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20094 117 26H H3llEENSELEEZES ()

20094 117 26H X V2009412H25H [EHENLOHEER - HFROEE
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R XA I — VRO FAEBRERERA| 7 v~ # ) — L (CAS No. 31430-15
“BIZ DWW T, EMEA, JECFAL AR — FNE%Z b L IR MR 2500 & 506 L 7=,

REAMIC AL LR B 1, EEhie (7 v b, A X, F8. K, HEOLHE
F) R B, tEs, Y0 K AEROE) O aEE (U X Ty b,
ENAEY b, EIRBAOCFReFeFay) | mEEEE (7Y PERDAX) |
HENAME (U AKRDT v b)) | ERRAREE (A, Ty b, UFEFED
) . EmEtERRETH D,

7/&«/5’/~—/Wi BiamhRRICBWTREREDRETH D, FFEED A
MR THLREDAMITIRD N N2 s, BiamERNAME Tidk
WEEZLNDTZD, ADI@E)’%ﬁé ARECTH D L HIMr & T,

FHERBRICBWT, ZRbHAEOERVWE ZATRGEOEENRD LN L E X
HIVHIEEIL, 4 XD3» H M AMERERBRICI T 2 i g O /N L & OV 3
FIREEHD > oM THY ., NOAELIE 2.5 mg/kglK#E/H Th » 7=,

ADI O T Y 7= » CiE, Zefffict LT, 10, A 1012, BHAA
PERBITITON TV DR, 2o oRBUTIEERERERBR L LT iTJr >TH D
Z L KRO'NOAEL " iREESNT-A XD 3 » AMHEAMEFRERBRICK T 5 &5,
H7HTIEZRS 6HTHDIZEAEBELTENOHREE2E#EAL, 200 £ 5
TEREY EEZ LN,

TR 2 —)LDADIE L Tlx. NOAEL 2.5 mg/kg{A i/ H 1T 22 2425200
WAL, 0.012 mg/kghRE/HERETHIENEY THY ., JECFADFHI &
FEEDE 2 FIZH S ENREICRB T 2BEOFMSERE LT T HLE TR0 E
EZzbhnT,

LEXY ., ZAXZY— O MEEREEE MOV TIX, ADI & LT,
0.012 mg/kg RE/H 2 & E L7,

B, B~ — =IOV TR, BEREEBOERERBRIZCEBW T, REMLK
TR RFmbREHINTEY, ZhoaBETHIHLENDLEEZILN
%o

T, FROBEOKRERBRICEBWTIE, RELKOAZRER S E Uik
WRMEONTVWEDN, REWOEREEIZOWTHLEETILERND D EE 2
bb,



I. FERRPYAEERZOBME

1. A%
P A= BB BR A

2. BRSO —4A
& « ZARE S — L
74, : Flubendazole

3. k24
IUPAC
#4, : methyl N-[5-(4-fluorobenzoyl)-3H-benzimidazole-2-yl]
carbamate
CAS (No. 31430-15-6)
# 4 : [6-(4-Fluorobenzoyl)-1H-benzimidazole-2-yllcarbamic acid
methyl ester

4. 7FHR
Ci6H12FN303

5. #F=E
313.288

6. EERX

s
= N,
0
= S,
F ﬁ }7@\
0

7. FRAEMRUERARKR

TNRUBE) =T RUORAAIFZT—LRICE L., KREFBOWMLE HE
B LIEMZ AT AR ETH D, ARVE S — LD 7 VA K TH O,
I P2 /T D,

AARTIE, £ X, K, BEAOFORREORRZ BICEMAHEIREML & LT
AKBIN TS, (£1) B PHEERE L TORABILRW,

SAETIE. K, B, BEB L OIS — 2 MR, SR, R SRR
BATDHT LI v 7 ALOBETEESND, £, AETIE, & NHOBKHR

5



ELTHEHASh TR, FWHEIE, 100 mg4% 1 HIZ 1HEH D0 2T,
e 3 HIEARM 3%, (32, 3)
B, RYT 47U A MBI REAEHIDARESNA TN D,

#F1 ENTEREBEINTWDLIAXREZY — a2 RV HAERS (BEA®HY)

e | Whee - R AL - A& it FH A (1 11 T
W 1H 1EMRE 1kg ¥z
55 KEd, /B, & | 10 mg BHICHT D720
[ R oD B 2~3 HWHEH (BROok5) LT DRI 3 HIH
4 FATFTNEZ—F7HH | 10~20 mg ERICHT 72012
S D BR R b AR (RAKE) RS 510 HIH
A fii B % oD BRBR 20mg  (RAKE)
73 R H o KR, K | 5~10 mg EHICHET 720
PEfbfih, TV | (ROo#s) ERT DA 14 HH
B, B REO | BEEEE 1t Y0 T AR K
BRER V=) LT 25~30 g ¥ —
IZIR LT 3~5 HME N &5

I E2HICRIARDOME
ARFEMEIZ, JECFALAR— b, EMEAL R — A2 Y S0, BMHICET A E
RHMRZEBLI-LOTHDL, (BHE2~9)

1. EYEE (RN - 9% - K3 - Hlt) RUEREHER
(1) EVHERER (v, 1 X, RERUEK)
TNRUET—=LVDT v~ AX, ZHELKTKIZE T 2 EWF00RHEIX
Koz, Zv FTiE, TiglZN 6 KM THH-7-, ECOHMF T, HEED
50 % w2 D ENPREALKRE UL CHEPIZHR S, WIS T AN X
Y= WTIREICRE S D T2 i K OVUR R O REACRIE B IXIEE ISR
ST, RHPIERBEAIBRE SN, EERRPFRE T, b EoRET KO
TN VRIS DMK R TH Y . AR N2 TOEYFR CTIXFR#ETH
o7, (B4, 5)

(2) EEgEsER (v k)

Z v b (Wistar ;&) MO~ A F X X (Mastomys natalensis) % 727
NR = OREAEG LK THE (40 mgkg RE, ~ A 7 o0 BR#EHK)
WX A EYEhERBR D E R Sz, &5 4, 8, 24 M TN 48 IR IZ L &S
77

RORGHDO TN E Y — L OMBERREZ, &5 4 K% T, 7 v b

1 SERE 17 SR E SR 499 Bl X o THZICED O - 7w v
6



T 81 ng/mL, ¥~ A F I AT 17 ng/mL Th o7z, FHE LD Tielk 6~7 B
ThHhoT-  KE24BFMBIZBIT DT v O T AR E Y — 1O MR E I
5.6 ng/mL Th » 7,

BT #5514 o M #E rp i B IR FEE AR 2y o 72, M BN FE D Chax (3 7~9 ng/mL,
Tmax 1X 4~8 BEH] T o 72, 5 48 FFM % O MAEFHIEE L, Crnax D 32 % T
B FEHBALL L ORIUIFIEFICTENEE X bz, (B3R 2)

Z v~ (Wistar &, ) # HW\W 2 UWCHEFR 7 VX 2y — o5 (10
mg/kg K fmﬁtrﬁ%%%’:{%{ﬁz) 2 X DY ERBR S I T, 55 0.5, 1,
2. 4, 6, 16 LN 24 BBl & & S iz,

TR E Y =)L D MHE Toax 1 0.5 FEF T, T2l 6 Kl TH - 7=, &K
M, Bl OMEEF O 7 VR F Y — LB EITIEF IR . 5 0.5 FEfE 1%

(0.27 pg/mL) & 24 FfE#% (0.18 ug/mL) TREREITR D LN T,
B 515 24 FERLINIC, BEHED 50 %ir < 2 IS HEM & v, R H IR
W& LT 4 %nPet I, &, M. BN, 55 R & ORI OB TE M X
FEFITIKL . 3.1 pg/g & LIRS Anotz, (B 2)

Z v b (Wistar ;2. B, 5 VC/Hf) ZHWiZ MCHEFHZ 7 L Z Y — LDk
O£ 5 (10 mg/kg RE) (2 L 2 EyEhRERER N FhE S iz,

BhH% 4 BUNIZ, BEED 7T %R IRFIZ, 89 n#EHRICHR SN, &
5. 48 BEREILINIC i BHED 91 % HE S iz, ﬁtﬁ@ﬁﬁc%ﬂﬁmmi}:
NEPNREIETH Tzt LT, IRPOBFIEEIZIZE A ERREW T
%okoﬁﬁfﬁiéhti%ﬁﬁ%%@\imﬁwﬂiy%m7ﬁ%%&
N7 hvmE o s vra  BiERTho72, (B 2)

(3) EYBRBER (1 X)

S4 X (E—ZLFE. M3 PC) %A 140 7 LN 2 — L DRk O R
5 (10 mglkg (R H) (T & 5 MBI T S hure,

B g% 4 BLAPIC. MORIEMED 88 %AHENE S huis, MR IEMED K4
(81.5 %) 1FFP T, RPITDT NI 6.3 % Th > 7o, FRHOHSIEMEITAH
MICEB oD Th T, 48 BEH BN ISR S h 7= 3 o R R, 12 A
ENKRBILIECTH -T2, 7. IARUCE Y — LB EER 22T TV 5 2
EWRBE N, (B2, 3)

AX (BE—=27VFE, HE20C, M 4P) ZHWETZ AR E Y —LORKROE
5. (22 mg/kg RE) 12 X 5 EBHRERER 2N e S v Tz,
J]ﬁl Cmax j:4'\"5 ng/mL J]fllﬁf{ Tmax&j: 2N8H#Fﬁﬁf%0f:o (;Sﬁ\gx 2)

L 2 HA 5 (2.5.25 mg/kg (KRB, ~ A 7 v B¥ik) & OV 5 H BER &5 (2.5,

7



25 mg/kg IRE/H ., ~ 4 7 o BEWiR) 12 X2 EYBERBR N Ei S iz, &5
#% 42 B O MRIZOWTHRENER S -,

WTHOEERICBWTYH, 3 MMt Mg EE —RFERAED b,
%1 IR, AR D OB X 0 EHREAL B O A2 i O 5 kAo 7,
%2 ML, EHEAL O OB XV PE D TR ERLTH Y | FH 3 FHTIEIE
FACHRE R R O BFWRIN 27~ L=,

2.5 mg/kg KEDOHFEIE 5 TIE, Cnax (&5 3~5 H%IZ 0.6 ng/mL, 25
mg/kg RE DO H[AI 5 Tl Cmax 135 5~7 H#£IZ 2.1 ng/mL THh o7, 5
H R G CTlE, Cmax (3K S 3~4 B# 2, (K& T 2.4 ng/mL, &
# T 13.2 ng/mL TH -7,

WTNOHFEEEROEEFECBNTH Tigld 24l EE 2 O,

(g 2)

(4) EVHEHRE (K)

% % 7= [14C-2-benzimidazole Bg] =ik 7 L X % — LD 5 H [ 8 i %
5 (1.5 mg/kg KE/H) 12X 2 HpEHERBR D £l < iz,

B HEORE 79 %, i&&E5% 30 HUWIZHE &7 (JRF 23 %KLY
#P 56 %), EEAMNBRBIZI NI VEBIMASERE N N BT Th o
e, (ZH2)

K (7 R —AfE, {KHE 18.2~26.4 kg, M 196, EBHE48H) 2 HW
T 7 N_ Yy — v 5 HIEE KRR O HE (20 mg/kg KR8, KEBREIK) 2
£ % I ENRERER S SEh S Tz,

TN ZY— )V OMFREIL, B 1EHRS 6~8 Kifil#& iz, KIRE TILH
% B Cmax (0.03~0.05 pg/mL) (27 L, 24 FFE % 3 HR S (0.01 pg/mL )
LN ERoTc, 55 EIFEE 4~6 K212, Cmax (0.04~0.14 pg/mL ) T2
L. BB 22D Uiz, k&G 2 BB, RN RHERALL T T
bote, (ZHRT)

(5) RBHARK (v FPRUAX)
7N FEOBIL L OIS I EEER G DINK GRS T R H Y — v D E
I RNEBRRE TH o7, i~ T —Thor0n, KFOBETAF
Wb ATz, 7y BEOA XICB T ARPREIL. 7 b riER, v
NI VUERINK IR X7 V7 v CBRIRRERI A L o TR S Tz,
BFEEMICBITATIARE Y — LORFBRBEAX 1ITR LT, (B8 2)
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N.T/HHCDDCHg
L
e~
F

EILE, FAECES, URINE RiT35a ELE, FAECES, URINE
'/kemne reduction \ carbamate hydmlg5|s

BILE, URINE \r HHEOOCH 5 Y HH
glucuronidation /O’ @

sulphate conjugation

o

E 35758 BILE R 35475

pteas A

R 45135

H
L oM m
N-methglauo‘n/ H m/ ’O—'ﬁ H
CH O'ﬁ Mg o
! o
H~ .HH F
oH z
| T R 35Tes R 35653
& H
gk
F

1 TARE T — )L O

(6) R#FAR (B. tEERUK)

TR =)V DAERNERITIRHSHIZDEY | HB.EEELATKIZEW

TILFRER O RHFERE Td - 7o,

BN OB EICB T 5 EEMAHRK L. methyl[5-[(fluorophenyl)hydroxyl
-methyll-1 H-benzimidazole-2-yllcarbamate (UL F : R38758)~D /7 k v iF
L THo T, KICEIT 2 EEMEKK L. (2-amino-1 H-benzimidazole-5-yl)
(4-fluoro-phenyl)methanone (LA T : R35475)~D B /L N B D K5y fifE T
Hodto, WMAHMEL, #IZ 2-amino- « -(4-fluorophenyl)-1 H-benzimidazo
le-5-methanol (LLF : R45198)~Z5#t S 4172, R38758 & UF R45198 D& b
fZ o TWie, XU IFY = EELRFFL T L RGEmIET, 7
2= e RO BEFRREEZRF O EE X BT,

o K OB R O IR 2 A7z in vitrofRETEREBRIZ L Y R38758 ~D & kv

FEILDAMAE TEERMABRE TCHL Z LRI, (B4, 5, 6)

(7) BREBHAER (B)

PEUNSE 2 72 UC R 7 VR &2 — L 7 H IR AT 5 (60 ppm)
2 X % E By e K O a8 28 520t S v 7,

TN B = ORI IR TH - 7o, FlEE G 4 Kif]# (2, 0.24 png/mL
D Cmax BF DTz, BB 5 FEZIZ, DT 2T E Y Crax 0.28 pg/mL
ML N EE RO 90 %3 H Peilt S v ARNERIZA Do T,
b 24 Wi te . A, R ORI 7R E W D 79~86 %2 Sivi-, [A]
R T, B IRE Y O 49 % MK IR B O 61 %D A3 S iz, LA
B TIlE. TR OB B DK 30 %D B3 ATRETH » 7=, Ik b
24 B[ t4 . KM T EEE D DK 60 % O BN T Y D) 35 %L R
PTAVIR TH o7z, LU S, ZIX_Z Y — U ATl K OV gk 7 34 7% o

b

9



MO 3%NAMTHY, ZNOOEEDTH IR EETN T, Ry L
L Tix. R35475 (Tl V&g & D 7.9 LT 5.8%) KT R38758 (Jif
g e OB g D 5.3 LN 1.4%) Tholo, k&G 24 K& I12B17
LI, B, A R OV SRR o ke e R R X . 1,500, 610, 30 K&
68 pglkg T, #H 10 BRICIZZEN T 241, 29, 3 KT 12 pg/kg (29K
L7z, ARBROFERIT, BIEFEM Lz 1UC EH 7 AR 2 — L ORERE
(30 ppm) AERICEB W T P ICR OEE LW Iy RBRE R E —&K LT,
EEEE 1%, IO 7R Z2Y — LIERBY O 80 %%z 5 &1
AHECH T, ZINR_U Y — )V RIFH O FEERE R TH D RIERE O 40 %
ZhEwiz, &5 1 B, R R35475 X R38758 Ui THiH S 7=,
RS 9 BB ETICELNEINCO W TOSN D . EEWMICIBIT S 71
ROZS—=VDEEIT—ETH D ENHERINTZ, (R4, 5, 6)

FEINEREZ W=7 X2y — v 7 HENREEE S (60 ppm) 12X D5
REBR NN ST, REBEE 0, T RON28 HIRIZ 6 PR &S, Mkt o
TNRUH ) — )L DFERBIZHOWT HPLC 2 AW THIE SNz, &2 ToOMERIC
SOV TEEIRIIL 10 uglkg TH - 72,

A& G E A DONTNE ., B gL OF AR OEHEREIREIX, £ 198,
173 KOV 79 nglkg Tholo, ZNLBEOR A CTILERRF KM TH -7, I
TOTNR Y= DR IR L, R &RE T HEE O 230~118 pg/kg
2H ., BEE 11 HEICE 13 pglkg IR T L7, KRBT >\ THIE
Shehrole, (R4, 5, 6)

(8) “REHER (tmRB)

tHEZHWEZT7 AR Z2 Y — 0 7 HIEERES (30 ppm) (2 X 25HE
RN T S T, &S 6 FEM. 1, 3. 5. 7 & TN 9 HZIZHERES 3 17
AN, BT O TIARE Y — L EOMRE DR IZo\\W T HPLC %
FAWTHIE Lz, EERMII. 70 &Y — LI 24 < 10 pg/kg. R35475
F O R38758 11T © 25 ng/kg. M o##%IE 10 pg/kg., R45198 (%7 /5 1
T 50 pg/kg, fLOFEMKIE 10 pglkg TH o 72,

et 6 Reftg . NP, B, AKX OCEBIETO 7V 2 — )
DNYHFRERE L, R 64, 67, 18 160 nglkg Th o7, FKERO
R38758 D & fHkIZ 31T 2 FH R F IR E 1T E 1L E 4L 200, 80, 42 K O 32 pg/kg
Th o7, FIFFA T, R35475 1%, ML OBIETHOT 22 29 KT 11 png/kg
N Sz, R45198 1%, BIK T 10 ng/kg i s, IiEcTbHmH Sz
N, PEY—7ICEDERIZITER o7, HREOEENEN T TIE, M
Ehiehol, REESE1HEZ, ZAXXUEY— i3 1 HloRERERF (11
ng/kg) (2D A, R38758 1% 1 BlOE g (18 pg/kg) IZDOHFEE L Tz, il
DFLE K N2 D% OB EICB T 2 BB T EEBRARTE CH o 72,

(M4, 5, 6)

10



(9) BBHE ()

FUEHWE I AR Z Y — LD 7 HEREEEE (60 ppm) 12 K 5FEER
BRSNS vle, BHFR T, MERES 5 PN LRI, TR E Y LDk
¥ HPLC Z HHWCHlE &7z, E&RAIL 10 pglkg TH - 72,

R G- 6 IR 1% . IR, & g S OV A Hh 0 SE R R B IR FE 1. 2L E 4L 85,
57.5 L T*18.5 nglkg Th o 7o, k5 1 B TIE. & 10 7L O IFlE (60
ng/kg) . Bl (114 pg/kg) MO ORI R S, o sk E BRI R
Td o 7o, RGN O YR IR T I i 5 6 BE 2 D 76 pglkg 7 5 |
et G 1 B2 29 pglkg, 7 H#%I21E 12 pglkg WD L=, Rt ok
BEICETIERIIEON o7, TARUHE Y — L2 TOMER THS
PMCHKR LT, 209 LEBME TIIROEMICEE L, (R4, 6)

(10) %EHAEK (K

Bz W UC =R 7 LR &2 — v 5 BB E (30 ppm) 2L 5

BB N E i S 7z,

A& 6 REfE 14 | ﬁ’i AR WL, Pl 29 %, Bl& 20 %, HHA 10 %%
OJERF 11 % CTH o 72, I &5 5 HIZLICIEAFIRT OfE S 0 \iE 52 %I L
7o, #&5%% 5~30 E!ODFEﬁ Hﬂm#ﬂﬁ%ﬁ%@@ﬂ 50 %lIiE &M TH o 7=, [FEED
MR R E R O AR EYOEHGICHbEE I N,

TR K — T g o 14C EERFRE M ORI 1 %, Bl EEY O
1.7~2.6 % Th o7z, &KL 6 Kk, AL TIEFRO 7V 2 —
VR, FNEH 115 KT 29 %ITH Y LT-,

R R35475 1%, w6 Reffltc. . B, #5RW & OHE I kg%
YD 47, 93.5, 94 X 31 %Z D5 FER S Th o=, HEEE 10 H%
\Z1%. R35475 OEIG I N VK T, ZNENORIKEY D 18 ¥ 23 %
WK T L7z,

R Ra5198 1%, Hikf s 6 WRefftc. . B, #5A & ORI h ik gk
HBYWoZEnEi 12, 8, 8 XU 5 %% 7=, R38758 DIk LV 7eir-T-,

ARG T, MR PRI B IR M OV T, kRS 6 BEfil# o 3,865
FOr 2,678 pglkg 75%\ 10 H#I21% 529 M O 78 nglkg [ L=, B &Y
RE W o o0 -2 ik B wERE 6 REfZICENn i 262 LT 212 uglkg
ThoT=, (=M 4)

T (58H) ZHWE AR Z Y — L OEHREIREAORSE (5 mg/kg (AH) (2
X DB T S e, BRI RESr TNz, ERBRBRILS
ug’kg ThH o7z,

JFhg, g, AR K ORI O R REIIRE T, &5 24 % CENE R
120, 120, 70 }2 O 96 pug/kg 7 5 ¥ 5 72 B #2121, 28, 24, 22 & O 69 pg/kg
IZE TR Lz, (B 4)
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FE (LWD i, #f, 1288) ZH W=7 A_ &Y — 10 5 H IR O #%
5. (20 mg/kg R/ H . KMEBEIK) (X 2FERBRNEm Iz, iFE. B
g, DoiE. /M OV IR RS 1 BBEOR, HRITREES5% 3 HET
TR — VR SR, TR HEBER (0.02 mg/kg (AH)
Rii &g ot=, (BT

(11) BRBEHARBR (4)
WAL (bEH) ZHWET7AXRZ Y — ok O#s (50 mg/kg (KE) (12
LA N ER SN2 KETREOHE TOHAIN 20 EmICERIL 7=,
BETORET, TNy — LI (BRERA - 25 pg/l) s, %
BT LW 0B BN, (B T)

WL (5 BH. FIEYL) # W=7 ARy 2 Y — Lo 5 HIEREER S (100
ppm) ([Z X DB RBMNEmR Sz, L OHLFTRELZRE Lz, Bl
FRA 1L 10 pg/L ThH - 7=,

D7 AR Zy — VR H 3 RIKE 2 K% O 3 #112 10~30 pg/L

Bl ST USMR R ARG Td - 72, FithiZidm s e no 7,
(ZH]7)

T (RVAHA A UFE, 128H) ZHWET7 A0 Z2 Y — v 5 H [E 5 R
O#e5 (100 mg/kg/H . KMEBEIK) L 2BERBRPERINT-, BHEHR
F% 20 pg/L Th - 7=,

TR HZ Y —uid, . B, DR OV A TR KRS 3 BE. /)
B ClIm &5 5 B L ORI CTlim &5 10 B %ISR H RN & 7o 7,

(ZRT)

(12) %EARAK (F)

B (o7 Ly M, 5EE) ZHWET AN E Y — L0 5 H MR RO %
5. (25 g/9/H . KMEREKR) 1T X 2EERBRNFEm I,

TR F Y — T B &S 1 B % TTIRAFIRIZ 30V T o Bk (30 ng/kg)

SN Eefd G 3 B % LI TIam HIRA (20 ug/kg) Rifi TdH - 72,
(ZHT)

(13) BBY—H—IZD1VT

JECFA TlI. BEQRBIZOWVWT IR E Y — Vi~ —h—L LT
53, EMEA Tix, 8@ oM L OREICET 25HENS \ﬁ%¢@%
EicBIT A 7 ARy — L OESIIHBHEWNED,. BEOEEIC
HEE~——L L THYThVnEINTWDS,

EMEA X, BKOMEEFIZB T 2BEDIIRED L EThoTmZ b, K
IBTDEE~Y— I — % TN X — L RO R35475 OEFHE L.
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FEICB O TIE R35475 [T EHEREREY TlIaho =, BEOKOMEE T
FIUEE~— I — T D ENREELWVE LT,

—7J7. EMEA Tix, BINZHOWTIX, ZAR Y — LOREBEG% 9 H
BT DB DK 40 R REALIKTH D Z LD, TARUE S — LN
JllickBiFsRE~—h—L3hlz, (ZH6)

AMAE= L LTIE, BRAOCEBOERERRIZE VT, REMELZT T2
REBHLHREHINTBY, ZTNOE2BETILENRDL EER D,

Fo. FROEOERERBRIZENTIX, REMEOR ZRESS & LR
B RPFEON TV DN, RS OIRBIEICOWTHLBERETL2LE R D &
ER Do

2. REEMHR

TR F S A DBIEBIERR AR 2 [CE LT, WK, . ®
BEOSHE, SN D o, KM, HOR R OSTER EOERBRD SR,
BE U T O IR B - 24 RER S A IC TR S T, (B2, 40 6. 7)

F2 TNARUES— LDAVEREME

Eukz) 2 # 5% K LDso(mg/kg bw)
~ A ki wEm* >5,000
ki o >10,000
I T >5,000
g )5’ >10,000
i3 i fe+* 528
i3 JiE e+ 434
7 v b ki B >5,000
i /¢ g >10,000
i i fpe 435
i3 i e =+ 252
I 1 52 Nl >5,000
M 1 T >10,000
ENLE Y b e 1 Y >5,000
Y2 T 4,679
i3 T 4,834
PEIN i3 0 >640
AoreF gy — ey >1,200
WEZ v b Ji(2 >2 560***
i3 >2 560"
AT v B Jii3 & 0 >2,560**
R~ T A Jii >2 560***
BEE L E v b Ji3 >2 560***

VA 1 %A Y Vb — | 80 D KRR K
URIE 2 0.5 % A F LB — ZARIK
IO E T T2 L,
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3. HEMEHHER
(1) syAMBEAMSEEE (v h)

Z v b (Wistar &, MEHER 10 IT/BE) ZHW 740X H Y — D 3 » A
MR 5 (0, 100, 400, 1,600 ppm. ZET 0, 8., 30. 130 mg/kg AHE/H
FEY, HET 0. 9, 40, 150 mg/kg (KE/HAHY) (2 L 2 dSMEEMERER D £
=i,

T, {78, AEL. BEE, KE, MEFIRE, miEom. RKRE.
Hk, ResEE L OYRBEMSFZOREICRGICER T2 2 TR O 5
277,

AHBRICEB T D5 NOAEL 1%, KikBro&km A E TH 21T 130 mg/kg (A HE/
H, T 150 mg/kg KHEH/H B2 67z, (2 4, 6., 7)

(2) SyEMBAMEEEER (1 X)

AX (=7 FE, K7 7 A, MERES SVC/RE) ZHWZ 7 AU H Y —
LR O S (0. 2.5, 10, 40 mg/kg {A&EH/A., 6 H/HE, ¥o5F o 7k
NEEE) kD 3y AMHE AR ER S -, FBEEICIE 250 mg
D77 N—ADIHNEZ BT,

ITENVEAL, R, AE, LEX (ECG). IE., MKFMMmA., MmiEor.
PRI A, HM. DS B L OYR B Z BRI W TR S vz,

10 mg/kg AE/H DL B G5B DO 42 T ORE TR O /NRE R O F KR
Iz D oA O BTz,

I FRAR AR SR A I B W T, JETIE 10 me/kg A/ DL L% 5 R TR
DFEMMHELEDRBD T, HEKAET ) o7, HETiE, 2.5 mg/kg (K
H/A®BGEED 2 6], 10 mg/kg RE/H O 1 6} O 40 mg/kg (KRE/H @ 3§l
B o BHEHME AL (atresic changes) MWERD L 7=, #H RO K O+
EEER OEICEMWEE N BE SN, BTaT —ZICX D&, MAEHEIRITH
ENTEIT., FOA XOFEK TIXIEFH#HENTH > 72,

FROBHFICH EHE, HEHMBEFEAT A K2 2 ANOJFEZEFIC X0 @5
IR BTz, 2 NOBEMFILEMEL( (RISZAROBRHME) A5 ICRE T
THRMEEEEZRTLOTEHZRL, MUICKRKARAS XOBREARARLEEZEZD
NoHENI AT L, ZNLDOELDOREBEBRICONTOMT (i
B) 7RFEILN 7= KRB O NOAEL 1% 2.5 mg/kg AEH/H THDH L& %
bz, (B2, 3. 4, 6)

(3) THRIEAHEHHR (B) (3FHR)

%N (WHARES., (MES0M+HESN) /HE) ZHAWVWETZAXR X — 1D T
HEREEH G (0, 60, 120, 180 ppm) (T X % di S E B 23 L S vz,
&G 4 BRI, M 10 P OE 1 3P & Ml 8 B OS5 R O 72 O & BED B R
Wz,

MR FH /N T A —% Tlid, 180 ppm & 5-FETO Ht L O RBC (2D A H & 72
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BETERRED BT, MkAEIFEHRAE CIE, 120 ppm B#EEFICE T 5 P0G
Wik Y CREE OAEZ2¥EN, 180 ppm & 5# T AST DX T, 120 ppm U I
BEHTa) 22577 —+F (ChE) DK FRRENT-, WEMEEFHBRAE
T, 180 ppm % 5-F D Mg 1 F MELHE 5E Ik O > e VR g O RBC O 23 81
a3, (B 2)

(4) S0 HEEZHESEER (K (3FHKR)
W (k3 —27 vy —FfE, (AFE 21~24kg, 653H) 2T, 7AR_RZ YV —
NOIREEF S (250 ppm) 12X 25 30 AR A MEEMERBR N i S iz,
BT, WTHOKIZORRICERFITRO N R o723, 1 HOAEE
Bih 6~12 HRZRIC T TR FRINA LT, L L Z O FRITEGIZ
BEET2HD0TEHRVWEHE SN, £/, WTHOKS IEF R REHINEZ
LT, (ZHT)

4. EHLAHEER
(1) BRAERER (IRORXARUT Y H)
Ty MR R~ T ZAEZHNWTETITAR 2y — L oRERE (Ko H&E 40
mg/kg KE/H) 1T X D3N AR 3 S 72,
JEG A ROEINIEZ R, MOBRGICERTLIEELRBD LN T,
BNAMEITRO N2 hoT-, (B 3)

(2) BNAMERER (T9X)
~ 7 A (Swiss R7/VE /| WEHES 50 VL/#E) ZH W7 NRUZ Y — LD
REE# 5 (0. 50, 100, 200 ppm, 0. 7.5, 15, 30 mg/kg KE/HFEY) T
X518 r AN AN E SN (BEELEAEKEICOVWTOT — XX
I N oTo), FETHE, WIKRBLIE N O NERE O A 25\ T H Lk
SN T, BB T R E] MR M OV B R 22 PO A 23 5408 S v 7=,
BRIRPT A ORI GICERT 522813 o, R 3 DL I ITHRE
HEOEFRIINHEEELRREE TH- T2,

£ 3 ~TURAREPAMERBRIZE TS 18 » HMAEGFE (%)
iy BEE (mgkgA&E/H)
0 7.5 15 30
1 54 44 38 38
il 40 34 40 32

B OEEMEER ORBUIT, BEREL OB CRE O -7, b ikE
L CTH B SIS, T MRS & O M 23 A (alveologenic lung
carcinoma) Th o7z, WEMEMRFHMRETIZ, HEICERTLIZEIIA LN
R0 T,
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%%73§A/,l~$&j:§‘7g\&) [‘Qj@ﬁﬂ)/) f:o (7/}—3/&\@\ 2)

(3) ELAMRER (SyH)

Z v b (Wistar 5., HERESR 50 PL/EE) 2 W27 X0 2 — )LD REE#
5. (0. 100, 200, 400 ppm. 0. 5. 10, 20 mg/kg AKE/HFY) (k5 24
’TﬂFﬁﬁ%\éﬁg PERER S S X vz,

WATEN OB o CNERR P 72 B>\ T 1 H 1 g sz, RERKT
H%‘m AENZHOWTHER L. BRI oW TR PR 2 A 2 32506 L 7=,
ﬁiﬁ%ﬁ‘kTﬁ%ﬁ@ﬁEtéi REEEZ GO TCREGHTIHEFITE N1, BERH
OFETHFRIZIF, RBOSHMEZEL THRHZFNAEZIRONhoTz, &
BRI 5 _tl?é%ﬁiﬂ BOLNIRMN ST,

AR L R RREE O 20 % M OV FH & & G- FED 40 % O W B2 T 1E & 23 8l
gL, HIREE, 5 KO 20 mg/kg (KE/ A B G RHEOHICBORAILSEE
MU 7225, BRI H B0 H 5 21bid/e > 72, 400 ppm
TORETTI AR Z Y — )L 2 FERFGEE SN, FAEW OB AERITE W
T, EMFE I FR R EBIZ A LR - T,

BNAMEITRO 2Tz, (B 2)

5. $EHEEMHHER
(1) iEiREERER (T XR)
<~ 7 A (Swiss A7 /VE /| W S0 PL/EE) ZHWZ 7 LR H Y — )LD H[A|
gRf R 0 E (0. 20, 80, 320 mglkg IRE., ~ 4 7 v liRMWik) 12 X D ILIRRE
KRN ER SN, 2 TOMITELEORE S /L. 360 HMmRBZE I,
MED IR, BENLHEI DM E COFEYEE., EBHERES 5 W IXEY
HPEMIEIZ B U CxP R & G2 TR o7, 320 mg/kg (KE
BHBETIL, SEHREERKOBDPBE I T,
ARRBE D NOAEL 1X, 80 mg/kg(AE L EZEx bz, (B2, 7)

(2) REMRUVERHAREEERE (Y )

Z v b (Wistar /. WEHES 20 PL/EE) ZH W= 70X Z Y — )L DR
5. (0, 25, 100, 400 ppm, 0, 2.5, 10, 40 mg/kg KRE/HHY) L DR
B AT S QMR W ¢ 53 BR S 58l S v 7e, MEIE. 2QBART 14 B [ & OUE iR #I ) 2
BWLTIARSE Y — VxR I, BEIZARRHT 60 AR 7 VR 2 — L%
BH Iz, Zho Ol % A EDOEY & QB LT,

ﬁtﬁ@ﬁéﬂ%&tﬁ$i@ﬁ§@mbu% ' E=A N tl#éﬂﬂﬂﬂ I I N o T,
MEIT A TR 22 HRRICEZR SN, HIRBICHRGICEDEEIT R, FEA
EETORECIHEIREIX 100 %Tholz, ETOHEIZ b\f ERIEIRE. R
WOAGFR, MEC R ORINRITIFEETHY, BEICERNT 2 HEIL o7,

BEICERTHBIEOFHEEFTIIBEINRIroT,

ARRBRICK T D5 NOAEL X, ARBOKRSHETH S 40 mg/kg (KE/H &
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Hrbhiz, (ZR2, 4, 6, 7)

(3) AEHMRUBRIHBBERER (S Y )

Z v b (Wistar &, M 20 VC/EE) 2 A WIZ 7R & — )L DR 5 (0.
25. 100, 400 ppm., TN L 0, 2.5, 10, 40 mg/kg (KE/HFY) Xk 2
PEH K O L e 5B 3 Bl S 7, BB E O 53R 16 B2 5 338
MoMEHMZE L TfThihvz,

40 mg/kg REBECTREMY 1 FILE L, BEI%HOERERINENF I
L7z, 40 mg/kg IREE CHEERBN M LT, WOHAERAE, WEFOMKE
& XA GFRICEE I o T2, WIBMZTFRIZA LN T,

AERIZF 1) D5 NOAEL 1% 10 mg/kg (RE/H B2 bz, (B4, 6, 7)

(4) EFRERR(T Y )

Z v bk (Wistar &, M 20 PL/HE) # W=7 v X2V — L DIREEHR 5 (0,
25. 100, 400 ppm. 0. 2.5. 10. 40 mg/kg {KE/HFY) 2 X AR
BRONFEhE S duiz, WEBRWE O &5 IXMER 6~15 HIZITVW, (KE, EEE. 5
R ORI F%ﬁ“é/wf &ma’f‘%ézmi iR 22 HiCEF& L, IBIRD
AR ORI, WO EREBIW NIRRT O ELHRA LT,

AR R A ﬁﬁtm 372 < TEéEE&UIﬁJM@ IZEE CRIFEE CTh - 72,
EREREOIFERIT 95 %, MIREEIXZ 0% TH 72, BIROETDOINRT A —%
X G RE L RREE CRIFEE Th o7, 40 mg/kg KB/ RGO IEICTHFF
EHREBORENBED NN, 1HETTH- T,

ARBRICH T H NOAEL 13, ARBoOEKSHETH S 40 mg/kg KE/H &
BEzohlz, (B2, 7)

AR DR & [F — ORBRETEIC L2 0RBRAEmI L, HELZWT R
DINT A — 2T H B ifmmto

ARRBRICK T D5 NOAEL X, ARBOKRSHETH S 40 mg/kg (KE/H &
Ez bz,

Hl ORERAE R AN D72 ICFE — ORBREE CHMHlROEGIcLS 3
[ B o F RN FEhE X iz,

B EORROETONRT A —21%, HEHLAABEECTHRETH > 7=,

AHABRICBIT 5 NOAEL 13, ARBORKEHETH S 40 mg/kg KE/H &
B, (B 2)

Z v ~ (Wistar >&. lff 20 JPC/E) 2 W= 7 LR H2 Y — )L OIREE# 5 (0,
100 400, 1,600 ppm. 0. 10, 40. 160 mg/kg A E/HMY) 2k 2 EHE

PERRIBR S S0t S 7z, BRI O B 51T AR 6~15 HIZTV, Bl Ok &
R U/XT A —=HIZHOWTHlAE L7,
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AHEBRHIE PR CHNT o7, BEELEHEREEZIESHECRIKE TH - 7,
FIRFIIDT OB THELS, BRHTETROD R0, RhIEE
P TR R S0 o Tz,

ARBRICK 1T D5 NOAEL 13, ARBOKEHAETH D 160 mg/kg (KE/H &
Ezbhiz, (B 2)

Z v b~ (SD % . M 20 VC/EE) Z W= 7 X 2 — Lo sl 05 (0,
2.5, 10, 40, 160 mg/kg (AE/H , iR EAI SR U 72 KRB TK) 12 XD
T MR N FE i S iz, WBRWE OB 513k 8~15 A 21TV, fHIE 21
Rz L, FRE, AEBREELECREOFRICOWTHRE L,

AREREA . BRI BE SN o7, 160 mg/kg (AE/H &G/ Tl
RFBAERRBO B, B - B RRINEAFEICHEMN LT, REEREICH
BRI 2O B AH B0, 40 mglkg KE/BU LR GBHETHERE TH -7, 40
mg/kg KRE/H UL LR GHETHETR., BEFELXONBAFREDNAEICHENL
72. 160 mg/kg IKHE/H &G HETIZ. 16.8 DR IBICHE A & LT, kg,
SHEMBE, W=7 KIEE., AE, S, a0 B HE L O
DORFENBD DT, BRAGEIEEICHEE X EICRD Hiv, 40 KT 160
mg/kg KE/ B H GO O ZNEI 24.6 KT 32.6 %IZHEN LI,
W& 1L, 40 X OV 160 mg/kg (RE/H & GO R IR, ZHF41 19.8 K
47.7T %R I i,

NOAEL % 10 mg/kg AE/H L B 2 biviz, (B 2, 4, 6)

Sk (SDFZ. M) #HWETIARE Y —LoKRORS (0. 20, 40,
60 mg/kg (KE/H) 12 X DIEFERBR DL S N, HBRYE O &5 I3 IR
6~14 BHIZiT > 7=,

ZORBROME IR T TIED DM, 40 meg/kg (KE/H UL E# G5B THEDN
HAD L .60 mg/kg (RE/ H ¢ 58T 443 Bl 28 Bl DR IR ICH BB D vz,

NOAEL (% 20 mg/kg KE/H £t Ex bhiz, (B4, 6)

(56) EFHERR (VU F)

7% ¥ (New Zealand white f&, M 20 JL/#E) ZHW= 7R XY — )L
O O#S (0. 10, 40 mg/kg (AE/H) (T X DEF RN £t <7,
BRI E O BT IEE 6~18 HICITW ., IFIR 28 HIZ L& L CHIM L=, IR
HREEUOITRETEZRE L%, RESRICANTAEGFREZEHLE, £2T0
JFERIZOWT X IR A 2 £t L7z, 1/3 OJRIRIC OV THNIERE &2 1<,
0 I IRAE L BRI R L=,

AERWIR T, 40 mg/kg R/ A F G5 REOFEIEIRME 1 BN RYEIC L D BT L
2o ETORICOWTEHKREEMEBITIFBRE TH o712, EIRRICHEM O =
7, EEEEIT RO o T2, ALFE. BT KOS IR O EIA & O
BHROWDOAEFRICHM CHEZIT RPN T2,
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ARBRICFB TS5 NOAEL X, ARBRoOKEHETH S 40 mg/kg KHE/A &
Zzobhl=, (B2 4, 6. 7)

7% ¥ (Bourgogne f&E, Mff) ZH W=7 AR EZY —LoRO&kS (20,
40,60 mg/kg RHE/H) I X 2 EFRHERBR CIX EFEEIA N7,
(ZH 4, 6)

(6) EHFRHERER (K)

K (it 16 58, K 1BH/EBKY . 5 »ITOEKYS) 2HW 7 A Z2Y —)1
DOIREEE G (3 mg/kg (KE/H) 12 L 25 BRI & OUE R H & 5-5 50 23 20 &
2. BHERIL 8 BHO B HME N 8 8 BH D MR & A/l S BT, WG REO ML
HHLD S ETCTINRE Y — Va2 S, BEIRERT 2 » AMEKO4E
TOWENIEIRT 2 CTRE I, RBOBLESHY N HEESE L THWS
niz,

BRI, B IR R, BIETE UIMRMBEICEZZIRAR O 2o T2,
WEETHoT-ME 7 BIEFRE, DB OREBIZEY Thotz, EHEKOEL IR
BOACHER] CHEGH R R I T o T, BRI A FEMEN DT ML 7z
She WTFNOBHEDOIRIZEIT 2 BFEICHHFFICAEEREZTBEIN 2o
oo BRI A ZEMIT, RBAEMINZMFICADND A —Z AF—JF{ K
ONVAR T A VA RGIEIZBE L2k B 2 ohviz, BEFLD DR O TE
FTCOHKIHB CRIETH -T2, (M 2)

B (Mt 20 88) W=7 AR — L OiREEHS (200 ppm. 8 mg/kg
RE/HEY) X 2EFEERBRNER SN, B Eo& 51X, KEW)
BBk Tiro7c, 3HEMEZIC 3EHNRBRM GRS ST,

IR U7- 17TEEOMEK S 154 BN AT, SEANKFETHH-T-, 1 EDR
2 BN HR B O DU il 25 3Bl S 7o DAL, AAER R IR S e o 7o, SERE
RIZIEEFEITR oo T2, (B 2)

(M 8EH/RE) Z AW 7 AR H Y — L DOIREE#H S (50 mg/kg AEH/H)
IZ K DA N E R S, B E o0& 51X, REWH B SR 70
HETIiTo/t, EEMERED 3IHOIENAFIL, SEHNIEETH > T=, R
HITBE ShRhoT-, (B 2)

X (Landrace-Pietrain ZZHERRPERIIK, 2 kv, 6 8H) ZH W7 A H
V= VDR (30 ppm) T X A MEAFRMEREBR N FER -, HBRYE O
BHIE, IR 8 HANDH 50 H £ TiTo 7=,

T 2O RN AEENTZD, FEIT RS BFELBEIN -T2,

(B2, 7)
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6. E-EHHE

TR B — VDB

MEEAER 2 3K 41

x4 TNARUE T — )LDiEGEERR

ZE LD,

(M2, 4. 6, 7)

B Ak % 5 & (S-S
DNA &1 38 | Bacillus subtilis N e o
(Roc-assay) 1~5,000 pg/> 4 % 7 2
Salmonella typhimurium
TA1535,TA1537.TA1538, _~
‘ TA100. TA98 1gg D000 wefplate ik
1mn FEscherichia coli
vitro | 4572 skgs sk | N/r WP2 trp her
A S. typhimurium
TA1535,TA1537, TA1538, ~
TA100. TA98 0.5, 1,000 pg/ plate e b
Saccharomyces cerevisiae
D4
FEPELVEBSER | Drosophila melanogaster | 500, 2,000 ppm fidl£}/3 it
B (FAMrvayvavunx) | H =
~ oA (Swiss % T | HEEL 00 160, 1,080 |t
. ot 1) mg/kg (K H
n R 2 ¢ 1
vivo 7 b (Wistar BTV E 1 a0 50 160, 640 ma/kg | Fatk
IH:E) {Z'gi . ~ N g g c=
— . B [a] it O
1 B E SR B %?X“W””ﬁT”E/ Ein&4&1mmym B3
U EORBRFERENS, 7R E Y — U ERICE > T L 72 DG
ERIIWNWEEZBNLD,
7. £Dih

(1) IRFMERBERER (V59F)

7 % ¥ (New Zealand white ffi. FkER. 6 JC/EE)
7Ly 7 ARAFID 50 %w/w BREHR) Z 0.1 mL EIRAEEZEIC
5% 21 HE OB+,

(2) EERBERAE (DY FX)
% ¥ (New Zealand white f) O FEFEEIZ, 7 &)— LK%

IR 35 D A 1T 72 > o T

(R 2)

W7 N_RoE)—)L (5%
AL, &

BAT LTz, RBRERALIL 24 e B S vz, aw &2 R A L CRBR ST D ALEE M
ONEREIZHOW TR a7 k7=, Draize irritation index IZ#E U 5 &, Hw&HI D
5 HREIZ¥ 9 DT%&%'JT“% HIEEORP (index 0.63) itékI7-, ¥5 5
AZIZIZ+mIcEE LTz, (2] 2)

(3) EFIZEAT B4R
WA TIE, 7A_Re Ay — e NAOBRBELE LTHERAENA TS, F
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FAEIX, 100mg % 1 HIZ 1 BIXiX 20T, #EEe 3 HERAT 5,

SANDBEMWRT T 4 TIZT AR E Y — )LD 100 mg FEH 2 B [ARR 0 #% 5
STz, TNARUE Y — UL, IRA®% 3 BURNIZCEICEAPIZHEM SN (&%
8D T77.3 %), #5580 0.1 %AW N RPITRKE/IEE LTS,

3ANOEBEMRT T 4 TIWCTINARVE— ROk ESNTZ, BFED 2
BERATIC 100 mg, KREOAFEEZIZ 2,000 mg X R FAIIC 2,000 mg 5
L7c, MAEHF DT NN Z — VR FERNRIE S iz, MR IFFEF I <,
A HEATIC 100 &) 2,000 mg # AR L2l o&k KMERE X, ZhTh 0.35
KO 0.74 ng/mL Tho72, REORFEZICIKAH L7HGEIT., R MEEREIX
FL<Em< (4.06ng/mL), BYWRH D EHELLENLORINNHEESNLD Z &
ZRLTW5S, AUC fEDFE D BRI H EIKAFR TRV &2V LT,
BHEN 20 CTH AUCHEIZ 14 Lo EH LT Z2wn,

THNHORBR T, IARUE = LOFEERIZRE SN Do,

(M2, 4)

(4) BEMENAMR

TR = )VIIHEEE 2 F- v, (BRS, 4)

21



I BmEERCEFM
1. FBFEMEDFEMICOULNT
(1) JECFA R U EMEA 0§ il

JECFA TlIA XZHWiz 3 » A attEEERERICk 1T 5 NOAEL 2.5
mg/kg R/ HICE 2R 200 Z@MH L, 74X %Y —/1dD ADI & LT,
12 ng/kg RE/ADRE SN, ZOZEMAEBIL, KBROKREDH 6 H Th
ST ML RN TE RN EEEBE L TH LA,

7o, ZTOADLIET v FOEFREREBRICKIT S NOAEL 10 mg/kg A/
HIZK LA 1,000 (FICHEY T 2L2ERH 5, S 60, BERJRZRLZE
NAMERBRTHWON K EHEIZ. ADI ©f 2,000 (5 THDHZ Enb, H
IR DN AMERBII ML ER 2 TS, (2R 2)

EMEA (2BWTH, 2@ JECFA Ol & Rtk &E zx Hich &%, ADI
Z 12 uglkg (RHE/H LR E L=, (B 3, 4, 6)

(2) HAEICH(+SEEM

EREICKB T 2B EOFMICE N TEH ., JECFA L RERIZA X & Wiz 3 »
H A ERBRICHB 1T 5 NOAEL 2.5 meg/kg (AFE/HZ2 6 L 1C, HBRHE
DEENETHEREDOEZAHE66 HORGE LR IN TN &bl
Ao sE8mEM N Ot MEAKEBOERZMEDOEEZE LT 100 OLEEHRE
TR . EHICTREME RAAT 200 0L %2 L C.ADI % 12
ng/kg KE/H LEEL TS, (K 8)

2. ADIDOE&EFEIZDOWNT

TNR =L, BraElBRics O CTEREORBRTH Y, FHEEN
IR THRENDAMEITRD N o722 b, BB RENAWE T
TaneEEZ2onN5Z 06, ADIOREIZETH S LB =i,

FHHRBRICBWT, HbHABOERWE ZATREDEENRBD LN &
ZONHIEEIE, A XD 1HM 6 HEGIZE D 3 » AMEatHEERRICE
F D HEINERR D /N B OV KRB D 9 - 1. T, NOAEL X 2.5 mg/kg K&
/HT®H -7,

ADI O EIT Y = > Tid, BafREd LT, Mz 10, {ERZE 10 (2, BHR
AERBIIITOR TR, 2 boRBITEEFEERBRE L IR~ 45T
HDHZ L NOAEL WREINTA XD 3 » AW AaMEERBRICBIT S
BENBETHTHERS6HTHAZ LEZZRE L TEMNOFEEK 2 #®A L. 200
ETHIENEY EE X DT,

TNR =0 ADI & L CiE, NOAEL 2.5 mg/kg K&/ H I & 255K
200 @ H L., 0.012mg/kg (AHEH/HERETHZ LR YTHY, JECFA D
FMERBEDE 2 HFICHSSENEICB T A BEOHMER L L E T 505
S AR SV d Wy
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3. BRERSETEMICONT
PLEXD, AR Z T — )OO EEZEFMIZOWTIiE, ADI & LT
DEEFRATHZENEYEEZ LN,

TR K — ) 0.012 mg kg (KE/H

B, BE~— =IOV TiX, BEOFREOERERBRICB W T, REIK
P THhRIREmLBHEINTBY, 2O E2ZBETHLERNLLEEZDLI
50

T, FROEOBRBRABRICB O TCIL, REMMEKO R ZRENG L LA
WENELNTWVDEIN, RFVOEBHEICOWTHLEZEETIVNERNH DL LEX
b,

BFERIZOWVTIE, Y%A R 2 B F A B A EM o RE L 21T 9 BRICHE
WITHZEET D,
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#£5 KIEEICBITA IR HE Y — LD EREME &S O i
g =2 - B
- S 5 R MR (mg/kg KE/H)
N AMERER | 0. 7.5, 15, 30 — 30
~ A 80
IT R HE A B 0. 20. 80. 320 RS PE R E D
%%
3 » ARIMA | [0, 8, 30, 130
MM ER | ME: 0. 9. 40, 150 | 1oV 130
FEWAMERER | 0. 5. 10, 20 — 20
A2 T & OVAE B
SR b 2k 0. 2.5, 10, 40 40
JE PE ) e OV 10
R P 0. 2.5, 10. 40 1w mymy o ph gy | 40
TEFH MR | 0. 2.5, 10, 40 40
e rEatBR | 0. 10, 40. 160 160
it S e S 0. 2.5, 10, 40. |10 10
R RERRR | 6 BREROMDS | E R o
it T <t 20
A B | 0. 20, 40. 60 5 0 B
7YX | A EIERER | 0. 10, 40 — 40
2.5 2.5
3 » AM#EA | 0. 2.5, 10, 40 . y
N Y E‘DD/\ IJ:ITQ E‘DU/\ %ﬁ
A X Pk 4 b S B gméhﬁ D 5 g®$iﬁ D 5
ADI: 0.012 mg/kg | ADI: 0.012 mg/kg
ADI KRE/H K/ H
SF : 200 SF : 200
A X3 rAMEA | 41X 3 » AEEA
ADI 7% & R flL & B P 75 PR B M 75 P A B
NOAEL : 2.5 NOAEL : 2.5
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< BUAE 1 R A R >

s B e
ADI — AN A &
AST TANGXUBT I ) T AT7 27 —8
AUC 155 HE A7) I BE b T i A
ChE aYrxzRAT T —F
Crax I e Tt
EMEA RN 125 3 5t 8 A T
HPLC BRI e~ NI T 7 4 —
Ht ~~h7 Vv ME
JECFA FAO/WHO & [F] £ f i 5 1 52 25
LDso PR B &
NOAEL I 5 M B
RBC 77 if B %%
T1/2 EESE S ]
Tmax e e it B B 2 I ]
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RS 2 — Xy b Rk 20 FF R EVERLE LICBI T 5 &R
KAy 4T R B — )
JEAAE (4EF)  SKERMTPICEKE T 28 1 EE G O LR EICET 5
SRS HE CEE 74 11 H 22 HAEHE 50 =)

3

oo
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TIRVE= )V RIBEHBEZENMICET IBERER (F) ITOLWTOH
ER - FROEERRIZTONT

1. EhEHE k211 1H26 F~F¥K21412H25H

2. #BEFE AV F—Fv b, Trv I A, Hik

3. BRI T AN Y =R D B ARG BRI T BT 2 TR R (R 2oV T,
FRoLBY, WER - BROBEELITo72L 2 A, HIFFTICEER - HH#iTd
DEEATL,





