppm (53 mg/kg IRE/ HIZAHY) LEE LTz, BOAMITA LI
2o Tz,

# 39 ~ U REM 25 ) H HEMEREMFED AMEDFERRERD
PERE IR (mg/kg RE/H)

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

# 40 ~ U A& 25 D HEMERREFED AR OTEMERT R, GRIEGIERZ)

58 (ppm) HE i3
1,000 AREHINEOWD . —AREDOESLD | « /NEEFRLOERFIAE R, ARl % ONF
N BRI ORI 1 5 REIE %
250 250 ppm LU

63 LI E » /NEFPLOVET AR, AR M O | B fEp e L
FEiRAa ORI L& 1 5 IR E 2

16 TR L

(4) 28 hAMIEHSHENAEHEHER (v )

Z v b (Wistar 5%, MEHES 50 PU/iE) Z W=7 7 X1 v 28 HH [R5 (0,
16, 63, 250 X% 1,000 ppm (& : 0, 1, 4. 15 X% 61 mg/kg KE/H, #f: 0, 1, 5,
20 X1 80 mg/kg RE/HITHEY, £ 41 B, ) (2L DIEMERMR D AMEDFERERD
Tl S ATc, BT RAZR 42 IR LT,

FETCH, —fRIRRE, (R M OMBEE ISR IR 258 I A Lo T,
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MR Tk, AMmEEEZAE (leukocytosis) 2SHHRRER OF G CTHHNT-
D3, BT AT A LN T, BEICERT 2EBIIA LN Tz, T DIER]
D 95 16 ppm FEREOME, 250 T8 1,000 ppm HGHEDOHEDS 1 BT, JRFEEARTAY
FRALC L0 (& MR OIS MRS S AL 23, FMLERSY I B [ L9 R A B | Z B8R T A
Y AWAYI Rty e

IMIRAA L F AR, SRR OV BB Tl 5T 2 BB B -T2,

PR AR CIL MBI U > RT3 T, 250 ppm DA B GREOMEKR TN 1,000

ppm £ GEEORETHRERRER DN (250 ppm £ GHEOMO A A EZEZH D ) 25, 1,000 ppm
RGO CORILE~ 7 1 77—V OFRABEE ORNIGRD Bz,

RETIXHRRARIE O AME A3, M CIXAREFRRE D i PN B IR O AME T 2378 SALT2 A3,
BERHEINI R ERT — X OHPANTH -7,

JECFA (%, A3 8x (23317 %5 NOEL % 63 ppm (4 mg/kg IRE/HIZFEY) EBE LT,
F7o. AR CITRGITEK T A IEEORAITRD bz L RE L TR, U7
F RN JUTEN AT & fEAH T 72, B 3, 6)

FDA 1%, B0 FUHR A K OME ORI 0 M8 PR BRI DU T 22 B L 7= 590
A HAVTZ 3, xf%’%ié: D CHBEIRENDRD N7 Z &b, Zib
DRSO A AEYFHIEFE (biological significance) 1372\ e A2 LT-, (ZFE10)

BWEERERIT, ﬂ&uﬁ%ﬁ ZHRWT, 1,000 ppm FGREORERL N 250 ppm LI E#5-
BEOMETIBREL Y oSGl BT DRRRER ORI S 7= = & 926, NOAEL % T
250 ppm (15 mg/kg RE/HIZFY) MK OWET 63 ppm (5 mg/kg RE/HIZFHY) L%
ﬁbkoik\%@%%%@&@%@ﬁ%ﬁﬁ@@ﬁﬁ&@@ﬁMﬁﬁKowfﬁ\ﬁ
BRI R WRT —Z O#PANTH T2 N ORGICE DB L ITEZ ONT,
ARERI ST 7 T XY UTEEN AT SR> 7= k#IJLﬁLtO

* 41 T v FEMW 28 I H [HEMEREMFED AMEDFEFRERD
PERE IR (mglkg RE/H)

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

# 42 T v bRV 28 I H HEMERME D AR OFEIERT R GRIEGNZ)

#5-& (ppm) 1k il 5
1,000 G Y > B3 DRERRER DN | < IGIHIE Y > BT D eaRikE~ 7
17 7 — Y OFRASEE OB
250 VL E 250 ppm LA T MBI Y > BRI T D AERER O HEN
BEPEAT R L (250 DAFEAEDH V)
63 LT 63 ppm LA T
TR L
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7. HIEFLESMER
(1) 2 HREREHAR (Sv M)

Z vk (Wistar &, &2 1) #HW=U 7 7 XV LoiREE#ES (0. 50, 200 X
1% 800 ppm (0, 5. 20 X% 80 mg/kg IKHE/HIZHY)) 12K D 2 HAVESERRERA Elis <
iz, SR EbIC 2 EHESE, & 1 o 2 HEOER (Fn) 25 2 HRORER
(ZHW, BERE, SpIORBERT (D &b, BE60 HiF, M 14 BfF) 2O FEE
I ORK 14 AR . SR, HPEXR OVEE B 208 U Cilife L T G- Svic, m el i
HF 43\ TR LT,

BlEMIZOWT, HGITERT D EHNIA DN T, Fio, —RIRRE, 2B
FE. UENRAEEE . ARARII. [RINE VSO OR AR PRI BT EIRI 9 B B T A B A 72 s
STz, 2 HAATIE, 800 ppm #GHE (Fa) TUHEARFITHENNEKEIEINEDK T3
HiL, 200 ppm LA B GHE (Fop) TIFIERL OSRALH OBEFEDIK TR b,

WEIZOUVWT, 5 1 HATIE, 800 ppm & G8E (Fia) THIARHAEDIK FA5
iz, ”Zﬁﬁfﬁﬂﬁfﬁ$ﬁ¢E®ﬁTﬁﬁ%m\ﬁ%ﬁﬁ?fﬁﬁ#otﬁ\ﬁ
M ERERE, INERGICI DB W Lz, £7o, 52 R TIE. 200 ppm &%
53 (Fab) &U\ 800 ppm &n"iﬁf (Foa OV Fa,) THEEFLFRFOAFEIME T L. 200 ppm
58 (Fop) TITEEALRFOREIL 23, 800 ppm HGHETIXHARE L OBEFLIFOIRE
K FnEnEnglissin,

HI TGN T IR A 1T A Eﬁ/biﬁi))o To728D, B AR A | 35 S e e
o7, WMERED B AR~ DG X DT A B o T2,

JECFA [T, A&RERIZE1T 5 NOEL 7& 50 ppm (5 mg/kg (AH/HIZFEY) EEXEL T
W5, (B3, 6)

FDA 1%, A3BRIZ31T 5 NOEL % 50 ppm E%EL TV 5, (2 10)

T EEERIE, ARBRIZIBUV T, 200 ppm LA EFEGREORIEM) OIR K O 5L H
OEEFEDR TN B (Fa) OBEFLIFOALFZR L MEEDOIK T AA LI Z &
5. BEMW L ONEREMWIC %D NOAEL % 50 ppm (5 mg/kg IR/ HIZAHHY) EFREL
7o MEFTEMEITERD DIV Tz,
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# 43 T v FEAVWe 2 HAETEER O ERERT

B b 551 AR 52 ﬁiﬁ
(ppm) Bl:P, 2 Fra n) Gl - Fio, Y0 Foa o)
Jii3 i3 Vi3 i3
@) | 800 800 ppm LAF 800 ppm LA T 800 ppm LA T - (REHGINEOME)>
mMERT R L AT R L TR L 7K (Fa iR
)
200 UL E BETEDOIKT (Fa
AHEA)
50 BT R L
REW) | 800 | - HHAERHMAEOKT| « HAERHAEOK T | - HAERMAEOK T | - HARHAEOK T
(F1a) (F1a) - FEFLRFAREE OIR T | - BEFLRFAEE OIK T
- BEFLIRF D AEAERD | - BELRFOEAFRD
KT (F2a) KT (F2a)
200 LA 200 ppm LAF 200 ppm LA - BEFLRHAE O | - BERLRHAEOKT
TR L LT R L (Fav) (Fa)
- BEFLIRF O AEAERD | - BELRFOEAFRD
KT (Fap) KT (Fa)
50 TR L R RLZR L
(2) RESHHER (Sy M)

> 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 1R 6~16 HIZITV, #XEREM) 2 4k 22 H I IC 2R3 EALE L T-,
W~ L7,

B Cld, FETHNIA LIV -T2, iR 17 LTV 22 HIZ

Zk oI mEE

AR gkt S Tz,
T R AR 44

200 ppm £ 5HE TR

FECHAMREOK TR bve, REINEIZ OV TIEL, 50 ppm LA EGHE TRAME

—JE T 0 DRI, FEC

BB DTN B TlXe b o 1o B E Tl R GICENT 252 XA b o 1=,
IHRERIE, 2 TORETRER (21~23/24 i) Th-oTz,
-L\IEI

D/b

B OIS B G TR D B e LB X bz,

JEIR T
Sz, &Efﬁ&tﬁﬂﬂ’n’ﬁi@iﬁdﬂ THRARIE L OB 237 540, 200 ppm #&58E Tl
BRI B DI BT RIREDSBREL © 2703 - 7= (200 ppm #58f : 26/247 1], %R

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

. 200 ppm £ 5-HETIED

LOSNLRN G,

(C YT OHAERHAR (FEYIB) DOIKFA A

INHDORRIED S B 9 FlIXEIENE TRR

FECHATIREETH O BERIE ARG & BhEd 5 Z LA RICH b TS 2 &

Fio. =7 v FORK TR, @
BeHIRR T A EETITRWEE X BT,
AUT=73 (2/248 ) | FEAERIT
RGN 2 TlI VW s E 2 BT,

FDA (34#BR 123515 5 NOEL % 50 ppm & iRE L T\ 5,

;I =H==R
=P
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AREEC B W T HBCRIE R A DI D Z &b,
50 ppm HGHETHE (ZEEIE) M6
T —H DN TH VD BRI TR R 72 2 Linb,
M3, 6)




* 44 T v bEAOWERAERFMEABROOEERT R

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

ATREOFRERD 200 ppm HEGHEZIBWTREM K MR IBIC TS E N A b7
BHEEE 2 THRBNFEm Sz, 7y b (Wistar S/, M 24 VR Ok 6~16
HIZY 7 7 XV VEREE#S. (0. 200, 400, 800 Xi% 1,600 ppm (0, 20, 40, 80 X
1% 160 mg/kg AR/ HIZFEY)) L. #EREMW) A IR 22 HIZZCEBEALE LTs, FEtERT
%3 A5 IR LT,

REMWCIE, JEEBNIA DR o7, ERPORE, (KEBEINEN OB EIL, B
M CENRLIVT, BREORER CTA OV R 2 338D b o7z, 4T
PRI, 2 CORETREE (23/24 #) THotz, —fENS7=0 OEFRREE, JELCHREE
T ORI, BER CENA BN T2,

FRIE T, EGEEC Y4720 OHARMAE (F YR O FAA LI, ARt
BRIZHIT 2D 200 ppm & HRECORENGRD iz, KRIEOINE, WL OVEHHBRE T
X, BEGRE OSFRBE O BB CRRIIE L O E 3 A DTz, BIFLORER Tk, 200
ppm & GRECRIREEIC LA TREARIN B DA DAV D IR BB L7223, Z O BRCIIat
MTEITA< . BHICRRTHEETITARANEEZ B, 1,600 ppm 558 TEEDNT
I (EHEA 242 B b (imcomplete lumbar bones) & ONEHEDZETE) A3 ST (2/276
Bl) . FBAERITERT —F OFHNTH Y | B CTEITRDNST2Z e BEITERT
LEAETII W EEZ DN, (B3, 6)

FDA 1%, ARBRICBW TSGR OKREK F2AA b 7=E LT, NOEL %%
ELRNoTmE LTS, (BHR10)

* 45 T v bEAOWIERAERFIEABROOEMERT R

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

JECFA |3, EFt 23 BRi23517 5 NOEL % 50 ppm (5 mg/kg IRE/HICFY) CBE
LTW%, (BH3)

BiWREZERE, B 2 BBRICEV T, 200 ppm LL SRR RIS O (A BB N E:
DAL TR OES 720 OJRIAEOK FARD G- Enn, REW R OMRIEIZ 3
% NOAEL % 50 ppm (5 mg/kg (RHE/HIZAEY) LaE Lo, EATEMITERD Bit/ens

27,

(3) BESHHR (DU9XD)
7YX (NZW fE, 15 U/ Z2HAWi=2 7 7 XV vosaflk s (0, 5. 20 X

35




80 mg/kg (AH/H) (X 2RAFmMFEBRNER SNz, NIEIFICK VRS, &5
IR 6~18 HIZATV, AR 28 HICZCHSEALE LTz,

R CIE, SECHIEA SR -oTz, R, (REEINE, WiRR, FIER . WA
WA (1 EYIBR) MO 472 ORI, LRI, AR ORI
(CIETHEER 252 B3 A b o 1o, RETRIIAEOE Y ZIT L OOt S 720
ST, BREMOAEAARIENL, 80 mgkg (RHE/ ARG TR T RALNLR, WTh
bR IS BT o T,

Fa R Do Pl OVE AR AL ZF6V VT L 80 mg/kg (A H I GRED AT TEIE AR (4.7%)
ix]‘ﬁgﬁi (1.6%) X v-oemno 7175) MR B 27372 < AIEDORAEN—DD
FIEVICIRONTZZ 0D, BEICKDEETIRVWESZ 2 6Nz, (B3, 6)

(4) RESHHAR (HHFXQ)

UYX (NZW Ff, 15 VLB ZRHW=v 7 7 XU v ossflt 05 (0, 40, 80 Xix
160 mg/kg R/ H ., AL : Tween 20 K OB /L — A EGHREIR) (2L D54 M iit%
WERE ST, NTERIFICE VIERS S, BGE2IR 6~18 HIZATV, 4R 28 HIZ
FEEEALE LTz,

FEMWCIX, SECHITA ORI o7, RE, REEINE, BeE, MRE, [FER
. HAERHMAE GFEUIBE) . MEEIEON #H’E%’n 720 OELFRRY S, FETRYEER, WRINAR
B, BERELOSEREI B GRS 2 BT Hiveo T,

JRIBDITE, NI OYERSRAIZ BT, 80 mg/kg RE/ H UL R GO ERIZ S 13
FatED R ORI E 28T SALTZAS, V2 73 R ORFTITE 13 MakEo Fr s
HIEOBRI E 2NE A B D 2 D, FEICERT LHETIIRVWEEZ LN
7o MEOERAER ERE, K& &, BUES) 2o\ T, B CTEEINA LT,
40 K Y160 mg/kg AT/ E BEEREDO BI04 1 P Z FRE RE RARITA Lo T,
B HAEINT HIEFTEMIERD Do T-, (B3, 6)

X ERWE AR [O.7. QRU@] ([22oW\W T, JECFA I35 45 Rl
AIZBNT, Zhh 2RBROFER L O T2 A E RIS 23 8T — &ODT
NG, ZRHDORBRTIEY 7 7 RV VO OFHRI LB 2B DO BT 431
HOILTHRWEHWT L, NOEL Z3%E L) -7z, (B 3)

FDA I, ¥ F2 AW 34338 [O.7. Q)] A&HETNOEL Zf#5 L. 160
mg/kg RE/H EFREL TV 5D, (BHE 10)

I ERERIT. ARBRICBW TRGIC LA EN L LIRS T-Z Enb, i
6 2 BRI T R L ORI 5 NOAEL % FED 160 mg/kg (KE/H &
RRIE LTz, MBEHTEMETRRD -tz

(5) HESMHHE (DHXQ)
R Y% (NZW &, 18 PU/RE) OIFE 6~18 HicY 7 7 XV Va0 5 (0.
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80. 320 X% 1,280 mg/kg {AHE/H 3, ¥R : Tween 20 KON Avicel RC591 &4 AIK)
L. ARy Ik S iz, sBRIIR HIZiRE L7-Biid, ZRSEALE S AU =
Nize 7%0 OEMWIIAR 28 HICLEIEE S, 5. JIE L ORRIRITH 3 253K
OMEFFTEEOBER TR BT, BT R AR 46 (IR LT,

BEW I, BSICERT2ECIEHEED LT, REXIRE &R GIC L D%
BT DIV o T BT B T GRE TN LTS G TIRIZITE L7z,
320 mg/kg RE/HLL R GHET, IR 19~28 HIZ 3~4 FICHEN A B, #EIZX
HHDEEZ BNz, Fio, FFRGEECIE 3 HINCEEFEEORDMNA LIL, B TRIC
1%, 320 mg/kg REE/ B B 58E TITIER DO L7223, 1,280 mg/kg A5/ H & GRET
TR BIER N A DIV, FEEEICE(LITA LR -T2, 1,280 mg/kg K/ H & 54
Tl B R ORISR, A S OVE IR IR RS BN L. AR
IRER ORI R BMEDN D Uiz, BRI OPELE K OMR AR I3 52 K BB I 5
Nighote,

R DNZE, PIES OVERSFRESClE, 80 & TN 320 mglkg (AH/ H B GHE TGS/ B s

(abnormalities) M UVER (variations) 737541, 320 mglkg (RE/H & GHETIL, 1
EWEAHROBE (plaques in cranial sutures) . fiiE DA (fused sternum) ., 5—HE
*OARIEEE (rudimentary first pair of ribs) DB B2 A3 HIRIED A EITH
L7z, 80 &UF 320 mg/kg AH/ H & GEEOHF] (Zn i 4 FIR N2 F) ORRIZAT
% (malformations) N7 HAVDS, AEKIFENR RN & UHF2 W38 4E T
A [T, 7. QRUM@] (160 mgkg (AHE/HET) TIEINHDEALNI LI D S
722 & RO RT —ZIZBWTERROFIER A LT Z Linh, Zitb OZEbIT 51T
BERTLH0TIERNEZSZ ONT, 1,280 mgkg RE/H &5 TIL, B

(abnormalities) M OE KA (AHH, OB, HEFOLEUTHEE, BiEE,
fSZE D% (protrusion of brown masses), HHED LT (hyperossification) & UV
BEW) OFERNEZELIIEML, ZNHDOTHITIRIRD 48% 1A b, T D[FEIERD
138 12 8 (92%) ([TENALNZ, ZNHORRITRGIERT I LD LEEZS
i,

JECFA 1%, A3BRICE1T 5 NOEL 2 REi L ORI & 12 80 mg/kg fAH/H & 5% 7E
Uiz, F7o. @RI A LT b hEim Lz, (B 6, 9)

BN ZERESE, 320 mg/kg IKE/ A UL LR GREONEMWIIFED, RIFRSHEOIRIR
(CEHBMEARROBE, B O/, BB ORIEEEOREREINN A BT &)
. REMW L OBEICKTT % NOAEL 2 3718 80 mg/kg (AH/H &i%E L=, 1,280
mg/kg RE/ H O S GHE Tl B 2RI F880 BT )y, R0 7
BIZRWHE TIMERTEE LA DR - 72,

3 ARERICIHIT 2, [D.1. Q) @ RUIL.5 (D] ORBRICHESEBE S,
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#* 46 UY XN RAERFIEEABRO O R

b (mg/kg AE/H) FEh iR

1,280 - B K OME IR RS O HE N N9 0N NS ADE A BIRY:

AR IR ONEIRE RS DEE S | N NEZL, NIRZY, JEEFOL

72> TSI, BEMR, MSEE D%

- BRI OB H. FHEOBLTHE, EEE
320 LIk - JiLPE - BHEREAIROBE, MEmA, F—

- FEEEOR It OAFES (320 DFH)
80 TR L BT L

8. REFHFTE
7 v MY 7 T XV NValEERNEE (40 mglkg (KE) L, —EPERERMTONT,
V7T RYIUTIE, ROEENT, SRR R, IR, 2 U AR SRR UMW RALEH]
TR b ol (BR3)

9. ZDihDEMHER
(1) AR (F)
%@%ﬁﬁ%@ 1. 3 KON 5 FEOBGIZ L D EOMBMRER ClL, BGITERT 5 2%
7RESRFT FIRED T, RIEA bR Lo T-, (B 4)

10. ERZBITHHER

b R Tl U7 7 XV NAADIRERNRBBEOREDR DD, 7 7 XV L, B =
IV LNEDRRTH LT A AV T IBIVERT 5728, Isospora bellii (Z/EY% L7T=
HIV EYYEBF G SN TWD, A Y AR—FRED THIEHE @#) (27 HMY 27 Z
XYL (200 mg) ZHG-LIE ZA, BIRTEROUGEEN IV, FHRIEREE LT,
G XD EWERITRO G-t (B 3)

7 VT RARY DT LMEOIRRDT-, [FEkO HET HIV BYYEEE 1 #) (227
TRV NG SN, TORDOIFEKE T, #ENS 7 S NARY U LDOF—
A RINTERITIHER UTe, BB RISREALFHI N T A — 2 IURD B UITREH SN TE 5T,
BH%D S B BRI O T HREEIT -T2, (B 3)

1. WEYMFEHEZE

R OSBRI EOER (11 &), 77 AR ORMERE 2 5 D Eie R MR (6
o) KONEYRIEIERIE (5 fE) 2 AW, mvitro 2B 527 7 X VOBEERN
PRS2, 100 pg/mL (BT 5 Y7 7 XV VOFEEEEIIEE T 2RETH Y,
PUHETEMEITRD e o7z, (B3, 4)

BIDIFERTIX, Bacillus subtilis*® 2 ¥ &% ¥ Sarcina lutea* D 1 k2 HWTY 7 7 X
U NLVOHEERN Mt ST, 7 7 XV MZIEHEER IS biish-o 7=, (B 3)

¢ ZTRHOIE, R OMO R OFREHUEME OBRAEIZ —RENTHN B D,
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. BAEEZETM
1. EFHEEEIZH T 5HEHM
(1) JECFA IZH 1+ 51

JEFCA X, &FED in vitro i O in vivo DiinalEERIZ BTl i@n’i%f))@ %ZYL
s, VU TR ) VTEREEEA LW SR Lo, 1995 S0 45 [Rl%
BT, v FEHWRAERERRICBNT, 7T XY /v@ﬂwv\?wz@;@@%bw
BROSKIE LTS Z EDER S, REMO Y 7 T XV ~DZBH R Y & OVEFH
A THUNT 2 DI 7R ETH S To LW I RHLA e EiEm Sz, (2R 9) ADI
X, ~ U A& W 2 FERIBMERRIE R D AMEGFE B TS 5 7= NOEL 3 mg/kg {AH/

2R E LT 200 ZAH L, BER7: ADI & LT 0~20 pg/kg (KE/H AT L
7=, (B 3)

1998 D 50 [AISAITBW T, X% s T RS OB IIRRBR 2 R H &
iz, BIEERIT JECFA OZERIZWESTZHDTHY . +oEDY 7 7 XV VHTHREY
PRNBG S, BRI E O E W K ONFREZ DR S vz &l Sz,

TNHOMBIZEESE . U AE AW 2 EMIEMEEE S AMERFEREBRICB T D
NOEL 3 mg/kg {K&/H %, 27 5 XV L0 ADI ZRET 5 1= D b g 722 Fe ki
IHH &I L7, JECFA Cld, Z ® NOELIZZ24%% 100 % L, ADI % 0~30 ug/kg
KRE/H EFRE LTz, 20 ADI X, 7Y KRBT 2AR DML LT, il &
t, 10,000 [EOLEIMEHET HHDOTHDH L INTWD, (B 9)

(2) ERMNIZE 1T 55T
EMEA X, <~ 2A& A= 2 FERIEMFEM RN AMEIRFEHER T 57 NOEL (3
mg/kg PRF/ H) 12204485 100 %58 L. ADI % 0.030 mg/kg fRH/H L3E LTV 5,
(&M 12)
0%, SCAN IE. [FREBr T o7 NOEL (2.9 mgke (KH/H) 12224485 100 %
J#A L. ADI % 0.029 mg/kg K/ H & %E L TWD, (B 13)

(3) FDA IZ&IT 55

FDA 1%, 7 v ha e 2 AREGRER M O A i CRled b7 ip R E RIS
%45 NOEL (50 ppm. 2.5 mg/kg K8/ HFHY 5) (2224455 100 ZwH L. ADI %
0.025 mg/kg RE/H EEL TV 5, (B 10)

2. SHPMEEZIZONT
(1) Ef=EMHHARIZONT
BEEMEC OV, BB CEERRNEw S, WIhbEloERThH D Z &
Mo, U7 TRV IVIAERIZE > TRIEE 2 8@ RN e B 2 oz,

5 W, [I.7. M RUQ)] o FE—otiit Bz 3, BRI A HEL L Bie s
HHZ DWW TR BER S ST TUVRLY,
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(2) BERMSEHHERICOLNT
AR ONTIE, UHF, v U R Ty FATA XE W GRERD FE i <
ni-,
Fem MR AT T A v, THREEORIN, /NEFLOHETRIRE R, Bt
FRINEFTH-T,
HKOHIEWHETAHALNIEIL, 7y MEHWe 3 7 HHEOREEGRERICE
200 ppm FGEFEORED/NEEFOMEITRIFE IR O N & OV &Efﬁi@ﬁkﬁ@ﬁég@ﬁT’C
%Y . B> NOAEL K UMED LOAEL 13 41 h 50 ppm (FALZH 4 KT8 6 melkg 1K
H/HITHY) Th-oT,

(3) EBHEHERUENAMRERIZ DT

BYERMEIC OV, 7 v b EAOWERBRCIIABRIIE U o SEORRRER DS ST
A, A X RO~ 7 A% AW TIEEITATIR~ORE (1 X : B T o
FEERLOEENN, ~ 7 A o/ NEEFUUERTIEER, R & O PERIROREIA L 2 £ 5
NEREZ) BAHTZ, RHIBRWHETALNIZEEY, ~v A Z MW= 25 22AO
& MEFIEE DN AMEDFARBRICE T D 63 ppm HEREOREDOIFIE~DEETH Y |
NOAEL (X 16 ppm (3 mg/kg {AE/HIZAY) Thoto, 728, 7 hEHWZ 31 H
M OIREEFE 53R TI3ElZ >V C LOAEL (6 mg/kg RE/H) M50 TV 23, 28
> H ORI 558 © NOAEL (5 mg/kg (Ki/H) MHERSN TV D,

BRAMEIZONTIE, v T AR T v bERAWEERERNI S, 7 > MZBWT,
WD FIRARAE N OMBE ORI /E N REOEEIMERI A A STz, L, Z O
RN OWTIE, AERENTZR < ERT —Z OfRFHNThH 72 2 LN bERGIZE 55
BLIIEZ BHNT, AR SIET 7 T R JUTRED AT SN2 72 &l S
77o = U A% HWTZRER CIIFEB AMITA DN o T2,

(4) EBAEESHHERICOLT

AEFERSAETEIEICOWTIE, 7 v FERAWEESNGEER, 7 v AT 352 Vw4
IR S ST,

7 v W 2 RESEAERTlX, 200 ppm U EREGREOREM (Fa) OFRKL
UL OB E DK T LY %ﬂ@@%ﬁzm—# IR DEFROIK TR Hiv, RE
&U\ﬁ@ﬂ‘@ 245 NOAEL 13 50 ppm (5 mg/kg {RE/HIZFY) ThoT-, fEAEIE

RO BT,

7 v M RO A REMERER T, 200 ppm &S5 EEOREM)IIRE OIS T RO
720 OIRIRE ROV DA G 10, BEMW N OBRIEIZk3 % NOAEL /X 50 ppm (5 mg/kg
RE/HIZFEY) Thol,

T E AW RA R TIE, 2 BB CREHARICBWTEIERA LD T
M, FriciZE sz 138k [D.7. (5)] 1286\ T, 320 mglkg (RE/ A UL & GREOR:
BN EED, AR GREDIRIICEEEEGROBE, WE DS, & DrExtOARIEES

DA BTN 5 A, B K OBE 2% % NOAEL 1 X241 241 80 KUY 320 mgrkg
{KHE/H T o7z, 1,280 mg/kg (RH/ H O S GHE Tl 6 0 72MERTEEDRFED i
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1205, BEMICEENEDS A DR W R TSRS B el Tz,

3. Bz EEICc DT

U7X R, KFERCEERBRICBWL WIS EEEORRPE LT, <
U ARKNT v b E T AR R D AMEDFE BRI I W TR AMEDZED HAL T
RN LN BEEERNAE TIIRWEE 2 B, ADI ORENFRETH D L f)
Wr =7z,

V7 T XN NOBFEFEMERBROME RN O BIRWHETH LN EIL, v~V A& ]
VW2 25 D H RIEMERM D AMEDFERBRICEIT DAHRZA TH Y . NOAEL /% 16 ppm

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

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

OMEAZE 10) 23 L, 0.03 mg/kg (AHE/H LERET D Z L A@EYITHD EEZ LT,

UbEY, 7 I XV VORGSR EZHHIZ OV T, ADI & L TROEE M
LT ENEE EEZBND,

U7XV 0.03 mgkg A/ H

BRI OWVTIL, Uik R R 2 & A B E B O B L 21T 9 BRICHEER 32 2
L&D,
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F 47 EREEBFICH T SE5EHBROBESEEFOLR

ot BhE MR (mg/kg (AE/H)
B | PR (mg/kg 1AE/H) JECFA EMEA FDA
~ A |3 AM |0, 200, 400, 800, |30 1 200 ppm (£ 50)
fiEMEE | 1,600 ppm (0, 30, |/NEEFRLCEHIR | 800 ppm (200)
PO 60. 120. 240) FER (1) /NEERR R
(EEE5) FEER
3 22HIH 1,000, 2,000, 3,000 —
HiAMER [ ppm (7 290, 500, | 1fnfF T.Bil &)
650 850, ME 290, 610, | (KE) . FFEEEHEIN
920) () . /INEME
(EEE# 5-) FEAmpafE R (1) |
AIRE 2Rl (B
25 730 10, 16. 63, 250, 1,000|16 ppm (3) K16 ppm (2.9 | —
MeMEsE: | ppm (HEO0, 3. 11, [/INEHULMNTHIRE | 63 ppm (14.1) |63 ppm LA TH/)
MDY |47, 190, M4, 14, [JER. TEE ANEFULMET R | BROEEME:
ANMERFE |53, 220) RENRAMERR L JEER BN MR L
(R ) FERANEIR L (104 HEEFEN A
FDA #51# (1,000 MakBR & L CRH
ppm : 1 185, iff 217) ENnTW5b,)
Zw b~ |32 AM |50, 200, 800 ppm |/ 4, ift 21 4 50 ppm  (4.38) .
fatts | (4, 17, 69, #f |/NEFLCPETFRL | 200 ppm (20.8)
PO 6. 21. 89) R () . FEIAME |/NEERR ORI
(EERFE5-) AN () . FFER (JEK
H4m
3 /72AM 1,000, 2,000, 3,000 —
Mas | ppm (71, 140, |/NEEFOERFMIE
%@ 210, 82, 160, |JEAK, HifEH 22kl
240) (1)
(EEEH& 5
12 7°H 0. 16.63. 250, 1,000|6 63 ppm (5.76) 63 ppm
MM lppm (FEO, 1, 4. |IBREIEY L o3Fioo | /NEEFULEFHIRE | 250 ppm LA ETHF
P 18, 74, ME0, 2. 6., |FAMEERDLER R, BB Y /x| ik, Al K OGS RE U
23, 88) EROOARRER DR, | /BT D
(EEE& 5 Jiti~D YA kA
28 727 10, 16, 63, 250, 1,000 |4 63 ppm (5) —
e ppm (HEO, 1. 4, |EREIEEY L oREio  |IGHEIEY > \Eid 250 ppm LA ECTht
MY |15, 61, Mt 0, 1. 5. |KRkEROHEMN HEAEER DN /NRODFEEE
ANMEREE |20, 80) BN L AR L HEVZ FOPR BRI K OY
(REE& ) HHEE L GRS, D 1.
RPN R I D HE e

mdHo, Lnl, A
Bl &£
Wy B
BERARLEEN
77
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2 #AE 10, 50, 200, 800 ppm |50 ppm (5) 5 50 ppm (2.5)
A (0, 5, 20, 80) |RIENY : {EEHEIRD | REENY) - (KEHSINE | REEMWIG T IR AR
(RER#5-) IREY  BERLRE AT | R OMBEE OV, | R
FNOMEEOIKT | R8BI AT
AT L =SYVEONLNEENIIN
MEETTE 7 L
AN |0, 12.5, 50, 2005 5 50 ppm (2.5)
(27 |ppm (0, 1.25, 5, |RHEWY : (KEHIIM | fEATEMER L FHEMWIG I AR EEAK
E) 20) ] i
@0, 200, 400, 800. |fRIE : IKE[LT AT L
1,600 ppm (0. 20, [fE&VEMEZRL
40, 80, 160)
(ReRF5-)
T |2 B (D0, 80, 160, 320 | FEMhEE L
ol A BN Gitill AN E D)
(FHE:% |20, 320, 640, 1,280
ERBR 2 | (REEE D& 5
k)
A0, 5, 20, 80 BT — X Ry | L —
® (TR 0 5-) D7 OFHIE AR L
FAFNE(0, 40, 80, 160 — 160
® (FRfRR 0 5-) AR L
s&AEFEM |0, 80, 320, 1,280 |80
©) (SRR 0 $5E 5-) NG BEERE SRR
F—7 . WERA.
FrERERE
A X 322HIE |0, 5, 20, 80 20 20
MatEs| (7 udng | IFlaoMIREls | AFiEoOMIE
P 5) BUIFAE~BEO | BIFAE~BED
FERRIR B ORI | FERLIRAIE OB
1272 |0, 5, 20, 80 20 20 20
e | W 7euknd |IFEoMZEI  (FaoMEls | FFRoZ2l
P 5) BIFAE~BED | BIFAE~BED
FERLIREE OB | FERLIR IR OB
) 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
FVESARY ADI 3R ERR VA ) 25 7> H 1M |25 2> H MM | 2 HAESEE 04
FEINIMEDFEFER [ AMEDFERER | R (T v )
(= R) (w7 RA)
ADI (mg/kg A&/ H) 0.03 0.03 0.025
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(Rl#R : REMEFHED

W PR Eay iy
ADI — HEIGETEE
ALP TINHIVRAT 75 —F
AST TARGX BT I ) h 7o A7 27—
(= NE I WAy ufg k727 7 —% (GOT) ]
AUC T Ll T TR
BUN M JRFE R
Crnax i (%) iR
EMEA BN R AT
FDA KIER L EIE T
GC HAIa~< NTT7 49—
GC-ECD SRR E TR a~ N T T 4 —
GC-uECD WEE R E T A e~ N T 7 44—
HIV b MUERET A LA
HPLC-UV UV g & @ik s v~ 797 ¢ —
JECFA FAO/WHO & [Rl B in IR IR il
LC/MS WRiR7 v~ 7T 7 4 —IEESHT
LDso FHEIEE
LDH FLIEI K SR IESR
LOAEL e/ Nt
NOAEL ilicess2 e
NOEL R NEEE ] =
radio-HPLC TV - mRRR 7 a~ NI T T 4 —
SCAN RN Z B BRI BT 282 B4 (The Scientific
Committee for Animal Nutrition)
SPF Specific Pathogen Free
T.Bil N )
TP A=y
WBC H i EREL
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(ZH)

1.

10.

11.

12.

13.

Bih, WIS ORIRSHEAE (FFN 34 FEARERE 370 5) O—Ha by 57 (F
B 174 11 A 29 BAY, JRAEGHE SR 499 5)

The Merck Index, 15th 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, FILEE, 2004 £F

ARA =T 4V U=kt 7 7 XV VIREEAREE (1 AR—F LT R) §&
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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