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TN E = VRIS & AT E HAEFEO A HEERA] (AARF—1 100) O
HIEIRTEDAGRIZ AR D B AT DU T, B =S L RS e AR G 5 %
FWTERE LT,

ABHIOTHITH AT INRZ Y — U ZHONWTE, BREETESITBWT, Ty
BTV ONT AR Y — )V AWK F Y RO 7 v—7 ADI & LT 0.01 mg/kg A5/H
RRE S TVNVD

F7o, ARFNAEH N TODIIENL, ZOERIRML. BEFOTR ﬂﬁ&@ﬁ%ﬂ@
Mk - HEZEBET L L, KRAIOEGAHK E L TERLIESGA DO M ~OREFEREN T
ACTEHRELE X,

S0 &AW RIS T, A CIIRERE 28 BRI, 2-7 X ) T ARV A
VWK AT SN o Te, FTa, 22T X ) TR K Y — )V AL R, Bk
#5556 HZICRBW T, s CIE) 0.0466 g /g, BHiE CIET 0.0451 pg /g FiH &4
77

S 0ICBT D2 MERER N OB OFER, FHETHUNMEHT 256, ARFO
G LD 50K D LR BEIT N E B 2 T,

PLEDZ Lt ARBFIDETNEH SNDR VIO, &imaiE T MR
(A B 2 D AREMI IR CEX DRE L B X T,



. B REMAERLOBE
1. EH|
FANX, TARES =L ThD, KK gH, TAXU Y —/1 100 mg B35 F
nTng, (1)

2. %hEE - R
ZhRE < BhFIE, & BASEICIBIT D Microsporidium seriolae (2 X %53 A MO
HlchH s, (1)

3. Bx-A=
G - R, ARE 1kg 4720, 1 HET ARV XY —)LE LT Fio®EzfEHT
WL, 5 HiMBES9 %,
9 A 20~40mg (B 1)

4. FmEIE
ABFNE, AL RS S EN TS L, (B 1)

5. FAROFERRUMERKR

AFHFNL, 9% BAEEIZRBIT D Microsporidium seriolae FEGEEIZ %5 7K EEHE
& LT ST,

ABBNOFHITH DT N Z T —)UE, NURAL IZ = VROTEHERIETH Y |
A ClIe FROFSE (2, %) oAl LTI TWD, ENTIEE ol
HIE (=% avs 7\%*) DI HGE SN TN D, [ENFL & & IKER RS O
1720,

Ala], SRR 6 ARRAF O BOEIRGEAGRHFENR S 2 LIS, B
IREERELD B AR OAGRIAR D B AR ES M ERE S vz, (B 2)

1 ARBIEOYPIFENZONTCIE, RN ZEEESOABICONT) CEk 1547 A 1 BRNZEERES
WRIE) (DX Fﬁ%@‘ﬂﬂﬁ,ﬁaﬁ EBAR S, FREDOENIAY 2RSS L <IIAFREE b 7265
BENWRSH D] Z 6, AAHEE I BRI 72 E 4 2 50E L Tuv7euy,

2 ARFHEEICRVT, A E U CEREMWIR R NI # 1), B ESR O xS & 7 28
THETSUTONG 72 Tie#Ei T 5,



II. REEITHRLIMEOHE
1. EFIRUEMHF
(1) EH
FRIDOT NN —/UT, XA IZ Y= VROGFERIETH D, 1FHET &
LT, TARUEY — LRI DOF 22— 7 U NSRS AEATHZ LI h D, B
KRR DORFE IR A T, WIERE N R L, MRS D B2 DTV D,
TN B — U, GBS, BRI T LR A
SV ZOVRF T R IEHEMREI O T N R B — )V ZOLR Y R 2T X ) TR
B — )V Z VIR v BT SN D,
HATIL, BREZERERITBNT, 20154, TANRUH Y — LK OT LR H ) —
JVANRF Y RO N—7 ADI & L7CO0.01 mglkg IRE/H MR E STV 5, (B S,
4)

(2) #nnl

AREFNOWMAIE LT, il CWIEAIMEHN Sh T o,

IIRANE, RdndsI GFEEEI) SCERGEIM E L TERShTnd, JECFA
KOEU IZBWT, ADI AERE STV D25, BHIER L E LT S5 E6. A
OISO THE L 72 5720, TR EERH D LB HND,

AL, Rdh 2 DBFERRSN T THY | ERRIIME LTHER S
T\, (5, 6, 7. 8, 9)

UEDZ &b AERFNMEH SN TOLIRIFNE, T OMAMREL, BEfF Ozl
M OARRFNOMiE - MEZBE TS & ABFIOGHERy E LTERLIESEGDOE b
DIEFEIIIEE TS DRE LB AT,

2. FREHER
(1) BREHER (]Y) @

S0 (B 5 BALART HEARE : 118.3~122.9 ¢, 15 JB/Mi, SlH /KA : 21.1~23.0C)
2y TAREY —)VHHEI 4% 1 3 1E]L 5 AREREHR S (T~ Z Yy —/L & LT 40
mg/kg AEH/H) §25ERERD T S, &GBRMARETH ., R b1, 4, 7, 14, 28
N N56 HIZIT, AR 16 RO, A OBl A £ L <, Slfkt o 2-7 3
TN B — L ZJLTR ANZDOW T, LCMS/MS  (liquid chromatography-tandem
mass spectrometry : {7 v~ N 7T T 0 —|2 T NEEGHE) RO TERESHT
BiToTm, KW, RO EZFELOTIREE Lz (EERA : 0.01 nglg),

FERAER1LIOR L,

27 X T IR E )V AR A, A TR S 1 RIS 1.27 pglg %
AL, EORMER L T, Hefdf b 28 A LA IE REIRAAM & 72 - 72, IHEMA OVl <

3 57 EIL ANV V-1 HAR U R B —)-2-T 2 v (EEEFRMESE T Ok L 0 AR EH
WAL SN DL EME ETe,)
4 AREHE|DOFRAES,



%, Bk E 1 BIZRIZRW T, IS 5.54 pglg, B X 1% 8.80 nglg 7~ LT,
ZDHBMIR L7223, ek 5 56 HRIZRBW T, IR Tl 0.0466 pglg, Bl CILF
¥J0.0451 pglg fEt sz, (B2, 10)

F1 BVIZBIFATARKE Y — LK D 5 HIREER 5-7i11% D
2T 2 ) TN =)L Z VTR v ORI IRE (uglg) 2

Sk B 5-BHnG Bk 5% B

AirH 1A 4 H 7H 14 H 28 H 56 H
A <1L.0Q 1.27 00318 | 00177 | 00138 | <LOQ | <LOQ
JFFid <L0Q 5.54 2.04 1.83 0.782 0.208 | 0.0466
T <L0Q 8.80 2.43 1.55 0.899 0264 | 0.0451

a : 3RO (& TEERAARNNOLAIFI<LOQ & FKED)
<LOQ : TSR (0.01 puglg) A

(2) %BHER (YY) @

S0 (B5BAhARTH IR E  126.6~178.3 g, 15 B/MfA, flE KR : 19.5~23.0°C)
2, TR EY— VA 5% 1 H 1B, 5 HRERREERS: (T4 — 1k LT 40
mg/kg RE/H) 55BN FhE S 7o, FGHGRTH ., Ri&5- 1, 4, 7, 14, 28
J 56 BT, B 156 B OAA, Ik OBl AERE L €, Skt o 2-7 2/
TN — )L Z VIR AZDON T, LOMS/MS Z W CERSGIT AT o712, BN,
5ENAEFELEDTLIHEIE Lz (&R : 0.01 pglg),

WERAE 2 IR LI,

2T X )T NRUE =)L AVIR X, R TCIRERE S 1 HRAIZ W) 1.66 pglg %
AL, ZOBEIL T, &b 7 BRLARIIE &R AW & 72> 72, I OVl
IE, Bf&BES 1 BRZRICRW T, BT 8.61 pglg, BHIBIL A 7.79 pglg AR L7z,
Z DB LT=23, Bef&ig 5 56 HZICRBW T, Il CTIETEE) 0.0342 ngl/g, B ClIEE
%) 0.0137 pglg B Sz, (&2, 11, 12)

#£2 BVICBITAHTNARE Y —)VEBHFID 5 H R H-Ri% D
27 2 ) TN =)L Z)LIR ORI ERE (uglg) 2

-~ ?&if‘ﬁﬁé HersP H4% B

FIRE! 1H 4 H 7H 14 H 28 H 56 H
A <L0OQ 1.66 0.0146 <LOQ <LOQ <LOQ <L0OQ
i <LOQ 8.61 1.92 1.15 0.711 0.154 0.0342
R ek <LOQ 7.79 1.40 0.936 0.298 0.0587 0.0137

a : 3B (ETERRARN DL A1I<L0Q & #5D)
<LOQ : E&ERS (0.01 pglg) At

5 B O EA



3. TeMHER
(1) WMREFEICXTIHIREME (5Y)

50 (FG-BHMERT A EAARE - 44.3 g CRIFREE 1), 45.7g (RIEEE2), 453 ¢ (FH
w1, 44.8¢g (FWHER 2), 44.4g (GHER) . 24 B/AH 1T, ARFIOFHES (7
N HY— e LT 50mglkg RE) £ L<IX 10 f5&% 1 B 1[0, 5 HRERET& G-,
XTFEHEAE 1A 1EL 156 AR5 5220 Ei S 7,

RO EZ R 3 IR LT,

ARG T 14 A2 E CTORBIIF T, —MeIREE (G, iRl #5E - JETHD
Al BRI SIS ONTRE R ORRRE 2170, BiEAR0R Lo, RBuRi&H
(ZRROF 2 S50 L, S8 10 RIS OW T, Mgk A b 217> 72, SE
CHRNEON e IRRE 1, WA ER 1 NS EREOSHE 5 BIZ OV T, B rIRR A
T o7,

EHERE T, BEHIRTR D ORREER DA A B AL, BEGHIEKR TH, 8 @R, K
Y IR A DAL, FAEHEIEITE LK F L7, ®HED 5 HM#GRL N 15
ARG L S BF I ORI o720, B EHIME T2, 16 A G- ChbHE I
DA MEM DA v, HiH ORBELOMERITEHED 15 A& GH L O H =R
THERIKEZ R L., HHEDO 15 AMEGHETIEL, REEL O~~~ F7 U > ME
OEEREES, mHEHTII~S~ MUy ME, REAKOT VY 74 AT 74—
BOFEERIKMENR AL, SR TIIOT IO TH B A LN, JHEREARE
LHIRE T, EHEREO—ERICATIRD 5 - M ORI OG- ERYERS -2 2 ST,

PLEOFERN G ARF|OF HE2EO L3R (50mg/kg KE/HO 5 HRE)
HLTH, S0ICkT oLt ETenweEEx T, (B2, 13)

*3 weR (5Y) ORE

. TR B — | G
R
(mg/kg {AE/H) (H)
RERERE 1 0
WS 50 5
R 500
KERERE 2 0
: : 15
R 2 50

(2) BRERERER (5Y)
[EIPN 3 Jitiax (23T ARG D ERIREER Ikt S 7z,

6 KA HEIXT U Z Y —)L L LT 40 mglkg (KE/H TH DA, BHHIHIBNT 1 EYS=D
OPERE (RERE) N ERELEIT 5 aett a5 2., AR 0s HE% 50 mgkg (AFE/H & L
77



REBROBEER 4 18T,

BEREEREL I, ARAI D 5 HIE TOIREIR G5 1 A 7 vl LT, fiik AlE7 v~y
& —)L & LT 20 mglkg RE/H T4 WA 70, figk Bix7 A2 —n & LT 20
X% 40 mg/kg KE/H T2 V%A 7 v, fiigk CIET /& —)L & LT 40 mgkg &
/A T4V A 7 NVOFKEZ{T-T-,

B & b, R GIERT 5 & B2 DN DI, Bl & QBRI 137 5
niginolz, G2, 14)

* 4 BRAR (50) OBGE

- P 55 BRAARE e - BRRARTH TN — e g | 594
s (8) FEHRE (g) (mg/kg {KE/H) 7 Ve
— PR 5 596 29.0 20 A
TR Bk RRAE 596 29.2 0
PR 5 1 1,103 21.3 20
fiisk B | HERE I GHE 2 1,103 19.8 40 2
T 5o 1,103 21.9 0
s o | EREEEGAE 14,698 53.0 40
R T 982 52.3 0 §

a: 1% A 2735 Al

T L bR 5 5 AT 1~2 HOWEHIMNETZ L23d 5,



I, BRERsEMib

KK DOERNTH DT N X — DN, BREZERERICBWNT, T
VSNV RNT AR B — )V AV F Y RO —7" ADI & LT 0.01 mg/kg {KH

IENEESITND,

Fro, AEFNAEH ST LUINFNE, ZOREAMRYL, BEFO MR & ORI
OE - MEEBET 5L, RFIOFEMI & LTEIRLIESG GO SO
(FIEH X ORE LB X,

S0 RO EERBRICBO T, AN ClsRii s 28 AU, 2-7 2 ) 7L
VA=V AZVIR T SN o T, T2 2T R ) T AR E Y — )L A )LIR 1,
Bei&Pe G- 56 HIZIZHWTH, PR CIETEE 0.0466 pg /g, g CIEF 0.0451 pg /g #&
HEhi,

S 0ICBT DRI OERRRR OSSR, FHETHEUNAENT 256, AR
DOEHAIZ XL D503 D2 2MECRIEIT 2V B 2 T,

PLEDZ &t ABFIDNEONCHER SNHRVICBN T, ffma@E U T Fofd
R\ % 5.2 5 et Cx 2 RUE L B 2 72,



<HI#R . BREEFHEN>

WS i
ADI acceptable daily intake : #F&— H{EHE
EU European Union : FRME A
JECFA Joint FAO/WHO Expert Committee on Food Additives : FAO/WHO &
[ R SLANI) R P S i
LC/MS/MS liquid chromatography-tandem mass spectrometry : &1k v~ k7>
T A —I1 B T NEREHTE
LOQ Limit of Quantification : & &R}

10
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L

FAERERGRHICH S (71 % —) | (CAS No. 54965-21-8) (oW T, FAO/WHO
AREMIIEMNFZ S JECFA) . RONERLEFEST (EMEA) KO —A NZ7 U7
3L - B AIESEL R (APVMA) ORHliE%E 2 O TR IR ZR AN 2 520 L 7=,

2021 4E 2 A, % 2 li~DUGETIZ U= > Tt TARUE Y — L Bn &3 599
& HABHOFEHRIIA] (AARF—/1 100) ORI D, 50 KOO SEE -
FRBRBRO RN U R 7 BRI O BT I S vz,

P O RBREGREE 1X, SEEie (139 (v U A, v M), R (RS
D) EismEE, At (v U A Ty NME) | #iakEE (U A Ty REDS X))
PPN OB AME (T AKDT v b)) AGEsAERENE (VA Ty b, UFFEN
) HEORBREECTH D, Fio. TARUE Y —LOREMTHD T VAR Z ) — )L AL
BV R (3 C) (TFR DBk & V2,

B RBRICBN T, TARVZ Y — T, EEORBR T REZ R LT-, 7
NN = UITF 2 —T V) EfEE UMVNE DG ZHET D Z EnfE SN Tns 2
EnG, BIEEERBROBGMRERIE DNA 85125 O TIERL, o BEER
LB BEMERRRIC L DD THY . TARLE Y — L OGS I IMENRETE 5
EBXT, LTeino T, TR Z Y —Ud, B HESES & UGN S 5RY |
ARIZ L > TR L 72 D BIEFRIEIIR IRV EE DTz, v~V AKDT v M HWE
PEFEME N AMEGFERBRIZIBN T BBRAMET R SN T2 2, TARUE Y
—/WTBRm RN AME T3 <. ADI OFXENFIRETH 5 L HlWr L7z,

BAEFNERBRIE RN D, TARE Y — VO EIC L AT FICHE (TR Zer
ZE0E) | R (R IERREE) KON (WBCKT) 12467,

T v RO FE VR ARMERRRICBO T, 10 mgkg (KA UL LR LR TH
DINMETTIAER A B, R E UCTBYIME, JAERAL, MEIRERE X3/ NRERAE, /1M
TEZEDFRE DR S Tz,

B FEFMERBROFE R B 155 7= NOAEL Z it L7 F. A X & vz 6 2 A e
PEFEMERBRIE ONC T » b ROV X % =38 E 38R NOAEL 5 mg/kg A/ H %
AHIDONOAEL LT 25 Z LS CThH D &HWr L,

B EEREERT., BEaERIc W TEIEERRERA DN TN D 2 & FERNE
BRIV T NOAEL D 2 (50358 TH L REFGTEMEDR A LN TWNWDH Z &, — T,
ERTIEL 7y MU0 SImFEF ORI C OIREIZ EADIZ<NWEZZBND D
CNTEEA, RARFREE LT H ZBINT A T LAY & LT,

PLEDZ &t A4 X &Rz 6 A s aEEERERI N 7 » F RO X2 v
7= 364 MR D NOAEL 5 mg/kg AR H/ A 12224425 500 2@ L, ADI % 0.01 mg/kg
IKE/H EF%E LT,

UL, TR — ) UTERNTT AR XY — L Z LRV R (1038 ) 124X
HINDZENPLNE 2> TIRY . Hagikin & G & LB B3 s TR
SNTWD, ZDID, TIARUE Y —)LORMEFTERHMT S LTIE, 56 2 R~DUGET



2472 > THRMBFERICE T IZR L, TANRUE Y — )LV RALRF Y ROMBEEEE L, 7
NAR B =)V ONT NS B — )L 2R RO 7 )v—7 ADI & LT 0.01 mg/kg &
H/HERETDHI ENEY EEZT-,



. FHEMRBMAERROME

1. A%
A KB

2. EMRSD—iR4A
4 . TR —)L
¥4, : Albendazole

3. 24
IUPAC
4, : methyl N (5-propylsulfanyl-1H-benzimidazol-2-yl)carbamate
CAS (No. 54965-21-8)
4, : [5-(propylthio)-1 H-benzimidazol-2-yllcarbamic acid methyl ester

4. FRK
C12H15N302S

5. #nFE
265.33

6. EER

H

pum

HsC
3 \/\S N }70(”43

@)
(S 2)

7. EABMRMMERKR

T IR T —JNT R A I =V RDFRHRAITH Y | BT = XA
SNV OF T AT = B —in b, TERET & LTI, TARUE Y — L3 H
HIRPOF 2—T7 V) AR FERT D Z LI XV . FRTR RO E I 2% 52 1
ORGSR, WISRENTER L, A i e 5 LEX TS, (B 3)

TR =t SRAKOEW (4, F5%) HOBRHRAIE U CTHEEOETBIERE
HEnTEY, BHAEELICITERON Ly MR H D, (EH4) BATIIE NHE
L LTOLRERINTNDS, (BB b F OS24 HUsYWE OTRIEIZEH Sh
5im R ERIT— NY472 0 400~600 mg TH D, (BHR 3, 5)

TN H)— )L Z)VRF T R 1 (CAS No. 54029-12-8) 1, T/ & —L DA

LY any 2y — L E B HITWD, (BH6)



#Y (G C) THY ., IREIHRANRT MvEAT A, -, BWHERL R FER
> (Netobimin) O THH 5, (B 6)

B2 RA~DOUGETIZ S - o TUE, TARUE Y — L EJRy ET 533 & BAFEDH
BRI (RAARTF—/L 100) OGN 9 R EER EITAR D Ml B AT B R D
N,



[l Z2EICHRDIMROHE

AFHEETIZ, JECFA OFHEE (1989 /). EMEA OFMEE (1996 £, 1999 &
2004 ), B S BLEIRGEAGRREEE L XIS, TR — L OFEEEIZE

THFRMRAAZBEM L=, (B 3~32)

BHFEYENERER L, TR F Y=L DA I Z Y VRO FE A UC TIER L2 6
O AT Mring-MCHFRET VR &Y —v ) Lnd,) E UC OFSRALED R b

D AT MCERET VR ZY =) Envd,) ZHWTERSHT,
TSR M OB SE IS PR 2. TRt 1 KO 2 1R L7,

1. EYEhResER
(1) EMEREER

TN — T, v T A Ty b A FEAOE MW TR U Cofif sy
5o WESNADMEREEZXK LITR LT, (B4, T) TR Z Y —)LO R

(B DIGEREIE, LT D &R0 TH D,

FIEREEIFIZ LD . AT ¢ REPHECHICIME S, T AN H Y — )L 2R F
R (R C) 2R SN D, ZOBREICILINT, TARUE Y — L 2Ry (R
B A) L0 Flo, INANA—NENGRLTT IR ERD, RREIL, TV
NRUBE S =)V UEIT N B — )L ZOVRF v RG-S -8 Cid, 59512
R, THARE Y —v R C, AKRD2-T X ) TNARUHE S — )L ALK (R
WD) AR OTEE(LEY TH -7z, MMORBMIHRRE Chitishi-, (B

3)

G3H?-S H
@H>HHGD§H3
H
* Albendazole
oH N
I
CGH.CH-CH-= H.
|: Hz ‘@[H}Hucngxh
H —
H= H
[ @H>HHCDfH3
H

GH_-S, W
>—HHGDZGH3

H

H

= *

GH_-E H
3 >—NH002CH3

H

H

———n—
——--

3

L]
I}
03}4?-5 H\
HHEIZI2I3H3 —
H
H

OH

o

1]
CHS H
L e
H
"
& *

G

S
n 1]

C3H oy M l33H = H
T T
BT —=

H H
H H

Y [

|

o] LEN

L]
1 1 1
o= , o= y
o H>_HHCOZCH3 o N/>—NH2
HO H g H

a o

1 1
GH -GH-GHa-g H HO-[CGHG -2 H,
1l >—NHCDZCH3 | >—NHCDZCH3
o H o H
H

H

E G

F
M 1 BB CTHEE SN T AR Z Y — L ORGEHER (S 4)

P, TR E =V ZVERF Y REBUEEM E L THOTWSSRIE [T AR 2 — /LA
IWRFY R &, TARUE Y — LD E L THWTWDIEATE G C) tit#i LT,
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TN =B C. @ C 025 A ~D 2 BRSO bz, 7T
E ) AFUF—E (FMO) KO h7 m—2A P450 (CYP) ROEEERIITEL TV
Do

REMW ClE, FDORLKRFY FHEERF T AHFLTHY . FTAHTLER S RNWT L
RSV ERG LA, R IR, Ty b, U AL B MEOBEOEMWIFEO AT
G, ) C O 2O =) F A~ —NFE SN TN D, MAEFOT LR &Y
—VOEREN D, & M EEDT-E L OB TIOR3 C BMERTHLMR, T v b
F O~ 7 A TEOGH C BEneRE b 5,

B AR OEomER T, -3 C 2MERZN, Il T FA~—n
AR ENTET S FMO BEN b TH Y, —J57C, CYP ORE~DB 5L, O-E#W C
& LTBIE SN AR AUCE E L <AL TW 5,

IEEASDT AR F ) — VO RERGRHZFHEE S 72 CYP 1%, CYP1A 43 FfETH -
72, (BHS8)

t b, FEKLO invitro DFEROFEFR:, T AR 2 — LB C ~DZEHUIT T
FMO KO} CYP3A 2y FFEs, i C 725 A ~DZEH Tl CYP1A /NS5 5
EIND, TR E =W L DHEMREEREOFEILT » MIBWTRIITERE S
AL .CYPIA 3 FHED & /37 Grg LRSI 2 Z & S B> T, CYP1A
D FFELSMAENZ CYP2A, CYP2E1L, CYP2B1 KON CYP2B2 73, F7=. I <N
CYP3A nFEESN5, b MPFEHE HepG2 MW TH T AR Z Y — U k5
CYP1A1 & CYP1A2 OFFENfER SN TV D, (BHR9)

(2) EYEnRssEiR (v X)

~ A (CD 5%, M, VCEAE) I [ring- MCIEGR T L~ &> —)v (BRI - 1%CMC)
zZ HEERHRE D5 (13.2 mglkg (A5) L, FWEhieag 3 S niz, IRIPRE %
TLC KO — T VAT T 7 4 =2 X WiEt Lz,

&5 72 B OIRD HFREHEHEIED 20.5% 3B Siui-, R TIE, 3 C.
2-:0H- 7 VT NN =)V ZVR Yy (W E) KOV 8-OH- 7' e /LT L4
SV 2Ry (W) G) MIRE S, ZIVDIIBEHEED 81%% iz, TNy
2 —)v RE A, CHs-SO-7 AR &2 —)L (REWF) . R I k-7 7
NRUHY =)L ZVRF U R (R J) OREIIE) -7, (X120 (B 4)

(3) EMEREAER (Sv kM)
7w b (SD &, M, VEECARE) (1Z[ring- MCHERR T VU &) — )V ORRENR (R
1%CMC) ZH[ERE N5 (13.25 mg/kg RHE) L, EWBREER) Ik S vz, JRPR
W a TLC K OA— T VAT T 7 4 —IZ X0t Li=,
P 5 72 Wi DR D> HEGHEHEME D 31% 08 EI S iz, R C. E. G KO T2
FIE S, ZHIUBIEEHEED 89% % (HDT-, T Z Y —)v AR A, KEER
B REW D), R F, 1-AFN-2-7 2 ) TR EZ Y —)L 2Ry (R H)
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SO J OIREE IR 72,

TN —= VAR F Y R ORIV R 2RI ER G LIz 25, RIS
TN H S =)L Z VR ROBEED 73.0% K NA VIR HEIROFR 5D 42.7%
IR S AU, RIPREIIET LR XY — L OB EASIT I ST S D & EPERIICE U
Tholz, (B4

7 v & (SD &, MR, VEECREA) (27 o B — L K PRI 2 B R D e 5

(10.6 mg/kg IKHE) L7=& Z A, MAEFIZT AR Z Y —UHT E AL ER BN DT,

REATEC T, MIEPIIZEY C A DAL, FWO TAVKR S FERN AL,
RT3 5 18 BRI CTIRIBEICE TR F L2, (BR4)

F v b GRRMOVEERI, #E) IZT7 A_0 &Y —L % 10 HIES (5888,
10.6 mglkg RE/H) Liz& 2 A, MEETOMREM C OREIIR, 3 A OREN
BT, TN Z) —ITEREIER A8 L. RERGZICRE C o A
NDOLREARE L T D BRI > TS B2 BTz, (B 4)

MR 10 HOZ > & (SD SR, 6 UL/ 2% hEI U &2&ROES (50, 59.5 XX 70.7
mg/kg KE/H) L, #&5 12 RO, WL OFEREFEFOR NEI | TARVHE
V=, REW C ROYA OFEENHIE Sz,

BB ERAC BT DM T O T AR Z— L RE C KON A OIEEA 2 107
L7z, BFERETIE, B ORI C KON A OBEEEL, MEPERE LY bEWv X Ik
2T BT N Z ) — )V RO C DYEEIL, 50 mg/kg A/ HI%EG/EL 59.5
mg/kg RE/ H G & TENGRO BIVEN, 59.56 mglkg (RH/H 58 & 70.7 mg/kg (&
/ARG CIIEIGRO ben -T2, (B 10)

w

s C a4 A Tl &0 =

r

-

EZE 50 mg/ke
R 50.5 mg/kg
B 70.7 my/kg

Tissue concentration (ug/ml or ng/g)

mEE  FhEE Iz mEg  FEE i3 miE  FEE I

2 B ERECBITABMEBT OT AR Z ) — L 3 C RO A Ok
(B 10 —HpekZs)

12



(4) EWEhResiR (%)

T MERE, MERERT 12 85) (Z[ring-UCHERR T L0 2 — L& Bl 7B Lk
Feh- (20 mg/kg RE) L, SEA@EhReaRER) Ik S vz,

MBEFHENEMEIR LT, 5 16~24 R HREEEZ R~ L, ORI 5.5 g eq/mL
ThoT,

Fe 5120 K2 I G- 47%0NRPIZHE S0, 9 B 9T% 051D T2 REEILZ PR
SNz, IRIPHBEREED 20%AMAMEA IR TH -7, IRPEHICOWT, (G C.,
A RO R ZOEHEED 710% %2 57, TR Z Y —)L 5 RafFy 7oy
V= 2Ry (R B) . (G D, E. G, H XUV OREIIED 72, (B 4,
7. 11)

T (5L, MR K OSBRI (2 [ring-14CEZE T Lo & — L % BilElR 1 e 5- (20
mg/kg (KE) L., JEWERERIRE G Sz, &5 1~12 HILOKMRET O BEHTEE &
OMGHIR EE A E LTz,

F 51 B DO ORGHEME WZT N = G C KOVAITED
LD THoTm, TIRUHEY—)L i&ﬁ 6 HiEECITIER Loy, G C KOV A 1%
512 HRZIZO DG T ~ & c A S iz, R G KON OFRE IR
o7z, Bl TIEFE AT 27 7 A DB BN, (B 4)

A4 (AFE, MR OMEECRE) 1 UC BGRT LA &) — VA% O3S (20 mglkg
RE) L., 3EPEhiEsBRn i sz, 85 1. 4. 6 XUV 10 B OB S
REAZRIE LT,

Be5- 1 B TIIBEHEEDR 90% B FTRE TH - 7203, 4~10 HE TIL I 20
~30%\ZIH Uiz, RFIETR T AR 2 — ik, #5-1 B Claahbt rraEr2 s o
27% T o727, 4 HRRIZIFM BRI & 72 o7z,

Ry C, A KO T IE, #&5 1 B ThhitrraBsk 8o 52% % Lo, $#5-10 Hi%
F CITHIHE FTREFR R D 40~50% & 72~ 7=, Bl CH, RUAH e 7 7 A V&R L
e, (BH3)

WHM ORI 2 DA (U ——H, 2 R IZ[ring- UCHERL T L ) — )L % L
[ 72085 (156 mgkg RE) L. SEWEhRERERD I S 7,

FLI T O EEFAENE I 1L, 5 24 B LINICHK) 3,416 ngeg/g £ 720 . &5
2 H% ¥ TIZ 227 ng eq/g. 3 H#AE TIZ 19 ng eq/g 12 LTz,

FH A TLC IZ LY [RIE SNz, 5 0~24 R OB O EE R
X, 3 A KO C Thote, TDOHOEEITIX, R I NEEE ol %D
BAD 2 BT, SRS HREE DR 2~83% N T LR &) — )L & UTIAE L, R
¥ C. AONT THI 82% % od7-, #5-2~3 BT, ZNHOREWOEIGITHREE
WOKI 0% & 7e o7, (B3, T)

FEE (SRR N OSEECRIR) (27 AU &y — VBRI 2 HER O 85 (7.5 mglkg 1K

13



) L. HypEhieaking 5dii <7,

MAEPIZT N Z ) — U S o Tz, TR E Y — U0 A )
C KOVA ~MR sy, R C KOV A 13mEFICi G- 40 FFEi% F TALNZ, (&
fiE 4)

(5) FEWEhResER (F)

E (MR, WERERE 18 57) 12 [ring- UCHER T LU & — )L A B Al ) 7 LR L 8%
B (16.2 mg/kg AH) L. FApshReaRRg s 32 S a7,

MAEFH OBEHEMEREIL, B5 15 FFZICREEZ R L, ZOREX 3.7 ug eq/mL
ThH-oT-,

e 120 B4 DR IR G HEHEED 51%23 i S A, EDIEE A EWRPID 72
REf i STz, EERFAEIL C Th o7z,

$e5-10 B OPEEIL, KT 0.32 ug eqlg. BT 0.14 pg eq/g. AT 0.017 ug
eq/g. ENTO0.015 ugeqlg TH-7=, (BT, 11, 12)

E (GOFE, MR OSRECR) (2 [ring-4CHEER 7 L & — L & HEE O 35 (10
mg/kg IRE) L., HEWENRERBRNEZ G Sz, $5 1, 2, 4. 6 L8 HEOKHMFR
S OR A D FEHE MR EE 2 HE L7z,

AL I DAV IRBEN T L, 84~93% CThr o7z, HUHEMDEIFRIL 90~110%
ThoTo, 5 1 HEL TIL. 99% D e EE = T /L T C& 72238, 8 H#& Tl
87> 14% Lo TE 2o 7z,

58 HEEDMEHEMERE X, I T 0.34 ugeg/g. BlE T 0.07 pgeqlg. AT 0.01
ug eq/g. AT 0.013 pg eq/g THoT=,

51 B O OHBEHEMEZ A3 C KOAVKR A Th o7, Ziuh
DALETEHHN A T ICEf L S, &5 8 BRI [ N FHEFEM Th -
Too TNARUE T —)VOREIIEL | 5 2 B F TR ST, oo fiisEmi It
WE, GO Tholz,

B 72 B O 7 — VR TIE, R C KON T DSRFBEHEED 60~70%% 56
Too THANUEZ—L R A KOO 6 OB OIEEITE)~T-, (BH 4,
12)

e (SRR, PERI K OSEECANEA) 1 140 BT LN 2 — L 2 AR O 5 (10 mg/kg
RE) L, s ddm s, &5 1. 2, 4. 6 KO8 HEOKHMEH Ok
SHEMEREE 2 ]E LTz,

TN B = UL, WO O bR Sz o7z, 5 1 BIZIITHEH
TEMEDIFIE 100% 3 S 223, ZOEIEIL 4 BT 5 & 83T%I2, 8 H#AIZIX 18%
F O LTz, 5% 1~4 HRENZ, TR ORI ATREFRE 3 216G C. A K&
O T OFIDOENEITK T0~80% & —EThHoT-, TDH%, K5 8 HIEITITK 80%I 2
L7 B CHRICAH T 7 7 A VBRI, (B0 3)

14



E (P74 — TR, MR 24 57) (ZIERERRO T AU XY — VR A IR O 4
SAIC UC R T WS &) — VBRI 2 65 (7.5 mglkg REE/H) L, SEAEhRERER)
TSz, 52, 5, 8 KON 11 HEDHEH OHERTEMERE X O 1 OIRE L
HIE LTz,

5 8 HI% D MEHEMIEE X 0.305 pug eq/g TH Y . A3 I DIEEIL 0.038 g eqlg
Thol-, #5 5 KO8 BHEOMHW 1 135-ED 14.3~18.4%% 57, (B 7,
12)

LB I S 2 — L AR L (R, MR OSECRE) (o7
NS FY =L (25%BGH) & BRI RS (10 mefkg (KT L, SRABIAERER) FH
STz,

TR B = AN BARE R E LTRSS, Vol ABNICAS &7
N B = ATEHITRS I, AN ARE SIS TR Sz, T AU
U, OREI L Y b EIRECE L, BIUEICE 3 BRI A AT IMLE
Uiee 245 TR A Y — /ST E 2T 5%, ARSI B WUk s
N3 L&z bN, 3SHEOLAYORER TR, MIEROE—H Tt 96 BHEIC,
U T 120 BERIRICR IR & 7272, (B8 4)

(6) FEWEhResiR
P (GLFEAREA, MERERT 2~3 SE/RE) (2 [ring-14CHERR T V& > — L& Bilal ) 7k 1
BOfks (16.56 mgkg RE) L., FEWEIERERIE 7=,
HAE A N OV T O S HE MRS 1 6~12 BRI R B B2~ L. T OREIZZH
i 2.5 LN 2.8 [g eqmL Tholz, IREUFEHPOPEMZENG | B HEEEDD 72
<EH 0% ST, (BT

(7) EWEhRestiR (e ~)

RT T 4T (MBI OANERR) IZT7 o2 — L& R A% 5 (400 mg) L.
MmH A HPLC I L0, JRPEHEZ TLC I2 X W #ET L7z,

TN — IR S e ds o 7o, (G C 13 G- 2.4 RIS imfiE
ZR Ly RV 2 PR3 6 ZFBMRICIH R LTz,

Fe 4% 24 RO JRIZIZ, 3 C. A KOZENSL DT 2/ HERIF N3 B, E
KOG PFEL TV, (B 4)

fLDFERZ2FAERIZIBW T, ERLE R UETADSHEE STV 5,

F 7o, 4% 24 BRI O IR HFRG-RED 0.88% F THOMEUL S A7z, R OHITZHIRN S,
AEHHRIEI I DIRNZ EAVRIR ST, #RRARNCHEI L7 7 v 27— )L O
I 1%Ht: E B2 DI, 6 NDRT T 4 TN, BlEIEILE & HIZT AR XY —)L
T L TN E Y =V ORNUT R R & & BITHEE L ZRWIGEITEA T
FHLTA6EHEL DI LIVRENT, (B 4)

T IR BZ— )T, RIS D S F & A EDNIEERE CH DM C 121y
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#xha,

fEEEER . (MR KR OAEEAREA) 12 200 mg DT Ry &) —)L A HERFRO#EE L &
Z A, MEEROREY C OEREITERS 2.2 FBICKEEEZ R L, ZOREITH 270
ng/mL ThHotz, F7o, #5448 Kl TG ED 0.4%I2F4 T 2 2O C MR
HicHEt & N7z, (B8 5)

RN T T 47 (B8 A M4 4) 2T R & —)L% 400 mg/ H D]
w156 AMER OG- L, 3EyEhReaiRg Ehe S v,

Feh 1 KON 15 A% OIMIEFR O C KOYA OREEK 3 1R L, G C o
AUC KO Tipld#5-15 BE T L, 7 V7 7 o AETM Lz, 3 A 2B\
tH, AUCHEA L, 7 U7 T AEIFEN LT, (B 13)

LA HRJEDORE (BB 4RO 74) (27 V_U &Y —)V& 200 mg/[ald & T
1 H3E, 4HME 17— e LTHEROKELEZGEAETH, F 17— 1Dl Xz
EARTE N7 — 0 & Z iR O C ORENED Lz, (/i 14)

1000
800 —o— HE®C ®m510E
gj 600 ARG 5B
8
=
2 4004 5 \
° £
s | e
200 } e 0 \
A e
0 T T T T
0 5 10 15 20 25 30
Time (h)
60 = = e oL
o D —o— fuima HSIAR
-.?31 10 ; A s E515EE
S 304 _
g 2- / N
8 & L . i‘{ \\\I _‘q—-—"h‘-———_._____‘__q___-_
10 - PR by - o
08—— T T T T = T
0 5 10 15 20 25 30
Time (h)

3 &5 1 KON 15 HEZOMIEFT O C L ONA OFRE (B 13 k)

PRREE HE & W ST BT (BME 5 A MOtk 6 4) ITT U &Y — L DER %
1 H 3\, 8 HEREN#S (5mgkg RHE/H) L. Hofk# G 12 Kttt £ ComsEh ok
# C (-3 C. O3 C) LA OREHBEZX 4 1R LT,

INHDOEED 5 EIHOEGOBIC, ToFEY v (500mg) 28T F b 7k
O#5 L, 8 C KOVA ORNTO7 VT Z U AMEL T T VR OFEOEER
B S FFDOAMNT D7 VT Z o AMAZWIR LT A REMA LT T D
M OAHFEENE BT (P=0.05, r=0.67), ZOFEENG, G C B A ~OfGH
WZIET o TF Y oG E B L2 CYP1A2 OBFEIVRIZ S -, (B 15)
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—— (-t

400 9
4 —— (-G

3501 —h— e

3004
2504
200+

150 4

Concentration (ng/m! plasmal

bl =1
=]
1

1
(=]
I

(=]
1

Time (h}

X 4 KR MBEPREHER (B 15 —HdX)

t MIBITAT AR HE Y — )LD A )LRF Y RUICBEHE U 7= R B 722321 oV T
in vitro BRI L W ETS ., TARCE Y — bR 838 C ~ofEHcix. FMO &
'CYP (CYP3A4) MNEFEL T2 Efmmsiiz, (2Hf16)

(8) ZIARUEJ—ILRIVKRFSY FOEYBESR (FIEEW)

TN LS =N ANRF Y FORAMANL AT A Z )T 1 BT 57 =213
WEIN TR, FoE, B, RO 2 5EEhiE & OB 5, 7L
R =)V ZVIRF Y RiTipo < D LG A TG S, 2%, G TS
iz, BHRICHLNIREDORMHIL, T2 — B ERICRE S b o
ERILTh T, REMO—EEIZ L 7B ERES LTV, (B 1T)

(A, MR OSRECRE) (2T R 2 — )V XL T IR ) — )L AL TR
REEOES (5 mgkg (KE) L. AW PR0REVERBR i S iz,

TR B — )V NTT IR S — )V Z LR XY REBESREOREH C LN A %
TR & LT3R ENRE R T A — X — % 1 (TR LTz, TARUE Y — LI T R
BV ZVRF Y R RISEER OB T L G C KO A OmSEFRE xRS
Thole, (BH17)

1 FCBITDTNARE Y = )VUIT AR H ) — )L AVRF L KR O G% D
3 C KOV A Z kiR & LTS pEie o A — 5 —

LIPSE
) C R A
R
B5IR Conax Trnax AUC Conax Trnax AUC
(ug/mL) (hr) (ug-hr/mL) (ug/mL) (hr) (ug-hr/mL)

I/ N S S
7 Aj;&// 1.48 8.7 25.14 0.30 %918 7.91
TR A — .
Lo | 148 8.5 25.21 0.28 %918 7.43
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2. FREHER
(1) ZEBHER (%)

MEA SO T4 (R OBEECARRA) (2 14C #3377 L A — )L % BRI 72 L
b (MEF : 10 mg/kg IRE, 4 @ 15 X% 20 mgrkg REE) L., 55Kk T ORTEREIE
DIE STz,

B GREICRI DTS 2 £ 2~F 4 TR LTZ, (B3, 7, 11, 18)

#* 2 MEAICEIT D UC EER T LR 2 —)L (10 melkg (KE) HEERR O %O

MR TR REIRE  (ug eqlg)

- R Ak

B 60 90 120 150 180

Tk 0.279 0.106 0.090 0.045 0.026

ek 0.062 0.029 0.028 0.020 0.019

i 0.010 0.011 0.008 0.006 0.006
1] 0.005 0.004 0.002 0.002 0.002

# 3 FHICBIT D UCEGRT LR # Y —)L (15 mglkg (KE) HEERR O 5% 0
HEE R IR L (Ug eq/g)

e BG4 B
#URt 1 4 6 12 14 20
JHH g 22.5 5.98 4.33 2.47 1.84 1.21
gk 15.6 2.15 1.60 0.85 0.98 0.41
A 4.83 0.06 0.04 ND 0.03 0.02
B 1.76 0.21 0.08 0.07 0.03 0.04
ND : e

F 4 AR D UCHERRT LU H Y —L (20 mglkg (AE) HERRO#E% O
FHRR IR (g eq/g XiE mL)

e 5% B

wUt 1 4 6 10 20 30

JHEl: 29.0 8.20 6.76 3.57 1.15 0.42

H ik 21.7 4.40 3.19 1.93 0.63 0.25

A 7.90 0.07 0.06 0.05 0.03 0.02
=il 0.40 0.04 0.02 0.01 <0.01 <0.01

I 5.49 0.96 0.69

/L HEEd

A (Afl, PERI KR OMEECREA) (2 UC ST N 2 — vz 1 7Rk n G (1
mg/kg (KE/H) L. Bk OMIREIRE KO

Tl DR FRREIREE M OGS T OIREA R 5 1R~ L., (B 11)

18
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£ 5 4TI B UC T L B — LRI L 55 0
Tl ORFERIEEE R ORI T D (ug eqlg)

st BRI
=4 INK
VS IGLIPSE S 1 5 12 11 20
ek 6.41 4.71, 3.95 2.55 1.69 0.34
Ik Lot 0.87, 0.64 0.47 0.30 0.07
DL | 700 (18.5%. (184% | (17.6% | (20.3%
o 16.1%) ) ) )

a : W) T ORFERRI T A5G

A (MERE, PERIAREA, 4 BAMER) (2T U2 — B (10%8080K) % H
[ DS (156 mg/kg (AH) L, &5 1, 2, 3, 4, 5 KONT HEOSMERF ORH
C. A KON OIREENHIE STz,

WREE 61N LTI, (BERT)

* 6 RICBIT DT N Y — VRGO G% O REIRE  (nglg)

Vs B B

(n=4) P 1 2 3 4 5 7
C 1,160 625 86.5 ND~55.5 ND

ek A 21,100 3912 79.9 <L.OQ~51.5| <LOQ
I 204 804 272 120 41.4
C 1,210 <L.0Q ND ND <1.0Q

R Hik A 10,100 <L.0Q~2,440 <L.0Q <L.0Q <L.0Q
I 504 1,080 162 <10Q~121 | <LOQ
C 1,170 ND~65.6 ND ND ND

Al A 3,590 <LOQ~837 <L.0Q <10Q ND
I <LO0Q~28.2 75.2 ND~16.8 <1L0Q <L.0Q
C 240 ND~32.8 ND <1L0Q ND

0] A 1,320 <LOQ~413 <LOQ <LOQ ND
I <L.0Q~154 | <LOQ~127 <L.0Q <1L0Q <L.0Q

a : HIEk A 2 AE%E R LT 1 BEA BRI LT
<LOQ : EERFAN
ND : fRHBRSA

SR L

A (N7 — N, MERER 3~4 BE/EE) (2T R — )L DR—T A SHIA k)
AL, 7Ly 7 AEINIAA—R MEIZHERR O S (10 mgkg R#) L, figH o
B T OYREDHREERN ZIHIE 47,

WEAE TIORLE, BB

3 bolus : AH, B BHIIHEAADDHKE SIELNT-BYCHEFI ORI, &2\ WITHEE %@
W5 Lo 78,) (& 19)
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F 7 HCBITDERET LR R — LEIFIHE R O #5454 O
g ORGP TIRE  (nglg)

vt 5% A
=9~ | 2
(2> 3 AP 12 16 20 24 28 32
R— 2MH | 364 227 146 146 115 78.7
- e 131 113 777 51.9
FLI v s 2AA | 307 273 201 137 101 86.2
~ 2 R 148 100 80.7 63.5
JHERET

(2) ZEHER 43D

WA (SR N OFEECRIH) 1 UC BT Lo 2 — L 2 1R 5. (10 mg/kg (AR
/H) L. L ORREIRENHIE S,

TAPERETRIE X, WL Ol (3.9 pg eq/mL) Z/R L7228, 4 [B]H OFEFLIIC
1% 0.1 pg eq/mL K 2RI T Lz, 6 BB OFEARFIZITN 0.01 ug eq/mL TH -
72, (&P 20)

WELAE GRIVAS A A, 208H) \ZT7 02— LA (10%80E1) % HER 0
Fe 5 (15 mglkg (RE) L, #5168 Rt £ T 12 RfEOIH o C. A K
I ORRFENRIE Sz,

AR 8ITRLE, R

* 8 ‘FITBII DT N~ &y — )V BIHERE OGO REWIRE « (nglg)

e - $e 5% IRFH]
el 12 24 36 48 60 72 96
C 2,990 974 174 | <L0Q ND ND | <LOQ
" A 1,930 | 2,601 43.3 181 | <LOQ | <LOQ | <LOQ
I 15.7 224 382 129 40.6 199 | <LOQ
FR4ED | 4,565 | 3,492 468 <164 | <57.3 | <LOQ | <LOQ

a : 584, 108~168 K&l It Shigh -7z,

b & C. AR T T NARUZY—/ U EICHRE L, G5FL7fE
<LOQ : EERFA

ND : fHH RS AR

(3) BHEHER ()
B (GLFEARBA, ME 3 HH) 1 UCEGRRT VR Y — LA BRI O S (7.5 mglkg IR
H) L, #5180 HEORERBIREZRE LI-L 25, T 3.8 ngeqd/g. BlET 3.4
ng eq/g. AT 1.2 ngeqglg. fENITO0.2ngeq/ls TH-oT-, (BHT)

F (MR, PRI, 18 BR) 1T MC R T V&Y — V& i ) 7 ik O i G-
(3.8 mg/kg {KHE) L. 51, 2, 4, 6, 10, 20, 30 KON 45 HE DK F ORiRE
TREEDNHIE S 47z,
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5-10 H L OMFTEREIEE L. KT 0.44 ug eq/g. BT 0.19 ugeq/g. AT 0.023
ug eq/g. JERLT0.020 ug eq/g THo7-, (B 12)

E (AL OMERIREA, 9 §8) (2 1UC FERT R 2 — )V Al 7' Uk O 5

(10 mg/kg KE) L., #5-1, 2, 4, 6 '8 HEOFFAREH ORI SHIE S
7=

b 8 A% DOMFRREIERE I, AFET 0.25 ugeglg. BT 0.044 pg eg/g. AT 0.006
ug eq/g. FENGT0.009 pg eq/g THHo7=, (B 12)

E (AR OMERIARE, 2 BE/RERD) 12, BN T —T V% fli> T 14C 2T L 4
V=)V T B 14 HEVEA (0.5 mgkg (AE/H) L. HEAZOMR OREREE
FEIFONCAREH ) C. A ROV OIRENHIE ST,

FRRE ORFERIREI ONCAREH C. A RO OREE2FE 91T,

R C. A KO T OEFI ORI 2EIEIL. FHATIEL 80~100%., JHETix
52~58%, BNETIX 47T~T4% Th -7z, AT KON 14 BHREIOEAENE BB 2
TEPEDPRHPPEIRITZN T 62.1% 4 N 61.7% TH 0 . FEHHEIERIIZ N1 25.2% %
020.2% CTdh-71-, (B3, 11)

9 CEICBITD UCHEEET LR Z Y —L T AT 14 AFREAZ O
HETER H DRRFRRE IR N OMGHIR L (ug eq/g)

7 AFEIEA 14 HEEA
e R rern R
mt‘ﬁf =2 C A I {5\51‘%3 rvaﬁf [E5] C A I {5\51‘%3
- 2.18,
Jitlg | 234, 1.84| 0.54 | 0.49 | 0.06 52 933 0.70 | 0.50 | 0.10 58
- 0.92,
=l 064, 063 | 0.13 | 0.12 | 0.05 47 0,49 0.28 | 0.18 | 0.06 74
foe 0.20,
sl | 016, 012 0.11 | 0.06 | <LD 121 012 0.06 | 0.07 | <LD 81
0.07
=] .05, 0.04 :
RERS | 0.05. 0.0 0,03

a : i C. A KOV OB FHORIERBICR 5EIE
<LD : BRI A
S s L

E (AU, MR, 6 B) 12 UC AR AU F Y — VKERI R (Bt
FEARE, 3.8mgkg (AE/H) L. #5452, 7 KON 14 ORI O T OFREEHH
E STz,

57 BEOREH T OFEEIL 0.089 ug eqlg TH-o7-, (B 12)

E (G OWERIIRE, 4 SRRV 12, BT —T VEES>TT ARV 2 —)L
7 eNA] AT5mglh 7)) ZRA [1 L2 5 7vVEE (]9 0.5 XE 1 mgkg 1K
H/H) ITHY] L. BA 5, 10, 25, 54, 74, 90, 96 KX 98 HL DM DI
C. A KO DIREEDNAIE STz,

g O ORI C. A KON OIRFEZ K 10 ISR LTe, Mg TG C 73
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Lo T2, 554 A ORI O%5- 98 H# Ol ClIa# I N FEMAHM TH
STz, &7, 11)

10 FITBIT DT AR E S — )L TR ILVEEAEZD
Fg e O A IR (uglg)

o | aee BeH#% B
SR A 5 10 25 54 74 90 96 98
L5 C 0.85 | 0.88 | 0.88 | 047 | 0.31 | 0.05 | <0.33 | ND
L iRl A 068 | 096 | 054 | 035 | 0.22 @ 003 | <0.36 | ND
05 I 030 | 021 | 0.15 | 025 | 0.22 | 0.03 | 0.08 | 0.04
- /k C ND ND ND ND ND ND ND ND
ﬁfi)g A A 0.09 | 0.06 | 0.08 | ND ND ND | <0.06 | ND
I 0.02 | 002 | 001 | 0.01 | <0.01 | 0.01 | 0.01 | ND
] C 1.43 1.14 | 0.84 ND
2 H7 »
L iR A 1.12 090 | 0.63 <0.02
a I 0.67 0.11 | 0.36 0.05
C 0.09 0.07 | ND ND
mgkg | .
) A A 0.22 0.14 | <0.04 ND
I 0.03 0.02 | <0.02 ND
ND : g3

F (MR, MERESS 2 BRER) 127 R 2 — VB (2.5%K) A HERR ARG

(7.6~8.1 mg/kg (AH) L. #h5-1, 2, 3, 4 KU'5 AROFHMFRT ORG C. A Kk
O T OPREEDHIE S iz,

MRER IR LT, (BT
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K11 FITBI D7 AN Z Y — VREIHRLE O 545% Ok REiRE  (ng/g)

e - 5% B
B | 1 2 3 A )
C 5,491 2,524 561.2 ND~25.1 <L0Q
g A 2,075 2,198 349.1 <10Q <L0Q
I 21.7 279.1 240.0 97.9 <10Q~836
FR4Ee | 7,062 4,657 1,108 135.0 730
C 601.3 203.4 <L0Q ND ND
s A 1,524 925.0 ND~223.4 ND ND
I 29.8 9124 | <LOQ~831.4 | <L0OQ <L0Q
EEE 1,963 2,031 415.0 <LOQ <LOQ
C 1,365 68.5 ND~16.7 ND ND
- A 395.4 210.7 ND~70.2 ND ND
Lo I <L.0Q 31.4 ND~60.1 ND ND
FR4Ea | 1,654 287.8 | <LOQ~145.2 ND ND
C 231.9 ND~70.6 <L0Q ND ND
- A 151.6 92.5 ND~29.4 <1.0Q ND
. I <1.0Q | <LOQ~16.1 <1.0Q ND ND
R4 | 3610 125.4 ND~57.1 <L0Q ND

a: @ C. AN ZT N2 — VS EICHE L, SEF LA
<LOQ : E &R
ND : R HFRFA

St (MR, MERER 2 BEIES) (2T A2 — LEIE] (2.5%1%) % BAEIR 145
(7.7~8.2 mghkg () L. #5 1, 2, 3, 4 RO5 ABOZMF ORI C. AR
O] DR SHIE S 7z,
EREFR 1218 L, (BRT)
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K12 FIBT DTN F Y — VEGEIHIERE D352 ORGP L (nglg)

e - 5% B
B | 1 5 3 4 5
C 1,740 694 56.2 ND~23.7 ND
. A 3,109 251 <L0Q~21.3 | <LOQ <L0Q
T I 23.3 452 147 88.0 52.5
FRYE | 4,446 1,381 232 124 <LOQ~116
C 364 <L0Q ND <L0Q ND
- A 2,056 <L0Q ND ND ND
a I | <LOQ~83.3 427 <L0Q <L0Q ND
FR4E | 2,269 <L0Q~985 | <LOQ <L0Q ND
C 1,493 <L0Q <L0Q ND ND
" A 971 ND~17.1 <L0Q ND ND
e I <L0Q | <LOQ~424| <LOQ ND ND
FP4Ea | 2293 | <LOQ~T6.5| <LOQ ND ND
C 89.7 <L0Q ND ND ND
| A 311 <L0Q ND ND ND
e I <L0Q <L0Q <L0Q ND ND
FHY e 371 <L0Q <L0Q ND ND

a: @ C. AN ZT N2 — VS EICHsE L, S5 LA
<LOQ : E &R
ND : # PR S A

o (MR, MERES 2 SRR (ST LU & — LB (1.9%RRER) 4 BRI 1%
5. (10 mgkg fK#H) L. #5 1. 2. 3. 4 KO'5 HEOSHMPOMRHH C. A KOOI
DIREEDE ST,
RER 1R LT, (BT
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K13 BT 2T N &Y — VEGEIHERE D352 ORGP L (nglg)

e . Be54% B
AEE | R 1 5 5 4 5
C 2,560 1,660 83.9 <L0Q~50.3 ND
e A 2,500 1,640 <LOQ~34.8 <LOQ <LOQ
I | <LOQ~345 533 143 118 <LOQ~160
HR4Rs | 4,690 3,620 259 168 <LOQ~202
C 627 <LOQ~275 ND ND~<10Q | <LOQ
gy A 2.090 | <LOQ~2,700 ND ND ND
o I <1.0Q 623 <L.0Q <L.0Q <L0Q
lEE 2,550 1,500 <LOQ <LOQ <LOQ
C 1,720 ND~363 ND ND ND
" A 830 <LOQ~934 | <LOQ <L.0Q <L0Q
BN <L.0Q <LOQ~652 | <LOQ <L.0Q ND
fRMEe | 2,380 | <LOQ~1.250 | <LOQ <L.0Q <L.OQ
C 429 ND~107 <L0Q | ND~<10Q ND
ey LA 290 <LOQ~535 | <LOQ <L.0Q <L0Q
I <L.0Q <L0Q~36.3 | <LOQ <L.0Q ND~16.4
FE 675 <LOQ~619 | <LOQ <L.0Q <L.OQ

ND : RS A, <LOQ : EEFRSA,
a:fFmC. ARRTIZT AR Z)— )AL EICHE L, SEFL7-fil

(4) ZEHER F3ED
WEHLF (T T4 AT FHE, 20 §H) (27 02— VBIA (1.9%IRENR) % Bl
A5 (10 mg/kg (KH) L, #5168 K% £ T 12 FFfiEOFIHH ORGE C. A K&
O ] OFEREINHE S =,
FERAER 14 TR L, B]RT)

F 14 FETBT DTN Z Y — VRIRIE AR O 5% O
FLH IR« (nglg)

- e HAZRFH]
A | G 12 24 36 48 60 72 84 96
C 4,713 3,002 1,340 499 <LOQ ND ND ND
st A 555 944 1,051 137 <LOQ ND <LOQ ND
I <LOQ 21.8 94.3 481 220 31.3 16.2 <L0Q
FERED | 4,962 3,702 | 2,309 704 258 46.8 <L0Q | <LOQ

a 1 15 108~168 RHItR 13T S /e o T,
b: i C. A KO T NR_RUF T — )RS EICHRE L, &5F L7
<L0Q : & BRI
ND : HH R
(5) BHEHE (YD)
50 (F5BRMGHTH AR 104.6~113.9 g, 15 B/AFS, fABEKIE £ 227C) 12,
TN E)— VA (ARF—/L 100 RERA) 2 HEEREFE DG (T X2 —
e LT 40 mgkg AHE)  2WIVERERNFEiE S -, &ERTH, &5 1, 3. 6. 24
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J N 48 IR N, 7 KON 14 HIZIZ, ARER 156 B oMk, i, s OV
ZERE L C, MR OSHERRT T O 7 R 2 — L R ORGEI C. A KONT I2OW T,
LC/MS/MS (liquid chromatography-tandem mass spectrometry : k27 v~ K75 7
g —I T NEEGITE) ZHWTEESTZIToTe, BRR, b RpaEeHT1IR
B L7 (GERBRR 4 : 0.01 pg/mL (M4F) . 0.01 ugle (A, k. B)).
FERAER 15~FK 18 TR LT,

TN B —VOPREETE, A R OB IC )T, #5- 3 X 6 R R
mEfEZ R L, &5 24 RER% DRI TERRAANN & e o7z,
R C OFEEL, E, AL OWFIE CII&k S 6 FFE%. Bls i s 24 B
EfEZ R L, MR ORI Clik s 48 BB LRI X EEIBARM & 7o 7203, &5
14 HRRIZHBW T, B CTIE 0.014+0.00209 nglg CF¥ EFE%ER) . Bl& CILE &R
Aii~0.0119 nglg M iz,
R A OFREEL, 8, AR O CII&k 5 6 FrE%. Bls a5 24 B
BeEfEZR L, MR ORISR S 48 RERITRLARE, AFIsIIRe G- 7 B2 LA, s 3%
514 AR E &R & 72 o7z,
R T ORI, MR OB E b 24 REZICREMEZ R L, R O A
TlI 5 48 BRI IEBIRAAR & 22 o720y, &5 14 HIRIZRBW T, I CiE
0.0245+0.00458 pglg (P =HEHE(RS) | Bl TI% 0.0375+0.00761 pglg (V%) 1
W25 MBS, (B 35)

# 15 S0ITBIT DTN H Y — V| o BalEHRE 0 ¥ 5-8i% O
TR — A OMERRE (ug/mL) LOMSRTEE (ug/g) 2

FBHER IR i
k| BE BeHAZ R (KD BeH5A%EE (H)
Ei=! 1 3 6 24 48 7 14
<LOQ~ | 0.0254+ | 0.0563 +
i | <LOQ <L0OQ <LOQ <LOQ <LOQ

0.0111 0.001 0.0373

i | <LOQ | <LOQ <LOQ~ ) 0.138+ <1L0Q | <L0Q | <L0Q | <LOQ
0.0217 | 0.0673

N 0.0493+ | 0.752+ | 0.0601 +
fiFi | <LOQ <1L0Q | <L0Q | <L0Q | <LOQ
0.0113 | 0.482 | 0.00787

S 0.0330+ | 0133+ | 0.210+ w0q | <w0q | <woq | <w0q

a 00375 | 0128 | 0.106

a: 3 PRI EE e R A= (’ﬁfﬁ%fﬁﬁﬁﬂ@?ﬁ@%éi<LOQ\ TE TR M OVE B SRAE S
HIEITEP (<LOQ~HKH) #3350

<LOQ : EERFR (0.01 pg/mL i 0.01 pglg) Aiii

&

+ R A ©F 00101 pg/mL (I, 0.0101 pglg (PP, FHIE EED
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7 16

B

B (ug/mL) MONHFEE (ug/g) 2

SVIZBT DT N B — VIO HBIERE N 45 G- O R C o

AT H

AR AR

el (RHH))

<1.0Q

1

3

6

0.0373 =

0.0603 =

0.143 +

24

48

7

B baaEsR (H)

14

<LOQ

0.0047
0.0128 +

0.0157
0.0344 +

0.0787
0.118 +

0.0130 +
0.0022
0.0163 +

<1.0Q

<1.0Q

<LOQ

<LOQ

0.000721
0.180 +

0.00905
0.562 +

0.0699
0.681 +

0.0038

<LOQ

<LOQ

<LOQ

<LOQ

0.0167
0.0303 £

0.110
0.0772 £

0.0502

0.113 +
0.0249

0.0468 +
0.00455

<LOQ~
0.0108

0.014 +

a:3

0.0134

0.174 +

0.0153

0.0146

0.228 +

0.0868 +

0.131

0.0354

0.0336 +

0.00209
<LOQ~
0.0119

LHIEITEDE (<KLOQ~fKNME) & 3Ei0)
<LOQ : FERA (0.01 pg/mL X% 0.01 pglg) K

#17

0.0044
FUEOEE I AR YE RS (& CERRARMOLEII<L0Q, ERBRFAANM M OE BAHANRIES

SDIZRIT DT N — VB O BRlSESIFE O % G-/ ORI A o1ffEd
B (ug/mL) M OSHRRAEE (ug/g) 2

&G

AUEHERITUR A

AiTH

1

Be G A% (RFfE)

3

6

24

Be5% R ()

<LOQ

0.0131+

<LOQ

0.0252 +

<L.OQ~

48

7

14

o

Ah

2

<1.0Q

<1.0Q

0.0034
0.0110 £

0.0057
0.0229 +

0.0163

<LOQ

<LOQ

<LOQ

ek

<1.0Q

0.0351 =

0.00121
0.0866 =

0.00808

0.0151

<LOQ~

<1.0Q

<1.0Q

<1.0Q

Bk

<1.0Q

0.00251

<1.0Q

0.00804
0.0214 +

0.0963 +
0.0122
0.0430 +

0.0111

0.0743 +

0.0322 +
0.00494

<LOQ

<1.0Q

ar 3 Bt A

0.000833

0.0012

0.0829 +
0.0357

0.0327 +
0.0146

<LOQ~
0.0105

<1.0Q

L% A 3#iE (<LOQ~RAIE) Z3iL)

<LOQ : EERA (0.0101 pg/mL X 0.0101 pglg) A
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# 18 SDITBIT DTN H Y — VAo Hal5EsRe O B G-aitz O T ol st
B (ug/mL) MOYHEREAFEE (ug/g) 2
PR IR A
vl 5 BG4 (RFRE) BeH4KE (H)
EIRE] 1 3 6 24 48 7 14
e | <1oq | <woq | <woq | O | 0016ET o0 | qoq | <10q
a 0.0103 | 0.0011
» 0.0216 +
A | <LOQ | <LOQ | <LOQ | <LOQ 0.0029 <LOQ | <LOQ | <LOQ
n 0.0137+ | 0.0477+ | 0.0862+ | 0.173+ | 0.0877+ | 0.0332+ | 0.0245+
i | <LOQ
0.00255 | 0.00927 | 0.00297 | 0.0301 | 0.018 | 0.00388 | 0.00458
n 0.0379+ | 0.0783+ | 0.175+ | 0.103+ | 0.0627+ | 0.0375 +
Bk | <LOQ | <LOQ
0.00217 | 0.00589 | 0.0351 | 0.00731 | 0.0103 | 0.00761

a: 3 B P HHEHE (RS (& CEEIRARMOSEAII<LOQ. & BRI & OVE BN RIS
LHIEITEDE (<KLOQ~fKNME) & 3Ei0)
<LOQ : FERA (0.01 pg/mL X% 0.01 pglg) K

(6) BREBHE (VYQ)
50 (B5BRMGRTH LA  118.3~122.9g. 15 E/MEH, fAH /Kik : 21.1~23.0C)

Lv
=~

TNRE—)VEAZ 1 B 118l 5 HREREERS (TR &Y — & LT 40

mg/kg RHE/H) 3 2R I S v, FEBIARRITH | Bfde 54T 1, 40 7, 14,

28 TN 56 HI&IZ, #&im 156 B DA, ik O s A B L <, Ak oG
W I1IZoOWT, LC/MSMS W TERIT 21T o7z, BRFR, b B2 E LT 1R
Bhe U7z (E&EBRA @ 0.01 pglg).

FEREFR 191 LT,

R T1L, FHN Tl G4 T 1 BRSO 1.27 pglg 7R L., EO%EK L T,
B G447 28 AR LARRITE RIRARNN & 7e o 70, I OVER O, R G/ T 1
HEZIZEBWT, X2 5.54 nglg, Bl 1) 8.80 nglg 2~ L=, D% L7-
D, B GHT 56 BIZIZHW T, IR TIETE 0.0466 pglg, g CIX 4 0.0451
uglg Rt S iz, (M 37)

219 BVIZBITFAT AR E ) —UEBHID 5 HRIEEER5-Ri#% D
R T ORI (uglg) 2

-~ ?&iﬁﬂ%ﬁé R A TR

HITH 1H 4 H 7H 14 H 28 H 56 H
A <L0Q 1.27 0.0318 | 0.0177 | 0.0138 | <LOQ <L0Q
FrFli <L.0Q 5.54 2.04 1.83 0.782 0.208 0.0466
Xk <L.0Q 8.80 2.43 1.55 0.899 0.264 0.0451

a : 3B (B TERRARNDOSA1I<L0Q &%)
<LOQ : E&ERS (0.01 pglg) A
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S0 (B5BAMARTH EIRE  126.6~178.3 g, 15 B/MfA, flE KR : 19.5~23.0°C)
2, TIARCE Y —LVHH A 1 B 1 [, 5 HRENREERS (TA_ & —)L e LT 40
mg/kg K/ H) 9 HFEERBRNESE S, HEGBMARTH ., Rl 5HT 1, 4. 7, 14,
28 LN 56 H&IZ, AREm 15 ORI, sk VB2 L <, KRRk O
MITIZOWT, LCMSMS ZHWCERST 21770, FhiR, 5 naE T
BtE L7 (BERRS : 0.01 pglg).

MERAE 20 1R LT,

R T, AN CIRRERE G T 1 HIRIS ) 1.66 pglg 2R L, £ DOFME L T,
BAECBEGHET T B LB IE BN & 72 o7z, ITIg OV g Ik, Bk 54T 1
HIZBWT, ) 8.61 nglg, B3 V-3 7.79 nglg 27~ L=, EO%KME L 7=
D3, FHEBEGHET 56 HEZIZRW T, IR CIETE 0.0342 nglg, Bl CIEF 0.0137
uglg N SNz, (&R 38)

7% 20 BVIZBITAT AR E ) — U BHID 5 IR 5-Ri#% D
KW T ORI (uglg) 2

-~ B 5-BR4E R A TR

HiTH 1H 4 H 7H 14 H 28 H 56 H
A <LOQ 1.66 0.0146 <L.0Q <L.0Q <L.0Q <L.0Q
FrFli <L.0Q 8.61 1.92 1.15 0.711 0.154 0.0342
S <L0Q 7.79 1.40 0.936 0.298 0.0587 | 0.0137

a : 3B EAE (B TERRAKNDOLE1I<L0Q & #5D)
<LOQ : E&ERS (0.01 pglg) A

(7) KBRUVEEHRR (ZDthDHEE)

=URA T4 TET ROKREFEY 7 (K 6 BIRER) (2, T &Y — L% Bialfk
H#x5 (10 mg/kg KH) J 2 M OB RERD I i S vz, =2~ R 3HxE 8, 12,
18, 24, 48, 72 KUN96 WffEitk, 7« T €T IIH G4, 8, 12, 24, 48, 72, 96, 120
NN 144 Bflte, RIEFEEY 738 5- 8, 14, 24, 48, 72 K196 IFfHizIZ, SRR 6 &
MO (REx&T) Z8EL, TARUZ Y — L R ORE C. A KON TIZHOWT,
HPLC W CTEREMTZ2IT o7, (EERA : 20 nglkg (7L %> —)L) | 1.6 nglkg

(& C) . 0.5 pglkg ((REIA) . 5 ugkg (R D)),

FERAER 21~F 23 1R LT,

TR — U, =V~ A TS 18 BRI UK, T ¢ T B 7 Tlddk 5 24 BFH
BB, KRVEFEY o Cldde - 48 Wi LARRI I SRR IAA M & 72 o 72, 3 C 1, =
U AL T4 7T TG 12 RIHELRE (T T BT O 120 FEEI% O 1 6125
) ITEEBRFAG & In o =y, RIEFEY 7 Tl 5 96 RFE#& 123V T, 16 uglkg (HF
JAE) DR S,

R A LT IE, =2~ AR OKREFES 7 Tla s 96 % £ T, 74 787 T
(XBEG 144 FFEIT% & C, EERAZEZ DBEE DGR I N, (B 36)
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#2921 =V RIBIFEITARUE Y — L OHERROE5%OmR (REx2ETs) Fo
TN H)— )V ORI O (uglkg) 2
Feh54% TANUH | n K&t C n R A n R 1 n
A Vi —)L
(FEFfH9)
8 20 (237) 3 22 (27) 5 3(®) 6 — (7 1
12 — (195) 2 43 (84) 6 12 (17) 6 6 (13) 4
18 <LOQ 0 30 (37) 6 9(15) 6 9(11) 6
24 <LOQ 0 22 (28) 6 6 (13) 6 5(15) 3
48 <LOQ 0 6 (29) 6 7(22) 6 5(13) 3
72 <LOQ 0 <LOQ 0 4 (15) 6 — (9 1
96 <LOQ 0 <LOQ 0 4(8) 5 — (9 2

a: PRAE PR RE)
n : EERAVE 2 R 7R
— EERAMEZ B A TR 2 UFO5E, HREIRERD

<L0Q : &

EFRAAT M

TERFRA : 20 pglkg (7R &2V —L) | 1.6 pglkg

0.5 pgrlkg (&M A) . 5ughkg (D

(R C)

#2922 T4 TETIIBITHT AR Z Y —)LOHERROBGH%OMmA (K2 ETe) |

DT NS F )=V R ORI OEE  (ug/kg) 2

Beh54% o
TR H . . .
IRFfH . n & C n HRE A n R 1 N
(FFfH)
4 48 (119) 6 30 (43) 6 3(5) 6 6 (8 3
8 64 (158) 4 55 (88) 6 9(13) 6 14 (18) 6
12 45 (83) 4 51 (97) 6 10 (20) 6 31 (37 6
24 <LOQ 0 32 (68) 6 11 (15) 6 75 (190) 75
48 <LOQ 0 2(2) 3 0.5 (1) 6 46 (110) 6
72 <LOQ 0 <LOQ 0 1(5) 6 83 (140) 6
96 <LOQ 0 <LOQ 0 1(2) 6 43 (117) 6
120 <LOQ 0 — (@ 1 — (0.5) 1 43 (122) 6
144 <LOQ 0 <LOQ 0 — (0.7 2 12 (50) 5

a: PRE (RPN E)
n : EERAVE 2 R 7R

—  ERRIMEZ B Z 7250 2 LLF OS54, iR

<LOQ : E &R

EERA : 20 uglkg (702 —)L) | 1.6 uglkg (G C) .
0.5 uglkg ((REMIA) . 5ughkg (RS D

56 DY LEX BIDHNY, BHE36 ORtiul Y & L7z,

30




%23 RWEEEF 7B BT A &Y — L OB Q#5540
A (Bf§zate) TRy 2 — )L R ORI ORE (ugkg) 2

i TR
IRFfH . n & C n R A | n R 1 n
(IRFfHY)
8 — 1 5(12) 3 23 6 <LOQ 0
14 20 (27) 3 21 (33) 6 5 (6) 6 <LOQ 0
24 23 (42) 6 69 (129) 6 12 (23) 6 7Q17) 5
48 <LOQ 0 19 (38) 6 9(12 6 11 (12) 5
72 <LOQ 0 19 (178) 5 9 (65) 6 9(32) 3
96 <LOQ 0 16 (20) 6 7(14) 6 9(12) 6

a: PRE (RPN E)

n : EERAVE 2 R 7R

— . ERIRRUE AR 3N 2 LITFOA . thdii gt

<L.OQ

TERFRA : 20 pglkg (7R 2V —L) | 1.6 pglkg
0.5 pgrlkg (&AM A) . 5ughkg (D

(8) FIAUEJ—LRILKRFL FOKBEER (. FRUOXD)

@ %

| FE BRI

(R C)

A (SR OMERIARER, 4 BEFRS) ICT R & —) L A LR S R &2 HERR O 5
(12 mg/kg fKHE) L. ST O T AR Z Y — )L Z VR F S R EORE) A OFERE

PARIE

iz,

51 HEDOHER O T VR X — L 2 VR ¥y REOCE) A OFEFET 294 K&
112,953 nglg C, #5453 HEL LTI 5 nglg Kiifi & 72 o7z, &5 1 HRROEEFH O T L
RUBS =V AR F Y RO A OFREEIX, 233 K1Y 1,355 ng/g T, #45-2 H#
£ TIT bnglg K& e oT2 TANRUE Y — L O EZICH OSN3 T IOV TIT
DHFENTRDS T, TR E S — )L Z)LRF REROMRE A 1B DF5EN S,

FRE DWHRITFENNCT NARZY = VOB GHREF LT LEL BN, (BR1T)

A (AHERE, MERERT 4 BRI (ST R Z Y — L 2 LR B (7.5% 0% 15%
RLv T 6f) ZHERA#KYS (K12 mgkg K8 L, #5-1, 3, 10 X114 A%

FAERE P DT N =)V ZVRF TR, ARG A KT ORENHIE Sz,

FERAR 24 1 TR LT, (BHT)

6 drench : &K, EIZ O DIRFIFIZERE B S 71ETE 2 27K3E, (&R 19)
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F 24 PIIBITHRFET VLA H S — )L A LR RRGHHER O #5540
FARE T AR B =L ZOVIR R Y R R ORGEIIIEE (nglg)

, e e Fe btk A
g | R LIPS 1 5 10 14
T AR L AVRS L R 2,160 BLD ND ND
JiFii A 11,075 ND ND ND
I 1,286 161 ND ND
TR — L AVRF L R 218 ND ND ND
Rk A 4,373 ND ND ND
7 500 1 2,722 114 ND ND
T AR E L RJVRS L R 166 ND ND ND
e A 2,305 ND ND ND
I 179 ND ND ND
TR — LA VRF L R 130 ND ND ND
HERA A 946 ND ND ND
I 63 ND ND ND
TR — L AVRF L R 2,234 105 ND ND
ik A 9,750 ND ND ND
I 971 115 ND ND
T AR H L AJVRS L R 757 BLD ND ND
R ik A 5,520 ND BLD ND
5% _ I 2,703 102 ND ND
TR AL RIVRF Y R 115 ND ND ND
A A 2,556 ND ND ND
I 216 ND ND ND
TN — )L Z)VRFY R 99 ND ND ND
B A 678 ND ND ND
I 53 ND BLD ND

BLD : EEBER (IHEMk 0% : 100 ng/g, FHAKOVEL : 20 nglg) Kt
ND : BHRR (g OV - 50 nglg, AKX OWEN : 10 nglg) i

@ *

FE (74— RAERE, MERERT 5 BARE D) ST AR Z Y — L ZLRF TR (2.6%
T 4% R Lo FA) ZHEREO#S (9.5 mgke (AHE) L, #5451, 3. 74010 A%
DOF5MRE (g, B, L ONEN) ToOT Ry Z Y — L Z2uRF s R, R A
KON DOFREEDNHIE Sz,

2.5% N LU FHIEGRETIL, TR Z ) — )L Z LRy RidE- 5 A% CRiIRA

(AT O - 50 nglg. AR OMENS © 10 nglg) Kiiti & 72 -7, M A 1353
A&, @MW 1I3&E 1 BN ORHERARM Ch o7, 4% N Lo FABRGHETIL,
T IR H =)V Z VR RO A 1355 3 Hig CEERA (s OV
100 ng/g. AR OYEN : 20 nglg) RS E 720 REW 1 1XRE 1 B DRRHIRAER
W Cholz, (BT

o (SLFE N OWEBIRAR, 4 §EMFS) 12T AR 2 — )L A LRy Ra HERR O &5
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(9.6 mg/kg (AH) L., #5Hf%k 7, &, AR L0 ho7 v~ 2y —nzu
R R ROE A OIREDNHIE S,
ETORETOMWERE L, 5 7 H#% T 25 ng/lg Kiiti Ch-o7z, (BH17)

® HRUE (F1)

WA RVAZ A L FE, 8FH) ITT N E ) —)LZLARFL R (15% KL FHl)
ZHEREO&RE (12mgkg fAHE) L, #5455, 9, 24, 33, 48, 57, 72, 81 &N 96 KK
MO OT N —)L Z)LRF v K RO A OFEENHIE ST,

FHHHPOT N Z ) — )V A VR XY R G 33 Iifliit, W A 1385 57 R
BITHRHIIRA (5 ng/mL) KL a7z, (ZHT)

WA RAVR B A T, 8FH) ICT AR H S — L ZVRFL R (1.5% KLU FH)
ZHEREOHRE (11.7mg/kg (AE) L. $5-4. 19, 28, 43, 52 TN 67 Kz ORI
HOT NN H ) — )V AR F Y RO A OFRENHIE Shi-,

FHIHF DT NAR =)V Z VIR R3S E- 28 B, G A 1385 43 BEf
BicENTIVERRA (50 ng/mL) K ORRHIRF (10 ng/mL) A& e o7, (B T)

WHLE Mule i, 6 FHEE) ITT AR EZ Y —)ILZLARF VR (25% RLFH) %
H[ER O 5 (8.8 mglkg (KE) NIITNAARUH ) —LALKRFL R (4% KL FHl)
ZHERROBS (10 mg/kg R8E) L, &5 6, 24, 30, 48, 54, 72 LO® 78 K& lF
IT 4, 5, 6, 7, 8, 9 K10 HEDFHITF DT WA FY—)L 2V F 3 R RO
¥ A OFEFENHIE Shi-,

WFNOFERETH FLH T DT N Z Y — )L Z LR F 3 R RO A 133%5- 48
RSN EURHIRA (5 ng/mL) Kifi& 72->7=, (B 7)

@ *

XY (MEHES b PR IS T AR Z Y — )L Z LR F 3 R 3 HIIRETS- (17 mg/kg
RE/HIZHY) L, REBGHT 1, 2, 3 KNT HEOKMRT O T V2 2 —)L A
VARF S REROWRE A OJERN HPLC IC XV llE S, F7-. BT &2 5
DG HON T, IR IRE D ARE LTz,

MERAE 25 IR LT,

CHODORERENS . BHREICBIT A TR Z Y — )L ORENTIEHIE & R U &
LB eI, (1)
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F25 FUICBITDTNANUE Y =)L 2LERF Y R 3 R G4 O
MRk 7 LR B =V 2OV Y R RO (ng/g)

" e B 5% A K
Eaw S TINTRISR 1 9 5 p
T IR A — )L AL
P R R A | T 90 45
Rt 1 24 168 99

Ex Hs

iﬂﬁ TN =)L AL 366 15 ND

A RS R A 168 15 ND ND
RERATT & K fg 84

/7R Ly ND ;R

(9) BET—H—IZDL\T

EMEA [, 7R —)UZDONWT, SN2kl ~— T —I1d, R C. A KO}
I OFETNRUE—UHBE LT DL LTWD, ZORE~——%, T
B = IVIUNET AR H S =)L Z)VERF Y ROWT OB GIZBW T, R/ E
FMEA BT O TR A 2 TCET, TDTD, TR H Y —)LA)LRF T R
DOEHAIZBNT Y, TARE Y — R GRE LR URE~— 7 —DNEHTE 5 & LT
%, (BHE1T)

3. EizEHEER

T IR Z) =)L R O O st B A e e 26 MU 27 1R L
77, (BMR 3, 4, 6, 7. 21~25)
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926 TNRUK Y — LD L B

FRATTE H AR5 A& i
1n vitro | 18ImZERA R, | Salmonella typhimurium | 1~10,000 pg/plate e
AR TA98, TA100, TA1535. | (+S92) B
TA1537, TA1538 1~10,000 pg/plate ot
(£S9P) B
S. typhimurium 0.5~1,000 pg/plate
TA97a. TA98. TA100, | (=S92 =
TA102
S. typhimurium ANHA
TA98, TA100. TA1530. n
TA1532, TA1534, =
TA1537, LT2 his-, G46
Yefa KRB ER | F v £ =— XL A X —P1]0.047~1.5 ug/mL
B (fPIr 2| BE kAl (CHO i) e
FlliR)
IZaRER CHO-K1 #ifa 0.1~1.0 pmol/L¢ U
b U sEKR 0.1~100 pmol/L .
IERBR R ON B R U osER 0.1~10 pmol/L.  (/]MZaklR)
AR NI A 0.1~1 umol/L (JtafhAsy BosE:
R BR BiEaABR)
invivo |/IMEZAER ~ U A BUKN 5 BHEE L 727 L -
20—V, R
CD-1 Mt~ o 2B 0. 500, 1,000, 1,500 mg/kg
(RE/H., RROFG, 5 48 Bos: d
AP 1%
/R BR K O 26 21 HULE (hydatic disease) | T 2 MRSE
iR YL B AR TR LT/ NRD U L 5Bk |15 mglkg (KE % 28 AEHR BEst:
A AR 5
a: 7w MTFH¥ES9
b : FHEONT v MNHHEE S9
¢ : 2 umol/L LTRSS 40%LL T
d : 1,000 mg/kg RELL ECTHEZRIEM
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K 2T TN ZY =A@ DR s

A R

nlm

R | AT B VSO = (S
7L | GeE KRB | R SN SR
v BR Ho
— U 2| Yea ks e Y oo SER SEARR \
SRR ) L
B O) | MR (in | CHO-K1 6~40 pmol/L -
vitro) al
IIMEERER (in |~ 7 A E BRI EEa NS u
B
VIivo)
IERER (in | B R YU LoSER 0.1~100 pmol/L
) GO
Vitro)
INZER (n | B R U 2oSER 0.1~10 pmol/L, i
Vitro) =
R 1| 1B IFZeR | S, typhimurium 1~10,000 pg/plate
v TA98, TA100, TA1535, (+S9P) fet
TA1537. TA1538

a: HWEREP A TH 722 &b, HEZRBMERER &5 ITITERTE v Ll s e,

b : FHEKOT v MTFHEK S9

TR B — U, In vitro Dt U o8B A T IR ER K OV R B,

Bx . CHO-K1 fifaz A=/ MEaBR & O in vivo D~ 7 A D E i/ MZ R TR 54
L, ZEHIEIRE TN O/NRICR G325 & U BRI/ MG B Ok a7 RS 4 %

I LTz, — 7. In vitro DIEIFZERZ Ballih . WAL MIE 2 A O 7 Ge e R R FRBR Tl
MR A R LT, TANRUE S — L EEGEe_ A I — R EEE, TFa—7
VS L, MVNMEOBEASZIIET D Z ERHEIN TS (B4, 26~29) Z &
NH, BIWEERERT, FELoOBMRERIL DNA BEIZESS HDOTIEARL, o
5(?1~7)/)%ﬁ%kfé£ﬁ$ IZEDHEDTHY, TR L ) —)LD
Lbﬂ ZITREEDE ﬁf%ék#ﬁbtoit\@ﬁ®A/X4 ) — VLA
I & Ltn‘EHH’? (31T B BEMF A~ EE THT HET VERANT, TARUA
‘~W@m&ﬁﬁ_ki5%ﬁ%ﬁmbtﬁ%%%é(ﬁﬁzvo

UboZ et TARXEZYy—ud, BiHEK: E U CEENIEHN S DR Y |
BRI L > TR E R 2 BEFEEITI RSV EE X BT,

TN B — )L Z)VRF v RiE, BEREE O T Ge o R S 5B C R sA Rt 2o
L7z, b RU L RERZ V= in vitro DF I ZEERIC BT, TRV A Y —)L AL
A R ERBEE R IR oTein, ZORBR CTHWZREIIRHTH- 722 &
5. PR LT AIIEETE N E SN E . TARUE Y — L ZLRF
¥ R invitro D& N Y L \ERE T2/ MERRBR CHIV\BE I K& O MRS SR %47~ L, CHO-
K1 iz 7o/ MR BR Tt AR Lz, £72. in vivo D~ 7 A B/ MERBR T
RS R 2R Lo & SIVTWV A DFEMIIATH D, T H Y — L ERERIC, TV
RS =)V ZVRF Y RIZOWNWTEH, Fa—T U EfE L, vNEOESEZIHEL
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T, BEMEZFRTD (SR 4, 17) BN 0D, BRWEETEERIL. 7TV
RUL =)V AVRF Y RCHE STV SifaiEtid, DNA EICES< O TiE
R, BIE (Fa—TV ) BENETDHHLOTHDY, %ﬁﬂ ﬁf%ékﬂm
Ltoit\@ﬁ@«/x4 27— R EEMITIE L B L= 5%&%*%

DEE A P 5T L% FAC. 7»&/&/~WX»T#/F@¢H&%
é%ﬁ%ﬁﬁbtﬁ%%%é(ﬁﬁzno

PLEDZ EMD, TARUE Y — )L Z)VRF Y Rk, B HESRRN & Uit A
SNDIRY . ARIZE > TR E 2 D BEEEIIR I RN EB X bz,

4. SHEMHHER
(1) 2HIHEER (DR, Y )
TN B =)V OREAFR G L D atEmsRofE a2 R 28 (TR L, v~ T X,
Ty b ANLAF— FNLE Y BRI FOROKGIC L AT -T2, (B

M3, 4.7

# 28 THARUE ) — )LD OFEIC L A&

B)fd TR VAt LDso (mg/kg {KH)

~ 1A HE 0.75% methocel >3,000

- 2% tragacanth 1,320

7o b i 1% methocel 2,400
ININAR — R 2% tragacanth >10,000
T/LEw b WHERfE 2% tragacanth 900

S izl 2% tragacanth 500~1,250

YT v Tl BEEROIEIL, EJEF O W), 38R N O B 2 Sz,
L UYXOEMTIL, BEICRENEEY . HAZE-> THEEL T,
fthOBEMIFEIC I A E ISR S STy, (B4, 7)

(2) FILRUEY—)LRILRFL FOEMEERER (v k. %%%)<%%ﬁﬂﬂ>
EMEA (X, 7R E S —)LZ)LARXL ROT v FXIELE G, FEROFD) 1245t
#6@D&51i\%ﬁﬂriﬁﬁot&bfwa,@%6\w)

BRMEEAER
(1) 90 BEESMEEAER (YOR) <SFEH >

~ A (CD-1 5%, MERES 10 VU/RE) & W2 T R0 &Y — L OIREER 512 1 % 90
H LSRR 2 3R, T enFEhishiz, #5830, 5, 10, 20, 404 L
<13 80 mg/kg {AE/H XX 0, 200, 400, 800 # L < % 1,600 mg/kg {AH/H Th 5,

1,600 mg/kg AEL/ H - G-HEDHE 5/10 F1 & OMERBIS LT SUTLHIEALE STz,

T HBROTEN R CTH D Z Enh, BEEEL Lz,
8 23R L LIREDOMENRSH D Z L0 b, BEEEE LT,
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B GBAkATE 9 I E TIZ, 800 mglkg AR/ H EGREOKE 2/10 B K OME 2/9 FNFONT
1,600 mg/kg A/ B &5HEOME 5/5 Bl T, BEOSEHMGOARE K O ST A
F OV, REHINEIT 1,600 mg/kg (RH/ A & 550 Tl S vz,

MREFARRA TliE, 800 mg/kg A/ H LA L GREDREZ I\ T WBC DI T 73, 1,600
mg/kg RE/ H & 58HT Hb DX F723, 200 mg/kg K5/ A LL E&FGEEOHET RBC OIKT
NI BIVI,

fEs B B 2OV T, 400 mglkg ARE H LA PG TR OO Hise) B2 8l OVH KT B B D4
AL, (B4, 7)

JECFA 13458k D NOEL %4 5%E L TUVRY Y,

(2) 4 EEERHSHRR (Tv k) <SEEH>

Z v b (SD %%, Ml 15~20 DL/RE) Z W=7 _o 2 —)L (5 - 0.5%Tween
80) ™ 4 MR DG (0, 4. 16, 48 XU¥ 168 mg/kg (KE/H) 10(Z L % dicdkd
PERRBR NI X Tz, F72. 48 mglkg (RH/H & GHEHZIT, #5144 B ORIEIF%
DBIERD T DIZHERER- 5 LA BN L7,

RS LT, 48 mg/kg (KH/ALL EFRGEET IR, 2B, fbEst 20 RolE
KEOFEL: (48 mglkg (RE/H#GRED 7/30 1K TN 168 mglkg {RE/H £ HHED 39/40
) BIEHNTZ, 48 mglkg IR/ A & GRECRERIMNG 2 A 50, 168 mg/kg {AH/H
P GRECIIRTERD 20~ -, AR 48 ma/kg AR/ A % 5RECITEREICIK T L, 168
mg/kg RE/ HEGHETIIE LK T L,

MR, MR AEA LA R ORI T, 16 mglkg (K8 H L ERGREOREZ Ht O
RBC DX F723, 48 mg/kg KRE/H B GHEOMEZ Hb, Ht, RBC XX WBC DK R34
BT,

BRIV T, 48 mglkg R/ H I GAE TR O/INIER A BTz, 168 mglkg ARE/
H#EGREORETIIRERORE JITEELZIT o Tehd, FAUTRINCRT Lzl &
Bz bz, 48 mglkg (KE/H UL EEGHEORHCHECRIB OIER A BT,

JEBRAR IR Cld, 48 mg/kg AT/ A UL EEGEHZIWCORER, B, Mgk O
U 2 EOIRTERD A H ATz,

Be54% 4 R oBEEE T, BGICEE L2 I TEEEME T Lz Z &
b, ZNHOFBIIRR LD LB bz, (B4, T)

JECFA 13452 D NOEL %54 3% 7E L TU 720,

(3) 91 BEIERM=EMRER (Sv M)

7 v b (Long Evans &, HERER 20 VT/EE) ZHW=T AR &Y —Ld 91 H Fﬁﬁ/rbﬁﬂ
Beh (0, 2, 10 3% 30 mg/kg RHE/H) (& Dl i S iz, £,
KO 30 mg/kg A/ A FGRHCIT, MR A D72 OMERER 10 PL/RF 21BN LT, ﬁlﬁ"&

9 RBROFEINRIATH D Z e, EEEE LT,
10 FeHACHONT, JECFA OFHiiEE (B 4) TlE 25 magkg KE/H & DM, B 7 OBEEH 2R
L7zt ZA 16mghkg (KE/IH EH-T-Z L, 2R T OBEHIHESHTREHE L 7=,
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OVt B A | 4T OPERENI DN TAT o 7223 I B 7RO RR A Joe IR & OF 30
mg/kg WE/ H =G OMERES 15 VWOV T T2 72,

TR < KE, BEEL IR ST A — & =TI A bR o T,

M) R QMR AEA LSRR DN IR A, A, B B S OV B AR A

IZBNWT, BHICEE LCEROH DL IBIE SN olz, (B4, T)

JECFA [ 345882 NOEL & %3 7E L TV 7,

R eR BT B EICEE LI BN A L0 -T2 2 L b Al D NOAEL
Z e HED 30 mglkg RKE/H 3R E LTz,

(4) 26 EAMEIMEEHER (Sy b)) <SEBEH 1>

Z v kb (SD %, WMEHER 100 VURE) & =T AN 2 — L DIREI 512 & A 8
Fe G atEaRBR AN I S 7=, Foldl 0. 1. 2.5 X 5 mglkg (AH/H % 60 HF#S-L.
D%, NS, ROV E TS LT, R UBHERLC FZiX 0, 5, 30 X% 45
mg/kg RE/HZEG Lz, #5013 2 FMEEEE Lz, SEERBEN-T272D, 26
BRI T U, Sz 2 TORTE RO 26 £ THAF LIZE O 60%I12-D0>
CHEh Uiz, BRI IE F10> 0, 30 O 45 mg/kg (AH/ A B 5-REOMERES: 5 [T
IBEDFR U7 MARIC DWW TG L7,

FolZk\W\W T, AEREIIA LN ST,

F1 Tl 25 % TIT 45 mglkg (KT B H&5HEOKE 92/100 41 % UM 99/100 Fi35E1T
L7z, ZAHOEMWTIX, TN FEHEROBRICH X, AR UIMESMOMER, 5
FHEROMFZ TR O (REHINE R QMBI EOILT) DAL,

MIREFAIRA T, %5 3 2>H 1% Tl 45 mg/kg A8/ B #5842 Hb, Ht, RBC X
WBC DX T, WONZHERARMEREL DN 2 S 4, #5-6 7>A#% Tlit. 30 mgrkg (AHE
| B GECFRROFT A A BTN, ZAUITREE Ch o 70, A IERAF R ERD R :%%i.“%f
ZATTND Z A, RIEEN O 30 mg/kg (RH/ H & 58D 53t B BERIRE D Ll 12 &

e sz,

MR LIRS ClX, 45 mg/kg (KH/H BGREOMEREZM4E Chol OHIIN, HEZ K
DO, HEZ Alb, K OYRMEK ChE DK T 23R Hi7-,

PR Tl JRZ 2737 8 H8 30 mglkg (KE/ B DL EBGREORETHIN L=,

FIRMTIL, 45 mglkg RE/ H I GREOM, g, U o 3HEL P, B, . B &
@%XHJ%&LZ%L@ﬁJf BTz, HETIE, FBRO/NYE KR LA BT,

JRERFRRR MRS I, 45 mg/kg (KEE/ H BEGREOMEREO T, Mgk, Bl OVMgic
BMERIELUS 2 PO 22\ ESEI B U 728 E M = o =— 3 bz, 45 mgl/kg (KE/H
BeERETIR, O/ NER O EOEEIFAR, Z2i b XUTEIED 2 Hav, BRE, ML O
FINRDOZERE - BTz, 30 mg/kg (RE/HBGHETIR, R X OVHIROBIR 722 25 ko> 7
D3R BT,

780 OWEREM) & VT, MRS/ T A — 2 —(CBd 2 BN IR S, &
PR OY 5 mg/kg (RE/ H BEG-RERIR U ECRG-21T\V), 30 mg/kg AR/ H & GHE T

1RSI 2 FEtE L 7B DTN T Einh . BEERLE LTz,
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Ha% 0 % 20 mgkg (KE/HIZAET L=, EWEIIMERES 20~25 PL& L, Be5I3
HRATONI, MRS HIRA TR 1T,

5 mg/kg R/ HBEGREUTHELZ T 20> 72, 30 mgkg (KE/HFEGRETH LI
RBC KX O*WBC O283, 0 ik 20 mg/kg A/ A ICHRGEZW U7 1 202 HLUWNIIE &
NETEF ElpoTe, L LenG, BE 81 HZEOBE I L 2 FhEMlatin o, 20
mg/kg R/ HEGHHZI W TE BRI RS DS EH 6] S TV D Z E BB B e
2otz ETOWREMIATON AR T, FRLT XS REIILONeh Tz, (B
4)

JECFA 13452 D NOEL %54 3% L TR0,

(5) 4BAMEZESMEAR (1 X)

A X (B =7 )VFE, MERES 4~5 VT/EE) ZHWT=T AU Z Y —)u (B 2% Tween
80) ™ 4 HFFRHIFE OG- (0. 4, 16, 48 XiT 168 mg/kg R/ H) (& X A HiAMERNME
FRERN S S ATz,

BT RA K 29 1R LT,

M LI i, 16 mg/kg (AHE/H LU E&RGHET ALP @ ERRH LT,

FIRMCIL, 48 mglkg R/ H UL ERGREORE TR O EEIMT L7223, JWEHE
MBI A SN2 Tz, (B4, T)

JECFA 13452 D NOEL %54 3% & L TU 2l

B ZEZESIE, 16 mglkg (KH/ A UL ERGHETH L2 ALP O FAIIIZ B
DN OINIRoT- 2 b G L (3AR I 72 -T2, 16 mglkg (RHEE/H LA
R BB ARERNIHIN A DI 2 LD ARERO NOAEL % 4 mg/kg (RE/H &
IE LT,

#*29 4 HHEMERER (1 X) (2B @R

B hE R
168 mg/kg KE/| - B (6/10 f, T2
A < DEEDOFE L 52
48 mg/kg R/ H | - T, BEFRIKT
Ik - WBC 1K
16 mg/kg RE/H | « AREHIHNH]
LIk
4 mglkg (RE/H | FEMEATRZR L

a : SECBIC A BITIZFT R

(6) 91 BEEZMHSMHRER (1 X)
A X (B — 27 )VFE, MRS 4 DURE) W=7 AR 2 —uo 91 AR 7k
A5 (0. 2, 10 X% 30 mg/kg RHEH/H) 1212 X 2 i atkmtEaing s 9dhe S iz,
P, (RE R OMERF RIS 28 I < . IR M ONMIIR AL A0S, TR

12 B HEIZOWT, JECFA OFHIE (B 4) Tl 39 mgkg (KE/H L H DM, S 7 OEEHZHER
L7=& 2530 mglkg (AE/H L o722 b, BIR T OBEHIIESWCEERI LT,
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R, IREMRA, DEesE R, FI & OYREAAR AR AL B G-IZBEE L 7B O
Nighotz, (B4, 7)

JECFA 345852 D NOEL £ 2 5% L TV VRW,

BIWEETERT EGICEE L ERL LN -T2 2 & D AR O NOAEL
% e 0D 30 mg/kg (REE/H LERE LT,

(7) 6 hAMEZESEAR (1 X)
A X (B =7 VA, WEES 6 DURE) Z2 AW T _U & —vd 6 M H A 72 vk
A5 (0. 5. 30 X% 60 mgkg RHE/H) 12X D iatEmM iR I8 S iz,
FMERT R A2 30 1R LTz,
JECFA 134352 D NOEL % 5 mg/kg (KH/H LFRELTW5, (SR 4)

FDA [ZA#% > NOEL % 5 mg/kg K#/H L% E LT\ 5, (B 30)
M ERERE, 30 mgkg (KE/H UL ERGRECHEZEEFEDOIK T, FHERE DK
TALBNEZ LD, AERO NOAEL % 5 mg/ke K8/ &2 L7,

# 30 62 HRHEAMEREERE (f X) I2BI 2 3EMET A
h&E ﬁkﬁfzﬁ
60 mg/kg R/ H | - (REHINEOHRED
- Hb, Ht X U*RBC KT
- REER K O Ofkt e O R DI R
- W - EEBEEE AR (4/6 1)
30 mg/kg REE/H | - M : BEHEOK T
Lk - WBC (RRZHFHER) KT
5 mglkg KE/H | FEPEAT R L

(8) PILRUAJ—ILRIILKFL FD 13 BMESHSFEHSHER (v b)) <SEEH 1B
>
T v b GREE. MEBIROVCEAI) % BT AR B — )L Z LR RORIER
OEGIC X 5 13 i fa R (RGEAH) T, SHARICBW T, iR 3
T A— B TR TR B LN F HALTE DS, &“Ef (2B L7V MBS L &l S vie, e
P, FERZEE L O R DIE LR G L 8 L L CHI S, Tt L O
ZMEl X, 34 mg/kg (RE/H UL OG- TH %ht# 12.9 mg/kg AE/HLLF TlIA b
7pino T, NigOBESMEINL, MR O L QNI OMEE R 2 £ © NiEE ok
INRFx S H, PREEEOHINITMET 10.9 mg/kg (KF/H L EOBSETHLTHY |
3.3 mg/kg IRE/H LU N CII2I I A Do Tz, T X 9 7RO A3, fdEERIZ %t
TLEWERZRNET 20008 5 INIARHTH LM, BIVER &9 2 I TEEISHIET 2 2
DD, fEFL LT, EMEA 13438 NOEL % 3.3 mg/kg A/ H &% E LT,
F v NS OEMWTE A N T LR A2 — )L Z LR Y RO AR O H 5 3R BRI T

1B PRI DIERNS A THD Z Linb, BEERE LT,
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FEhE STV, (BIR 6. 17)

6. EBUSHRUFEI AR
(1) 25 hhAMIEESE  EHOAEHERER (TVX)

~ 7 A (CD-1 %, WEMESS 100 VLRE) ZFWIZT Ay 22— 25 ) H TREE 1
5. (0, 25, 100 XI¥ 400 mg/kg K5/ H) 12 L D1@MEREM: 503 AMEOFHG RN F20E X
i, MIEFHIREOT- O, MBIEEE U CRHREEL O 400 mg/kg R/ H £ 582 e
1% 25 PLREZ BN LT, S PRARARR AU 2 R REHE O 400 mg/kg AT/ A 5-8E Tl
EHIEEHT VT, 25 LT 100 mg/kg RE/ H BeGHE Tl 6 R 3= Eilgs & O'ARAYIC
HE NIRRT T T2,

BT RAZ 31 ITR LT,

FAVEE, EE RN OMREICH T 2B I A Lo T,

FRR K QYR BRI Cld. IRDIBERN 2 CTORUTA B0, JREHHRLFAI
I% 400 mg/kg REE/ H & GREOREZ DA HANBEDMREEIZHIIN LT e, HNBEORER
MARETH Y . 2O X 5 7B XIRERN D0 K LU CHl S =i @ L Tab
TN Z NG, #RMEORE & 2 G OIROFTR & OBMRIFEED LW & &z,

TE NI R U — 7 ORAESERE PAGTER ORI RREL 0 b L TA LN (3 32)
D, FERHFR 7RI IR CE BT A DT, 2T ORAEMEE IR Z 2 BEFV
7o 28 BRICEES . Z oI O 7T — X OFIFHN TH -T2, (i 4, 12)

100 mg/kg AT/ A LA BB SR FAIRRZER LA 2 B AL, R IRV AR Y — 7 23
BROFRE L 0 I L7223, AEEITR LS & TORAESFE TR O 5
F—H DHEPINTH 5, JECFA [IA5852D NOEL % 25 mg/kg AH/H L& LTV
%, (ZH4)

72, JECFA Tix, v~V AKWT v F ORI AMEROFEFH I M ONEZE D%
ABEERRFHC T DRI O 57— X OIS LT, B S22, AR
DA S, WDV D TH D Eiffmi T Hivic, W7D - iz Vo380
AAEFREROHFEE AN & A S 4L, BATOFFR TE 2 FIRICH]> TIThi /o 2 &7
L., (B 4)

FDA 1345382 NOEL % 25.0 mg/kg K&/ H % E LT\ 5, (B8 30)

B RFERIE, 100 mglkg AR/ H UL EEGREORE FIg, NE ULl 22
ERH BN Z &S, AiBRO NOAEL % 25 mglkg K&/ H L i%E Uiz, FENAMIE
FHINIR T,

#* 31 25 AR N AMEIERER (T R) IR 23T R
e ! i3 i3
400 mg/kg /| - FEEROBIL U IVYE, FEZ | - RBC KON WBC KT, 1/ MiAdE
E PE, RS KOS R EAROEERS | N
RN
100 mg/kg (RH/| - /NELOVERTRIREOZE R LOEEN | 100 mglkg ARE/ H LT
HELE TR L
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25 mgfkg 1A/ 1 | BT R L |

# 32 TEPIRREIZI T L g Fe A sE

$e 58 (mg/kg (K&E/H)

PR, 0 0 925 100 w00 | TRTZ

FENERERY —7 | 3/98 5/99 3/98 5/98 799 | 0/55~8/47

T PR L P 098 | 0/99 198 | 298 | 0/99 | B 29/780
o 3/98 599 | 4/98 7/98 7/99

(2) 28 MARIEMSEE EHOAMEGHEHER (S )

F v & (SD F&. MERES 100 PL/EE) A =T AR & — )L OIREEFE G L B84
MR AMEOFEFER N E S 7z, Fol2lZ 0, 1, 2.5 X% 5mg/kg {AE/H % 60 H
M H- L, 20tk 2B DR L OVt E CHeS- Uiz, 7 UREERLC F1l2iX 0, 3.5,

7 X% 20 mg/kg RE/H % 28 MH MG LT, XHHREER O 20 mg/kg IREH/ A & 5HEC
ci@:&tﬁt&%\ 25 PUREZ BN L, MEFROREIC AV, B 5BtG 12 7 H %O iR
(ZITMERES 10 DL/BEA V2, SRR 22 COBEBREIMIC OV TITV, TR EBREAR AR
E%xﬁﬁi’%ﬁi&(}mﬁﬁ ERGHE TSROV T, PSR GEETlE 8 Fo -2

&UWHEE’J TR DAVTARRIZ DUV TR L 7=,

FolZHV \T\ | %ﬂ@% IB BN Do Tz,

F1OFMEAT AR 33 1R Lz,

SFFRRE & Pl U CL NI - e SEAE I I OV S8 O SRR ERME P O S8 AEAEFE 23
LEEGEETHIN L. GR 84 LT 85), PTALOFGEHAHIRHmCIE, BERICHEH IR E
FE I BT, BFRAEME L Z ORMBER ISR D T — X OFIHNTH -7, (BR
4, 12)

20 mg/kg (KHE/HEGHEIIELE, HPERBUE, &2 L AT a—/VIE, FEEROZENME
T OV REIAZENE DS P2 S AT, -5 PR 1~ S R S OV SR DR ER P I D 6 A
BERE NI OBGRETIRIIN U720, BB L, &TORAEME TR O 5T
— 2 OFIFANTH % & L. JECFA (345 NOEL % 7 mg/kg AKH/H L% E L T

. M)

F72. JECFA TiX, v~V AKWT v b DRI ANEER OB H AT M ONEE D%
ABEERFHC BT DRI O 7 — X OF I LT, Fi&EZITV., BUTOET
X LFNECHI > Tz Z EHBA L7z, (B 4)

FDA 1%, A3k NOEL % 7 mg/kg AE/H EXEL T\ 5, (B 30)

B EELZERIT, 20 me/kg R/ H 58T WBC K& UMFHERI O OB
WA EEE DI T E%wt_ Enb . AiERO NOAEL % 7 mg/kg K/ H & 5%E L1z, N
AEITFH B2 o T2,
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% 33 28 M HEHEMETENE RN AMEDFEFER (T > B) 1Z81T 5 F1oOmMERT A
B hE i3 iki3
20 mg/kg IREE/H |« FELCEREEMN « WBC & OUFHERE DAL T
* WBC K OUFHEREL DT - JHHlisR RN 2
- 1f13% Chol #4111
RO, KB ZErE,
eSS
- JIHiEA RN 2
7 mglkg IKE/H | TR L FEMERT R L
IR
3% 34 = NIRERTE ORI A AEE
_ B (mg/kg (RE/H) e
PR, 0 0 3.5 7 20 RRT—4
TENERTEARY —7 | 3/99 5/99 9/98 999 | 10/91 1/69~17/58x
T N P 0/99 3/99 0/98 4/99 3/91 | B 120/1,864
3t 3/99 8/99 998 | 11/99 | 13/91
a : 18RIz IS<
735 TG OFRRER M PRI RS A A
‘ b (mg/kg AHE/H) T
R 0 0 3.5 7 20 T =2
I 1100 | 27100 | 4/98 | 4/100 | 6/100 | 0/116~6/110>, B 32/1,190
e 0/100 | 4/100 | 0/100 196 | 5100 | 1/112~11/119. 2% 40/1,188
a: 147 ERIZHAS<
(3) FILRUAEI—)LRIKRF L ROEEEERUCRENA MR
TN H Y =)L AV RIS B8R MRER & O 28 AR BRI 2 550 S
TRV, LLZRINS . TR &) — U OUNTIEFED A D MR BR s 4y

IZIAR BN TEY EMEA X, 7 v I~ T ZADWTIUTIEBWO T HEIEREMEI LA B

TWRNE LTS,

N

. ATERA SRR

(=6, 17)

(1) 3HEHREREHAR (Sv kM)

Z v+ (Long Evans ) &# MW7 R0 2 — )L OJREEF S [TREFIEEE 0. 30.
75 X1 150ppm (0, 2.3, 5.8 X% 11.6 mglkg KE/HIZFHY) ] 12X 5 3 HARESHER
TG STz, #5-ERMIOALE 64 BRI GRLE Uiz, HEWEcE: R4 7- 0 IfE 12 T
SO 24 PLl U, ZARE HIZ 2 BIHESE, 2EHOER (F,) 2R ARICHWZ,

M ONCREE, BER, R, MR, RER, R, ERE ORER
RE~OFBIH LN Do T,

EHLIRIT, 150ppm £ 5-HED Fiad O Fo[REMA D 7 A7 K OMEREHEIIEOVT
TS PME T Le, (BH4, 1)

JECFA |3, ZHREEUTASEEE AN I A H VT, 150ppm (11.6 mg/kg A=/ H)

~NnRe
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B GEED RN AR M ORI A 6l 2 L5, NOEL % 75ppm (5.8
mg/kg AE/HIZHY) ERELTWD, (BH4)

FDA 1. A58RI2515 5 NOEL % 150ppm Es%E L TW5, (&4 30)

A 1(}_%,%\:: . 150 ppm & 5HED BT O I A A7 K ORI E DK T 37
L2 &b, @3% 245 NOAEL % 75ppm (5.8 mg/kg {KH/HIZFHY) . Hif)
WMNZITR G OFENBL NI -T2 2 s, BlEWcxrd % NOAEL %k HED
150ppm (11.6 mg/kg (RE/ HIZFEY) EF%E LTz, BIHREICBNIA Do Tz,

(2) £mEsEHHER (Sy M

7 bk (SD . M 20 VY/EE) Z AV 7 LR &) — )L (4504 0.5% gum tragacanth)
OFEHFE O E (0. 1. 10 XX 30 mg/kg (KH/H) (2 X 2 A5 MERERD i S 7,
e 5% 2300 60 H RN D BIEHIM Octh £ TITo72, HEAARBGMEE 1 x5 1 TRELL,
IR 13 BNCREMY) D150 % 225 5AVE L C BN E AT 2 & L bic, 7%0 ol
IXBEARGH ST, B RORE 2L E CRIZR LT,

30 mg/kg RE/HEGREORENTIBW T, (KEEMEME T L, 4 HI23%E1E :tzzﬁ%
JVE STz, . 830 mg/kg (REE/ H BEG-REONL R K O Sy HIE NS
mg/kg K/ H $5HE0 &8 FH ORI Tdh > 72,

30 mg/kg (RHE/ H & GREORETITRERDO/INU LR Z B, 810 BN FREAIZFER DI
TERRZ > TR, ZAERRICIXE I A DR -T2, 10 mg/kg R/ HE5RETIE
4/5 WJGC%]F@*%%H%@@ﬁREBUDV% bz,

IR 13 H OFENAEY OB TIE, 30 mgke AE/ H I GHEZIBW T, WINIREIC R
BT, BIRE OB H O (BEERL), oS E7-HETIE, 30 mg/kg (&
B BREREOREMIC BT, SR P ORERINEIME T L7228, 26 < 2
JEVRE R ORI F &2 KR L= b D L& 2 btz HERDIREWOME., SR &
O TENV R BT A DN o Tz, (B4, 7)

10 mg/kg {RHE/ H UL B GHEZH B2 70 B OB DI A i, hE
BRI A O -T2, 30 mglkg RE/ A& GHECRIEE L OREIME T L, [H
HE IR DOWBNTEIRFEOWNC L Db D EE X BN Z &6, JECFA IZNOEL % 1
mg/kg (AE/H EFREL TN D, (B 4)

BMZERERIE, 10 mg/kg KT/ H DL BB SR TR AL OFSME OIS 7
LN Z &G, HEOAFEREIZKRT 5D NOAEL % 1 mg/kg (KH/H & E LT,

(3) EEH - R EHER (Sv M)

HRZ >~ b (SD %, 25 IU/EE) 2T AR 2 —)u (B 0.5%MC) Ok
O (0, 5. 20 X% 40 mg/kg (AH/H) 1 X 2 JEER] - 2L 53003 550 S 1
7oo —HEU720 19 PUiITRE AR 16~20 HIZ, 780 0 6 PLIZITHE 16 H 2Bl
20 HE TITo 7z, 2 TOREME BRI Sz,

RHARFEMRIE ONZ IR S OV il k9~ 2 P8 I R o T2, 40 mglkg (RE/ A5
BB\, HAEROREREIL OVRENME T L, PP b HH S £ETH
ST, BREZBWT, FNEN 6, 17, 4 KOV55 Bl REMNNGEL LT,
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40 mg/kg RH/ H 5550 B T, il & OV gD/ N Al ONZ B IED A D 3,
;ﬂ%i&5®%@k%2%ﬂkﬁ\ﬁﬁﬁ%wkﬂ%ﬁ®ﬁ@%®ﬁﬁ9ﬁﬁokk

B, AR SRS DR T2,

O IIFEE N OYTEVARIEIC 7 VR B — )L DB T I G T 7275, &
AIZRARENRY T — Z I3t S o7z, (B4, 7)

40 mg/kg (AH/ A& HHE TN ORI ORI O REMW) O A7 K ORR DK
TR BIL, HANREMW) Olias DFERIE 2 S 50 < HOOFHLSH -7 & LT,
JECFA 1345882 NOEL % 20 mg/kg (K&/H EREL T\ 5, (B 4)

FDA 345852 NOEL % 20 mg/kg K8/ H L5E LT\ 5, (B 30)

o ed o =K !@WJ THREDORE I LT, 40 meke K/ B HFGRAZFIE

RELOREEOK T, RO REENA LN ENG, BT 2
NOAEL % f 5 & D 40 mg/kg (REE/H R EONEE)IZ 5% NOAEL % 20 mg/kg
KE/H EFRE LTz,

(4) RESHHER (THX)

R~ A (CD-1 %, 21~26 UL/RE) W=7 Ay 2 —)u (0 0.5%MC)
OO #%E (0, 2. 5. 10 XX 30 mg/kg K/ H) 12X B RAFMEBR FE i <
Too HG-ZHR 6~15 HITATV, R M ORI 2k 18 HITH&E L7z,

B D2 7oA, WRIIESER, MEVAAEIFONTR RO/ ER, NIB OVE RS DFE~D
2 R 6Woc7b>o7‘_o (&4, 7)

JECFA 1%, 30 mg/kg (KE/H & THEH L CHREIIA L N7 LTS, (&
fR4)

FDA 1%, A&RBRIZI1T 5 NOEL % 30 mg/kg (AH/H L% EL TV 5, (B 30)

P EERESIE, BEW L OB AN NI T= 2 Enh . ARBRICET
% NOAEL % & HED 30 mglkg (RE/H EF%E LTz, {EATIEIRA DD~ T2,

(5) RESHHER (v O

7 v b (Long Evans s&, Hff) %AV e—@#HORERE ST\ 5, KRBRIC
FEEERO T vk a— a2 v, 85 ZIEE 6~15 B TV, REWZ 4R 20 Hi ﬁ%
FEALE L, BA Gt (REEINEL O FE /3T A — 5 —ZB 5 R OBIER %17
ofc, WEMNZOWTIE, BEEGR, R, . PIBLR VB RO 250 ~7,

® HERA

HEZ >~ b (20 DY) ([ZT LR & — L (I - 0.5% MC) Al n#E (0,
2. 5. 10 X% 30 mg/kg (AE/H) L=,

30 mg/kg AH/H % 5RE CREMW) OIEEBINE N OVETFRMET LT, :@%25%%1‘
(RGN R AN L < BAhN L if%ﬁﬂ%%mt@i2@_ﬁ%ﬁwotoit -

NODIENORLNTAFRIRICIE, HEELR AR T & & bz, SRR, N
g VB DR N B BTz, 30 mg/kg NEE/ H B 5 CRIER émmﬁﬁﬁrﬂ%@ RSN
/INBE, BEIRRE, RBRE O A D MUBEL M O INEIZ DWW TIE, [RIEROFT R o
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BEGREC B DN, ZIDDATEORABE IIERE 1~4 RS, &EE L OREE
1T LS BARETIE 220> o 7278, 30 ma/kg K/ HIRGHEDIGIR LA URIOEE T 5
ZEmn, HERME R L OREAZHMICEET D I EIXTE oo, (B4, 7)

@ 5B

R > b (18~20 VL/EE) T AR —L (0.5% MC) %k a5 (0,
0.5. 2. 5 X% 10 mg/kg {KE/H) L7=,

10 mg/kg IAE/ H & GREOIRIRIZHB W T, SEBE R OREMME T Lz, £, BIVE,
SHEAL, /NEIE, MEARERGE U3/ NMEERE 72 E O S, IRIROEL R EBIET 5
fEm 2SNz, ZHbDOFTRO—ET 5 mgkeg AE/HLL FOKEREOIRIIC LB
SNTZA, ZN D OMEREIT 10 mg/kg (KE/ H&58E XL 0 B L 0NK - T, BVINES/ N
RREIL, A 72228 St BREDIRIRIC bBIZR S -, (BIR7)

JECFA I, 10 mg/kg (KF/H OHETIRIZORBE I L, B/INER & ORI OME
DBHN L7z S ML T D, (B 4)

FDA 1%, #A#BRiCF1T %5 NOEL % 5 mg/kg (AH/H L RELTW5, (BH 30)

® HEC<sEEH 15>

e (RN OWERIARBR) (27 Ry & —)b (0 XU 27.56 mglkg (RE) & HA[5@ii#e
OG- L, #1548 B Ol A B4 U CRzlgsts L7z, R Z » b (30~60 [L/ET)
(22D 29%HGE BRI A VR AR G- LT, SR IETT 0.42 mg/kg R/ H AR & #H
SNz,

P GAZBEE U 7= AIREME D & A ME— D FT FLIL, B GHED 2 JEICHKT % 2 TEolRIR
(2/248 #) \ZH BN EOEECTH-T-, TS OFFRITRREED 460 # Tl
HENTELT, HE DITRBRIERMZR T EUC LA LNARWTR THD L L

TW5, (M4, 1)

NS OFTRMBE I NZRIROBERHMECIX, AT OB RN L DT
—T7 4777 FELTREINTND Z LE2ROTN, BRoOf#E s MEE T 5 2 L1 T
Xhote, (B 4)

@ HED<SEEH 16>

A (SRR ORI 127 &y — b (0 XX 16.5 mg/kg RE) % BRI O#
H.U, %512 AROBZ M U TR L7z, R Z v b (20~22 PL/EE) 1220
10%. 20% % U8 30% G T SR 2 IRAT B G- LTz, SEMHEREIL, £ 2100 0.02, 0.04
J% TR 0.06 mg/kg AREE/ HIZARY & HAR S,

0.06 mg/kg REE/ H B 5-5E TITWIARE AN L7223, WD 9 S 7= ~Eh) 1
BlOT—2 ZRITIX, B CTHEREEIIAONRN-T, (SH4, 7)

U —FEY 720 OPEICHOWT, JECFA OFHiliE (B 4) TIX19~20LE H 505, ST OEEL
MR LT=E 2 A 18~20EE BHoT=Z Enh, BT OBERHIFESW TRt L7z,

15 R L U CT R Z ) — LISEEER G- STV RN e b BEERE LT,

16 YEBRE & L CT AR Z ) — VRN EHER G ST Enb, B8 EEE LT,
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JECFA |3, —#HORER Gk A~D) (28T 52 172 NOAEL (% 5 mg/kg {ARH/H
EBZBND LG TWD, (B 4)

BN ZERERT, W A KO BB\ T 10 mgkg R/ H L ERGREOIRIZIZ,
EE@E&U\{ZFE@EET EACERIE, WONTRYIME, BHER, HEIRBRIE ST/ MRERE, /)
TIEFE DRIV IRLEBDO BN TS Z &, KOOI 60RO 5 mgkg KT/
H UT@&@#T# LIVICFTED S IFRBEHETH LN D LE L THYD | ZNH DM
FEBERNZ LG, R A KO BIZEBT 2 2K/)7 NOAEL % 5 mg/kg RE/ A & &E
Llc, Fio, AT S D &k LT,

(6) RESHHER (Tv k) Q<BSEEH 1>

EZ >~ ~ (SD &, 3~36 VU/ff) o7~ %Y — (0. 5.3, 6.0, 6.62, 8.83,
10.6 XJ¥ 13.25 mg/kg IKE/H) LT v MBI D2 TH 25 9 O (A, B,
C. E. F, J. I. HEO'X18) 1927 LR &) —)L L)L A& Tl 0 &5 L.
SEAETEMERBR S NG STz, 52 IR 8~15 HIZITV ., REEM & I0R 21 HIZZ235%E
RUE L7z, FERIISEEE 17 OFKI O TREINTND

TNRH =)D 6.62 mglkg KE/H UL ERGHEETIE, WU R OWNE RS O HEL
LOWINNZE LS T, EREERE OB LT, 8.83 mg/kg {AH/H LA F&GHETIX
FRIEREIMET Uiz, R, BHEHEEL VG ORTE ThoTo, EMERICFEEROPT
RS, TR =)L ZVRF R (G C) DTV (7.02 mg/kg A5/ HLLE)
THLIZN, o (RS A, B, E, F, J. I, HEXOX) TixWTh bz
I IBBIRD> T,

SKF-525-A ORI E-TlL, 70 & — )LD REENE N OSSR T T 52 o
ﬁéﬂtoﬁﬁ%CkSKF&5A®ﬂﬁ&5T% R C DiRE: @&U%L%g
FEFERICHH STz, &4, 7)

? v hOFRAFERER [11.7. G) XKTN6) ] D, IR - JRIREFELOSNERE ) 8.8
mg/kg RE/HLLET, BRET (WUKDORE) 28 6.62mgkg (KE/ALL ETH LN Z
EMB, BEBHED RO EZMEORWEIE TH DL & LT, JECFA (Z2h 60RO
NOEL #% 5 mg/kg A8/ H L% E L T 5,

Flo, TIARUES =V AVRF Y REEELVOHETRGTHE, TAXUE Y —
IV TR BIVIZFT R & EMERNZFEROFTRAE G223, D 8 FEORFM TIL, Wi

NI LN Te, (B 4)

FDAX. 7 NARUH =)V T )R B — )L Z VTR o RIAR A ARG ER O NOEL
% 6 mg/kg RHE/H EFRE L TV 5, (ZH30)

7 B U ATTET, RS20 HO BB R GREAC L > TUEHOE R 5 Z 258k
L7

18 REEO—RF 72 EM P RAZEM X & LTz,

19 YEEREIZHOWT, JECFA OFHiE: (B 4) TG G 23550& STV, 2R 7 0%k
MR LT2E 2 A, GIEEENTWRNo72Z &b, SR 7T OBRHNIEESEFi#E LT,
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(7) RESHHER (S k) QO<SEEH 20>

A (SRR R OMERIIREA) 127 AR & — L2 B O 5 (0 X% 20 mg/kg {AH)
L. #&5- 24, 48 } T 96 RFf]T2 DATH# A HURE Rz LTz, #HRT » b (SD &, VL)
(TN Z =) AT D 0% ERTS 2 1REE I G- L, 8 AR ahaklings i X
o, BHEA 0, 12, 24 X 36 mg/kg (KH/H & 725 X D IZFREE L7223, gz /L
THEBRLEEITHE TS o T, BEZITR 8~15 HIZIT\V, REM AR 21 HIC
LERHCAE LT,

TN B — )V % 24 mglkg REE/H UL ERES U7-REClE, SEEMIIC 100% DIRESE
MBHHIL, ME—AF LIRS BEEEZ AL T, oG CITRFEIX
B noTz, (BIR4, 7)

JECFA 134382 NOEL %54 3% & L TV 2l

(8) HESMHER (VUH)

R Y (NZW fi, 15 JUEE) 2 AW T U2 —)L (R - MC) D5l
H#5 (0, 2. 5. 10 XIE 30 mg/kg (KE/H) (2L D3EmMER 53 S iz, 85
AR T~19 BIZATV, REEM 2 400R 30 HIZZERAEALE LT,

FEWIZEBW T, 30 mgkg (KF/AEEGRECTHRLENEIM L=, Dl & bED—
ERIFBYYE X FERICE D b EHERI S 2, —T5, REIZOWTIRENIZ ST 548
R KE Dozl WINOEGEHIZBW T H AR & O CHEEHFIIICH BRI
S ed o7z, 10 mglkg (RE/H UL ERCGHETIE, R0 & I )N T TR
WMOIRER D BBIEZ S HL, 4R 0~7 H R OUHE 7~19 H OREHEINEIZITRIREEE O
[H CHEGH RIS B2 ZENTRO bz,

30 mg/kg AE/BFRGEHCRBW T, FEREOFERET & WINIRE L OVKFIE D
INAIF B30T, 10 mglkg RH/ H UL LB GEETIE, Ia L OBHER K OMAE 2 S iz,

(&4, 7)

JECFA (. 10 mg/kg &/ H UL G CHRILCHEREEIEDR AN Z L b,
NOEL #% 5 mg/kg (AHE/H LEREL T\ 5, (B 4)

FDA 13438k (2 %11 % NOEL % 5.0 mg/kg {AH/H &% E L TW5, (B 30)

B EEEERIE. 10 mgkg KRE/H UL GRE TR & P CTREM)
DOAREDED U, WBIROBE R K OMRED IR SN 2 Lonb, AT 5 RE
JOWRYIZxT % NOAEL % 5 mg/kg IRE/H E3%E Uiz, £z, fEaEILH D & f)
Wr 7=,

-
—
-
—

(9) RESMHR (F) <SFEH 2>
Fa W s AT RN 2 BRI E ST D,
AL S W72 (Dorset Horn Cross fijz OY Clun i, 15~44 SE/BE) (2T /v 4
—/L%& Lo FCHERRO#S (0, 7.5, 10, 15 T 20mg/kg (KHE) L, HASIES

20 ANZBEEORBROTEIN A TH S 2 LD BBEE L Lz,
2 FH e MNTEBMINTND 2 ENEBEERLE LT,
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Bio, BGZHR 17 Bl To7, 2 BBRG O S0 Ei, 71, 43,
44, 43 KON 42 TH -7,

BEWIC BT, BB DR > 7208, 20 mglkg KB GHECRENMBORE
IZHAREL BTz, ZOMORENIIIETHETH Y . FERMIC 20 mgkg KEHKE
REDAELEIR S L HPE 55 B CICAEFE LZIREIHE T Uiz, BIIsEDE R I
(21 S 7 & ST T LB EEESEAVE STz T2, HPEVR DOFER ORHERRIT, 0,
7.5, 10, 15 X TN 20 mg/kg (KRB GRETEILEN, 22/123, 4/67, 11/73, 12/73 K}
39/61 B CTH -7,

I HDOROFRTIE, 20 mg/kg (KB GHEAZIW T, FRERTZE, IBE, i
K OSER DA S, 15 mglkg KELL R GRAZRBW T, BIROZNL, RIEEEL W)
RINH BT, (BHR4, T)

(10) FIRUAEY—=)LRIEKRFS FOEESHRER (v b)) <BSEBEH 2>
TNRET =)V AVRF Y RO T v & W T AR SUTEPER, HPER DO FMEIC
BE 2Bt s e o7z,
FPEIVROT AR E Y —UT L IR EERE LT D 2 EARENT
B, TNZND NOEL (X 15 X' 5.8 mg/kg IKE/H Th 7=, (B 6, 17)

(11) PURUEJ—=LRIKRFY FOEEEHHR (v b)) <SEFEH 28>

Z v MERAWERATIEREBRN G, TR E Y — )L ZLRF Y ROEAER ST
RFEPEDS, (KH 2 (Tmg/kg (KE/H) 5 ChIEFGERE DA U2y, 6 mg/kg (KE/H
DG CIIBITA DN o T, dRIREEDIL. T OFRGEEE D MEA RIS
D070, IFHITHREFEIZEET 2 L DRODBAHTH LN, R FEI UKD
TN H ) — T & ISR T2 A 32 2 & D, R ENMET B
TEHHDTHDLEWIREITZYE EEZ BT,

T v LIS OB A N T L B — )L ZOLIR L RSB 4 BRI S
nTWnew, (6, 17)

8. TDOthdDEER
(1) BRRUKRERFEMERER (D5F)

Y (At MR K& OVEECANEA) DOFEIRSEIZ T L &) — Ul T (100 mg)
SOTEGE U7 B R ST B R IS PAZEMEIC B A (500 mg) L. R OV Ol AR
DNFEfE STz,

WFHOENAZ BN TR ERIZ A e o7z, (B4, 7)

TN =)L Z)VRF T Rid, U FOIRME OB LT RABSER IR &
ol (BT

29 %ﬁgﬁ@gﬁfﬁﬂﬁi?ﬁﬁ < N ﬁgf&)é Ze& 753%2/%4%1%*’,'& Lf:o
23 %ﬁ%ﬁ@éﬁﬁ;ﬂ}f))‘fcﬁ< N @EET‘%%) N ZJ)%Z%A:%%*Jrk Lf:o
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(2) RAEMEEER

TN B — I Z R S o Tz,

TNAR ) — )L Z)VIRF R, E/VE v b &2V - Maximization i3®RE5R 230N T
BEEDORER AR LT Z EvD, REBIEWE ChHH EE 2 b, (BHR17, 18)

(3) RUXA T ZI—ILRILEMDEMFERVMERIZ DT

RURA IZL)—=NVREEME, F2—T V) U EfEA L, INEICRT 2 EAZLE
T5, BRELOWEFIEMINIC W T, RO XA 2 X — VR LA O ERE %
2 & BRORERZH LN SN, (B 4)

JECFA %, 7 AU &Y — % DTz — g ERBR CA o= B0 < O,
R IZS = NVRCEMDEMTFHINER D 15, F2—7 Y VEHEIZHEL, Witk
IR O R HOMHIC L VB SN 7259 L LTW5, (B 4)

Rhynchosporium secalis (Barley leafblotch) DOB-F=—7"1 & X378 (BAR)
XIF198 DT I ) Ba R INE I VBT ) S AERIETB-TFa—T ) ¥
RO (BEA) RERLL, ENENORT 2—T VU H LRI LRV AL I
— VRAEBID I NAR DN U T T 2= VAR A — NRAEEMD = N T = T
JVT 2L DfEE ERRET LT,

TN E D WTEFATIDOR-F 2 —7 ) v LFEE LI, BEANIRES Lo T,
— 5T, VN T = UANTIFERER LGS U BARNZIIR S Lo T, (B 29)

Jieg (Fasciola hepatica) DB-F =—7V Oz 2 T FERFR L, 7T
)= OMBAERZMT LIz 24, 3 25D T I/ Hkor b, A<ty 1
DT NRUE = UHFER L, FHIHA T 2 OB-F 2—7 U NZHFER LT,
FEAIZEBEREML & LCIX, His-6, Ala-65. Ala/Asn-165, Phe-167. Glu-198. Phe-
200 KO Arg-241 3 ffEE STV 5, (ZH27)

(4) PILARDZJ—)LRUKEY C 1T 2FEMRBEBEROZELFHORTIC DT
O FEYRBBROTZELSMHICONT

HIRT v MR PE S 2G5 U236 (11 1. 3)] 2B\ T, TARVEZ Y — LK
MG A L0 B3 C i, IREICZBATLIZEWmESNTWD (B]#10),
7 v boFATMRER [11.7. 6)] [ZBWT, TR Z Y —)L VORI C O
B CATIMENA LN TND (B4, 7)), TARXUEY— bz 2~ ATk
IR T v MR G: L7TEBRICI W T, IR ENEINL . B (U, Dk
AEHDL L) RTFHEDEA T VR 2 — LB B L 0 b L2 L S h
TEY, 22~ A L NTARUE S — L ORI T S, R C o4k E2
il L= "lREMER B 5 (B 31),

INHEDZ ENG W C BT NN Z S — )L ONEFTEEIC 545 2 L AVRIR S
iz,

24 Carbendazim : XU XA I XV —/LRDEHRK (B 29)
25 Diethofencarb : 7 = = /L /)L XA — RRDOEHK (HHE 29)
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— 5T, Ty FOREBERRR [11.7. (0)] IZBWT, TARE Y — L3R
C%SKR&&A&@%&&#%&\7w&yﬁf~w&@ﬁﬁwcwmfﬂ®%%ﬁ
KOS G | HTERITHH SN L S Tcng, (B4, 7)

SKF-525-A 1%, CYPZB b LI=PHERITH DM, invivo TiX, ftiod CYP 45+
FZFHFETLHEBE2ONTEY (R 32), W Clx, SKF-525-A Ik ViFgEsini:
CYP |2 X 0 ARSIt S 7272012 Ykl ClIITe M K O EE R DM S iz =
EDWRIBE T,

@ MmIEhRE LEFHEDBHRIC DT
TR B — VPR % O SER ORI C O EiERE & a0 R E2 % 36 12
w7, (B 4)

#* 36 @M C Dix ﬁuﬂf{qu)i%f” AR D BEGR

TN BT - e | ImgE R ORE C D S
W (mghkg (KE) | BSIE (gml) | OO

ES 10 2.50 HY

- 10 0.57 721 a
o 30 8.82 H0
F v b 10 6.6 Hb

~ A 30 HE 7 2L

tk 400 mg/t | 0.16 FaLb

a : TR DT DMEGTEEI T A D2 o T,

b FEXE %ﬁméﬂtnﬁﬁf ESAAN

B IeBREO S EIER BT 2 E [IL 1L (D] ROt NEHIZT A2
— NV E¥E U= (111, (9)] Tk, 7ARCE Y — A bR C ~DOZHIT I
FMO & O CYP3A 73 7FE23, {3 C 725 A ~DOEHL Tl CYP1A 70 FFEN 575
EHEINTWD, (B9, 15, 16) ERERBRICEKIT S e FoRERIT, W C e
N T CYP IZ L DR A ~E RSS20, Ty MU X0 & fEhREM
EMBhoTebDEEZHID, B MIBIT DA [11.9] CHAEMICEITERIZA
LR T2 BT EEZ BN,

9. EMZHITZHER
TR Z =T B MW THEIBO A4 BSYYEDTEHRIC 80 7MET 6 A=
AN TETEY, TOHEEHAEIT400 mg/lt FTHDH, b MIBIFALT AR E Y —
NOFE BT AT TRITEE < D,
FAD 2V TIZBIT D7 4 —/L FRERIZEBW T, 16~18 %D 17 NDARFELEN T
BRI 3 A, REEIT 400 mg DT AR A — )L 2 Hal G S =0, B
WFNOEWER b A bRl b ESTW5, (B4, 12)

26 JECFA OFHliE (B 4) Tt “mg/ml’ 72> TWDH03, FEWEhREEORER D “pg/mL” & H|Wr
L7
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TNRES— )L ZLTRF Y RO hA~DIEL BOHAE U AFREW etz Hon
. FIAAREZR T — 21X\, (B 6)
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I
1.

. EFHEERZEICE I+ S5

JECFA [ZH 1T 2 i

JECFA (%, 1989 fEIZ T AU Z ) — LA LT 5,

TN E = VORGIC X Db EER R ENT, ZORAEIEERTHY
7 v MZBIT 20K (imb defects) 235 EFMEDOR B MEDOBWEIE TH S L
2 BT,

T v b UYPEROA XEAWEEORERICEBW T, 5 mg/kg K&/ H® NOEL 73
WhESIN TS, 7 v MERAWATRBRIZIBW T, HEioxtd 5 NOEL 1 mg/kg A5/
HOSEHNTWD, ZORBRIZEBT 5ROFE5-E1T 10 mgkg (K8#/H TH 5, Fi-.
7 v MERWESIREIERRICISW T, mHED 11.6 mg/kg (KH/ H & GH# TR
REICE T2 < . IREM OIREREIINHNC £S5 % NOEL 5.8 mg/kg IAH/H AR E SN
TWn5,

“hbnZ s, JECFA (%, NOEL 5 mg/kg KT/ HIZ444%% 100 235 L <.
TN H ) — )L D— BERGFEE (ADI) % 0~0.05 mg/kg K/ H L3RE L7z,

LAFE 100 1%, TR E ) —UCHONT, B MIBW TR ST <, Heh
RS D Z & 1ZE A EORBFIMERTERRIZRN T &, B MIBWTIEHREMLE L
THEHINTHAZ & BRATOERENIIESND Z L EEBE L GRES N, (&
& 4)

2. EMEA [ZHF 45HTh

EMEA 0@y HERNZEES (CVMP) 1d, 1992 F12T v N RO X OfEaME
(Z%F9" % NOEL 5 mg/kg R/ H 122244558 1,000 ZiEH L, 74X —Lo ADI
% 0.005 mg/kg (KE/H EFRE Lo, ZORKX LR80T, A EOREZ 4 5 DI
WE L ZIr Nz, (B 6)

1996 4EI12, CVMP (37 AR & — )L Z)LRF S REFHE LTV 5,

T IR ) — )L AR RIZHOW T EC 3 FHHI (Rules Governing Medicinal
Products in the European Community) Volume VI THerR S 7= 58k 7 2Tk S
TRV, TR E Y — )L Z)VRF L RIZT IR E ) — L ORFWTH Y . Wi
ORENIFBAEE L T D, 207, BULEM TH LT V&2 — LV OFERZ
HLTTNROE S =)V ANVERF Y ROT—X ffise L, ZeMEa i 25 2 L3 AHEEe
To D,

AT, e alidn, st e OSSR & W o 7ok 2 7288 kb9 5 NOEL (% 5
mg/kg RE/H TH-7=, = NOEL (228458 1,000 Z#HA L, 72—k
T N E =)V Z)VRF v RO FIZd % 7 /0—7 ADI % 0.005 mg/kg K5/ H
LB LT, TOREXREAEINT. TR — U L0 A Uit o EiE
RO DITEEE RIe STz, £, BIEEEY A7 B0 & SNHIEK BEPHERS
VTR, ZOREBREPRINCEID | VA ZH/NRITEL B2 b, (B
FE 6)

CVMP i, 1997 4Ei2Z D ADI ZFHlE L T 5, 1992 4ED ADI O ELIKE, 7 /v
NRUH =N O L CRIHAREE I o T — D EE T — X (X~ 7 A2 V-
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in vivo D/MEBBROFERTH Y | Z OFEFITERIFEDfERMEZ R~ LT, ZaiREK
1,000 1%, ZOfEBMEEFFRATRE/R L~ UL E T FF DI+ THh D LA E, ADI
0.005 mg/kg (RE/ H 23 FHfifgas S4viz, (B 3)

CVMP (X, ZDtk, 1999 FE|(ZT IR & — )L Z LR v ROFHEEEZ, 2004 £
T IR — VDRI EZ AT LTV D03, ADLIFATE STV, (B 17, 18)

3. EMBFFIZHIT SR
APVMA (%, 1994 2T v b OFRARERRR L O X Ol At IS <
NOEL 5 mg/kg KE/HIZZE255 100 Z@#H L, 74X %Y —d ADI % 0.05
mg/kg (AE/H EFREL WD, (BB 12, 33)

4. FDA [ZE T 558

FDA 1%, 1989 4RI T /U &) — L &3 LT 5,

FDA I%. 7 v "R BESEOEWVEMWIRE CTH v | AR i b S EOE
HEBRTHD LWL, TR E Y — )L OMIEEY DL BEZRET D200
NOEL %, 7 v h&HAW3EEMERER BT DI AR S < 5 mg/kg AH/
HCThb L Lm, ZOMICZEFR51,000 Z@EH L, 7/~ &Y —d ADI % 0.005
mg/kg (KH/H LF%E LT-, (ZH 30)
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V. BAafERIETm

1.

FILRUE ) — )LD ADI FRFEIZDLNT

BHE s ERBRIC BN T, TR Y —UE, in vitro Dt b 3Bk Z AV
/IR ER N OB  BERER . CHO a2 AV =/ MEBRIE NS 1n vivo D~ 7 A
b/ MZRBR TR R 2R L. e BEIRE IR O/ NI G5T 5 & U U BRI/
Ko QMR Yt A RASHAZ TR LT TR E Y —)UTF 2 —T7 Y o LS L INE D
EAEMEET S Z RSN TWD Z G, EnatERBRO B ERRIT DNA 845
IZHAS LD TIF R, X\ EEENETHREEFRICL D LOTHD, T
VEY = VOBBEMEICIIBENRE TE D EE X, LERS T, TARVE Y —)L
X, BHESRGS & U CEENCER SNAIRY . ARIC L > TRIEE 72 5 BB EIR
ERNEEZ BN, T ARG v & WTA8MERR R ANEBFE BRI BV T,
FEININENTIA NI T2 LS TR E Y — ) TBEEMN I AME Tl <.
ADI OFEENFRETH D &l LTz,

BRERMERBGE TN D . TARUZ Y — )L O EIC L A8 FICHE (TFHaZe
NRZEME) . R R IRIZAES) KOUmE (WBCKT) 128D bz,

T N RO YA =R A FMRBRIC I T, 10 meke RE/H DL Lo EET
B O AT EPEDSERD B, IRIEETE & U CRV/IMIE, BHEEL, MEARERIE I3/ NIRERSE,
/INHHERE S DFEFE DR S AT,

TN — LV DEFEF RO RN O BIRVHETALNT- X, v b
% W= AEEEERRBRI 3 1T DR OIRERL CH Y . NOAEL 1% 1 mg/kg {K#/H T
Holzy LNLENG, ARBROR/ NEEED 10 mgkg (KH/H & HEFLERIIRAS A
TZOHAROENRKE N & Ty b fviz 3HAESER Tl O 11.6 mg/kg
{KEE/ H CESERE~ OB IA T, IREMW OALFH L ORREIL TS5 < NOAEL
5.8 mg/kg REH/HMEHNTWD Z &b B ZEZESIT, Al NOAEL
1 mg/kg RE/H % ADI OFRERILE T 21T REYTHD W L=, — 5T, 4 X
RV 6 AR SR ERBRIC BT, WBC (BRIEHER) DI TFRALNTE
V. ZHUZHAS< NOAEL 1E 5 mglkg (KE/H CTh-o7=, Flz. 7 v AU X%
W ARMEABRIC BT, BBIEICKT 5 NOAEL 1X, (AEMHI S B e 2 e
X bmgkg K/ H TH -7, ZNHDZ LD, BIWLERERIT, A X &M 6 M
AT RN T » S RO X % 587 ERER O NOAEL 5 mg/kg
{KE/A #4500 NOAEL &§°% 2 L3S Th o &Il L7,

BN AEESIT. OBEENRRICEBW TREMF RN LN TS Z &, @O%
AFERIRIZIBV T NOAEL O 2 fEO 8GR CTH L e AMENRO b Tnd 2
L. — T, OB C T AR Z ) — VOIERTEEIC S 535 2 L ASRIBE LT
% IL8. (D] 72, B FTIiE, 7y MRUHF LD b lEF ORI C ORI B2
DI WEBZLND [11.8. W@ Z LR, Befflhl LTh 2B 252 &n
2 & L7z,

ZHHDZEMNE, TARLEY—LD ADI OFEIZYST--Tix, =2 NOAEL I
R 500 ZiEA L, 0.01 mgkg (RE/H ERET D2 ENMEEUITHD BT,
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PLEX Y, 7ARE S — )L OB S 2OV T, ADI & U TIROEZ L
AT HZENEH EEZHND,

ADI 0.01 mg/kg {8/ H

2. FIARUE—ILRUTIARUEY—ILRILRFY KOBREBEZETMMEICDOULNT
TN = JUTHERN TT LR E ) — )L 2Ry RIS s 2 & 23
Db loTEY ., Mm% 5 kLﬁ@%ﬁE%mi@%Tﬁ%éﬂTW5 e
DD, TN B —)VOREHEFEZEGHMT & L TE, 3 2 IR~DOUGETIZS 72> TH
FHMRE RIS T T2 <, TRV TS =)L ZJVIRF Y ROELZERE L, TAXZY
— IV OT NAR A=)V AVIRF Y RO N—7" ADI & L CROEEZEATH 2 &

DY THDH EEZ DD,
7 N—=7"ADI 0.01 mgkg (A&E/H (T A Z ) —)L & LTC)

ET<ERITOWTL, YkaHMlifs R A B E A FEEEO BB L 217 ) BRICHER T2 2 &
&5,
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# 37 JECFA. EMEA. FDA N UOVEWMEZERERITHBIT 580 2 mZE D Lhik
. Be b HEECA R (mglkg (REE/H)
DR R (mg/kg {AE H) JECFA EMEA FDA A RARES
~ A (25 2 HREME|[0, 25, 100, 400, |25 — 25 25
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