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FAERERGHICH S (71 % —)1 | (CAS No. 54965-21-8) (oW T, FAO/WHO
BRI EMZESHE JECFA) . BNERLEST (EMEA) X OF—AKZ U7
3L - B AIESEL R (APVMA) ORHliE%E 2 O TR IR ZR AL 2 506 L 7=,

2021 4E 2 A, % 2 li~DUGETIZ S 7= > Tt TARUE Y — L Bn & 3599
& HABOFEHRIIA] (AARF—/1 100) ORI D, 50 Do E -
FRBRBRO RN U R 7 BRI S BT IR & vz,

FHm W RS T, EERE (133 (U A, T M), Y (FADOS
0%, BinmEte, afEEE (VA 7y ME) | BaMEEE (VA Ty FETI X)),
B L OFERAME (T ZAKRODT v M), AGEgEEE (VA Ty b, XKD
) HEORBREECTH D, Fio. TARUE Y —LOREMTH DT VAR Z ) — )L AL
REVR (W C) 1R DBRAGES b V2,

BFELEERBRICBWN T, TARUE Y — 3, BERORBR TSR E R L2, T
NN =T TF 2 —T V) EFEE UVNE DG ZHET D Z EnfE SN TnbH 2
Eh, BInmEEBROBGMERERIEL DNA B2 O TIERL, # UV EE 1R
LA RKMEREIIC L A b DTH Y | TN Z Y — L OGS BN SR E T 5
BRI, LIZIRo T, TR E Y —)Ud, BpHIESRS & U TN S 5RY |
BRI E s TR E R BEEEITI RSN EEB 2 b, v~V AKDT v MEHW g
P RN AMEDFERERIZIBN T, BBAMEIA LIRS D, TR F Y
—WTBRm RN AE T3 <. ADI OFXEMNFIRETH 5 & HWr LTz,

BFEFEMABRIE RN D, TR A — L OF G L 58T R (TTFiaZe
ZEPE) . REE OREEIRIERSE) KON (WBCAKT) I BT,

7 v M RO X% AW R A RMRBRIC BV T, 10 mgkg (AF/H LS8 CH
DOTREFTIEME N A DAL, FRIEATE & UCHVIVE, AR, MEIRERE U3/ NRERIE, /M
TEZE DOFFR DR Z 7,

BRI OFERNBE BN NOAEL &gt L7-fE R, 4 X% = 6 2> H BHA
PEFRMERBRIE N T v B ROV & =34 mMRER O NOAEL 5 mg/kg A&/ H %
AHIDONOAEL L7525 Z @Y CTH D & ¥ LT,

RZERERL, BEEERBRICB WO RIS RN A DN TND Z & FAEEE
BRIV T NOAEL D 2 (50358 TH LD RMERGTEEDR A LN TWNDH Z &, — T,
ERTIEL 7y MU0 SImFEF ORI C OIREIFZ EADIZ<NWEZZBNL D
CATHEA, ERFREE LT ZBINT 5 2 L ANEY &R LT,

PEDZ Enn, A X&EHVWz 6 A RHAMERMERERITONC T v R RO 32 v
7= 364 FEMERBR D NOAEL 5 mg/kg AR H/ A 12224425 500 %@ L, ADI % 0.01 mg/kg
IKE/H EF%E LT,

UL, TR — ) UTERNTT AR XY — L Z LRV R (1038 ) 124X
HINDZENPLNE 2> TIY . Hagiin & G & LT 3 s TR
SNTWD, ZDID, THARUE Y —)LORMEFTERHMT S LTIE, 56 2 R~DUGET



2472 > THRMBFERICETIZR L, TANRUE ) — )V RALRF Y ROMEBEREE L, 7
NAR B =)V T N B — )L 2R RD 7 )v—=7 ADI & LT 0.01 mg/kg &
FH/HERET DI ENEY EEZT-,



. FHEMRBMAERROME

1. A%
A SRR

2. BRSO —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

H3C
3 \/\S N }70(”43

@)
(S 2)

7. EABMRMMERKR

T IR H T = )T R A I H Y=V RDFRRAITH Y | I EI T = XA
SNV ROF T AT = B —inh b, TERET & LTI, TARU Y — L3 i
HIRHR OF 22— 7V AR FERT D Z LI XV . FRTR RO E I 2% 21
ZOREF. WIUSRENTER L, M A i e 2 LEZX TS, (B 3)

TR —Ude SAKOEW (4, F5%) HOBRHRAIE U CTHEEOETBIERE
HEnTEY, BHAEIELICITERON Ly MRS 5, (EH4) BATIIE NHE
L LTORERIN TGS, (BIEE) b FOWEE Z4 HUsYWE OTRIEIZEH S h
%im s ERIT— NY72 0 400~600 mg TH D, (BHR 3, 5)

TN — )L Z)VRF T K1 (CAS No. 54029-12-8) 1%, T/ & — LA

LY any 2y —LE I TWS, (BH6)
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> (Netobimin) O THH 5, (B 6)

B2 RADOUGETIZS o TUE, TARUE Y — L EGy &I 533 & BAFEDH
BRI (RAARTF—/L 100) OGO PR RER E IR D Ml B AT B R D
N,



[l Z2EICHRLIMROHME

AFHEETIZ, JECFA OFHEEE (1989 /). EMEA OFMEE (1996 £, 1999 4K
2004 ), B S BLERGEAGRRGEESE LIS, TR — L OREEIZE

THFRMRAAZBEM L=, (B 3~32)

BHEENERER L, TR F Y=L DA I F Y VRO FE A UC TR L2 6
O AT Mring-MCHFRET VR Z Y —v ) Lnd,) & UC OFESRALED AR

O AT MCERET VR ZY =) Envd,) ZHWTERSHT,
TSR M OB SE IS PR 2. TR 1 KON 2 1R LTS,

1. EYEhResER
(1) EWEREER

TNREZY)— T, v T A Ty b A FEAEOE MTBWTHE U Tofif s v
5o WESNADMEREEZXK LITR LT, (B4, T) TARUZ Y — )LD R

(B DIGEREIE, LT D &R0 TH D,

FIEREEIFIZ LD . AT ¢ REPRHECHICIME S, T AN H Y — )L 2R ¥
R (R C) 2R SN D, ZOBRBICILI T, TARUE Y — L 2Ry (R
BA) L0 Flo, INANA—NENGRLTT IR ERD, RREIL, T
NRUBE S =)V UIT N B — )L ZOVRF v RG-S -8 cid, 5952
R, THARHE Y — R C, ARD2-T X ) TNARUHE S — )L ALK (R
WD) DRI OTEE(LEY TH -7, MMORBMIHLRE Tl shi-, (B

3)

G3H?-S H
@H>HHGD§H3
H
* Albendazole
oH N
I
CGH.CH-CH-= H.
|: Hz ‘@[H}Hucngxh
H —
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Y [
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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 AR CTHEE SN T AR Z Y — L ORGEHE (S 4)

P, TANRE =V ZVERF Y REBUEEM E L THOTWSSRIE [T AR 2 — /LA
NWARFY R &, TARUE Y — LD E L THWTWDIEATE G C) Lit#i LT,
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TN =B C. @ C 025 A ~D 2 BRSO bicIiZ, 7T
E ) AFU—E (FMO) KO h7 m—2h P450 (CYP) ROEEERDIITEL TV
Do

REW ClE, FDORLKRFY FHEERFFAHFLTHY . FTIAHTLERSRNWT L
RSV ERG LA, R IWE, Ty b, U AL B MEOBEOEMWIFED AT
G, ) C O 2O =) F A~ —NFE SN TN D, MAEFOT LR &Y
—LVOEREN D, & M EEDT-E L OB TIOR3 C BMERTH LR, T v b
J O~ 7 A TEOGH C BEneRE b 5,

B AR OEomER T, B3 C 2MERZN, Il c oS FA~—n
AR ENTET S FMO BEN b TH Y, —J57C, CYP ORE~DB 5L, O-E#W C
& LTBIZE SN AR AUCHE E L <ML TW 5,

IEEASDT IR — VD RERGRHZHEE S 72 CYP 1%, CYP1A 43 FfETH -
7=, (M)

t b~ FEKLO invitro DFEROFEFR:, T AR 2 — LB C ~DZEHIT T
FMO KO} CYP3A 2y FFEns, i C 725 A ~DZEH Tl CYP1A /NS5 5
EIND, TARUE =W L DHEYREEREOFFEILT » MIBWTRIITERE S
AL.CYPIA 3 FHED & /37 Gy LRSI 2 2 E S B> Tnvd, CYP1A
I FFELSMAENZ CYP2A, CYP2E1L, CYP2B1 KON CYP2B2 73, F7=. T <N
CYP3A nFEESN5, b MPFEHE HepG2 MW TH T AR Z Y — U L5
CYP1A1 & CYP1A2 OFFENfER SN TV D, (BHR9)

(2) EYEnRssiR (v VX&)

~ A (CD 5%, M, VCEAE) (I [ring- MCIEGR T L~ &> —)b (BRI - 1%CMC)
zZ HEERHRE D5 (13.2 mglkg (AH) L., FWEhieag 3 s iz, IR RE %
TLC KO — T VAT T 7 4 =2 X WiEt Lz,

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

(3) EMEREAR (Sv kM)
7w b (SD &, M, VEECARE) (Z[ring- MCHERR T VXU &) — )L ORRENR (R
1%CMC) ZH[ERE N5 (13.25 mglkg RHE) L, EWBRERER) I S 7z, JRPR
Ha TLC K OA— T VAT T 7 4 —IZ X0 Et Lz,
5 72 Wi DR D> B G HEHEMED 31% 08 EI S iz, R C. E. G KO T2
FIE S, ZIUBIEEHEED 89% % (5D T-, TR Z Y —)v AR A, REER
B K@ D), R F, 1-AFN-2-T 2 ) TR EZ Y —)L 2Ry (R H)
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SO J OIREE IR 72,

TN =)V AR F Y R ORRVIR R 2RI ER G LIz 25, JRPIC
TN H S =)L Z VR ROBEED 73.0% K NA VIR HEROFR 58D 42.7%
IR S AU, RIPREIIET LR XY — L OB EASIT I BT S D & EMERIICE U
Tholz, (B4

7 v & (SD &, MERE, VEECREA) (27 o B — LK PRI 2 B R D e 5

(10.6 mg/kg IKHE) L= & Z A, MAEFICT AR XY —HT E AL ER BN DT,

REATEC T, MBI C A DA, FWOTAVKR S FERN AL,
R T8 5 18 BRI TIRBEICE TR F Lz, (BR4)

F v b GRRMOVEERI, #E) ICT7 A_0 &Y —/L % 10 HIERS (5888,
10.6 mglkg RE/H) Liz& 2 A, MEETOREM C OREIIIR, 3 A OREN
BT, TN Z ) —VITEREIER A8 L. RERGZICRE C o A
NDOLREARE L TV D BRI > TS B2 BTz, (B 4)

MR 10 HOZ > & (SD SR, 6 UL/ 2% hE I U &2ROES (50, 59.5 XX 70.7
mg/kg KE/H) L, #&5 12 RO, WEOFEREFEFOR eI TARVHE
V= RE C ROYA OFEENHIE Sz,

BB ERACBIT DM T O T AR ZY— . RE C YA OIEEA 2 107
L7z, BFERETIE, B ORI C KON A OBEEEL, MIEPEREL Y bEW 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 BAVEN, 59.5 mglkg (RH/H 58 & 70.7 mg/kg (&
/AR GRECITETRD bnenoT-, (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 ) — 0 3 C RO A Ok
(B 10 —HpekZs)
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(4) EEhResiR (%)

T HERE, 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 RIS HREEEZ R L, ORI 5.5 g eq/mL
ThoT,

Fe 5120 K2 I G- 47%0NRPIZHE S0, 9 B 9T% 050D T2 REETLZ PR
SNz, IRIPHBEREED 20%AMAMAA IR TH -7, IR OWT, G C.
A RO X ZOREHED 710% %2 57, TR Z Y —)L 5t RafFy 7oy a
=2k (R B) . (G D, E. G, H XUV OREIIED 72, (B 4,
7. 11)

T (AL, MR R OSBRI (2 [ring-14CZE T LR o & — L % BilElRR 1 e G- (20
mg/kg (KE) L., JEWERERRE G Sz, &5 1~12 HILOKMRET O BEHTEE K
OMGHIR B A E LTz,

# 51 A% DO ORGHEME WZT N = G C KVAITED
LD THoTm, TR HEY—)L i&ﬁ 6 HiEECITIER Lz, G C OV A 1%
512 HRZIZO DG T ~ & A S iz, R G KON ORI
oz, Bl TIEHFE AT 27 7 A DB NS, (B 4)

A4 (AFE, MERIR OMEECRE) 1 MC BGR T LA &) — VAR O35 (20 mglkg
RE) L., 3EPEhiEEBRnEiE Sz, B5 1. 4. 6 XUV 10 BEZOEFARRHEHE
REAZRIE LT,

Be5- 1 B TIIBEHEEDR 90% I FTRE TH - 7223, 4~10 HE TIL I 20
~30%\ZIH Uiz, RFIETR T AR &2 — ik, #5-1 A% Cldahht rraEr2 s o
27% T o727, 4 HRRIZIFMHBRERAR & 72 o7z,

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

WHH ORI 2 DA (U ——H, 2 ) (Z[ring- UCHERL T /L ) — )L % B
[ 72085 (156 mgkg RE) L. SEWEhRERERD I S 7,

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

F A TLC IZ LY [RIE SNz, 5 0~24 R OB O EE R
X, 3 A KO C Thote, TDHOEEITIX, R I NEEE o7z, BH5HD
BAD 2 B THE, SRS HREE DR 2~8% N T VR ) — L& UTIAE L, 1R
¥ C. A KOV THI 82% % i odT-, #5-2~3 BT, ZNHOREMWOEIGITHREY
WOKI 0% E7e o7, (B3, T)

FEE (SRR N OSEECRIR) (27 AR &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 — U TEem A
C KOVA ~MR sy, R C KOV A I3EFIC G- 40 BFE#% F TAHALNZ, (&
A 4)

(5) FEWEhResER (F)

E (MR, WERERE 18 57) 12 [ring- UCHER T L & — )L A B Al ) 72 LR L 8%
B (16.2 mg/kg AH) L. FApshReatng 32 S a7,

MAEF OREHEMREIL, B5 15 FFZICREEZ R L, ZOREX 3.7 ug eq/mL
ThH-oT-,

e 120 B4 DR IR G HEHEED 51%A3 i SHL, EDIEE A EWRPID 72
REf R STz, EERFAEIL C Th o7z,

$e5-10 B OPEEIL, KT 0.32 ug eqlg. BT 0.14 pg eq/g. AT 0.017 pg
eq/g. TENTO0.015 ugeqlg TH-7=, (BT, 11, 12)

E (GOFE, MBI K OSRECR) (2 [ring-4CHEER 7 LR & — L &2 HEE O 5 (10
mg/kg IRE) L., HEWENRERBR =G Sz, B85 1, 2, 4. 6 L8 BEOKHM
S OVR A D FEHE MR EE 2 HE L7z,

AU I DAV IRBEN T L, 84~93% CThr o7z, HUHEMDEIFRIL 90~110%
ThoTo, 5 1 B TIL, 99% D G EE = T /L Tt C& 7223, 8 H#& Tl
87 14% Lo TE 2edo 7z,

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

51 B O OHBEHEMZ A3 C KOAVKR A ThHh -T2, Zih
DALETEHN A T ICEf L S, &5 8 BRI [ N EEFEM Th -
Too TARUE T —VOREIIKL . 5 2 B F TR ST, oIt
WE, GO Tholz,

B 72 B O 7 — VR TIE, REY C LN T DSRFFEHEED 60~70%% 56
Too THANUZ—L R A KOO 6 OB OIEREITE)~T-, (BH 4,
12)

e (SOFE, PERIK 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 E = UL, WT OO bR S e o7z, 5 1 BRZIITHEH
TEMEDIFIE 100% 3 S 7223, ZOEIEIL 4 BT 5 & 83T%I2, 8 H#AIZIX 18%
F O LTz, 5% 1~4 HRENZ, TR ORI ATREFRE 321G C. A K&
O T OFIDOENEITK T0~80% & —EThHo7-, TDH%, &5 8 HIELITITHK 80%I 2
L7 B CHRICAH T 7 7 A VER LT, (B0 3)
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E (T — TR, MR 24 57) [ZIERERRO T AU Y — VR A IR O 4
SAIC UC R T WS &) — BRI 2 65 (7.5 mglkg REE/H) L, SRAEhRERER)
TSz, 52, 5, 8 KON 11 HEDIEH OHETEMERE X O T OIRE L
HIE LTz,

5 8 HI% DHEHEMIEETX 0.305 g eq/g TH Y . A3 I DIEEIL 0.038 g eqlg
Thol-, #5 5 KO8 HEOMHW 1 13E5-ED 14.3~18.4%% 507, (B 7,
12)

LB I =2 — L AR L (R, MR OBERE) (o7
NS F =L (25%8GH) & BRI RS (10 me/kg (RTD) L, SRBIERER) FH
STz,

TR S = A BARE R E LTRSS, WoTlz ABNICAS &7
N B = ATEHITRS I, AN ARE SIS TR Sz, T AU #
U, ORE L Y b EIRECE L, BIUEICE 3 BRI A AT IMLE
Uiee 25 TAARYH Y — /U E 2@l T 5%, ARSI B WUk s
N3 &2 bR, SHEOLAYORER TR, MIEROE—H Tt 96 BHEEIC,
U T 120 BRI ICRIIIRIARI & 72572, (B8 4)

(6) FEWEResir %
R (GLAEAREA, MERERT 2~3 SE/RE) (2 [ring-14CHERR T W & — L& Bilal ) 7k 1
BO&ks (16.56 mgkg RE) L., HEYEIERERIE 7=,
HAE A N OV O S HEMERE 1 6~12 FFILINICR BB Z 7~ L. T OREIZZ
i 2.5 LN 2.8 [g eqmL Thotz, IREUFEHPOPEMEENG | B HEEEDD 72
<EH 0% ST, (BT

(7) EWEhRestiR (e ~)

RT T 4T (HRIEOANERR) IZT7 o2 — L& B A% 5 (400 mg) L.
MmH A HPLC I L 0| JRPEZ TLC I X W fFt Lz,

TN — IR S e ds o 7o, (G C 13 G- 2.4 RIS sl
ZR L, ROV 2 PR3 6 ZFBMRIZIH R LT,

Fe 4% 24 B O JRIZIZ, 3 C, A KOZENSH DT 2/ HERIF N3 B, E
KOG BFEL TV, (BHE4)

fDFERZ2FAERIZIBW T, ERLE R UATASHEE STV D,

F 7o, 4% 24 FER O IR R G-RED 0.88% F THOMEIUL S A7z, R OHITZHIRN S,
AEHHRIEI I DARNZ EAVRIR Sz, #RRRANCHEI L7 7 v 27— )L O
I 1%Ht: B2 DI, 6 NDRT T 4 TN, BlEIEILE & HIZT AR XY —)L
T & TN Z =V ORNUTEAE RS & & HITHEE L ZRWIGEITEA T
FHLTA6ELEL DI LIVRENT, (B 4)

T IR =T, RIS D S 1F & A EDNIEERE CH DR C 121y
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#sh s,

R (MR KR OAZEAREA) 12 200 mg DT LRy &) —)L A HERFRO#EE L &
Z A, MEEROREY C OREREITERS 2.2 FZICKEEEZ R L, ZOREITR 270
ng/mL ThHotz, F7o, #5448 Kl TG ED 0.4%IZF4 T 2 2O C MR
HicHEt & N7z, (B 5)

W2 T T 47 (B8 A MO 44) ([ZT VR & —)L% 400 mg/ H D]
w156 AMER OG- L, 3EyEhReaiRg Ehe S 7,

Feh 1 KON 15 A% OIMIEFR O C K OYA OREEK 3 1R L, G C o
AUC KO T35 15 BE T L, 7 V7 7 AEEIM Uiz, 3 A 12\
tH, AUCHEA L, 7 U7 T AEIIEN LT, (B 13)

LA HRJEDORE (BB 4RO 74) (27 V_ &Y —)V & 200 mg/[nld & T
1 H3E, 4#ME 17— e LTHEROKELEZSEETH, F 17— 1Dl iz
EARTE N7 — o & E0lfEH R C ORENED L, (ZH14)

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 51 KON 15 HEZOMIEFT O C L ONA OFRE (B 13 k)

PR GE HUE &2 SR (BME B A Ot 6 4) ITT U &Y — L OER %
1 H3F, 8 HEREN#ES (5mgkg RE/H) L., Hofk# G 12 Kttt £ ComsEh ok
# C (-3 C. O3 C) LUA OREHBEZX 4 IR LT,

INHOEED 5 EIHOERGOBIC, ToFEY v (500mg) 28T F b 7k
O#5 L, 8 C KA ORNTO7 VT Z U AMELE T T VR OFEO TR
B SFFDOAMNT D7 VT Z o AMAZMIR LT ZA REA 7T D
M OAHFEENE OGN (P=0.05, r=0.67), ZOFEENG, G C B A ~OfGH
W7 o TF Y oG E B L7 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 — )LD A LR RUICBEE U 7= R B A 723212 oV T
in vitro RERZ L W ETS ., TARUE Y — bR 838 C ~ofEHciE. FMO &
'CYP (CYP3A4) MNEFEL T2 Effmmsiiz, (BHf16)

(8) ZIARUEJ—ILRIVKRFY FOEYBERR (FIEEW)

TN LS =N ANRF Y FOBRAANA AT A Z )T 1 1CBT 57 =213
WEIN TR, FoE, B, RO 2 5EEhiE & OB 5, 7L
NG =)V ZVRF Y RiTipo < D LG A I S, 0%, G TISG
iz, BHRICHLNIREHORMIL, T2 — B ERICRE S b 0
ERILTh T, REMO—EHIZ LB ERES LTV, (B 1T)

(A, MR OSRECRE) (2T R 2 — )V XL T IR ) — )L AL TR
REEOES (5 mgkg (KE) L. AW PR0REMERBR I S iz,

TR B — )V NTT IR B — )V Z LR XY REBESREOE C LN A %
TR & LT3R ENRE R T A — X — % 1|\ TR LTz, THARUE Y — LI T R
BV ZVRF Y RERISEER OB T L G C KO A OmEFRE xRS
Thol, (BH17)

1 FCBITDTNARE Y =)V UIT AR H ) — )V AVRF L RO 5% D
@ C KO A Z kiR & LTS Ene o A — 52 —

SINTRISR
) C R A
R
B5IR Cornax Trnax AUC Cornax Trmax AUC
(ug/mL) (hr) (ug-hr/mL) (ug/mL) (hr) (ug-hr/mL)

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

MEAF SO T4 (AR OBEECARRA) (2 14C #3377 /L A — )L % BRI 72 L
Feh (MEF - 10 mglkg IRE, 4 @ 15 X% 20 mgrkg REE) L., 55Kk T OFTEREIE
DIE STz,

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

#* 2 MEAICEIT D UC EERT LRy 2 —L (10 melkg (KE) HEERR O 5% 0

MR TR REIRE (ug eqlg)

- SR ARk

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 UC EGRT LRy # Y —)L (15 mglkg (KE) HEERR O 5% O
HEE R IR (Ug eq/g)

e Beh54% ¥
wURt 1 4 6 12 14 20
JHH i 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#EG% O
FHRR IR (g eg/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

W 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

V[t

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

Tl DR REIREE N OREM T OIREA R 5 1R~ L., (B 11)

18
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£ 5 4TI B UC BT LS B — LRI L 55 0
Tl ORFERREEE R ORI T O (ug eqlg)

st BRI
=48 INK
VS IGLIPSE S 1 5 2 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 | 1700 (18.5%. (184% | (17.6% | (20.3%
o 16.1%) ) ) )

a : W) T ORFERRI T A5G

A (HERE, PERIAREA, 4 BAMER) (2T R 2 — LB (10%58080K) % H
[ D5 (156 mg/kg (AE) L, &5 1, 2, 3, 4, 5 KONT HEOSMERF ORH
C. A KON OIRFEENHIE STz,

WREE 61N LT, (BB

* 6 HICBI DT Ny — VRGO GA% 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

ik A 21,100 391a 79.9 <LOQ~51.5| <LOQ
I 204 804 272 120 41.4
C 1,210 <L.0Q ND ND <10Q

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 <LOQ~28.2 75.2 ND~16.8 <10Q <L.0Q
C 240 ND~32.8 ND <10Q ND

0] A 1,320 <LOQ~413 <LOQ <LOQ ND
I <L.0Q~15.4 | <LOQ~127 <L.0Q <1L0Q <L.0Q

a : HIEk A 2 AR LT 1 BEA RSN LT
<LOQ : EERFAN
ND : fHBRSAA

SR L

A (N7 — N, MERES 3~4 BE/EE) (2T R — )L DR—T & SHIA k)
WAL, 7Ly 7 AEIIAA—R MEAIZHERR O S (10 mgkg R#) L, g o
B T OYREDHRRERN ZHIE 47,

WEAE TIORLE, BB

3 bolus : AH, B BHIIHEAADDHKE SIELNT-BYCHEFIOERIRIEL, &2 \WITHE %@
B Lo 78,) (& 19)
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F 7 HCBITDERET LR R — LB R O #5454 O
g O TIRE  (nglg)

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

(2) ZEHER &3

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

TAPERETRIE 1T, WL Ol (3.9 pg eq/mL) Z7/R L7228, 4 [B]H OHEFLIIC
1% 0.1 pg eq/mL K Z2ERIZIL T Lz, 6 BB OFEARFIZITN 0.01 ug eq/mL TH -
72, (&P 20)

WEAE GRIVAF A A, 208H) IZT7 02— LBHE] (10%50E1) % HER D
Fe 5 (15 mglkg (RE) L, #5168 FF#t: £ T 12 RfEOIH o C. A K
I ORFENRE Sz,

AR 8ITRLE, R

* 8 FITBIT DT N~ gy — VB O RGO D REWIRE « (nglg)

e - $e 5% IR
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 Shigd o7z,

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

ND : fH RS AR

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

F (CMERE, MERIRIA, 18 8H) (2 MC AR T L &Y — L BRI e Vit ARG
(3.8 mg/kg {KHE) L. 51, 2, 4, 6, 10, 20, 30 KON 45 HE DK F ORFRE
IRENHIE ST,
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e 5-10 H ORI 1L, KT 0.44 ug eq/g. BT 0.19 ugeq/g. AT 0.023
ug eq/g. JENLT0.020 ug eq/g THo7-, (B 12)

E (AL OMERIREA, 9 §8) (2 1C R T R 2 — )V Al 7 Uk O 5

(10 mg/kg RE) L., #5-1, 2. 4, 6 X8 HEOFFAREH ORI DSHIE S
7=

P b 8 A DOMIRRETERE I, AT 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/FERD) 12, BN T —T V% fli> T 14C 2GR T L 4
V=)V T B 14 HEVEA (0.5 mgkg (AE/H) L. HEAZOMR ORFEREE
FEIFONCARE ) C. A KROVT OIREENHIE ST,

FARE ORFERIREI ONCARH C. A RO OREE2FE 91T,

R C. A KO T OEFI ORI 2EIEIL. FHATIEL 80~100%. JHETix
52~58%, BN&CTIX 47T~T4% Th -7z, AT KON 14 BHREIOEAENE BB 2
TEPEDPRHPPEIRITZ N T 62.1% 4 N 61.7% TH 0 . FEHPEIERIIZN 1 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 OMGEHIRE  (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,
= 064, 063 | 0.13 | 0.12 | 0.05 47 0,49 0.28 | 0.18 | 0.06 74
o 0.20,
sl | 016, 012 0.11 | 0.06 | <LD 121 012 0.06 | 0.07 | <LD 81
0.07
=] .05, 0.04 N
RERS | 0.05. 0.0 0,03

a : i C. A KON OB FHORIERBICRH 5EIE
<LD : BRI A
s L

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

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

E (SR OWERIIRE, 4 BRRERUEE) 12, BT —T VEESTT ARV 2 —)L
7 eNA] AT5mglh 7)) ZRA [1 L2 5 7vAEE (]9 0.5 XE 1 mgkg 1K
H/H) ITHY] L. BA 5, 10, 25, 54, 74, 90, 96 KX 98 HLOMF DI
C. A KO DIREEDNAIE ST,

g ORI ORI C. A KON OIRFEZE 10 IR LTz, Mg TG C 73
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Lo T2, 554 A ORI O%5- 98 H# Ol i I N FEMAHM TH
STz, &7, 11)

10 FITBIT DT AR A — )L TR ILVEREAEZD
Fge e O A IR (uglg)

O BeE#% B
Belpi ) B A 5 10 25 54 74 90 96 98
L5 C 085 | 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 0.30 | 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 H »
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 : gt

F (SRR, MERESS 2 BURER) 127 R 2 — VB (2.5%1K) A HERR ARG

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

MRER IR LT, (BT
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K11 FITBI D7 A Z Y — VRGIHELE O 5% O REMRE  (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
FR4E | 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 — )V EICHE L, S5 LA
<LOQ : E &R
ND : R A

St (MR, MERER 2 BEIES) (2T A2 — LA (2.5%1%) % BAEIR 145
(7.7~8.2 mghkg (M) L, #5 1, 2, 3, 4 RO5 AGOZMFOREY C. AR
O] OPESHIE S 7=,
ERER 1218 L, (BT
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K12 FIBT DT N F Y —VEGEIHIERE 522 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
FRYR | 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 AR 2)— VRS EICHE L, SEF LA
<LOQ : E &R
ND : # PR S A

o (SHERE, WERES 2 SRR (ST LU & — LA (1.9%RRETR) 4 BRI 1%
5. (10 mgkg K#H) L. #5 1. 2. 3. 4 KO'5 HEOFSHMHOMRHH C. A KOOI
DIREEDRE ST,
ERER 1R LT, (BT
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K13 BT 2T N F Y — VEGEIHIERE 352 ORGP L (nglg)

e . Be54% B
AREE | R 1 5 5 4 5
C 2,560 1,660 83.9 <L0Q~503 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 <LOQ
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 : & EFRSA,
a: @ C. ARRTIZTNAARUZ)— )AL EICHE L, SEFL7-fil

(4) ZEHER (F3ED
WEHFE (T T7A AT FHE, 20 §H) (27 02— VBIA (1.9%RENR) % Bl
A5 (10 mg/kg (KH) L, #5168 Kiffli% £ T 12 FFfilEOFIHH ORGE C. A K&
O ] OFEREINHE S =,
FERAER 14\ TR L, B]RT)

F 14 ETBT DTN Z Y — VBRI E 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 <L0OQ 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 : 15 108~168 MHItR 13T SH e o7,
b: i C. A KO T NR_RUZ ) — )AL EICHRE L, &5F L7
<L0OQ : & BRI
ND : #H R A
(5) BHEBHE (YD)
50 (F5BRMGHTH AR 104.6~113.9 g, 15 B/AFS, fABEKIE £ 227C) 12,
TN E)— VA (ARF—/L 100 RERA) 2 HEREFE DG (T X H2—
e LT 40 mgkg AHE) 4 2WIVERBRNFEiE S -, &EHTH, &5 1, 3, 6. 24

25




Je N 48 iR N, 7 KON 14 HIZIZ, AREE 156 B oMk, N, s OV
ZERE L C, MR O HERRT T O 7 R 2 — L R ORGEI C. A KONT IZOW T,
LC/MS/MS (liquid chromatography-tandem mass spectrometry : k27 v~ K75 7
g —I T NEEGITE) W TEESTEIToTe, KRR, 5 RpE2ELHT1IR
Bt L7 (GERBRR 41 0.01 pg/mL (M) . 0.01ugle (A, . B)).
FERAER 15~FK 18 TR LT,

TN —)VOPREETE, A R OB ISV T, #5- 3 XL 6 R R
mEfEZ R L, &5 24 R DBRIT S TERRAANN & e o7z,
R C OFEEL, 1, AR OWFIE CII&k 5 6 FF%. Bls ik s 24 B
EfEZ R L, MR ORI Tl s 48 BRI LRI X EEIBARM & 7o 7203, &5
14 HRRIZHBW T, B CTIE 0.014+0.00209 nglg CF¥ EFE%ER) . BI& CIIE &R
Aii~0.0119 nglg M iz,
R A OFREEL, 8E, AR OWFIE CII&k 5 6 FFE%. Bls i s 24 B
BeEfEZR L, MR ORISR S 48 RERITR LIRS, AFISIIRe G- 7 B2 LA, s 3%
514 AR E &R & 72 o7z,
R T ORI, MR OB E b 24 RZICREMEZ R L, R OWA
TlI 5 48 BRI IE BIRAAR & 22 o720y, &5 14 HIRIZRBW T, IR CiE
0.0245+0.00458 pglg P =HEHE(RS) | Bl TI% 0.0375+0.00761 pglg (V¥ 1
W25 S, (B 35)

# 15 S0ITBIT DTN H Y — V| o BalEkRE 0 ¥ 5-8i% O
TN — A OMERRE (ug/mL) LOMERTEE (ug/lg) 2

FBHER IR A
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

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

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

a 00375 | 0128 | 0.106

a: 3 B EE e R A= (’ﬁfﬁ%fﬁﬁﬁﬂ@?ﬁ@%éi<LOQ\ TE TR M OVE Bl SRAE S
HIEITEP (<LOQ~HKH) %350

<LOQ : EERFR (0.01 pg/mL Xi 0.01 pglg) A

&

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

B

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

SVIZBT DT N B — VIO HRIERE 1 45 5T 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 GaaEsR (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) & 3E50)
<LOQ : FERA (0.01 pg/mL X% 0.01 pglg) K

#17

0.0044
FUEOEE I AR YE RS (2 CERRARMOSEII<L0Q, T RBRFAANM M O BAHANRIES

SDIZRIT DT N — VB O BRlSESIFE O % G-/ ORI A O1ffEd
B (ug/mL) M OSHRRAEE (ug/g) 2

&G

AUEHERITUR A

AT H

1

Be 5% R (RFfE)

3

6

24

Be5A% 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 — ) VEA| O HalsEsRe O B G-ait% O T ol gt
B (ug/mL) MOSHRFEE (ug/g) 2
PUBHR IR A
vl 5 eG4 (RFRE) BeH4KE (H)
EIRE] 1 3 6 24 48 7 14
e | <1oq | <woq | <woq | O | 0016ET o0 | qoq | <10q
- 0.0103 | 0.0011
n 0.0216 +
A | <LOQ | <LOQ | <LOQ | <LOQ 0.0029 <LOQ | <LOQ | <LOQ
B 0.0137+ | 0.0477+ | 0.0862+ | 0.173+ | 0.0877+ | 0.0332+ | 0.0245 +
fFig | <LOQ
0.00255 | 0.00927 | 0.00297 | 0.0301 | 0.018 | 0.00388 | 0.00458
B 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 HHENE (RS (& CEEIRARMOSEAII<LOQ. & EMRFAM & OVE BN RAET
LHIEITEDE (<KLOQ~fKNME) & 3E50)
<LOQ : FERA (0.01 pg/mL X% 0.01 pglg) K

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

Lv
=~

TR E—)VEAZ 1 B 118l 5 HRENREERS (TR &Y —L & LT 40

mg/kg RHE/H) § 25 I S v, FGBIARRITH | Bfdfe 54T 10 40 7. 14,

28 N 56 H&IZ, i 156 B DA, sk O g A B L <, Ak oG
W I1IZoOWT, LC/MSMS W TERIT 21T o7z, BRFR, b B2 E L O T 1R
Bhe L7z (EREBRA @ 0.01 pglg).

FEREFR 191 LT,

R TIL, FH Tl G4 T 1 BRSO 1.27 pglg R L, EO%MEK L T,
B G4 T 28 H R LARRITERIRARNN & 7e o 70, I OVEIR Ol &5/ T 1
HEIZEBWT, X2 5.54 nglg, Ehigi 31 8.80 nglg 2~ L7z, EOHME L 7=
D, B GHT 56 BIZIZHW T, AR TIETE 0.0466 pglg, g CIX 4 0.0451
uglg Rt S iz, (M 37)

2 19 BVIZBIFAT AR E ) —UEBHID 5 HRIEEER5-Ri#% D
R T ORFRPIRE (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
FrFfi <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

a1 3STEIOEAE (B TERRARNDOLA1I<L0Q & #5D)
<LOQ : E&ERS (0.01 pglg) A
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S0 (B5BAhARTH IR E  126.6~178.3 g, 15 B/HfA., flE KR : 19.5~23.0°C)
2y TIARCE Y —VHHA 1 B 1A, 5 HRENREHRS (TA_ & —)Lk LT 40
mg/kg KHE/H) I HFEERBRNESG SN, HEGBMERTH ., Rl 54T 1, 4. 7, 14,
28 LN 56 H&IZ, ARER 15 ORI, sk OVE AR L <, KRRk O
MITIZOWT, LCMSMS AW CERST 2177, FheR, 5 enaE TR
BtE L7 (BERS : 0.01 pglg).

MERAE 20 1R LT,

R T, AN CIURERE G T 1 HIRIS T 1.66 pglg 2R L, £ OFME L T,
BAEBEGHET T B LB IE BN & 72 o7z, IFIgR OV g I, ke 54T 1
HIZBWT, T ) 8.61 nglg, B3V 7.79 nglg 27~ L=, EO%ME L 7=
D3, FHEBEGHLT 56 HEZIZRW T, IR CIEE 0.0342 nglg, Bl CIEF) 0.0137
ugl/g N SNz, (&R 38)

7 20 BVIZBIFAT AR E ) —EBHID 5 HRIREER5-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
FrFfi <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 (ETERRAKN DS A1I<L0Q & #5D)
<LOQ : E&ERS (0.01 pglg) A

(7) KBRUVEEHRR (ZDthDHELEE)

ZURA T4 TET ROKREEY 7 (K 6 BIRER) (2, TR &Y — L% Bk
H#x5 (10 mglkg KH) J 2 M OB RERD I i S vz, =3~ R 3HxE 8, 12,
18, 24, 48, 72 KUN96 Wik, 7« Z €713 4, 8, 12, 24, 48, 72, 96, 120
NN 144 B, KIS 738 5- 8, 14, 24, 48, 72 K1Y 96 IFfHizIZ, SRR 6 &
WO (REx&T) ZHE L, TARE Y — LR ORE C. A KON TIZHOWT,
HPLC W CTEEMTZ2IT o7, (EERA : 20 nglkg (7% —)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 BFFEI#% LUK, T ¢ T v 7 Tlddk 5 24 BFH
BB, KRVEFEY o Cldse 5 48 IR LARRI I SR IAA M & 72 o 72, 3 C 11X, =
U AL T4 7T TR 12 RIHELRE (T T BT O 120 FEEI% O 1 6125
) ITEEBRFAG & In o oy, RIEFEY 7 Tl 5 96 FEE#& 123V T, 16 uglkg (H
JfE) DR ST,

R A LT IE, =2~ AR OKREFES 7 Tla s 96 % £ T, 74 787 T
(XBEG 144 FFEIT% & ©, EERAZEZ DBE DGR I N, (B 36)
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# 21 =V RIBIFEITARUE Y — L OHERROE5%OmR (REx2ET) Fo
TN E ) — )V ORI O (uglkg) 2
B 4% TANUHE | n K&t C n R A n R 1 n
A Vi —)L
(FFfH)
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 7R
— EERAMEZ B A TR 2 UFO5E, HREIRER

<L0Q : &

EFRAAT M

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

0.5 pgrlkg ((RE#M A) . 5ughkg (D

(R C)

#2922 T4 TETIIBITHT AR A —)LOHBRRAOBGH%OHA (KL &) |

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

Beh54% N
T IR H . . .
IRFfH . n & C n HRE A n R 1 N
(FRFfH9)
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: PRfE (RPN E)
n : EERAVE 2 7R

—  ERRIMEZ B Z 7250 2 LLF OS54, iR

<LOQ : E &R

EERA : 20 ugkg (702 —)L) 1.6uglkg (& C) .
0.5 uglkg ((REMIA) . 5ughkg (B D

56 DRRY LEX BIDHDY, BHE36 ORtiul Y & L7z,
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%23 RWEEEF 7B BT A &Y — L OB Q#5540
Al (Bf§zate) TR 2 — )L R ORI ORE (ugkg) 2

b T IR
IRFfH . n & C n KA | n R 1 n
(IRFf#T)
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: PRfE (RPN E)

n : EERAVE 2 7R

—  ERIRRUE AL 3B 2 DI OA . thuiidaedisn

<L.OQ

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

(8) FIARUEJ—LRILKREL FOKBEER (. FRUOXYD)

ORES

L FERRAA

(R C)

A (SRR OMERIARER, 4 BEFRS) 1T R & —) L A LR S R &2 HERR O 5
(12 mg/kg KHE) L. ST O T AR Z Y — )L Z LR F S R EORE) A OFERE

PNRIE

iz,

51 HEDOHER O T VAR X — L 2 VR ¥ REOCE A OFEFET 294 K&
112,953 nglg C, #5453 HL LTI 5 nglg Kiili & 72 o7z, &5 1 HROEEFH O T L
RUBS =V AR F Y RO A OFRFEEIX, 233 K1Y 1,355 ng/g T, #45-2 H#%
£ TIT bnglg K& o7z TANRUE Y — L O EZICHLNLE3 T IOV TIE
DHFENTRDS T, TR E S — )L Z)LRF REROMRE) A 1B DF5EN S,

FRE DWHRITFENNCT NARZY =V ORGHREF LT LEL BN, (BR1T)

A (AHERE, MERERT 4 BRI ICT R Z Y — L A LR B (7.5% 0% 15%
RLvF6f) ZHERA#KYS (K12 mgkg K8 L, #5-1, 3, 10 L1114 A%D

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

FERAR 24 1 TR LT, (BHT)

6 drench : @K, I O LIRFIFNIZERE B 2 71ETE 2 27K3E, (&R 19)
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24 PIIBITHBFET VA H S — )L A LR RRGHERE O #5540
FARER T AR B =L ZOVIR R Y R R ORGEIIIEE (nglg)

, " e Fe btk A
ik | R LIPS 1 5 10 14
T AR L AJVRS 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 L AJVRS 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 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 ZJVRFY R 99 ND ND ND
Bl A 678 ND ND ND
I 53 ND BLD ND

BLD : E&BER (IHEMk O : 100 ng/g, FHAKONEL : 20 nglg) K.
ND : BHRR (g OV - 50 nglg, AKX OVEN : 10 nglg) i

@ *

FE (74— RAERE, MERERT 5 BARE D) IZT AR Z Y — L ZLRF TR (2.6%
T 4% R Lo FA) ZHEREO#S (9.5 mgke (AHE) L, #5451, 3. 740010 A%
OF5MRE g, B, L ONEN) ToOT R Z Y —L Z2uRFy R, A A
KON OFREEDNHIE Sz,

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

(AT O - 50 nglg. AR OMENS : 10 nglg) Kiiti& 72 -7-, R A 1353
A&, @MW 1I3&E 1 BB ORHERARM CTh o7, 4% N L o FABEGHETIL,
T IR H =)L Z VR RO A 135 3 Bt CEERA (s OV
100 ng/g. AR OYENG : 20 nglg) RS E 720 REW T IXRE 1 BED DRHIRAR
W Chol-, (BT

o (SLFE NG OWERIRAR, 4 §EMFS) 12T AR 2 — )L A LR Ra HER O &5
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(9.6 mg/kg (AH) L. #5fHf%k I, &, AR L ONRND) o7 e 2y —nz )L
R R ROE A OIREDNHIE S,
ETORETOMWERE L, 5 7 H#% T 25 ng/lg Kiiti Ch-o7=, (BH17)

® HRUE (F1)

WL GRVAE A UFE, 8FH) ITT AR E Y —)LALERFL R (16% R Lo F54))
ZHERROES (12mgkg (AF) L, %55, 9, 24, 33, 48, 57, 72, 81 K196 FF
B DOHANF DT N ) — )L Z)LRF T R RO A OJREEDSHIE S vz,

FHHF DT NAR Y — )V Z VIR RI3& G- 33 FEft%, i A 135 57 K5t
BITHRHIRAR (5 ng/mL) Kfi5& 72 o7z, (BHRT)

WILA RVR B A T, 8FH) ICT AR — L ZVRFL R (1.5% KL FH)
ZHEREORE (11.7mg/kg (AE) L, $5-4. 19, 28, 43, 52 TN 67 KEfE ORI
HOT NN =)V AR F Y RO A OFRENHIE Sz,

FIHF DT NAR =)V Z VIR K3 28 FEEL, G A 1385 43 i
#ICENTIVERERA (50 ng/mL) K ORRHIRF (10 ng/mL) A& 727, (B T)

WIHLEE Mule i, 6 FHEE) ITT AR E Y —)ILZLARFV R (25% RLFH) %
H[ER O 5 (8.8 mglkg (KHE) NIITNAARUF ) —LALKRFL R (4% R Lo FH))
ZHERR OGS (10 mg/kg R8E) L, &5 6, 24, 30, 48, 54, 72 LO® 78 & IF
IT 4, 5, 6, 7. 8, 9 K10 HEDFHITF DT WA FY—)L AR F 3 R RO
¥ A OFEFENHIE Shi-,

WFNOFERETH FLH PO T AR Z Y — )L Z LR F 3 R RO A 13355 48
RIS N ERHIRA (5 ng/mL) Kifis 72->7=, (B 7)

@ *

XY (MEHES b PRSI T AR B — )L Z LR %3 R 3 HIEETS- (17 mg/kg
RE/HIZHY) L, RERGHT 1, 2, 3 KONT HEOKMRT O T V2 2 —)L A
JVARF S REROWRE A RN HPLC IC X W lE S, F7-. I &2 5
DG HON T, BRI DO ARE LTz,

MERAE 25 IR LT,

CHBDORERNS . BHREICBIT A TR Z Y — )L ORENTIEIIE & R UL &
LD eI, (1)
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F25 FUICBITDTNANUE Y =)L 2)LERF Y R 3 R G% 0O
MRk 7 LR B =V 2OV R Y R R OGRS (nglg)

" o B 4% K
Eaw S IR 1 9 5 p
T IR A — )L A L
P R Rk A | O 90 45
Rt 1 24 168 99

Ex Hs

iﬂﬁ TN =)L AL 366 15 ND

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

/7R Ly ND ;e

(9) BET—H—IZDL\T

EMEA [X, 7R —)UZDONWT, fefi7eikil~— T —I%, R C. A KO}
I OFETNRE—UHE LT DL LTWD, ZORE~——%, 7T
B = IVIUNET AR H S =)L Z)VERF Y ROWT OB GIZBW T, )7 E
FMEA BT O TR A 2 TCET, TDTD, TR H Y —)LA)LRF T R
DOEHAIZBNT Y, TARE Y — R GRE L [F URE~— 7 —DNEHTcE 5 & LT
%, (BHE1T)

3. EizEEER

T IR Z) =)L R O O st B A e Eng 26 MU 27 1R L
77, (B3, 4. 6, 7. 21~25)
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26 TNRUK Y — LD LR B

FRATTE H AR5 A& e
1n vitro | #IRZERA 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 i
TA102
S. typhimurium ANHA
TA98, TA100. TA1530. o
TA1532, TA1534, =
TA1537, LT2 his-, G46
Yefa KRB ER | F v £ =— XD A X —P1]0.047~1.5 ug/mL
B (fPIr 2| BE kAl (CHO i) e
FllR)
AN CHO-K1 #ife 0.1~1.0 pmol/L¢ U
b U sER 0.1~100 pmol/L e
IERBR R ON B R U osER 0.1~10 pmol/L.  (/]MZaklR)
AR NI A 0.1~1 umol/L (YetafhAsy BosE:
R BR BiEaABR)
invivo |/IMEAER ~ U A BRI 5 B L 727 L -
2 =)V, R
CD-1 Mt~ o 2B 0. 500, 1,000, 1,500 mg/kg
(RE/B ., RROEG, 5 48 Bo: d
AP 1%
/R BR K O 26 21 HULE (hydatic disease) | T 2 MHRSE%
kYL B A TR LT/ N U L 5Bk |15 mglkg (KE % 28 AEHR BEst:
A HARRER 5
a: 7 v 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@ O s

A R

nlm

R | A B SO = A
T L | Y KRB | R SN SR
N VAL Ho
— L 2| Yea ks | e R Y oo SER SEARR \
SRR ) L
B O) | MR (in | CHO-K1 A 6~40 pmol/L e
vitro) al
IIMEERER (in |~ 7 A E BRI EEa NS u
B
VIivo)
IERER (in | B R Y LoSER 0.1~100 pmol/L
) GO
Vitro)
INZEIR (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 AR TH 722 £nh, WHEZRBMERER &5 ITIIERTE v Ll s e,

b : FHEKOT v MFHEK S9

TN HE =)W, In vitro D R L 8ERE T/ MERER M O R S5 Bl
B, CHO-K1 #ifiuz A=/ IMERBR K O in vivo D~ T A D B/ IMZRBR Clot RS R4
AL, ZEBIERREFITRO/NUCEGT 5 & U 2 BRI IME R QSR R A 2
PR LTz, —J5. Invitro DIEImIIRAE Fallin, misLAa e 2 7o et (R AR I
MRS R AR LT, TARUE S =N aEGTe_ U AL I — VR EEWE, F=2—7
VAL, MINEOELSEZHET L2 LG IN TS (B4, 26~29) Z &
NG, B EEERESIT, FEoBMiE R DNA BIEICHES S DT R, Z U

5(?1~7)/)%ﬁ%kfé£ﬁ$ IZEDHEDTHY, TARUL =)D
Lbﬂ ZIXBIE DR ﬁf%ék#ﬁbtoit\@ﬁ®A/x4 2 — VLAY

TIE< & Ltn‘EHH’? (BT 2 BEMFHEA~DOEEETWT D2ET NV EHNT, TARSH
‘~W®mﬁﬁﬁpkiéﬁﬁ%ﬁﬁbtﬁ%%%é(ﬁﬁzvo

ULEDZ e, TNy —) VL, BHEEM L U TEEICEN SN DR |
BRI L > TR E R 2 BEFEEIT RSV EE X BT,

T IR H =)V AR R Rid, BEREE O T2 e R B 3l C R ep Rt 2 R
L7z, B MU ERZ V= in vitro DT EISZEERIZBWN T, TR H ) —)L AL
RE Y NIRROAEBEEZ RIS 72 -T2, ZORBRCHWZIREIIRH CTH 722 L
B, PEREMAER LT OB TE RV SN E T, TARUE Y — L ALRF
¥ NiX invitro Dt 8 Y R E o/ MZRRER TG & D2 tRE R 4 7= L, CHO-
K1 #ifaZ A7/ IMERBR TR 2 7R LTz, £7-. in vivo D~ U A5/ MEABR T
PtfE R 2R LTc & STV AR TH D, T AR Y — /L ERIRRIZ, TV
NRUB S =L ZVEF Y RIZOWTH, Fa—7 U AL, MNEOERZHEL
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T, BEMEZFRTS SR 4, 17) BN E0D, BRNWEEFEERIT. TV
RUL =V AZVRF Y RCHE SN TV SilfaiEtid, DNA EICES< O TiE
R, BIE (Fa—TV ) BENETDHHLOTHD, %ﬁﬂ ﬁf%ékﬂm
Ltoit\@ﬁ@«/x4 S — R EEMITIEL B L= 5%&%*%

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

PLEDZ EMD, TARUE Y — )L Z)VRF v Rk, B HESRRN & Uit A
SNDIRY . AT E > TR E 2 D BREHEIIR IRV B X bz,

4. SHEMHHER
(1) 2HIHEHR (DR, IV )
TN B —)VOREAFR G L D atEmsBRof a2 R 28 (TR LIz, v~ T X,
Ty b ANLASE— LTy BRI FOROKGIC L AT -T2, (B

M3, 4.7

28 TANRUE ) — )LD OFEIC L A&

FY)fd TR VAt LDso (mg/kg {A8)

~ 1A I 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 i3 2% tragacanth 500~1,250

T v Tl BEERDIEIL, SJEF O W), 38R M O B 2 Sz,
L UYXOEMTIL, BEICRENIEEY . HAZE- THEEL T,
OB C I A E MRS STy, B4, 7)

(2) FILRUEY—)LRILRFL FOEEEERER (v k. %%%)<%%ﬁﬂﬂ>
EMEA (X, 7R E S —)LZ)LARXL ROT v M NIFELE . FROFD) 125t
#6@D&51i\%ﬁﬂriﬁﬁot&bfwa,@%6\w)

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

~ A (CD-1 5%, MERES 10 VOB & W2 T AR &2 — L OIREER 512 X % 90
H SR AR 2 3R, T enFEhishiz, #5830, 5, 10, 20, 404 L
< 1% 80 mg/kg {AH/H XX 0, 200, 400, 800 # L <% 1,600 mg/kg (AH/H Th %,

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

T HBROFEN R CTH D Z Enh, BEEEL Lz,
8 23R L BIREDOMENRSH 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, BEOSEHGOARE K O ST A
F OV, REHINEIT 1,600 mg/kg (RE/ A & 550 Tl S vz,

MREFARRA TliE, 800 mg/kg A/ H LA EFGREDREZ I\ T WBC DI T 73, 1,600
mg/kg RE/ H & 58HT Hb DIX 73, 200 mg/kg K5/ A LL E&EGEEOHET RBC OIKT
DI BT,

BB B B 2OV T, 400 mglkg ARE H LA PG TR el B2 8l OVH KT B B D4
MnAHLNT, (B4, 7)

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

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

Z v b (SD %, Ml 15~20 DL/RE) Z W=7 u_o 2 —L (5 0.5%Tween
80) ™ 4 MR DG (0, 4. 16, 48 XU¥ 168 mg/kg KE/H) 1012 X % dicdkd
PERRBR NI S Tz, F7o. 48 mglkg (RE/H & GHEZIT, #5144 4 BRI ORI
DBIEZD T DIZHERER- 5 LA BN L7,

RS LT, 48 mg/kg (AH/ALL EFRGEEC IR, 2B, fMEE 20 BolE
KEOFEL: (48 mglkg (RE/H#GRED 7/30 1K TN 168 mglkg {RE/H £ H#£D 39/40
) BIHNTZ, 48 mglkg IR/ A & GRECARERING 2 A 50, 168 mg/kg {AH/H
P GRECIIRTERD 20~ -, AR 48 mg/kg AT/ A % 5RECITEREICIK T L, 168
mg/kg RE/ HEGHETIIE LK T L,

MR, MR AEAL A R QYRS T, 16 mglkg K8/ H DL ERGREOREZ Ht Y
RBC DX F723, 48 mg/kg K5/ H B G5HEOMEZ Hb, Ht, RBC XX WBC DK FA3 %4
BT,

BRIV T, 48 mglkg IR/ H I GAE TR O/INIER A BTz, 168 mglkg ARH/
H#EGREORETIIRERORE JITEELZIT Do 7o)y, FHUTRINET Lzl &
Bz bz, 48 mglkg (KE/H UL G REORHZHECRIB OIER A BT,

PRI Cld, 48 mg/kg R/ A UL EEEGRHZIW R, B, Mgk O
U L EOIRTERD A H ATz,

Be54% 4 B OBEEE CIL, BGICEE L2 I TEEEME T Lz Z &
B, ZNHORBIIRR LD LB b, (B4, T)

JECFA 13452 D NOEL %54 3% 7E L TU 2L,

(3) 91 BEERM=EHRER (Sv M)

7 v b (Long Evans &, HERER 20 VC/EE) ZHW=T AR &Y —Ld 91 H Fﬁﬁ/rbﬁﬂ
Beh (0, 2, 10 3% 80 mg/kg (RHE/H) (& DB i S iz, £,
KO 30 mg/kg N/ AFGRECIT, MR A D72 OMERER 10 PL/RE 21BN LT, ﬁlﬁ"&

9 RBROFEINRIATH D Z Enb, EEEE LT,
10 FeHACHONT, JECFA OFHliEE (B 4) TlE 25 magkg (KE/H & DM, B 7 OBEEH 2R
L7zt ZA 16mghkg (KE/IH EH-T-Z L, 2R T OBEHIHESWTREHE L 7=,
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OVt B A | 4 T OPERENI DN TAT o 7223 S ERER AR A Joe IR & OF 30
mg/kg WE/ H = GIEOMERES 15 VLI OV T T2 72,

mEEEITR <, RE, BEEL DR ST A —F =TI bR o T,

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

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

JECFA [ 34588k NOEL & %3¢ 7E L TV 72,

R ZeR BT B EICEE LI EN A Lo T2 2 L b Al D NOAEL
Z e B 30 mglkg (KE/H 3R E LTz,

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

Z v b (SD %, WMEHER 100 PURE) & =T AR 2 — L DIREI 52 & 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 FZi3 0, 5, 30 X% 45
mg/kg RE/HZEG Lz, #5013 2 FHEEEE Lz, SEERBEN-T2T2D, 26
BRI T U, SfE 2 TORTEM RO 26 1 £ THAF LIZE O 60%I12-D0>
CHEh Uiz, BRI IE F1o 0, 30 O 45 mg/kg (AH/ A B 5-REOMERES: 5 [T
IBEDFR U7 MARIC DV CFEE L 7=,

FolZk\W\W T, AEREIIL LN ST,

F1 Tl 25 % TIT 45 mglkg (R B H&5HEOKE 92/100 41 % UM 99/100 Fi35E1T
L7z, ZAHOEMWTIX, HERNS FEHEROBERICH X, AR UIMESHMOMER, 5
FHEROMFZ TR O I (REHINE R QMBI EOILT) BA LT,

MIEFAIRA T, %5 3 2>H 1% Tl 45 mg/kg A5/ B #5482 Hb, Ht, RBC X
WBC DX T, WONZHERARMEREL O 2 S 4, #5-6 1A% Tlix. 30 mgrkg (AHE
| B GECFRROFT A BTN, ZAUITREE Ch o 70, AR ERD R :%%i.“%f
ZATTND Z LA, RIEEN O 30 mg/kg (RH/ H & 58D 53t B BERIRE D g 12 &

e sz,

MR LIRS ClX, 45 mg/kg (KE/H BGREOMEREZM4E Chol TN, HEIZ K
DO, HEZ Alb, K OYRMMEK ChE DK T 23A BT,

PR Tl JRZ > /37 B H8 30 mglkg (KE/ H DL BB GREORETHIN L=,

HIRMTIL, 45 mg/lkg RE/ HEEGREOM, O, U o HE Pk, B, . B &
@%XHJ%&LZ%L@ﬁJf BTz, HETIE, FBRO/NYE KR LB BT,

JRBRFARR MRS I, 45 mg/kg (KEE/ H BEGHEOMEREO T, Mgk, Bl OVMgic
BMERIELS 2 PR 22\ EAEI B U 720 E M = o =— 3 bz, 45 mg/kg (KE/H
BeERETIR, O/ NER O EOREIFAR, Z2i b XU 2 Hav, BRE, ML O
FIRRDOZERE DA~ BTz, 30 mg/kg (RE/ HBGHETIR, Ml X OVHIROBIR 722 22 ko> F
D3R BT,

780 OWEREM) & VT MRS/ T A — 2 —(CBT 2 BN IR S, &
PR M OY 5 mg/kg IRE/ H BEG-RERIR U ECTRG- 217\, 30 mg/kg ARE/ H & GHE T

1RSI 2 FEE L 2B DTN T D BEERLE LTz,
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Ha% 0 % 20 mgkg (KE/HIZAET L=, EWE0IMERES 20~25 PL& L, Be5I3
HRATOI, MRS HIRA2E R 1T,

5 mg/kg R/ HBEGREUTHELEZ T 20 o7, 30 mgkg (KE/HFEGRETH LT
RBC KX O*WBC D283, 0 i 20 mg/kg A/ A ICHRGEZW U7 1 202HUWNIIE &
NETEF EpoTe, L LenG, BE 81 HZROBE I L 2 FhEMlatin o, 20
mg/kg R/ H GRS TEBERIIE RS DS EH I ZHIH S TV D Z E BB e
720l ETOWREMIATON AR T, FRLT SR LN eh Tz, (B
4)

JECFA 134352 D NOEL %54 3% L TR0,

(5) 4 BAMEZMEEMHEAR (1 X)

A X (B =7 )VF, MERES 4~5 VT/EE) ZHWT=T AU 2 —)u (B 2% Tween
80) O 4 HHFRHIFR PG (0. 4. 16, 48 XiT 168 mg/kg R/ H) (& X B HiAMERME
ARERN S S ATz,

BT RAE# 29 1R LT,

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

FIRMCIL, 48 mglkg R/ H UL BB GREORE CTRIEOMEXTEEEIMIT L7223, JWEEHE
MBI SN2 Tz, (B4, T)

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

B ZAZESIE, 16 mg/kg (KF/ A LL R G TH 172 ALP O FAIEIZ B
DN ORI T- 2 LG B L (3AR I 72 -T2, 16 mglkg (KT H LA
R BB ARERNIHIN A DI 2 LD ARERO NOAEL % 4 mg/kg (RE/H &
RIE LT,

#*29 4 HFEEMERRR (1 X) (2R 23T R

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

a : SECBIC A BT

(6) 91 BEEZMHSMHHER (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 Atk 98 S iz,
P, (RE R ONERF RIS 28 I < . iR M ONMIIRAE L A0S, TR

12 B HEIZOWT, JECFA OFHIE (B 4) Tl 39mgkg (KE/H & HDHM., S8 7 OEEHZHER
L7=& 2530 mgkg (AE/H L o722 b, BIR T OBEHIIESWCEERI LT,
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R, IREHMRA, DEesE . FI & OYREAAR AR AL BG-ZBIEE L 7B 3 O
Nighotz, (B4, 7)

JECFA 345852 D NOEL £ % 5% L TV VR0,

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

(7) 6 hAMEZESERR (1 X)
A X (B =7 VA, WEES 6 DURE) Z2 W= T A_U & —vd 6 M H A 72 vk
A5 (0. 5. 30 X% 60 mgkg RHE/H) 12X i atEmM iR IEhE S iz,
FMERT R A2 30 1R LTz,
JECFA 134352 D NOEL % 5 mg/kg (KHEH/H LERELTW5, (B 4)

FDA [ZA#% > NOEL % 5 mg/kg K#/H L% E LT\ 5, (B 30)
M ERERE, 30 mgkg (KE/H UL ERGRE CHEIZEEEDIK T, FHERE DK
TALBNEZ LD, ABRO NOAEL % 5 mg/ke K8/ H &3 L7,

# 30 62 HRHEAMEREERE (f X) 12 23EMET R
Bh&E ﬁkﬁfzﬁ
60 mg/kg R/ H | - (REHINEOHRED
- Hb, Ht X U*RBC KT
- REER K O Okt e O R DI R
- W - EE BRI AR (4/6 1)
30 mg/kg REE/H | - M : BEHEOK T
Lk - WBC (RFRIZHFHER) KT
5 mglkg (KE/H | FEPEAT R L

(8) FIRUAJ—ILRIILKFL FD 13 BMESHSFESHER (v b)) <SEEH 1B
>
T v b GREE. MEBIROVCEAI) % W=7 AR B — )L Z LR Y RORER
OBGIC X 5 13 i H R (R GEAH) T, SHARICBW T, MR/ 3
T A— B TR T B LN T HALTE DS, &“Ef (2B L7V MEFEET L & b S vie, e
P, FERZEE L O R DOIE L G L D8 L L CHIT S, Tt L OSSR
ZEMl X, 34 mg/kg (RE/H UL OG- TH %ht# 12.9 mg/kg AE/HLLF TlIA b
7pino T, NgOBESMEIL, MR O L QNI OMEERR 2 1 © WisEE ok
TNRFx S H0, PREE EOHINTMET 10.9 mg/kg (KF/H UL EOBSETHLTHY |
3.3 mg/kg IRE/H LU F Tl I A Do Tz, T X9 7RO A3, fEEEI %
T LEWERZRNET 20008 5 INIARHTH LM, BIVER &9 2 I TEEISHIT 25 2
DD, fEFL LT, EMEA 3438 NOEL % 3.3 mg/kg {AH/H & #%E LT,
F v NS OEMWTE A N T LR A2 — )L Z LR Y RO AR O G- ER T

1B PRI DIERS A THD Z Linb, BEERE LT,
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FEhE STV, (BIR6, 17)

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

~ 7 A (CD-1 %, WEMESS 100 VLRE) ZFWIZT Ay 22— 25 ) H ITREE 1
5. (0, 25, 100 XI¥ 400 mg/kg (KE/H) (2 L DM 503 AMEOFG RN F20E X
i, MIEFHIREOT- O, MBIEEE U TR O 400 mg/kg R/ H £ 582 e
1% 25 PLREZ BN LT, S PRARAR FAORA 2 R REHE O 400 mg/kg (AT A 5-8E Tl
EHIEEHT OV T, 25 LTV 100 mg/kg RE/ H BeGHE Tl 6 D 3 Ellds & OAIRAYIC
HE NI B NI OW T T T2,

BT RAE 31 IR LT,

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

R QYR BRI Cld. IRDIBERN 2 TORUCA BN, JREHREFAI
I% 400 mg/kg REE/ H & GREOREZ DA HANBEREEIZHIIN LT e, HNBEORER
MARETH Y . 2O X 5 7B XIRER D0 K L TR S = i@ L Tab
NTNWDHZ NG, #RMEORE & 2N G OIROFTR & OBMRIFEED LW & &z,

TE IRV AR U — 7 ORAESERE BAGER ORI RREL 0 LN L TA LN (3 32)
DS, FERHFRIZR I IR CE BT A DT, & TORAEMEE IR 2 BEFV
7o 28 BRICEES < Z oI O 7T — X OFIHN TH -T2, (i 4, 12)

100 mg/kg AT/ A LA B3GR FAIRRZER LA 2 B AL, R NIRRT AR U — 7 23
BROFRE L 0 I L7223, AEEITRLS, & TORAESFE TR O 5
F—H DHEPINTH 5, JECFA 345852 NOEL % 25 mg/kg AH/H L& LTV
%, (ZH4)

72, JECFA Tix, v~V AT v F ORI AMEROBEFH IR M ONEZE D%
ABEERRFHC T D RREEOE 57— X OIS LT, B S22, bR
DA S, WEDW D TH D LT Hivic, W70 - iz Vo380
AAEEREROFEE AN & A S 4L, BUTOFFR TE 2 FIRICH]> TIThi /e 2 &7
L., (B 4)

FDA 134582 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 23 MEATR
e ! i3 i3
400 mg/kg /| - FEEROEILSUI VYL, FEZ | «RBC KON WBC KT, 1/ MiASdE
E PE, RS KOG R EAROBERS | N
RN
100 mg/kg (RH/| - /NEHLOVERTRIREOZE R LOEEN | 100 melkg ARE/ H LT
HELE TR L
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25 mgfkg A/ 1 | BT A L |

# 32 TEPIRREIZIR T % I A sE

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 EHOAMEHEHER (S )

F v & (SD H&. MERES 100 PL/EE) A =T AR & — L OIREEFE G k. 2184
MR AMEOFE RN E S 7z, Fol2lZ 0, 1, 2.5 XX 5mgkg {AE/H % 60 H
M H- L, 20k, 2B DR L OVt S TG Uiz, [7] UREERLC F1l2iX 0, 3.5,

7 X% 20 mg/kg RE/H % 28 MHRMR G- LTz, XFHREER O 20 mg/kg IR/ A& 5HEC
ci@:&tﬁt&%\ 25 PUREZ BN L, MEFROREIC AV, B 5BEG 12 7 H %O ik
(ZITMERES 10 DL/BEA TV, SRR A2 COBEBREMIC OV TITV, TR EBREAR AR
E%xﬁﬁi’%ﬁi&(}mﬁﬁ ERGHE T2V T, PR HERGEEClE 8 o -2

&UWHEE’J T DAV DUV TR L 72,

FolZHV \T\ | %ﬂ@% 3B BN h o Tz,

F1OFMEAT AR 33 1R Lz,

SFFRRE & Tl LT, NI - e SEAE I I OV S O FHRRERME P O S8 AEAERE 23
LEEGEETHIN L. GR 84 TN 85), PTALOBGEHFIIRHICIE, BERICHEH IR E
FE I BT, BFRAEME L Z ORMBER ISR D T — X OFIHNTH -7, (B
4, 12)

20 mg/kg (KH/HEGHEIIELE, HHPERBUE, &2 L AT a—/VIE, FEEROZENME
T OV REIAZENE DS P2 S ATz, B PR 1~ S e S OV SR DAL ER P I D 6 A
BERE NI OB GRETIRIIN U720, BB L, & TORAME TR O 5T
— 2 OFIFANTH % & L, JECFA (3435 NOEL % 7 mg/kg KH/H L% E L T

. (M)

F72. JECFA TiX, ~UAKWT v b DFI ANEER OB H IR K ONEE D%
ABEERFHC BT RO 27 — X OF I LT, HiEZITV., BUTOET
X AFNECHI > TITb = Z EHA L7z, (B 4)

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

BN EELZERIL, 20 mg/kg R/ H 58T WBC & UMFHERI O OO NE
WA E DI T E%wt_ Enh, AR NOAEL % 7 mg/kg (KH/H & 5%7E L1z, 0N
AEITH B2 T2,
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% 33 28 I HEHEMETENE RN AMEDFEFER (T > B) 1Z81T 5 F1oOmMERT A
B hE e iki3
20 mg/kg IRE/H |« FELCEREEMN « WBC & OUFHERE DAL T
* WBC K OUFHEREL DT - JHHisA RN A2
- 3% Chol #4111
RO, KBz,
eSS
L E N e
7 mglkg (KE/H | TR L FEMEAT R L
IR
3% 34 = NIRERTE DRSS A AEE
_ B (mg/kg (RE/H) e
PR, 0 0 3.5 7 20 RRT 4
TENERIE AR Y —7 | 3/99 5/99 9/98 999 | 10/91 1/69~7/58x
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 ILS<
735 TG ORARRER M PRI RS A A
‘ b (mg/kg AHE/H) T
R 0 0 3.5 7 20 T =2
I 1100 | 2/100 | 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 BRIZHAS<
(3) FILRUAEI—)LRILKRF L ROEEFERURENA MR
TN B =)L A LR RIS B @R MRER & O 28 AR 2 550 S
TRV, LLZRINS . TR &) — U DU T A D MBSy

IZIARBNTEY EMEA X, 7 v I~ T ZADWT U T HEIEREMEIL A B

TWRNE LTS,

N

. ATERA SRR

(=6, 17)

(1) 3HEHREREHAR (Sv kM)

Z v+ (Long Evans ) #7002 — )L OIREEF S [TREFIEEE 0. 30,
75 X1 150ppm (0, 2.3, 5.8 XI% 11.6 mglkg KEH/HIZFHY) ] 12X 5 3 HAREZ R
NI STz, #5-ERMIOALE 64 BRI GRLE Uiz, HEWEE: R4 7- 0 Ik 12 T
SO 24 PLl U, AR E S22 BIHESE, 2BHOER (F,) 2R RICHWZ,

B ONCREE, BER, QR TR, ERER, R, ERE ORER
RE~OFBIH N> T,

BHLIRIF, 150ppm £ 5-HED Fia &l O Fo[REMA D7 A7 K OMEREHEIIEOVT
TG PME T Le, (BH4, 1)

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

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

FDA 1%, A38RI2H15 5 NOEL % 150ppm L% E L TW5, (&84 30)

A 1(}_%,%\:: . 150 ppm & 5HED BT O I A 4728 S OB E DK T 37
L2 &b, @3% 245 NOAEL % 75ppm (5.8 mg/kg {KH/HIZFHY) . Hif)
WMNZITB G- OFENBL NI -T2 2 s, BlEWcxrd % NOAEL %k HED
150ppm (11.6 mg/kg (AE/ HIZFEY) EF%E LTz, BIHREICBNIA DR o Tz,

(2) £EsEUHER (Sy M

7 b~ (SD . M 20 VY/EE) Z A= 7 LR &) — )L (414 0.5% gum tragacanth)
OFEHFE O E (0. 1, 10 XX 30 mg/kg (KH/H) (2 & 2 A5 MERERD I S 7,
P52 A3HE 60 H R D BIEHM Ofcth £ TITo 72, HEAARBGMEE 1 x5 1 TRELL,
IR 13 BACREMY) O 5% 228 AVE L C BN E AT 2 & L bic, 7%0 ol
IXBEARGH ST, B RORE 2L E TRIZR LT,

30 mg/kg IRE/HEGREOREHIIBW T, (KEEMEME T L, 4 B30 :tzzﬁ%
JVE STz, M, 830 mg/kg (REE/ H BEG-REONL R K O Sy HIE NS
mg/kg K/ H#5HE0 S8 FH ORI Tdh > 72,

30 mg/kg (RH/ H & GREORETITRERDO/INUER Z B, 810 BN FREIZFER DI
TERRZ > TR, ZAERRICIXE I A DR -T2, 10 mg/kg R/ H#5RETIE
4/5 WJGC%]F@*%%H%@@ﬁREBUDV% bz,

IR 13 H O ENAEY OB TlE, 30 mg/ke AE/ HEGHAZIBW T, WINIREIC R
BT, BIRE OB N H O (BEER L), oS E7HETIE, 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., IR &
O TEN R B I A DN o Tz, (B4, 7)

10 mg/kg RHEE/ H UL B GREZH 52372 B R OB DI A i, hE
BRI A LN o7z, 30 mglkg RE/ A& GHECRIEE R OREIME T L, [H
HE IR DWBNTEIRFBEOWNC L Db D EE X N2 L6, JECFA IZNOEL % 1
mg/kg (AE/H EREL TN D, (B 4)

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

(3) FEEH - REEEHER (Sv M)

HRZ >~ b (SD %, 25 IU/EE) ZRW=T AR 2 —)u (B 0.5%MC) Ok
O (0, 5. 20 X% 40 mg/kg (AH/H) 1 X 2 JEER] - =230 53003 550 S 1
7oo —HEUT7Z0 19 PUiITRE AR 16~20 HIZ, 780 @ 6 PLIZIFHE 16 H 2Bl
20 HETITo7z, &2 TOREMWE BRI S Wiz,

RHARFEMRIE ONZ IR S OV il k9~ 2 P8 A VR o T2, 40 mglkg (RE/ A5
FEZBWTC, HAEROREREIL OVREMME T L, PP b HH S £ TH
ST, BREIBWT, FNEN 6, 17, 4 KOV55 Bl REMNNGEL L=,
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40 mg/kg RH/ H 5540 B T, Mt & OV gD/ N Al ONZ BB B D 4,
;ﬂ%i&5®%@k%2%ﬂkﬁ\ﬁﬁﬁ%wkﬂ%ﬁ®ﬁ@%®ﬁﬁ9ﬁﬁokk

B, AR SRS DR T2,

O I IFEE N QYT AR 7 VR B — )L DB T I G T 7278, 3
AZRARENRY T — Z I3t S g o7z, (B4, 7)

40 mg/kg (AH/ A& HHE TN ORI OFRFLIAR O REMW) O AL ORR OfK
TARZ LI, HAENREMW) Olias DRERIE 2 S 500 < BOOFHLSH >7- & LT,
JECFA 1345882 NOEL % 20 mg/kg {K&/H EREL T\ 5, (B 4)

FDA 345352 NOEL % 20 mg/kg (KE/H L5E LT\ 5, (BHR 30)

o ed o = !@WJ THREDOREI I LT, 40 meke K/ B HGRAZFEIE

RELOREEOK T, RO LEREENA LN EnD, HEWICRT 2
NOAEL % f = & D 40 mg/kg (REE/H R EONEE)IZ 5% NOAEL % 20 mg/kg
KE/H EFRE LTz,

(4) RESHHER (THR)

R~ A (CD-1 %, 21~26 IL/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 <
7oo HG-Z2 R 6~15 HITATV, R M ORI 2k 18 HITHE&E L7z,

B D2 7o REATRME, WRIIESR, MBVAAREIF ONTR RO/ ER, NIB OVE RS DF&E~D
2 R 6Woc7b>o7‘_o (&M4, 7)

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

FDA 1%, ARBRIZIIT 5 NOEL % 30 mg/kg (AH/H L% EL T\ 5, (B 30)

P ERESIE, WL OB AN LN -T= 2 Enh . ARBRICEIT
% NOAEL % & & D 30 mglkg IR/ H EF%E LTz, {EATIEIRA DD o T2,

(5) RESHHER (v @

Z v b (Long Evans s&, Hff) %MW e—@#HORERFE ST\ 5, KRBRIC
FEEERO T vk a— a2 v, 5 2R 6~15 BTV, REWA 4R 20 Hi ﬁ%
FEALE L, BA G, (REEINEL O E /3T A —& —2BT R OBIER %17
ofc, WEMNZOWTIE, BEEGR, R, . PIBRLR VB O 250 ~7,

® HExA

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

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

NODIENORLNTAFRIRICIE, BHEELRMEEOKT & & bz, 2R, N
B VB DR R B BTz, 30 mg/kg NEE/ H B 5 CRIER émmﬁﬁﬁrﬂ%@ 25,
/INBE, BEIRRE, RBRE O A D MUBEL M O INEIZ DWW TIE, [RIEROFT R o
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BEREC L BN, ZIDDATEORABEIIERE 1~4 RS, &EE L ORE
1T LS B TIE 20> o 7278, 30 ma/kg (R HIRGHEDIGIR LR URIOEE TH 5
ZEmn, HERME R L OREAZHMICEET D I EIXTE oot (B4, T)

@ 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 (AE/ H & GHEOIRIRIZHB W T, BEBRE R OMREMME T Lz, £/, BIVE,
SHEAL, /NEIE, MEARERGE U3/ NMEERIE 72 E OSBRI, IRIROELREBIET 5
fEm 2SNz, ZHHDOFTRO—ET 5 mgkeg AE/HLL FO®KEREOIRIIC LB
SNTZA, ZN D OBEREIT 10 mg/kg (RE/ H&58#E XL 0 B L 0NK - T, BINES/ N
REREIL, A 72228 Bt BREDIRIRIC bBlIZR S -, (BIR )

JECFA I, 10 mg/kg (KF/H OHETIRIZORBE IR L, B/INER & ORI OMEE
DHN L7z SR LT 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 vy &2 —)b (0 XU 27.56 mglkg (RE) & HA[A[5@iH#E
OG- L, #1548 B OFFlga B4 U CRzlgssts Lz, R Z » b (30~60 JL/ET)
(2 2D 29%HGE BRI A TR AR G- U T, MR IETT 0.42 mg/kg R/ H AR & #5H
SNz,

P GAZBEE U 7= AIREME D & D ME— DFT FLIL, B GHED 2 JEICHKT % 2 TEolRIR
(2/248 #) \ZH BN EOEECTH-oT-, IS OFF RITRREED 460 # Tl
HENTELT, HE DITRBRIERMR T EC LA LNARWVTRTHD L L

TW5, (M4, 1)

NS OFTRMBE I NZRIROBERHMECIX, AT OB LR E DT
—T7 4777 FELTREINTND Z LE2ROHTN, RO aMEE T 5 2 L1 T
Xphote, (B 4)

@ HED<SEEH 16>

A (SRR ORI 127 &y — 0 (0 XX 16.5 mg/kg RE) % BRI O#
H.U, %512 AROEZ B U TR L7z, R Z » b (20~22 PL/EE) 1220
10%. 20% % 8 30% G TSR 2 IRAT B G- LTz, SEMHEREIL, £ 2100 0.02, 0.04
TR 0.06 mg/kg AREE/ HITARY & AR S,

0.06 mg/kg REE/ H B 5-HETITWIARE AN L7223, WD 9 S 7=~ 1
BlOT—2 ZRITIX, B CTHEREEIIAONRN-T, 4, 7)

U —FEY 720 OPEICHOWT, JECFA OFHiliE (B 4) TIX19~20LE H 505, ST OEEL
MR LT2E 2 A 18~20EL BHoT=Z Enh, BT OBERHIEESW TRt L7z,

b R L U CT R Z ) — LISEEER G- S TORN D s BEERE LT,

16 YEBRE & L CT AR Z ) — VRN EHER G STV Enb, B8 EEE LT,
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JECFA |3, —#HORER Gk A~D) (28T 52172 NOAEL (% 5 mg/kg {RE/H
EBZBND LTV D, (B 4)

BNZERERT, W A KO B IZBWT 10 mgkg R/ H L ERGREOIRIZIZ,
EE@E&U\{ZFE@EET BAVEEIE, WONTRVIME, BHER, MHEIRBRIE ST/ MRERE, /)
TIESE DRIV IRLEBDO BN TS Z &, KOOI HOaERD 5 mgkg KT/
H UT@&@#T# LIVICFTED S IFRBEHETH LN D LE L THYD | £NH DM
FEBERNZ LG, R A KO BIZEBT 2 2K/)72 NOAEL % 5 mg/kg RE/ A & &E
Llc, Flo, AT SH D &k LT,

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

RS >~ b (SD %, 3~36 PU/f) o7 %Y —1 (0. 5.3, 6.0, 6.62, 8.83,
10.6 XX 13.25 mg/kg IRE/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 A NG STz, 52 IR 8~15 HIZITV ., REEM & I0R 21 HIZZ2455E
RUE LTz, FERIISEEE 17 OB O TREINTND

TNRH =)D 6.62 mglkg RE/H UL ERGRETIE, WINER K OB O HEL
LOWINNZE LS T, B EE OB LT, 8.83 mg/kg {AH/H LA F&GHETIX
FRIEREIMET Uiz, R, BHEHEEM VG ORTE ThoTo, EMERICFEROFT
RS, TR =)L ZVRFT R (G C) D€V (7.02 mg/kg K5/ HLLE)
THLIZN, toE (@A, B, E, F, J. I, HEXOX) TixWThd gz
1 IBBIRD> T,

SKF-525-A ORI E-TlL, 70 & — )LD RENE N OS8R T T 52 o
ﬁéﬂtoﬁﬁ%CkSKF&5A®ﬂﬁ&5T% R C OiRE: @&U%L%g
EFERICHH STz, &4, 7)

? v hOFRAFERER [11.7. G) KTN6) ] D, I8 - JRIREBEL OV ERE )N 8.8
mg/kg RE/HLLET, BT (WUKDORE) 28 6.62mgkg (KE/ALL ETH LN Z
EMD, BEBHEDRBEZMEORWEIE TH DL & LT, JECFA (Z2H 60RO
NOEL #% 5 mg/kg A8/ H L% E L T 5,

Flo, THARUES— VAKX Y REEELVOHETRGTHE, TAXUE Y —
IV TR BRVIZFT L & EMERNZFEROFTRAE G223, D 8 FEORFM TIL, Wi

WENIAONIRoTe, (BIR4)

FDAX. 7R H =)L T VR B — )L Z)VTRF o RIAR A AR DO NOEL
% 6 mg/kg (RHE/H EFRE L TV 5, (B 30)

17 B UDATTET, B4 0 HO BB R GREAC L > TUEHOE R H 5 Z 258k
L7

18 REEO—RF72HEMW P RAZEM X & LTz,

19 YEEREIZ OV, JECFA OFHiE: (B 4) TG G 23550E& STV, 2R 7 0%k
MR LT A, GIEEEN W22 &b, SR 7T OBRNIEESEFi#E LT,
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(7) RESHHER (S k) QO<SEEH 20>

A (SRR R OMERIIREA) 127 R & — L2 B 05 (0 T 20 mg/kg (AH)
L. &5 24, 48 } T 96 RFf]T2 DATH# A HRE Rz LTz, iHRT » b (SD SR, VL)
(ZTNARE =) AT D 40% a2 1REE I G- L, 8 AR athaklings ke <
i, BHEA 0, 12, 24 X 36 mg/kg (KH/H & 725 X D IZFPEE L7223, gz L
TERLEEITHE TS o7, BEZITR 8~15 HIZIT\V, REM AR 21 HIC
LERHCAE LT,

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

JECFA 134382 NOEL %54 3% 7E L TV 20,

(8) HESMHER (VUH)

R Y (NZW fi, 15 JUEE) 2 AW T AR 2 —)L (R - MC) D5l
H#5 (0, 2, 5. 10 XIE 30 mg/kg (KE/H) (2L D3EmMmln 3t S iz, BY5
AR T~19 BTV, REEMY 2 400R 30 HIZZERAEALE LT,

FEWIZEBWT, 30 mgkg (KF/AEEGRECTHRIENEIM L=, Dl EbED—
ERIFBYYE X FERICE D b EHERI SN2, —05, REIZOWTIRENIZE T 548
R KE Dozl WINOEGEHIZBW T H AR & O CHEEHFIIICH BRI
S ed o7z, 10 mglkg (KRE/H UL ERGHETIE, ER0IHID & I )N T TREE)
WMIOIRER D BBIEZ S A, 4R 0~7 H R OUHE 7~19 H OREHEIIEIZITRIREEE O
[H CHEGH AR B2 ZENTRO b,

30 mg/kg AE/BFGEHCRBW T, FEREOFERET &, WINIRE L OVKFRAEDH
DA B 4072, 10 mglkg RH/ H UL LB GEETIE, Ia L OBHER K OMAE 2 S vz,

(&4, 7)

JECFA (. 10 mg/kg EH/H UL EEGH CHRILCHEREEBIEDRAONTEZ 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 KE/H UL GRE TR & R CTREEW)
DOAREDED U, MBIROBER K OMRED IR SN 2 Eonh, AT 5 RE
JOWRYIZx9 % NOAEL % 5 mg/kg IRE/H E38E Uiz, £z, fEaEILH D & f
Wr L7z,

-
—
-
—

(9) RESMHR (F) <BFEH 2>
Fa W s AT RN 2 BRI E ST D,
AL S W7 (Dorset Horn Cross fijz OY Clun i, 15~44 SE/BE) (2T /v 2
—/L%& Lo FCHERRO#S (0, 7.5, 10, 15 T 20mg/kg (K&E) L, BASIES

20 ANZBEEORBROTEINAA TH S 2 L b BBEE L Lz,
2 FH e MNTEBMINTND 2 ENEBEERLE LT,
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Wi, BGZ2HR 17 Bl To7, 2 BBRG O S EoEEIT e Eh, 71, 43,
44, 43 KON 428 TH -7,

BEWIC BT, BB DR > 7208, 20 mglkg RER GHECRENMBORE
IZHAREL BTz, ZOMORENIIIETHETH Y . FERMIC 20 mgkg KEHKE
REDAELEIR S L HPE 55 B CICAEFE LZIREITE T Li-, BBIsEDE R IpEH
(ZIEE S 7 & ST 2 LB EESEAVE STz T2, HPEVR DOFER ORHERERIT, 0,
7.5, 10, 15 X TN 20 mg/kg (KRB GRETEI LN, 22/123, 4/67, 11/73, 12/73 K}
39/61 B CTH -7,

I HDOROFIRTIE, 20 mg/kg (KB GHEAZIW T, FRERTZE, IBE, i
K OSER DA S, 15 mglkg (KELL FHRERAIRBW T, BIROZAL, RIEEEL W)
RIMH BN, (BHR4, T)

(10) FIRUAEY—=)LRIEKRFS FOEBESHRER (v b)) <BSEEH 2>

T NN E =)V ALRF Y RO T v & W T AR SUTEER, HPER D FMEIC
BE 2R s o7z,

FPEIVROT AR E Y —/UT L IR E ERE LT D 2 ERENT
B, TNZND NOEL (X 15 &X' 5.8 mg/kg IKE/H Th 7=, (B 6, 17)

(11) PIRUEJ—=LRIKFY FOEEEHHR (v b)) <SEFEH 8>

Z v M ERAWERAETERBRN G, TR E Y — )L ZLRF Y ROEAER ST
RFEEMEDS, (KH 2 (Tmg/kg (KE/H) 5 ClIEFGERED VA U2y, 6 mg/kg (KE/H
DG TCIIEIIA DN o T, dRIREEDIL. T OFRGEEEDMEA RIS
Do D70, IFHITHREFEICEET 5 L DRO0DBAHTH LN, R FEI UKD
TN — T HICAMEIAE R T2 A 32 2 & D, R ENMEAT B
TEHHDTHDEWIREITZYE EEZ BT,

F v FUISN OB A N T L B — )L ZOLIR L RSB 2 BRI S
T, (ZHe6, 17)

8. TDOthdDEER
(1) BRRUKRERZEHMERER (D5F)

Y (At MR K& OVEECANEA) DOFEIRSEIZ T L &) — Ul a2 T (100 mg)
SOHEGE U7 B R ST B R IS PAZEMEIC B A (500 mg) L. AR OV Ol AR
DNFEfE S 7z,

W DOFNAZ BN T—IRMRIEERIE A v otz, (B4, 7)

TN =)L Z)VRF T Rid, U EOIRE OB LT RABSER IR S
ol (BRI

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) REEHER

TN B — T2 R S o Tz,

T NAR ) — )L Z)VIRF R, E/VE v b &2V - Maximization i®REBR 1230 T
BEDORER A R LT Z EvD, REBIEWE ChHH EE 2 b, (17, 18)

(3) RURXA 2 ZI—ILRILEMDEMFERVMERIZ DT

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

JECFA %, 7 AU &Y — % DT — g ERER A o= B0 < D,
RURA IZS = NVRCEMDOEMTFHINER D 15, F2—7 Y VEHEIZHEL, Witk
IR O R HOMHIIC L VBB SN 7259 L LTW5, (B 4)

Rhynchosporium secalis (Barley leafblotch) DB-F=—7"1 & 378 (BAR)
XIF198 DT I ) Ba R I NE I VBT ) S AERIETB-TFa—T ) ¥
RO (BEA) RERLL, ENENORT 2—T Vo H LRI ERV AL I
—VRAEEID I NR BN U T T 2= VAN A — NREEMD = N T =T
JVT 25 L DfEE ERRET LT,

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

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

(4) PILARDZJ—)LRUKEY C 12T 2FEMRBBEROZELFHORTIC DT
O FEYRBBROTZELSMHICONT

HIRT v MR PE S 2G5 U236 (1L 1. 3)] 2B\ T, TRV Z Y — LK
MG A L0 B3 C i, MEICZ<BATLIZEWmESNTWD (B]#10),
7 v boF3ATMRER [11.7. 6)] IZBWT, TR Z Y —)L T VORI C O
B CRATIMENA LN TS (B4, T), TARUEY— bz 2a~v A, vk
IR T v MR G: L7EBRICI W T, IR ENEINL . B (U, Dk
AEHDL L) RLTFHEDEA T VR 2 — LB B L 0 b L2 L S h
TEY, 2V 2~ A L NTARCE S — L ORI T S, R C o4k %2
il L= "lREtER &5 (B 31),

INHEDZ ENG W C BT NN Z S — VORI B 545 2 L AVRIR S
iz,

24 Carbendazim : XU XA I XV —/LRDEHRK (B 29)
25 Diethofencarb : 7 = = /L /)L XA — RRDOEHK (B[ 29)
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— 5T, Ty FOREFERER [11.7. (0)] IZBWT, TARE Y — L IREY
C%SKR&&A&@%&&#%&\7w&yﬁf~w&wﬁﬁwcwmfﬂ®%ﬁﬁ
KOG I HTERITHH SN L EnTng, B4, 7)

SKF-525-A 1%, CYPZB ol & LI=PHERITH DM, nvivo TlX, ftiod CYP 45+
FZFHFETLHEBE2ONTEY (R 32), W Clx, SKF-525-A Ik Vg
CYP |2 X 0 AREIMEtE S T2 72 D1T Ykl ClIITe M M O EE R ML DM S iz =
EDRIBE LT,

@ MmIEhRE LEFHEDBHRIC DT
T IR B — VPR B O SER ORI C OfEiEE & a0 BRZ2 % 36 12
w7z, (B 4)

#* 36 @M C Dix ﬁuﬂf{qu)i%f” AR D BEAR

TN BT v | ImE R ORE C D S
W (mghkg (KE) | BSIE (gml) | OO

ES 10 2.50 HY

4 10 0.57 721 a
A 30 8.82 H0
F v b 10 6.6 HY

~ A 30 HE 9 2L

tk 400 mg/t | 0.16 FaLb

a : TR A DT DMESTEEI T A Do T,

b EXE %ﬁméﬂtnﬁﬁf ESAAN

B IRBWREO S GEIER T 2 [IL 1L (D] ROk MNEFIZT A2
— NV E¥E U= (111, (9)] Tk, 7ARCE Y — bR C ~DOZHIT I
FMO & O CYP3A 3 7FE23, {3 C 725 A ~DOZEH Tl CYP1A 70 FFEN 572
EHEINTWD, (&9, 15, 16) ERERBRICEKIT S e FoRERIT, W C e
N T CYP IZ L DR A ~ERE@IEND 720, Ty MU X0 & fEhREMR
MBIl bDEEZ LD, B MBI DA [11.9] CTHAEMHICEITERIZA
LIRS Z BT EEZ BN,

9. EMZHITZHER
TR Z =T B MW THEIBO A4 BEGYEDTERRIZ 80 7MET 6 A=
AN TETEY, TOHEEHAEIT400 mg/lt FTHD, b MIBIF LT AR E Y —
NOFE BT 2 AFTRITE S D,
FAD 2V TICBIT D7 4 —/L FRERIZEBW T, 16~18 %D 17 NDARBFELEN T
BRI 3 A, REEIT 400 mg DT AR A — )L 2 HEl G S =0, B
WFNOEWER b A bRl L ESTW5, (B4, 12)

26 JECFA OFHliE (B 4) Tt “mg/ml’ 72> TW5H03, FEYEREEORER D “pg/mL” & H|Wr
L7
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TNRE S — )L ZILTRF Y RO hA~DIEL BOHAE U AFREW L2tz Hon
T, FIAAREZR T —Z X7\, (B 6)
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I
1.

. EEEREEICEITS5HE

JECFA (2§ 1+ 5 51

JECFA (%, 1989 fEIZT AU Z ) — LAl LT 5,

TN E = VO L DI b BE eI, £ OEATHERTH Y |
7 v MZBIT 2RI (imb defects) 235O B MEOBWEIE TH D L%
Z BT,

T v b UYEROA X EAWEEEORERICEBW T, 5 mg/kg K&/ H® NOEL 73
WhEIN TS, 7 v MERAWARBRIZBW T, HEloxtd % NOEL 1 mg/kg {A5H/
AL TWAD, ZORBRICEBIT 5RO EEIT 10 mgkeg KFH/H ThH b, £7-.
F v b AW HREGERBRIC IO T, KE RO 11.6 me/ke KE/ 0B SHETZ
REICE T2 < . IREM OIREREIINHNC £S5 % NOEL 5.8 mg/kg A/ H AR E S
TWn5,

“hbnZ s, JECFA (%, NOEL 5 mg/kg R/ HIZ444%%% 100 235 L <.
TNRE ) —)LDO— HIEBREFRE (ADI) % 0~0.05 mg/kg {K8E/H L& E L7z,

LAEE 100 1L, TR —UIHONT, B MIBW TN S UL <, H1eH
RS D Z & 1T A EORFIMERTTERRIZRN T &, B MIBWTIEHEMLE L
THEHASNTWAZ & BRTOBRENEIND Z L EE2BE L TRESIN, (B
i 4)

2. EMEA [ZHF 4 5HT

EMEA 0@ HERNZEES (CVMP) 1d, 1992 F127 v N RO FOfEaME
(Z%F3" % NOEL 5 mg/kg A8/ H 122244558 1,000 ZiEH L, 72> —Lo ADI
% 0.005 mg/kg (KE/H EFRE Lo, ZORKX LR80T, AL EZ 4 5 DI
WE LB Nz, (B 6)

1996 4EI12, CVMP (7 ARy & — )L Z)LRF S REFHE L T4,

T IR ) — )L AR RIZHOW T EC 33 HHI (Rules Governing Medicinal
Products in the European Community) Volume VI THerr S 7= 5Bk 7 2Tk S
TRV, TR E Y — )L Z)VRF Y RIZT IR E ) — L ORFWHTH Y . W4
ORFNIFHAEE L TN D, 207, BULEM TH LT V&2 — LV OFERZ
HLTTNROE S =)V ANVEF Y ROT—X ffise L, e fld 25 2 L3 AhEEe
Th D,

AT, e aliln, st e OSSR & W o 7ok 2 728 kb9 5 NOEL (% 5
mg/kg RE/H TH-7=, = NOEL (2448458 1,000 Z#HA L, 72—k
T NARUE =)V Z)VRF v RO I % 7 /0—7 ADI % 0.005 mg/kg K5/ H
LT LT, TOREXREMEINT. TARU ) — U L0 A Uit o EiE
RO DITHEEE Rl Sz, £, BIEEEY A7 B0 & SNHIEK BEDHERS
VTR, ZOREBREPRINCEID | VA ZH/NRITEL B2 b1, (B
FH 6)

CVMP (&, 1997 4Ei2Z D ADI # i L T\ 5, 1992 4ED ADI ORRELIRE, 7V
NRUH ) =N OLZEMECE L CRIHRREE I o T — D EE T — X (I~ 7 A% V-
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in vivo D/MEBBROFERTH Y | Z OFEFITERIFMEDfERMEZ 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 fRfifgas S iz, (B 3)

CVMP (X, ZDtk, 1999 FE(ZT IR & — )L Z)LRF v ROFHEEZ . 2004 £
T IR — )V DOFHIEZ AT LTV D03, ADLIFATE STV, (B 17, 18)

3. EMBFFIZHIT SR
APVMA (%, 1994 2T v b OFRARERRR L O X O 2t IS <
NOEL 5 mg/kg K/ HIZZE25%5 100 Z#H L, 7% —d ADI % 0.05
mg/kg (AE/H EFREL TS, (B 12, 33)

4. FDA [ZE T 558

FDA 1%, 1989 4RI T /U &) — L& LT 5,

FDA I%. 7 v "R OESEOEWVEMWIRE CTH D | AR & b EOE
HEBRTHD LB L, TR E Y — )L OMRIRE Y DL BE 2R ET D200
NOEL %, 7 v h&HAW3EEMERER BT DI TAER N S < 5 mg/kg AH/
HCThb L Lim, ZOMEICLEFR501,000 2@ L, 74> —1d ADI % 0.005
mg/kg (KH/H LF%E LT-, (ZH 30)
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V. BAafEREETMm

1.

FILRUE ) — )LD ADI FRFEIZDLNT

BFOE s ERBRIC BN T, TR Y —UE, in vitro Dt b 3Bk Z AV
/IR ER N OB 3 BERER . CHO a2/ MEBRIE NS 1n vivo D~ 7 A
b/ MZRBR TR R 2R L. SR BIEIREF RO/ NI G5T 5 & U U BRIT/IMZ
Ko QMR Yt Ay RASHAZ 3R LT TR B —)UTF 2 —T7 Y o LS L INE D
EAEMEETS ZEAEE SN TWD Z 06, EatERBROBIERRIT DNA 845
IZHAS LD TIF R, X\ EEENETHREMEFRICL D LOTHD, T
VEY = VOBBEMEICIIBENRE TE D EE X, LIRS T, TARVE Y —)L
X, BHESRGS & U CEEICER SNAIRY . ARIC L > TRIEE 72 5 B85 m IR
ERNEEZ BN, T ARG v & W TA8MERR SR ANERFE BRI BV T,
FEININENTIA NI T=Z LS TR E Y — ) TBEE NI AME Tl <.
ADI OEENFRETH D &l LTz,

BRERMERBGE TN D . TARUE Y — )L O EIC L A8 FICHE (TFHaZe
NRZEME) . FEH (RS IRIZAES) K OUmE (WBCKT) 128D bz,

T N RO XA V=R A FMERBRIC I T, 10 meke RE/H UL Lo EET
B O DR AT FEPEDSERD B, IRIEETE & U CRV/IMIE, BREEL, MEARERIE 3/ NIRERSE,
/INHHERE S DFEFE DR S AT,

TN — LV DEFERMRBR O RN O LIRVHETALNT- X, T v b
% TR ERBRI 3 1T DR OB CH Y . NOAEL 1% 1 mg/kg {K#/H T
Holzy LNLERNG, ARBROR/ NEEED 10 mg/kg (KF/H & HEFLERIIBAS A
TZOHAREOENRKE N & Ty bafviz 3HAESRER Tt O 11.6 mg/kg
IKE/ H CESERE~ ORI O T, IREW OALFHE L ORREIL TS5 < NOAEL
5.8 mg/kg REH/HMEHNTWD Z &b B ZEZESIT, Ao NOAEL
1 mg/kg RE/H % ADI OFRERILE T 21T REYTHD LW L=, — 5T, 4 X
RV 6 AR SR ERBRIC VT, WBC (BHIEHER) DI TFRALNTE
V., ZHUZHAS< NOAEL 1E 5 mglkg (KE/H CTh-o7-, Flz. 7 v AU X%
W RRARRMERBRIC BT, BBIEICKT 5 NOAEL X, (AEMHIE B 2 e
X bmgkg K/ H TH o7, ZNHDZ LD, BIWLEEERERIT, 4 X &M 6 M
AT RN T » S RO X% A 87RO NOAEL 5 mg/kg
{KE/ A Z#AHK|0 NOAEL & 7% 2 L3 Th o &Il L7,

BN AEESIT. OBLEENERRICEWTREMF RN LN TS Z &, @%
AFERIRIZIV T NOAEL O 2 fEO8H-ECTH O e AMENRO b T D 2
L. — T, OB C T AR Z ) — LOIERTEEIC 535 2 L ASRIEBE LT
% [IL8. (D] 7, B FTIE, 7y MRUHF LD b lSEF ORI C ORI B2
DI WEBZLND [11.8. W@ Z LR, Befflhl LTh 28T 52 &n
124 & L7z,

IHHDTENE, TARUEY—LD ADI OFEIZYST--Tid, =2 NOAEL I
R 500 ZiEA L, 0.01 mgkg (RE/H ERET D2 ENMEEUITHD EEZ T,
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PLEXY ., 7R E ) — )L OB AR 2OV T, ADI & U TIROE AL
HATHZENEY EEZBHND,

ADI 0.01 mg/kg {8/ H

2. FIARUE—ILRUTZIARUEY—ILRILRFY KOBREBEZETMMEICDOULNT
TN T — TR TT LR E ) — )L 2R o RIS s 2 & 23
Dbl oTEY ., Mm% 5 kLﬁ@%ﬁE%mi@%Tﬁ%éﬂTW5 e
DD, TR B —)VORHEFERZEGHT & L TE, 3 2 IR~OUGETIZS 72> TH
FHMRE RIS T 1T/ <, TARUE S =)L ZJVIRF Y ROEELZERE L, TAXZY
— IV OT NAR A=)V A VIRF Y RO —7" ADI & L CROEEEATH 2 &

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

T<ERITOWTL, YkaHMlifs R A B E A FEEEO BB L 217 ) BRICHR 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
e PR 15 | IRAR P 5 JrEig N U2 A FigoZeA b, WEREAE RS | APiE 2/ N O ZE
W DANEOEHE DEE FESANETR L
sAEEE 0. 2, 5, 10, 30, |30 — 30 30
s G (R 6| 8 e L PR, SRR B R (L BeHIC L DR L
~15 H) NYEETe) AEteRE %ﬁ%rﬂﬁb
Z v b |91 HHEA|0, 2. 10, 30, — 30 30
PR IRERR G- % U BB L DR L BeEZ LD L
28 M AMIE|Fo:0, 1. 25, 5. |7 7 7 7
PEFME 16| F1: 0, 3.5, 7. 20, |[SECCSROEEN, 4FFERED ., | FFetk O S TR IR L, WBC K& UM HERJED
DAMEGEES [ 1REEREE Chol: b5, FERZEME, ARG (w DA, T v BRUM X k5 @i N
2B Ol E A 1L O) FEBRANEZR L
AT
3HAESE | IREFIREE 0, 30, 75, 5.8 5.8 150-ppm 11.6
150-ppm (0, 2.3, 5.8, | F1a 2 O Foap Yl : AEA73 K | B ALV TR O REhW) : 512 &L B
11.6), OV OIREEINEDKT | REET 2L
IRERF - 5.8
IREMW) AR RO X
I RER RO T
AEBHEEE 0. 1. 10, 30, 1 — 1

sRilRE Q&G (e
7)

SR OFLEIL, FEHIE O
{l3vj7n4

HEDATERE : S JE RO
PR . SR DEIERR
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e
WHE

. Be b R (mglkg R/ H)
B PR (mgkg {48 H) JECFA EMEA FDA B RAEFEBS
~ A (25 2 HEME[0, 25, 100, 400, |25 — 25 25
PR 15 | IRAR P 5 JrEig N U2 R [l ZE b, WEREARERR | gl 2/ NEEH LR ZE
DAAEDES D FEINpANETR L
sAEE 0. 2, 5, 10, 30, |30 — 30 30
SRR G (R 6| 8 e L PR, SRS B R (L BeHIC L DR L
~15 H) NYEETe) AEteRE AT L
JEREER - #2310, 5. 20, 40, 20 — 20 40
Wi 5- PRI P G- (W 16 | REEhY) - PENVIECR OV B &K AEFRIKT, ROV | REW G K o5
~20 HXIHHE16 B | T FEELE M, HAERKE |72 L
~¥%%.20 H) REhY) - fifi K OV D/ N P2k 20
E R BV ONEEhY) : [RIFE R
B OREEK T, 28
TR
AT A:0, 2. 5, 10, 30.|5 5 (7w PEROUHXDR |5 BIZHOWTDHH) 5 (AKXO'B)
B:0. 0.5, 2, 5. 10, |8.8 ULk JRIEEIL UNNEAT | BR) Fa Ve D BRI R OMAE
C:0, 0.42 (HfEHtE| & PR, SEESER B R (5 DIKTF, B,
ZE ) 6.62 LI L« B EE (WX /Mg Ete) ZEte i JiE, SHERAL, HEARERIE X
D:0. 0.02, 0.04, 0.06|18) T IMBERIE , /NEHESED
(HRERZIGRA TR VAT
BRI RR 1 IR EE B iy eioll
5. (E6~15 H).
ARl B Yt 0. 2. 5, 10, 30. |5 5 5

SRR O E (R 7
~19 H)

faWeDRE S K OEEDOHIHI

RHEEY) « SEBRA )] - i)
DIRED

R - S M OMAR A
il

RS D
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. Ry MR (mg/kg (AE/H)
B PR (mgkg {48 H) JECFA EMEA FDA B RAEFEBS
~ A (25 2 HREME|[0, 25, 100, 400, |25 — 25 25
PR PEEEME 13 | 1REE - JrFfigi 2/ NBE LR ZE R g2, WEREAESFRS | el o/ N 22l
W DANEOEHE DEE FESANETR L
sAEE 0. 2, 5, 10, 30, |30 — 30 30
SEHFE OB (MR 6 | 88 L PNIER, SRS RO (L BeHIC L DB L
~15 H) NYEETe) AEteRE %ﬁ%rﬂﬁb
A X |4 HEHEAM| 0, 4. 16, 48, 168, |— — 4
R BRI % 5 16 DLL : (REESSING], ALP | FT35ME K OSBRI PREEEE ]
5
91 HMMA|0, 2, 10, 39 (FDA IZ|— (w7 A, 7w MUY X |30 30
PR 30). Fe 5B L7 L DRBRERE L) AN -7 A
71 7 VR % -
6 2 HEHEZ| 0, 5. 30, 60, 5BEHEDIKT (), 4FHER 5 5
PEFEPE AT IAR OB DIETF BEHROIKT (), 4F
EIOIKT
ADI FEARL NOEL: 5 NOEL: 5 NOEL: 5 NOAEL : 5
SF : 100 SF : 1000 SF : 1000 SF : 500
ADI 3 ERE B Ty bEHWERAEFENR| 7y NEOUYFXZHAW T v h2HWERARE T v FEBRWEREE
B, UV XE WA | RN PR PR, A
PR O X &R Z 6 A T A TR RRER N OV X
i e AR W= 6 2 HRHE
MR
ADI 0-0.05 0.005 0.005 0.01
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<Al 1 : HKERSHE >

(ALY PR b4

A TN K — L A L | methyl N (5-propylsulfonyl-1 A-benzimidazol-2-yl)-
NV carbamate

B 6-t K% 7 LX > | methyl N(6-hydroxy-5-propylsulfonyl-1A-benzimidazol-2-
KT — VAR yl) carbamate

c TR K — )L AV methyl N-(5-propylsulfinyl-1A-benzimidazol-2-yl)-
PNES N carbamate

D KRIFEEHH) —

. 2-OH- 7" 1 &° /L 7 /LX | methyl N [5-(2-hydroxypropylsulfonyl)-1 A-benzimidazol-
V=)V AR | 2-yl] carbamate

P CH3-SO-7 /v %" | methyl N(5-methylsulfinyl-1A-benzumidazol-2-yl)-
—JL carbamate

G 3-OH- 7" 1 &' /L 7 /L | methyl N-[5-(3-hydroxypropylsulfonyl)-1 H-benzimidazol-
VHES— )V ANV | 2-yl] carbamate

- 1- A F-2-7 X/ 7 /V| 1-methyl-6-(propylsulfonyl)-1 A-benzimidazol-2-amine
NG =)V AIVIR

, 2-7 X ) T K| 5-(propylsulfonyl)-1 A-benzimidazol-2-amine
— LA JLIR (6-(propylsulfonyl)-1 H-benzimidazole-2-amine)

J 2-7 X ) T &/ | 5-(propylsulfinyl)-1 A-benzimidazole-2-amine

— L ZIVRF TR
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<HI#E 2 : REBFIEIF>

PR EQy i
ADI PR — AR

Alb TINT I

ALP TNIY T HAT 74—

APVMA F—A NZ U7 K - EHEKG R
AUC i () AR - bR T A
ChE aY AT 77—

CHO #fa F ¥ A =— AN LA Z—PRE R
Chol- oL AT ua—/)b
Crnax el () iRk
CMC HIVRF TV AF L E—R
CVMP RPN SR A TR A =S R B S
EMEA RN [ B 3R A T
FDA KEE S EH R
HPLC EERIR s a~ N7 T 7 4 —
Hb ~EZu Ui (faER)
Ht ~~ ;7 Uy ME
JECFA FAO/WHO & Rl sz itk
LC/MS/MS Wik v~ 7T 7 4 —I% T NEEGHTE
LDso P ESC R
MC AF)rm—R&
NOAEL pilis
NOEL EBIEHE
RBC IRIMEREL
T TH AR
TLC Mg~ N7 40—
Trmax el (8%)  HhiR R
WBC H i EREL
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CERE 17 5 11 H 29 AAE, JBAG S 57R5 499 )
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Summary Report (2), 1997.

JECFA: “Albendazole”. Toxicological evaluation of certain veterinary drug
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770« AI AT TA URRAGSH  EHEMIRISCE. BRBA] T2 Y — L@

200mg] , 2017 4E 12 AT (55 110K)
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