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HAEBRERRFICTH D [7_ & —)1 ) (CAS No. 54965-21-8) (2o T, FAO/WHO
AR MIRIMEMNZESE JECFA) . RN EIEKLEAT (EMEA) XA —A NZ7 U7
JRIE - B HIESS R (APVMA) ORHiliE%. 2 N CR AR ESR N 2 e L7,

R W TR BRAGRESE , EpEhRe (v &, T v b A R BEOE B, EE
KO, Biswtt, atEEE (U A, 7y M), matkEt (U A, 7y REROA
X)), BHEEELOERAME (T ARRT v N, AiEsAREE (vU A Ty b oY
FROCE) ZORBKE Ch D, Tio. TARUE Y — VORI TH DT IR X —
JVAIVIRF U RICHR 2 BRI S & VT,

B BRICBN T, TARVZ Y — T, EEORBR TR REZ R LTZ, 7
wm/&/—wi%l—f)yk#AL%mﬂ®EA%m$T5*kﬁﬁiéhfwéz
LG, EEE ﬁ%@%@#ﬁiDNA%ﬁ_%o<%@fi@< KN Ak
ETDHRBMFRICEDLDOTHY, TARUE Y — VOB IIBENHRE TE 5
k%ikoLkﬁof\TWNV§f~ﬂﬁ;@%mE£%kLT@@Lﬁméﬂéﬁw\
BRI E > TR L R ABEEREITRERVWEEZ b, T AKT v M HW-1E
PEFME D AMEDFE BRI T %ﬁhﬁ@ﬁ%ﬂtﬁok:kﬁg TR B —
BRI N AME T, —HEIEFAR (ADD ORRENARETH D &l L
72

BRGNS, TARE Y — VOGS L D883, TR B zes
ZHE) | ﬁ%(ﬁ%%ﬁ%ﬁ%)&@mm(wmﬂﬁﬂ Hm@%ht

7 v RO X & O3 AERMEABRIC IV T 10 mg/kg (AE/H UL OS5 BTH
OINMETIERTRD B, B E UCTHVIME, FAEZ, JIRERE XV NMRERIE, /)
RESE DR S Tz,

B FEFMERBROFE R SO N - 5 E (NOAEL) Z#Miat L7fiE, 4 X &2/ 6
/> A AR R N T » b ROV 5% W= 3843538 D NOAEL 5 mg/kg
{KE/H ZAHKID NOAEL &% 2 L3S THh D &HIl L7,

B EREETAERLEMHEESIT., Baatl BRI RO CREMB RN S
NTW5DZ & AEFRFMERERICIV T NOAEL O 2 & 08 58T & 7@ S oL R
LATWHZ &, —FHT, B T 7y MROUTXFLD S EFOREY C OEEIT L

2 WNWEBEZBND Z LR B E LTH ZiBINd 2% 2 &Ny & HWr Lz,

PLEDZ &t A4 X &Rz 6 2 H s 2aMEEERERI N 7 » B RO X2 v
7= 3L ER D NOAEL 5 mg/kg KT/ F 12 224%5% 500 %1 L. ADI % 0.01 mg/kg
KEE/H LRRE LT,

UL, TARCE S — U FTERNTT AR — L Z LR F S NI Ens = &
DI BINE RS TERY . Yoy & iy & LB A RIS CER STV 5,
ZDID, TN E — )V ORAMEREETHhL & L TiX, 7R E Y — )L AR F
ROEEAEZE L TR — )L R RNT R ) — )L Z LR ¥ R 77— ADI
& LT 0.01 mgkg (AH/HZ5RET D Z &Y ThH D,
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1. A%
T HUBRERA

2. AN SD—H%4
4 TR A —)L
54, : Albendazole

3. %4
IUPAC
44 : methyl N(5-propylsulfanyl-1H-benzimidazol-2-yl)carbamate
CAS (No. 54965-21-8)
44 : [5-(propylthio)-1 A-benzimidazol-2-yllcarbamic acid methyl ester

4. ¥R
C12H15N302S

5. #F=E
265.33

6. #HER
H
N
e S0
3 \/\S N }70(}'3
O

7. EREMRMERKR

TINARBE =) UFIR A I Z Y — )L ROFERFITH Y | ITWEIZ T = &
SNV ONF T AT 2 B —= AL, ERETE LTI, T AR E Y — A h
HRROF 2—7 V) AL FERT D Z LI X0 . BRSO E I B A2
ORGSR, WIUHERENTER L, MR AR5 B2 T 5, (B 3)

TINRE Y —de NAROEW) (FROE) HOBRHRA L U CEEOECTHIEMS
HENTRY, BHAEEMTEROSL Y MRd 5, (BH4) BATIIE NHE
HILE L TOIRERINTWS, (B 5) b MOk E4E REYYEDTRRICHE I Sh
LG — 472V 400~600 mg TH D, (B3, 5)

TN H)—)L ZVRF T R (CAS No. 54029-12-8) 1%, 7 /L_U &Y —LdDfX

LY any 2y —LE B HIN TS, (BH6)
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> (Netobimin) DIHMITHH D, WS TIL, TANRUE Y =)L ZVRF TR (G

Y C) ORRARERD, BWHEELE LT, £ EROFVICH NS, (B 6)
mp, YT 47U A MEBEAIISE O R AR E SN TWVWD, (BR 1)

2 SR 17 4EEA IS TR 499 BT K o TED HAVIFRREHAEE, TR Z ) — VTR D
1. TARE S — VOB THD 57 0 BV ANKR= N 1HANR A I —-2- T2 (ft
M 1IZE5Y) TREINLTWD, (BR1)



II. Z2HITRIMEOHE

AHIETIX, JECFA OFHEE (1989 45) . EMEA ORHliE (1996 4, 1999 4K
2004 ) HZ I, TR E ) — )V OFFEIZEET A A LT, (B 3~
32)

BARYENERBRIL, TARXUEY —LDA I XY —)VERDRFEE UC TEFHR LY
O CUF Tring UCHER T VR 2 —)u ) L)) T 14C OREERATE SR G
D (LAF THCHEGRT R ZY—v) End ) ZRHWTE-RI N,

KRBT L ORREEZEIE R 2 Z TR L KOV 2 IR LTz,

1. EYEEEEER
(1) EWEpReslER

TNRES—=)UE, v T A Ty b FERVE MTBWTHE CRE THfiFS i
%o M1ICHEE SN AR Z TR Lz, G4, ) TARVE Y —1LOTEGHY
(B AR IE, LT LB THD,

PIRREERIZ L 0 . 2T ¢ REEDSESCONTI L S, T AR H Y — L ALK&
VR (R C) 3T 5, ZFOBEIELINT, TAXRUE ) — L ALKRY (R
A L0 o, INARA—NERDRLTT I UARE R D, 2 FEI TV
NRUE =)V T NAR B — )V A VR F v RS- S8 CiL. BRE5WEIZES
72, TARUE =) REW C, AKRR2T I ) TARE ) —)VAZR (R
WD) AR OB AN Th o T, MOGEIREE TR SNz, (B
3)
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TN B — )V B C. G C v A ~D 2 BREORMLICIE, 7T B
E)FFFF—F (FMO) KOTF h 7 a—2i P450 (CYP) ZRODOEEEZNMIEL TV
Do

@) ClE. ZOANEF Y FEENRF T AL THY , FILPLER S RWT L
RS =V ERG UIA, R, Ty b v U AR MEOEEROEMWFED M
s, R C 0 2 FEO ) v TF A~ —DREE I I TN D, [FEFOT R 2
—VOEIEEN D, & N5 T4 < O TIIG- W C MESTHH3, 7 v b
J O~ 7 A TEHOAHY C BEVRE b 5,

. FROBOMAET T, -G C MEEREN, T F4~—0
ERENTET D FMO BNEN b TH Y, — T, CYP ORE~DEIL, O-R#W C
& LTHIE SN RN AUCE S <ML TV 5,

WEEASDT N H ) — VO GRHCFHE 4172 CYP 1L, CYP1A 43 FfiTdh >
e, (BH8)

b~ FERO invitro DRBROFEF. TR 2 — LB C ~DOZHITIT
FMO & O CYP3A 73 7FE23, {3 C 725 A ~DOZEH Tl CYP1A 70 FFEN 575
EEIND, TARUE Y — UL DHEMREEROFHEILT » MIBWTRIITHRES
. CYPLA Sy FHED & /%7 G LIEMEDEEIN 5 Z L SH B2 > Tvd, CYPLA
I FRELSMAEDNZ CYP2A, CYP2EL, CYP2B1 KUY CYP2B2 73, F7=, I <N
CYP3A 2NiFE S5, b MPEHE HepG2 MEICEBWTH T AR E Y —z k5
CYP1Al & CYP1A2 OB EN gL ST\ 5, (BH9)

(2) EYEesER (YIX)

~ 7 A (CD %, I, VCEAH) (Z[ring- 4CHERR T LU 2y — 0 (I - 1%CMC)
Z HERER OG- (13.2 mg/kg (KH) L., FWEhRERER I sz, IR R %
TLC KO — T VH 7T 7 4 —IZ L Vet LTz,

Feb4% 72 BERE OO PR S EGHEHEMED 20.5% AN &=, JRIPCIL, &3 C.
2-OH-7a ENT NRZ ) — )L 2Ry (R E) KON 3-OH-7 a2 e /L7 )L A
=)L ZVRY (R G) MEE S, 2B IEEREED 81% % Hbi-, T~y
27—, R A, CHs-SO- 7y 2 —v (@M F) . RS 1 kv 2-7 7
NN =)V Z)VRE T R (R ) OREIE»-7-, (K1) &H9)

(3) EMBEHER (Tv k)
7wk (SD %, M, VEHCRE) (Clring-UCIEGRR T VS &) — )L ORGEIR (BRI
1%CMC) ZHi[ElfE 5 (13.25 mglkg RE) L. SEWEIRESR R 320 S vz, JRPR
Ha TLC KA — T VAT T 7 4 —IZ X Vst LT,
Pe btk 72 B DR S B G HEHEMED 31% 05 EN Sz, R C. E. G KOV T 8
[FE S, TIUHIFHENEED 89% % LT, T2 —L Rty A, RFRIER
H (E D). RS F, 1-AFN-2-T 2 ) TARUE =)L ALk (R H)



SO I ORI - T,

TN L=V AR Y FROANVR iR e R R G Lo & 25, JRPIC
ENENLETED 73.0% K N 42.7%D S e, JRPREIIIT V2 — )LD
H#lzHALBNZ L0 EEEIZRI L TH o7z, (B 4)

7 v & (SD &, MR, VEECREA) (27 Vo B — LK PRI 2 B e O % 5

(10.6 mg/kg KE) L7=& Z A, MIEHPIZT AR E Y —/UHIEE A EB BRI T2,

RENTECH T, MBI C A DAL, FWO TAVKR U FERN AL,
R T4% 5 18 BRI IO TIRIBEICE TR T Lz, (B 4)

S b RFEROVEEARH, JE) 12T AR &Y —L % 10 RS 5K,
10.6 mg/kg (RE/H) L7z 2 A, MEFOMRE C OIREIIKLS . R A DR
BTz, TR E ) — TR 58 L. RIER &I C o A
NDOLREARE L T D BRI > TS B2 BTz, (B 4)

Mz 10 HOZ > b (SD %, 6 UL/EE) Iox hE I &IOS (50, 59.5 ik 70.7
mg/kg RE/H) L. &5 12 KO M, MEOFERFETOR FEI | TR
Vb, R C KOYA OFEENHIE Sz,

FEERUCBIT D50k o7 v 2 — 5 C KON A OREZX 2 1R
L7z, BHERETIE, PO C KON A OBEEEL, MEPERELY bEWv X 5 Ik
2120 BHFDOT AR 2 — )V R OGE C DOIEEEL, 50 mg/kg R/ H % 58E L 59.5
mg/kg (RE/ H & 5/E L TENFRD HITZA8, 59.5 mg/kg A/ H & 5/E L 70.7 mg/kg &
H/ HESHECIEATRD BTz, (BIR10)

w

s C a4 A FlsEH =

-
R

5 S0mglkg
R 505 mg'kg
[ 707 mp/e

Tissue concentration (pg/ml or pg/g)

0 | n ; j : ;
mis  EjEE IE m#E FEE I miE  FEE I

2 BERGEIBTL2B8METOT VAR ZY = G C KO A DU
(B 10 —EReZ)

(4) FEWEhEEsER (4)
S (RcMERE, MERER 12 58) 12 [ring- UCHERE T VR0 &) — )L & Hla ) 7 Lk O

10



Feh- (20 mglkg RE) L., SEA@EhReaRER) Ik S vz,

MEBESHEMEIREE 13, &5 15~24 W I Rm B2 7R L, £ OIREENL 5.5 ng eq/mL
ThoTz,

B 54% 120 K GO 4T%D RFPUCHEES 3L, 9 D 97% 058D 72 IRl P
SNz, IRPBENEED 20% AL AR TH > 7=, RTPEICOWT, R C.
A KON B ZOEHEED 710%% 57, TAXUZY—)L 5kt RafFo 7 AUy
V= 2Ry (R B) . (G D, E. G, H XUV OREIIE 72, (B 4,
7. 11)

A (A, PERI X OBEEORIA) (12 [ring-14CHERR T /L~ &Y — L itk A 5- (20
mg/kg KE) L. HWEERBRN £ Sz, &5 1~12 B OSKRE O S &
OB RS 217 L=,

B 1 H& O O ENE ZTNRE = R C KOVA 12X D
HLOTH T, TN E Y —)L i&ﬁ 6 A E TITHER LA, @ C KOVA 1
Pe 512 A1 0 R T ~ Lt S s -, R G O d O IE)
ST, B TR UG 7 2 7 7 A VBB b, (B 4)

A4 (SR, PRI OSEEOREN) 12 UC T Ly 2 — L AR O (20 mglkg
REE) L. FEpEhiesBansdife Sz, &5 1. 4. 6 XX 10 HEOEMERE BEET:
REAZRIE LT,

Fh- 1 B CTIIBEHEMEDK) 90%2MHHFIRE T > 7223, 4~10 A TIZZihs 20
~30%\ I8 LTz, T o7 AR &2 — Wk, #5- 1 A% Clddahht mTREEE 0
27% Th o723, 4 BRI HRAAT & 72 o7z,

R C. A KO T 1E, #5- 1 A% TR ATRBZREY O 52% % L, #5-10 A%
F IR FTREFR R D 40~50% & 72> 7=, B CH, RUAH e 7 7 A V&R L
e, (BH3)

WA ORI 514 (Vv ——F, 2 /) (Z[ring-UCHFER&T NS &Y — /L & B
[ 7k O (15 mglkg RE) L., 3EEhRERBR M S,

L O EHEEEEE 1X ., 5 24 BRI LAINICH) 3,416 ngeqlg & 720 . &5
2 H% ¥ TIZ 227 ng eq/g. 3 H#E TIZ 19 ng eq/g 12 LTz,

FUT T AE2Y TLC IS XV RIE Sz, 5 0~24 Kz okt o F 2
X, R A KO C Tholo, TOBOREITIE, R I N EEL eoTe, BHHD
B 2 BT, MBS DR 2~3% N T I 2 —)L & UCTIFIE L, G
W C. A KD TR 82%% (57—, #hH 2~3 BT, I 6 DOREMIOEIAITRIEE
MIOK) 50% & 7T, (B3, 7)

FEVE (SN OUEECRIR) ICT7 o2 — VR 2 R 0S5 (7.5 ma/kg &
#H) L., SEEhReRERD S ST,
MAEFNC T VAR Z Y — I SR o Tz, TR 2 — TSI

11



C KO'A ~ME Sz, R C LY A IR Ic &G 40 Bl £ THohe, (B
M 4)

(5) EMEREAER (F)

F(MERE, MERERE 18 5H) 1T [ring-MUCHERR T /LR &) — )L B 72 VR D
5. (16 2 mg/kg (RE) L. SEWEhRERBR I Sz,

MAEFR OBSHEMREL, 5 16 R ICRmEZ R L, Z DR 3.7 g eq/mL

Th-oT-,

5% 120 BE ORI B G HEHEMED 51% A PEI S, T DIF & A EDNRPID 72
Reflz it STz, EERPAREIZ C ThoTz,

510 HEOREX, KT 0.32 pg eq/g. BT 0.14 pg eq/g. AT 0.017 pg
eq/g. HENTO0.015 ngeqlg TH-7-, &7, 11, 12)

E (SRR, MR OSEECRA) (2 [ring- MCHERR T LR & — )L & HiEE O B S (10
mg/kg (KE) L., HEMERERBRIEE Sz, B5 10 2. 4. 6 L8 HEOKHARRH
e ORH D G HE IR EE 2 € LT,

BRI A BRI, 84~93% TH -7, FEHEMEDRIEIT 90~110%
ThoTle, #5 1 B TIE, 99%DGHEMED FR— T /L T T & 72723, 8 HZ T
87> 14% LM & e o Tz,

58 HEEDMEHEMERE X, I T 0.34 ngeg/g. Bl# T 0.07 ugeg/g. FHAIT 0.01
ug eqlg. ARSI 0.013 ugeqg/g TH-oT7-,

F 51 AL OB OBEHEMIZ IR C KOALKR AR TH -7, b
DALETEGRN A TICEf S, &5 8 BRI I 1R Th -
Too TNRUE Y —)LOREIFEL . 5 2 A E TR Sz, MO RFEIZGH
WME. GMORI ThoT-,

Fe 4% 72 RO 7 — VR T, A C LN T DSRAFBEHENED 60~70%% 56
Too THANUEY—V R A KO 6 OB OIREITR) -7, (B 4,
12)

Y (SRR, PRI K OGEEOREA) 1C UC A= T L &) —)L &2 HER 05 (10 mg/kg
RE) L., HPEhERBRNEiE Sz, B5 1, 2, 4, 6 KO8 HIEOKHARH Ofahk
SHEMEREE 2 ]E LTz,

TN BT =R, WO O bR S e o7z, &5 1 BRI
TEMEDIZIE 100% 03 i S =3, ZoEIEIT 4 BRIC/25 & 3T%I2, 8 H#&IZIX 13%
FCD LTz, 5% 1~4 HRENE, T O ATREZRE ST 26 C. A K&
I OFOEIGITH 710~80% & —ETh-oT-, TD#%., %5 8 HEITITHI 80%| i
L7 B CHRICAH T 7 7 A VBRI, (B0 3)

i (W7 +— 7 Fli, MERER 24 B8) ICIFERR D T R ) — VBREiR A . FEIZRID 4
2 UC KT N H Y — )RR A e 5 (7.5 mglkg IREE/H) L. HpsEhResbnn
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Fhisilo, &52, 5. 8 XU 11 HZDONTIEF OREHEMIREE L O 1T DIRE A
HIE LTz,

58 HIL D HMEHEMIRE X 0.305 pug eq/g TH Y . 3 I OIREIL 0.038 g eqlg
ThHolz, &5 5 KO8 HEDOHY 1 1358 D 14.3~18.4%% L=, (B 17,
12)

F—H L BB IR =2 — L ARRE LT-E (R, MR R OSRECRI) 127
R =) (25% A ZHERE OGS (10 mgkg RE) L., SEWEhERERD 566
SNz,

TNRE)— NI BN OREEE LTRINEIND, WoTZAMBNIZASL ET
IR B — TR R S, AV ARG IR IR S e, T AU a2
VUL, ORI L D B EVEEICE L., BT 3 LAY DA THITEE
L7z, BADL TR H Y —) /UIHE 2T 553, (RIS B 12w TR S
N5 EBZ BN, 3EOILEMOREIINT G, AR O —H Tid 96 KRfiziz,
FEVU'E Tl 120 W& ITRHIIRSRN & e o7, (B 4)

(6) EYEHR K
B (SRFEASEH, MERERT 2~3 SE/EE) 12 [ring-14CHERE T V2 & — ) V& Bilal 7 v
Ofh. (16.56 mgkg AEH) L., FEPEiERER 34 Iz,
A K OV R O HEEMRE Y 6~12 REfILINIZ R & B2~ L, EDREITZFi1
i 2.5 LD 2.8ugeq/mL ThH o7, JREVFEFOYEMERNG | BGHEEED D72 <
&b 0% BRI ST, (BHT)

(7) EEhRessE (e b)

RT T 4T (MBI OANERR) IZT7 R 2 — L& B O %5 (400 mg) L.
MmH A EZ HPLC I L0, JRPEHZ TLC I X W #Et Lz,

TR B — ) FI I IR S o 7o, R C 13k s 2.4 BRI ISR il
Zn Ly RODHEREEN 2R3 5 ZARMEICTER LTz,

Feb5t% 24 ORI, G C. A KOENH DT 2 HERIE NG B, E
KOG BFEL TV, (B 4)

fLDFERZ2FAERIZIBW T, ERLE R UATADSHEE STV 5,

F 7o, BeEH% 24 BRI ORD HRGED 0.88% F THOMEIUL 7=, ROITZHRI G,
AEH-HRIEIE D2 VIR Z & AR ST, BRI L7 v 2 — )L O
K 1% B2 BTz, 6 N\ORT T 4 7, @R E EBIZT AR 2 —L
ZEIT DL, TANE Y — L OWIUTEAEN RS & & HITEIR U WEGE 12T
WPHILTA46EHEmL< DI L RENTZ, (B 4)

TN B =W E RTINS D E1E L A EDTEMEREI T o 2 C 12X
D,
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TEEERR . (MR R OVAZEREA) 12 200 mg DT R 2 — )L & AR A5 LT &
Z A, MEERONREY C OREEITERS 2.2 FZICKEEEZ L, ZOREITK 270
ng/mL Tholz, F£7o, 5% 48 K TR EED 0.4%HY T 2 &0 C 23R
HICHEt S N7z, (B 5)

RN T T 47 (BIES A KON 44) (TT VR Z Y —)1% 400 mg/ H DA
BT 15 HRIRER OG- L, SEpsEhReating 32 S 17,

B 1 KON 15 BLOMIEF O C A OREEAX 3 1Zr Lz, f#Ew C o
AUC KO\ Tip 35 15 HE TR L, 7 U7 7 > AETHIN L=, G A 2B\
tH, AUC AL, 707 7 AEIFHEM LT, (B 13)

ZAGEDBE (BIES A KO T 4) ([T AR H Y —L% 200 mg/lRl D FHET
1 B3, 4% 17— LU TERAZELLIZSGATYH, B 17— Db
HEARTHE N7 —1 0 L 0RO C ORENELD Lz, (B 14)

1000

800 —o— fHIC  sIEE@
E A— G #5158%
2600
=
g 400 -

o
O

200 -

T T T T T
0 5 10 15 20 25 30
Time (h)

60
— 50 —o— fUia  fE5IEE
a i -1 A -l e s
T’J’ 40 ; i 151504
g 0 / .
5’ 20 " {\ —~——
10 e S N ) T
0 & Y . ' — — ]
0 5 10 15 20 25 30

Time (h)

3 &5 1 KON 15 HEOMIEF O C L OVA O (B 13 —5kE)

FREE HUE E W ST EBE (MR 5 A O 6 44) IZT U 2 — L DER %
1 H 3\, 8 HEREN#&E (5mgkg (AE/H) L. K& 5 12 Kifiitk £ ComiEH oL
# C (-G C. O C) KONA OREHERSR A X 4 1R LTz,

INHDEED 5 EIHOEGOBIC, ToFEY v (500mg) 28T F b 7k
5L, 38 C KOVA ORNTOIZ VT Z U AMEET VFEY U ROZFEOEER;
B SFIDRAMNT O/ VT Z v AMEZME LT ZA REMA LT T D
MIZOAFEBENE Bz (P=0.05, r=0.67), ZOMHBENG, & C 025 A ~Of G
IZIET o F Y oG L s L7z CYPLIA2 ORBE AR S -, (B 15)
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—8— (+)-fiInc

400
4 —— (-)-ftitithc
350 —A— fititha
£ 3004
‘_{2 4
£ 2504
% -
£ 200
<
§ .
& 150+
£ Lol
8
& 100
L= e
" ﬁgiiiiﬂﬁkp_+_4
0_

T T T T T T T T T T T T T T 1
0 2 4 [ 8 10 12 14
Time (h)

X 4 FSREHOMBEHIREAER (S8 15 —EitkZ)

bt MIBUFAT AR Z T —)LD A LR T R B U =R R A 7R E 12OV T
in vitro RERIC L 0 Rt S, TARV A — B C ~0REHZ1E. FMO K&
'CYP (CYP3A4) MNREHHEL T2 Efiamsiiz, (B 16)

(8) ZILARUFEJ—)LA)LKRFL FOEYENREAER (BFESY)

TN Z = AT Y ROREARINA ZT A Z VT 4 1B 57 =21
WEINTWRWY, Foa, &, FRUOCEICRIT 23 Ehhe L ORI 6, 7 r
RUBS =V ZNVEF Y KT < 0 SR A ITRET S, 20k, R 1SR
S, BHRICHAONIRFOFMIL, TR Z ) — BRI R S H O
LRI THoT=, RO IEZ L 7B LEE LTV, (BIR17)

2 (SLFE, MR OUESOREA) 127 AR 2 — )L ET IR B — )L Z LR
NZ#O#5 (6 mgkg (A5H) L., AW FnRISHERD I S 7,

T IR E S =)V RIT R B — )L Z)VIR Y RE GO C KOV A %
IIRTRIGR & LT3 ENE R T A— 2 —% R 1L I\TR LT, TR E ) — )L T T R
)=V ZVRF Y REREEROEGT 5 L. i C LY A ORI XFES%
Thol, ZH1T)

£ 1 FEZBITDITNARE S — L IT AR Z ) — )L 2R RO 540
R C LOVA et & UT-3RYEhae N7 A — X —

IR
R C R A
o
R Con Tonax AUC Conax T AUC
(ug/mL) (hr) (ug-hr/mL) | (ug/mL) (hr) (ug*hr/mL)

L N S SO
7 /\;57 7 1.48 8.7 25.14 0.30 18 7.91
TR A — .,
LA RES R 1.48 8.5 25.21 0.28 %18 7.43
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2. ZREBHER
(1) ZBHER (4)

MEAE U2 (R QRO 12 UC BT LR &) — L& Bilal ) 72 L 0
5 (M4 10 mg/kg (RE, 4% : 15 X120 mg/kg IK5E) L. SRR ORI E
DIHIE STz,

B EREICB T HMEETPRERRIREEZ R 2~4 (TR LTz, (B3, 7, 11, 18)

#* 2 MBI D UCHERRT LU Z Y —L (10 melkg (AE) HERR O£ O

FEAETHATR IR (ug eq/g)

- R dSES

B 60 90 120 150 180

JiT ek 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 IR D UCHERRT LU H Y —L (15 mglkg (AE) HERR O£ D
FHRR TR EIRE  (ug eqlg)

e B4 B
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 1.6 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 : #tdd,

F 4 FHICBIT D UCEGRT LR 2 —)L (20 mglkg (KE) HEERR O %O
FHAR RIS (ug eq/g XU mL)

o) 544 B
1 4 6 10 20 30
JHhe 29.0 8.20 6.76 3.57 1.15 0.42
gk 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
ISl 0.40 0.04 0.02 0.01 <0.01 <0.01
I 5.49 0.96 0.69
/o EET,

e (G, MERI R OSEEORAH) (2 UC R T VR &) — )V e Uk A&k (16
mg/kg RE/H) L. FHHHkD ORTREIREE K UMK

JITRE R ORFRRE IR EE KR ORI T DIREZ R 5 1R LT, (B 11)

16

A T DLFEDNE S AT,




# 5 I D UCHERR T LA — L HERE O3 E% O
JrHlgrR DRRFRBE VRS K O T DIRFE (ug eqlg)

e e 514 I
=4 INK
B | bR 1 5 5 ” 0

TerREE 6.41 471, 3.95 2.55 1.69 0.34
Frfiei

e 1.01 0.87. 0.64 0.47 0.30 0.07

(17.0%) * | (18.5%. 16.1%) (18.4%) | (17.5%) | (20.3%)

* AR T ORI D EIE

A4 (GdEfrE, MERIASE, 4 SE/MFR)
EiRO#E (15 mgkg (AE) L. #&51

C. A KO OREENRIE ST,
MRER6ITR LI, (BT

(ZT N A — )L BUA] (10%5RE0R) 2 HL
. 2. 3. 4. 5 KON T HEOEMRE T oG

* 6 FICBIT DT Ny — VRGO G% O REIRE  (ng/g)

v % HE

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

Jfik A 21,100 3912 79.9 <LOQ~51.5| <LOQ
I 204 804 272 120 41.4
C 1,210 <LOQ ND ND <L0Q

ik A 10,100 <L0Q~2,440 <LOQ <LOQ <L0Q
I 504 1,080 162 <L0Q~121 | <LOQ
C 1,170 ND~65.6 ND ND ND

Al A 3,590 <L.OQ~837 <L0OQ <L0Q ND
I <LOQ~28.2 75.2 ND~16.8 <1L.0Q <1.0Q
C 240 ND~32.8 ND <L0Q ND

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

a : PIEA A HE% R L 1 BHZ RSN L7, ND - SR A, <LOQ : & &AM,
S s L,

A (N7 — P, MERERS 3~4 BEEE) (27 W & —)b DR — T AU g
WAl 7Ry 7 ARSUTAN— A M BERE G (10 mg/kg (RE) L, fiTlighoft
A T O AR CIE L7,

FRERTIOR LI, BRT)

4 bolus : AH, B BHITHEAADDHKE SIELNT-BYCHBN ORI, &2\ IIHEE 4@
W5 Lo 78,) (& 19)

17




£ T FIBITAERT LR Z Y — VBRI AR O $E 5% O
FHlig ORG TIRE (ng/g)

St} ) B H4% B
_ vl
(n=3~4) 12 16 20 24 28 32
R— T R 364 227 146 146 115 78.7
AT SRR A 131 113 N 51.9
AR/ S 307 273 201 137 101 86.2
~_X— 2 [ 148 100 80.7 63.5
JHEET,

(2) ZEHER &3

WL (SN OSEBCREA) 1 MO IR T VU &Y — L 2R G- (10 mg/kg 1A
/8) L. L ORFEREIRENHE S,

TAPERETRIE 1T, WL Sl (3.9 pg eq/mL) Z/R L7228, 4 [B1H OFEFLIIC
1% 0.1 pg eq/mL KhFIZZ2ERIZIL T Lz, 6 BB OFEARFIZITN 0.01 pg eq/mL TH -
7o, (M 20)

WL GRIVA XA LHE, 208H) (2T A2 — LB (10%58RE7R) % Ba 0
#5 (16 mg/kg (AH/H) L. &5 168 Kifltk £ T 12 RO+ O C. A K&
O T OPRENHIE Sz,

WRERSITR L, R

* 8 ‘FITBIT DT &y — VB OGO BRI « (nglg)

o - 5445
AR 24 36 48 60 72 96
C 2,990 974 174 | <LOQ ND ND <L0Q
23 A 1,930 | 2,601 43.3 181 | <LOQ | <LOQ | <LOQ
I 15.7 224 382 129 40.6 199 | <LOQ
FEME | 4,565 | 3,492 468 <164 | <57.3 | <LOQ | <LOQ

a: &5 84, 108~168 R I S e h o7z,
b: W C. ARNIZT AR Z ) —) VY EICHE L, S5 L7-fE
<LOQ : EEMEFANM, ND : fRHIFRAA

(3) %BBAER (F)

EO(SWEARRE, ME 3 EE) (2 MCEERR T LR XY — L AR O#E (7.5 mglkg &
H) L. %5 180 HIEORIERIEEZNIE L& 2 A, T, B SR & OV i
FEixEnEh, 3.8, 34, 1.2 X1*0.2ngeq/g TH-o7z, (BHRT)

MR, MERIIAREA, 18 8H) 2 UC 2557 WXy 2 — )L & Rl 72 Uik A& 5

(3.8 mg/kg {KHE) L. 51, 2, 4, 6, 10, 20, 30 KON 45 HE DK F ORFRE
BEENHIE STz,

P b 10 B OMFREEIERE L, AT 0.44 pgeglg, BT 0.19 ugeg/g. MAT 0.023
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ug eq/g. FENGT0.020 pg eq/g THHo7=, (B 12)

(AL ORI, 9 8A) 12 UC kT Ly &) — LA e 7 Uik G-

(10 mg/kg (AEH) L., &5 1, 2. 4. 6 L8 HEDOFHHRE T ORSTAIREEINHIE S
77

e 58 H 1% DFFREEIERE L, T 0.25 pgeqlg, BT 0.044 pug eg/g. fHIT 0.006
ug eq/g. JENLT0.009 ug eq/g THo7-, (B 12)

FE (L OMRIAA, 2 B/RFR) (2, BN T —T V&> T UC IR T L&
V—L%& 7 BT 14 ARVEA (0.5 mg/kg (AHE/H) L. HEAZOMI ORREEE
FEIFONZARE ) C. A KON T ORREENHIE S,

FHRR ORFREI R ONAH I C, A KON OREEAF 9 IR LT, 3 C, A
KO OEHOBIEREIIRT 2HIG1E, AR TIE 80~100%, HiETIL 52~58%. Bk
TIXAT~T4% Th o7, HEAT KON 14 BEOFEARNE BIZIBIT 5 GHEEO REEEEE
ITENEI 62.1% KT 61.7% TH V. FEHHRIERITEN LI 25.2% K& TN 20.2% TH -
7=, (ZH 3, 11)

F 9 FUTBITD UCHEHRT AR F Y —L 7 HEIXIE 14 HEEARZ O
HHAR R ORRFRRE RIS K OMCEHIRE (g eq/g)

7 HFEEA 14 HFETEA

ARk (%K) (%K)

ey - Y] —
- C A I | &3t%e e C A I | &3%

Jhe | 234, 1.84 | 0.54 | 0.49 | 0.06 52 218, 233 | 0.70 | 0.50 | 0.10 58

e | 064, 063 | 0.13 | 0.12 | 0.05 47 092, 049 | 0.28 | 0.18 | 0.06 74

il 1 016, 012 0.11 | 0.06 | <LD | 121 | 020. 012 | 0.06 | 0.07 | <LLD 81

HERG | 0.05, 0.04 0.07, 0.03

a: WA, CROTDOEFORIEREITHTLEIG, <LD : SHERFCR,  Hila L,

FE (XY, MR, 6 8R) 12 MC BERT AU H Y — VKRR (BEE
HEAREH, 3.8mgkg (KE/H) L. #5-2, 7 &0 14 HLORES O T OFREEHH
E ST,

Be5- 7 B O T OJRFEIT 0.089 ng eglg Th-oT2, (ZHE 12)

FE (R OMRIAE, 4 BREREE) 18, BN T —T LV &fio Tr ARy 2y —)u
B 7B NA] AT.5mglh 7)) AN [1 X3 2 7 'AEE (8 0.5 XiE 1 mgkg (&
H/H) IZHY] L, BA 5, 10, 25, 54, 74, 90, 96 KU 98 HEZ DA O
C. A KO DIREEDNAIE STz,

g O ORI C. A KON OIRFEZ K 10 IR LT, Mg TG C 73
Lo, 5 54 BE ORI O E- 98 H % ORFig CIIfaEi I 28 3G <5
STz, &7, 11)
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£ 10 FZBF BTN E =)L TR AAERAED
Fge e OV R IR (uglg)

T T 5% N
Belpht | LR | A 10 25 54 74 90 96 98
o C | 085 | 083 | 088 | 047 | 031 | 005 | <0.33 | ND
| e | A [ 068 | 0.96 | 054 | 0.85 | 022 | 0.08 | <0.86| ND
05 I | 030 | 021 | 015 | 025 | 022 | 003 | 0.08 | 0.04
i C | ND| ND| ND | ND | ND | ND | ND | ND
ﬁfﬁ)g wm | A | 009 | 0.06 | 008 | ND | ND | ND | <0.06| ND
I | 002 | 002 | 001 | 001 | <001 001 | 001 | ND
O C | 143 1.14 | 0.84 ND
2 %7 .
o | R A | 112 0.90 | 0.63 <0.02
4 I | 067 0.11 | 0.36 0.05
C | 009 007 | ND ND
mgkg | ..
e | A | 022 0.14 | <0.04 ND
{KER)
I | 003 0.02 | <0.02 ND
ND : i,

E (SRR, MERER 2 BEMER) ICT AU A — LB (2.5%0F) A BRI O 5

(7.6~8.1 mg/kg {K8H) L. &5 1, 2, 3, 4 XU'5 HEOFAMH ORHY C. A K
O T OFEFENRIE ST,

MREERILIRLE, SR

K 11 PSRBT DT Y — VBRGRIEANRE O 5% ORI GHIRE  (nglg)

o - Beh54% B
e | W 1 5 3 1 5
C 5,491 2,524 561.2 ND~25.1 <L0Q
— A 2,075 2,198 349.1 <1.0Q <1.0Q
e I 21.7 279.1 240.0 97.9 <L0Q~836
FR4Ee| 7,062 4,657 1,108 135.0 73.0
C 601.3 203.4 <10Q ND ND
- A 1,524 925.0 ND~223.4 ND ND
I 29.8 9124 | <LOQ~831.4| <LOQ <1.0Q
e 1,963 2,031 415.0 <LOQ <L.0Q
C 1,365 68.5 ND~16.7 ND ND
- A 395.4 210.7 ND~70.2 ND ND
A I <LOQ 31.4 ND~60.1 ND ND
PG| 1,654 287.8 | <LOQ~145.2 ND ND
C 231.9 ND~170.6 <L0Q ND ND
ey A 151.6 92.5 ND~29.4 <1.0Q ND
: I <L0Q |<LOQ~16.1 <L.0Q ND ND
e 361.0 125.4 ND~57.1 <LOQ ND

ND : #HIREF R, <LOQ : & EBRAAIM.
a: G C. ARDT ZT NA_RUE Y — U Y BT L, A3 LT-E
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E (TMERE, MERESS 2 FEMGS) 12T AU Y — LB (2.5%0K) A BRI O S
(7.7~8.2 mg/kg RHE) L., &5 1, 2. 3, 4 KU'5 HEZEOKAART O C. A K&
T DIEFEMHIE ST,
FERAER12I1TR LI, B]RT)

#* 12 FEITBIT DT AR Z Y — VEIRIHERRE O 5% O/ GHIRE  (nglg)
e - B 54% B
Bk | A 1 5 3 1 5
C 1,740 694 56.2 ND~23.7 ND
v LA 3,109 251 <L0Q~21.3| <LOQ <1.0Q
I 23.3 452 147 880 52.5
FRYRe | 4,446 1,381 232 124 <LOQ~116
C 364 <L0Q ND <10Q ND
- A 2,056 <L0Q ND ND ND
I |<L0Q~83.3 427 <10Q <10Q ND
R4 2,269 <L0Q~985 | <LOQ <L0Q ND
C 1,493 <L0Q <10Q ND ND
» A 971 ND~17.1 <10Q ND ND
e I <L0Q | <L0Q~424| <LOQ ND ND
fPsia| 29293 | <LOQ~T765| <LOQ ND ND
C 89.7 <10Q ND ND ND
cy | A 311 <10Q ND ND ND
e I <1.0Q <1.0Q <1.0Q ND ND
Y e 371 <L0Q <1L0Q ND ND

ND : #HIREF R, <LOQ : & EBRAAIM.
a: G C. AR ZT NARUE Y — UMY EICHE L, A3 LT-E

E (R, WSS 2 BE/REAR) (ST AR & — U (1.9%5RER) % HElRE 4%
5. (10 mg/kg RE) L, #5-1, 2, 3, 4 XU'5 HEOSMHBETOREHY C. A LU
DYLEEHE STz,

MERAER 1SR LI, B]RT)

* 13 FICBT 27 e~ 2 — VAR QR G8 OMET AEIRE  (ng/g)

e . Beh54% B
skl | R . 5 3 1 -
C 2,560 1,660 83.9 <LOQ~50.3 ND
. A 2,500 1,640 <LOQ~34.8| <LOQ <LOQ
I | <LoQ~345 533 143 18 <LOQ~160
FEY 4,690 3,620 259 168 <LOQ~202
C 627 <LOQ~275 ND ND~<LOQ <L.0Q
= A 2,090 <LOQ~2,700 ND ND ND
I <LOQ 623 <LOQ <L0Q <L.0Q
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fSE | 2,550 1,500 <1.0Q <1.0Q <10Q
1,720 ND~363 ND ND ND
- 830 <L0Q~934 | <LOQ <1.0Q <1.0Q
e <L.0Q <LOQ~652 | <LOQ <L0Q ND
fEa | 2380 | <LOQ~1250| <LOQ <10Q <L0Q
429 ND~107 <0Q | ND~<L0Q ND
- 290 <L0Q~535 | <LOQ <1.0Q <10Q
<10Q | <L0OQ~363 | <LOQ <1.0Q ND~16.4
ARl B 675 <L0Q~619 | <LOQ <1,0Q <10Q

ND : #HIREF R, <LOQ : & EBRAIM.
a: G C. AR ZT NAR_UE ) — U Y BT L, A3 LT-E

(4) ZEHER F3ED
WEHE (T T4 AT FHE, 20 §H) (27 02— VBIA (1.9%IRENR) % Bl
N5 (10 mg/kg AAE/H) L, &5 168 Kl £ T 12 KEEEOFLH T O C. A
KON OFRERRIE Sz,
FERAER 14\ R L, EB]RT)

# 14 FITBIF BT IR Z Y — ) VBRIFE R OB 5% 0

FLTFHEHIRE 2 (ngl/g)
e - e 5% 5
AR 1 24 36 48 60 72 84 96
C 4,713 | 3,002 | 1,340 499 | <L0Q | ND ND ND
" A 555 944 1,051 137 | <L0Q | ND | <0Q | ND
I <10Q | 21.8 94.3 481 220 31.3 162 | <LOQ
FER4ED | 4,962 | 3,702 | 2,309 704 258 468 | <L0Q | <1.0Q

a : &5 108~168 KiHli& I3 STz,
b: R#W C. AR ZT NA_UZY —) VY BICHE L, SFF L7l
<LOQ : FEERFURN, ND : SRR

(8) FIARUEJ—LRILKFL FOKBEER (. FRUOXYD)

ORES

A (SFE K OWERIARBA, 4 BE/IRS) I T AR 2 — )L 2L R & BERR O 5

(12 mg/kg (AHE) L. FHHMETOT R Z Y — )L 2R R REOHI) A DR
HE ST,

P51 HEDOHER O T VAR X — L 2 VR REOCE A OFEFET 294 K&
112,953 nglg C, #5453 HLE TIZ 5 nglg Kiili & 72 o7z, &5 1 HROEEFH O T L
RV AR RV REOMRGEY A ORI, 233 11,355 ng/g T, #&5-2 Hi%
£ TIT bnglg K& e T2 TANRUE Y — O EZICHLNLE8 T IO TIT
I ENIZD TN, TR E S =)L ZJLRFT Y REOMREH) A 1B DHEEN D,
PR DOWIITEERNT NS E Y — O 5% L RIC EE 2 bz, (B 17)

A (AHERE, MERERT 4 BE/RER) IST RO Z Y — L 2 LR B (7.5% 0% 15%
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RLoF58)) ZHEREO#FRES (8 12makeg (AE) L, %51, 3. 10 KO 14 AED%
T OT N Z =)L ZOVR R R, R A OV OFRENHIE Sz,
WRARIBITR LT, R

£ 15 FICBITFABFET N X — )L Z LR S RERFIEERS 0 54% 0O
FHRRP 7 LR 2 — )L Z LIRS R RO (nglg)

; = g N e h54% B
el v MRS 1 3 10 14
T IR — )L ZVRF R 2,160 BLD ND ND
Jr ik A 11,075 ND ND ND
I 1,286 161 ND ND
T IR — )L ZVRFR S R 218 ND ND ND
R ek A 4,373 ND ND ND
. I 2,722 114 ND ND
5% TN B =)L AR R 166 ND ND ND
A A 2,305 ND ND ND
I 179 ND ND ND
TN B =)L AR R 130 ND ND ND
=53] A 946 ND ND ND
1 63 ND ND ND
T ISR —)LZ)VRF R 2,234 105 ND ND
Jrfik A 9,750 ND ND ND
I 971 115 ND ND
T IR —)LZLRF R 757 BLD ND ND
R ek A 5,520 ND BLD ND
15% _ I 2,703 102 ND ND
T IR H )L AJLIRF T R 115 ND ND ND
A A 2,556 ND ND ND
I 216 ND ND ND
TN B — )L AR R 929 ND ND ND
RERH A 678 ND ND ND
1 53 ND BLD ND

BLD : EEIRA (s O : 100 nglg. FHRMOWEN : 20 nglg) A0,
ND : RS (AFlei i OV ik - 50 nglg. FHPAXOMENS : 10 nglg) A

@ F

F (BT — 7 R, MERERT 5 BEMRER) ST AR Z ) =)L ZVRF T R (2.5%
it 4% KL oFAl) ZHEERRO#&KE (9.5 mgkg (K&E) L. &5 1. 3. 7TKON10 H
DOFRE (TP, BIE. RO o7 LRy &2 — L Z2uRFs R, 3 A
KON OFRENRIE Sz,

2.5% R L U F R ERETIL, TR A — )L Z LR F o R3S 5 A% CTHIHERR

5 drench : G, B AN GIERIPNCENER S HIETE 2 DK, (B 19)
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(RPN OVESRG < 50 nglg., A RCOVIRI : 10 nglg) A& Ze o7z, (R A 13853
AI, R TS 1 A% DRI Ch o7, 4% FL o FABRGRETIL,
TR VAR REOREY A 12553 B % CERIR (s OV
100nglg, MHAZOWED : 20nglg) A& 720, Rl LIFEEE 1 R DRHERAR
Wchote, (ST

2 (SRR OMERIRBE, 4 BAMESR) 12T AU 2 — L ZLR %3 R HARR M5

(9.6 mg/kg 1AHE) L., Ak R, &g PR ONER) o7 _u 2 —)L 2L
BT REOMEH) A OIREENHIE ST,

ETOREITOMYEREIL, &5 7 B T 25 nglg K Ch o7, (B 17)

® H#RUE (Fit)

WA RIVAZ A L FE, 8FH) [T NARUE Y —)LZLERFY R (15% KL FH))
ZHEREO#RS (12mgkg (AE) L, &5 5, 9, 24, 33, 48, 57. 72. 81 K1V 96 K
MDA DT I 2 — )L Z LR R RO A OEEEDNAIE Sz,

FHFDOT AR =2 VR RiFES 33 Bk, W A 1385 57 B
BICHHRAR (5ng/ml) KL 7e-7-, (BET)

WAL GRIVAE A FE, 8FH) IZT IR Z ) — )L Z)LRFL R (7.5% KL FH)
ZHEREAES (11.7mg/kg (K8H) L., #5454, 19, 28, 43, 52 K 1*67 KL DIt
HOT N =)V Z VIR F T B ROEY A OREEDNHIE Shis,

FAHHOT NN =)V AV IR F v RI3d G 28 Wik, fAHi) A 1355 43 ]
BIZENEIVERIR (50 ng/mL) K OMEHRS (10 ng/mL) A & 22 o>72, (B T)

WIHLE Mule i, 6 FHEE) ICT AR EZ S — )L ZLARFU R (25% KL FH) %
H[ER O G (8.8 mglkg KE) NIITNAARUF ) —LALKRFL R (4% KL FHl)
ZHERRO&E (10 mgkg (RKE) L, $5-6, 24, 30, 48, 54, 72 KON 78 Wittt f
WMz 4, 5, 6, 7, 8, 9 KTN10 HEDHAIF DT N Z Y —)L Z)V7RF 2 R R ORE
W A OFRENHIE Sz,

WTNOEEGRET, LHHOT AR Z Y — )L ZLRF 2 REOE A 135 48
R I 22U R (Bng/mL) Kl 7272, (BB 17)

@ F*v

X (MERES: 5 PRS2 T LR 2 — L 2R L RE 3 HRNREEEE 5 (17 mg/kg
IREE/BICAEY) L, 8587 1, 2, 3 MONT BEOEHMF O T N0 X — )L Z )Lk
o RROWREI A ORES HPLC 12X W flES N, Fio, R L&A 0h%
IO W TR E O AR E LTz,

FERER 16 (TR LT, ZNOHORENSL, BRIZBIT LT A2y — L OREHE
IIFHEEF U A T 8D Z EOVRE & LTz, (B 17)
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#F 16 FXUIZBITF AT AR A —)LZ)VRF R 3 AR 5% D
FRR P T R 2 =L ZOVIR Y R R OGHIEE  (nglg)

e - B % A
=t Wit . ; ; -
TN A —)L AL
e R R rfama | 10 20 45
R 1 24 168 99
Xl R 366 15 ND
B A |68 15 ND ND
NENfT & B & 84

S w72 L, ND : B

(6) BB<Y—H—IZDL\T

EMEA |%, 7R Z Y — LD,

5, (ZH17)

B RRE ~— 1 —1%, R C. A KO
I OFET NRE—UHE LT DL LTWD, ZORE~——I%, 7
S — )V RET R B — )L Z LR ROWT OS2

T A9 DI ATREZ R A 2 CE T, T DT, TR Z Y — )L AR F T R
DEFIZEBENT Y, TARZ Y — Vg 5RE LRI URE~— I —EHTE 5L LT

BOThH, mEFAYRE

3. EinHEMHHER
T IR B = VR O OB s AR R A e 2R 17 KON 18 1T LT,
(ZH 3, 4, 6. 7. 21~25)
F 17T TR E Y — )L O mr ks
T H BUSSER JiEs i
1n vitro | BITZERA S, | Salmonella typhimurium |1~10,000 ug/plate amn
s TA98, TA100, TA1535, | (+S592) -
TA1537, TA1538 1~10,000 pg/plate ok
(+S9v) -
S. typhimurium 0.5~1,000 ug/plate
TA97a, TA98. TA100. | (£S92) Eun
TA102
S. typhimurium !
TA98, TA100, TA1530, g
TA1532, TA1534, -
TA1537, LT2 his-, G46
Y fR B T v A =— AN A A X —FF10.047~1.5 ng/mL
B (FP >R | BEARAE (CHO i) ot
AkR)
/IZRRER CHO-K1 #jia 0.1~1.0 pmol/L4 Ui
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(R E| Y SIES & i
b RU LoRER 0.1~100 pmol/L .
IINERBR KON B R U LosER 0.1~10 pmol/L.  (/]MZaklR)
RS RN NN 0.1~1 umol/L. (Jtafk A5y B
iR HfEAER)
n vivo |/MZRER ~ 7 A G RN HBEL =7 R Ui
Z )b G
CD-1 He~ v A B 0. 500, 1,000, 1,500 mg/kg
RE/R, ROFh, %5 48 BoE
IRAEIES
/R BR K O %6 ) HUE (hydatic disease) | T4 2 HERGE
filifk et Sy R VRS L7/ N U 58k |15 mglkg R4 28 HIEHE B
AR %5
a: 7 MTHkS9
b : THKOT v MiFHISE S9
¢ : 1,000 mg/kg RELL ECTHE /BN,
d : 2 umol/L DA ECAFMIaEA 40%LL T,
# 18 TN E Y — AW OB m AR R
K& | AR Y SIER & i A
TV | GeE R BT | R FEAMASEA TR A
VAL Y
— L R | Yefa kA I LR ‘
¥ (] 3 -
# C) | /IR (n | CHO-K1 #ifa 6~40 pumol/L u
vitro) Bort:
EERER (In |~ v AEHEHIR FERINEA a
. Bort:
VIvo)
dﬁ%ﬁ%ﬁ (n | & RV =Bk 0.1~100 pmol/L T
vitro)
IR (n | B R U oSER 0.1~10 pmol/L, .
vitro) -
R | 1R IFZERAE R | S. typhimurium 1~10,000 pg/plate
Fav TA98, TA100, TA1535, (£S9h) Pett
TA1537, TA1538

a: HWRENS R Cho722 &0n . BIfZREMAER & 3 HITIHEHE CX e ol Sz,
b TAHKOT v MR S9

TN A — U,

in vitro Dt ~ U 2Bk E W o/ IMERIR X O AR R oy

B, CHO-K1 #ifaz o/ MERBR K O in vivo D~ 7 A0 B/ MERRER AR R 4
U ZORIERRFHRE OISR E TS5 & U 2 BRI IME R Okt oy (R 2 iz
3 Lz, —TJ5, invitro DIEIFZSRASTGERER, WL 22 IV o Ge e RS iR Tl
MG R A T LT, TARL A — L aa oy A I X — LR aE. Fa—T
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Vo EfEa L, MNEOEAELET L Z EAMEIN TS (B4, 26~29) Z &
Mo, BWZELZESEAEEGLEMFHERIL. FFLOBMR T DNA 515D
<HLOTIFRL, ZoVE (Fa—T7VY) ZENETHEEMEFZRICLSHLOTH
), TR E S — VORI BIE R E TE D LW L, £7o, o~
RA LY = VA AP BT LTI U B B MER R~ DB R T 5 ET L
ERNTT AR E Y — L O/MERBRICE T DBIEE B Lz b h o (B 21),
LEDZ Emn, TR Y —UiE, BiHERES & L CHEICEHA S DR |
ARIC & > CRI & 7 DBIEHIEITR S eV LB 2 DBz,

T IR =)V A VR R, BEREE VO T et fR B il C MR R e & R
L7z, & R 2 ERE W2 In vitro DF I HEERIZIBN T, TARUE Y — /L AL
RxY NI B2 R~ S o =08, ZORBRTHWZEBEIIR S ThoT-Z &
N, Bk L LTETE e S, £, TARUE Y — )L ZLRF U R
IX in vitro D& N U 2 3ERE O T2/ MR TR O IEME R OatERE R 2~ L. CHO-K1
FRRZ W2 MERBR CMERE R 2 7R LTz, F72. invivo D~ 7 A FH/IMERER TRt
FERAERLTIZE SNTCWVDDREIERATH D, TR E Y —)L E[RERIZ, Ty
BT =)V ZNEF Y RIZOWTH, Fa—T ) U EfEGL, NEOERESZEL T,
FEMEZFRT D SH4, 17) EZEZOND 200, RWEEEBSTAIEIE,
HEESIT, TARE Y — )L ZVRF L RCHlRE ST Didiseti., DNA 8
BIZHAS O TIERL, X0 (Fa—TV V) ZENETHHOTHY ., HfE
DERETE D LYW LT, £, RO XA I 7Y — )V REEWITR&TE UToMifas
BT B BEMFE RO E T HET VERHNTT AR H Y —)LZLEKRF T RO
IMERBRICB T ABEE R LS b H 5 (B 21),

PLEDZ D, TR E Y — )L ZVRFy Rid, BRHESRN & Ll
SNDIRY . A2 E > TR E 2 D BREHEIIR IRV B bz,

4. 2MEMHHER
(1) 2SR (IVR. Ty M)
TN =)V O A5 X D A RO R AR 19 IR LI, vV A,
T b NLAE— FBNEY MO XOROBGIZ LD 2MEER -T2, (&
PR3, 4. 7)

%19 TARUE ) —LOROFEIC L HEEEE

ELYEn (el Tat: LDso (mg/kg {AH)

~ 1A HE 0.75% methocel >3,000

_ 2% tragacanth 1,320

7 b i 1% methocel 2,400
INDARZ — R 2% tragacanth >10,000
E/LE b R 2% tragacanth 900

7Y BERfE 2% tragacanth 500~1,250
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FECT v M TR BRI, SEAMOMMAZW, AFREL OWFE T2 7 53T
W5,

FECTUYFOFMETIEL, B ITRIENEED . A& > TR L TV,

OB 1T DT RS STy, (B4, 7)

(2) FILRUFJ—)LRILREXY FOEEEHER (v b, RESH) <SEEHS>
EMEA |Z. 7ARES—)LZLEFY ROT v NUIFS (B, ELOFD) 124
TAHRARE T, AlFEEIE) 72 LTS, &6, 17)

5. BaMHEMAR
(1) 90 HHEESMEHHER (YIR) <SZEEH>

~ 7 A (CD-1 %, MEHES 10 DURE) & W= T AR B — )L ORI 512 8 5 90
H RS 2 3R, ZhEnSEiis sz, 58130, 5. 10, 20, 40 X
80 mg/kg IARH/HIFONT 0, 200, 400, 800 K TX 1,600 mgkg AHE/H TH 5,

1,600 mg/kg A/ H & GREOME 5/10 51 K OMERFIMEFEHNIIEL XL IEALE X
iz,

B 5-BilAE 9 1 & T2, 800 mg/kg (RE/ H 5 5-HEOIE 2/10 151 J UM 2/9 il ONT 1,600
mg/kg (RE/ A FEGEEORE 5/56 BIZFW T, HOJehmDIEE K O SUIMETERA 2~ B i
7o REIEINEIL 1,600 mg/kg (KH/ H #5580 Z THIH S vz,

MIEFHIRA T, 800 mg/kg 1A/ A DL F#E 5 EEOREIZ 3 T WBC OIE 73, 1,600
mg/kg K/ A 58T Hb DI T8, 200 mg/kg (A5 A UL F GO T RBC DI T
NI BT,

EEREE B OV T, 400 mg/kg REE/ H DL B3 5RE ClFigo At & OFHHEE B O HE NN
Ao, (B4, 7)

JECFA 13482 D NOEL %54 3% & L TV 72l

(2) 4 BMEIMSEERER (T <SEBEHS>

Z v b (SD &, MERES 15~20 VL/EE) ZHW=T VU2 —L (B 0.5%Tween
80) @ 4 HERFRHIRE AL (0, 4, 16, 48 XUX 168 mg/kg KHE/H) 92 X ZliatE
MBS SEIE S N7z, £z, 48 mglkg RE/ H#EGRAIL, &5 4 B OREIF %O
BEZDT= O\ THMERES 5 ILA BN LTz,

RS LT, 48 mg/kg (AH/ALL EFRGEET TR, 2B, fMEE 21 RolE
KEOFEL: (48 mglkg (RE/H#GRED 7/30 1K TN 168 mglkg {RE/H £ H#£D 39/40
) BIHNTZ, 48 mglkg IR/ A & GRECRERIMNG 2 A 50, 168 mg/kg (AH/H

6 SEROFEMNARHTH D Z &nh, 2B ERE LT,

T 2R E LMEDENH D Z EnD, EERE Lo,

8 FETSHNTIRY 3V . FELEDOERNRFELTNDZ Enb, BEEEE Lz,

9 HHEIZHOWT, JECFA OiiiE: (B 4) Tid 25 mglkg KH/H & H DM, B 7T OB R &R
L7zt ZA 16mghkg (KE/IH EH-T-Z b, IR T OBEHIHESWTRoHE L 7=,
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P GRECITRTERD 21 - 7=, EAT R 48 ma/kg R/ A 5 I EITIKR T L, 168
mg/kg RE/ HEGHETIIE LK T L,

MR, MR AE LA R OYR A T, 16 mglkg K8/ H DL ERGREOREZ Ht O
RBC DX F723, 48 mglkg K5/ H B GHEOMEZ Hb, Ht, RBC XX WBC DK R34
BT,

FIRIZIBN T, 48 mg/kg AE/ B & GEECTREO/IMUERH LTS, 168 mgkg
RE/ H B G HEORECITRERORE SITFEBLZIT 20> 728, FAUTRINET LT
D EEZ DIz, 48 mglkg (KE/H UL EEGREORHZHECTRIB ORI A BT,

PRI Cld, 48 mg/kg R/ A UL EEEGEHZIWCORER, B, Mgk O
U 2 EDIRFERD A H ATz,

B 54% 4 B OBEEE T, BGICEE L2 I CEEEME T Lz Z &
b, ZNHOFBIIRR LD LB b, (B4, T)

JECFA 13453882 D NOEL %54 3% & L TV /2l

(3) 91 HHEEEMSEMHEER (v M)
7 v I (Long Evans &, MERER 20 PL/RE) & W27 v 2 —/0D 91 H HITRER
#5- (0, 2, 10 X% 30 mg/kg RE/H) 1T X DM arEEERBR i Sz, £72. 0
F O30 mglkg (RE/ HEGREZIX, MIRRAED 7= OMERES 10 IL/REZ BN L=, &L
OWies B EHE T4 T OHBREI OV TIT o 7228, TR BRI A o B A O 30
mg/kg (AE/ H & GHEOMERES 15 IL/REIC DWW T T2 72,
BRI <, RE, BEELOIRBHRAE T XA —F —(TEEITA LR T2,
MR e QMR AR AR A ONT PRI A, R, NBeR B i e OV B HAR AR A
IZBWT, HEICEELIEERO S DEIBIEI N o7, (&4, T)
JECFA 345852 D NOEL £ % 5% L TV R0,
B ZEZE S AER S EMMRESIR, B5IZEE LI BN L bR o7 2
Enn, RRERO NOAEL % s & 30 mg/kg (AH/H L34 E LT,

(4) 26 BMBEIESEER (Tv k) <SEEH0>
F v & (SD F&. MEHES 100 PL/RE) A W=7 A0 2 — )V OIREEF G L A A
Fe G atEaRBR AN I S 7=, FoldlZ 0. 1. 2.5 V5 mg/kg K/ H % 60 HE#S-L,
D%, ZEED ., RN OV E TR G- L1z, IR CEMER T F11212 0, 5. 30 (45
mg/kg RE/HZEG Lz, #5513 2 FEEEE Lz, SEERPEN-T2T2D, 26
BRI T Lz, §ia 2 TOXRTEMW KON 26 1 F THEF L72E) O] 60%I2-DO0
CHEME L7z, HEBRRFAIRRAIL Fi @ 0, 30 XN 45 mglkg AE/H B GREOHERES 5
DL/REDBERIN U 7= R DU T L 7=,
IZBWT, AEREIIALNRI-T,
F1 Tl 25 I % TIZ 45 mglkg (KH/ B 5 5HEOKE 92/100 51 K UM 99/100 113561 L
oo ZIUHOEMWYTIE, FECRNC FEFAROERIZH X, A USMNEROER, 5

10 PRI AT 20 Fohin L 72 BB D 7N 2 L h . BEEERLE LT,
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ORI OHIE  ((REHINE N OFBEEEDIKNT) A b,

MR ClE, &5 3 723 TlE 45 mg/kg KE/ H %5862 Hb, Ht, RBC X}
WBC DK, WONTHBRARMEREL DN A - BdL, %56 72H 1% TiL, 30 mg/kg (AH
| BEGEAZFRROPT NI BTN, ZAITREE Th o> 72, DHERLAFHERDNRRIC B %
2T TND Z &N, AHEL O 30 mg/kg AR H/ H & 58D b E Sl s X 0 fEed
ni-,

MR ClE, 45 mg/kg RE/ B BEGREOHEREZ AT Chol. DN, #ElZ K
DO, HEZ Alb, 1L UGRMMEK ChE DK F 234 HiTz,

PRI ClE, JRZ /X7 8D 30 mglkg R/ H LU EFREGREORETEEIN L 7=,

HIRMCIL, 45 mglkg R/ B GREOM, O, U o/ HL, R, B, R, 205 &
ORI DIV, ETIEL, FEERO/INUE K OSIbA 2 BTz,

JHEHRR TR CIE, 45 mg/kg IR/ A & GHEOMEREDONT, Mg, Bl OVMgi
BMHRIER S Z DI WEBEICERE L 72 a n =— A b7, 45 mgkg AH/H
FBHEETIE, IO/ NEFUAEOIRBIENR, Z2ift OIS L, BHb. Mls Ot
FIBRODOZERED I~ DAV, 30 mg/kg R/ H & GHETIEL, R & OO 22 22 LD A~
DR BTz,

P OYEREM) 2 IV CL MRS/ ST A — 2 —(CBE$ B BN SRl ST, %
FRRE N OY b mg/kg ARE/ H ¥ 5REZR AR THR S 217V, 30 mglkg (RE/ H #5803
H&% 0 X% 20 mg/kg R/ HIZEE Uz, BWEUIMERES 20~25 L& L, #5134
HRATONT, MR TEA 1T,

5 mg/kg K/ A EGEHIRELZ T2 -T2, 30 mgkg KE/ AFREGRETHR LT
RBC &X' WBC D253, 0 X% 20 mg/kg (KE/ H I 5-B2I U7z 1 202AUNICIZ E
NETEF o7z, L Lanns, $&5 81 HEDOH I K A FREMinE 6. 20
mg/kg RE/ H B GEECB W CEBEMIERS D RHGERIZIIH S Cnd 2 E RIS E
7potr, ETOYWREMATONZEIR TR Bt T &I LN -T2, (B
4)

JECFA | 345481 NOEL % 4 3% E L TR,

(5) 4 BMEIMHEMEER (1 X)

A X (B =7 )VFE, MERES 4~5 VT/EE) ZHWT=T AU 2 —)u (B 2% Tween
80) ™ 4 HHFRHIFR PG (0. 4, 16, 48 XX 168 mg/kg R/ H) (& XK B HiAMERME
AN STz, BT RA R 20 IR LT,

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

HIRMCIL, 48 mglkg R/ H UL ERGREORE TR OMEXTEEIM T L7223, JWEHE
WA SN2 Tz, (B4, T)

JECFA 134538820 NOEL %54 3% & L TV /20,

R AR ESHAEILFEMNRERIL. 16 mgkg K&/ H U ERGHETA LN
ALP O _ESIMICBEET B BN N2 -T2 2 LD, T L 1372 & 720>
72, 16 mg/kg AT/ H LA R GHETAREEIENGID 2 Hic 2 &L a6 | Ak NOAEL
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# 4 mglkg R/ R LRE LT,

# 20 4 BERESVEERNERER (F X) 1B DA

B ha MERE
168 mg/kg KH/| - B (6/10 f, FEITH)
E| - DB OFE L BR*
48 mg/kg K/ H | - T, BEFRIKT
LIk - WBC 1K
16 mg/kg RE/H | - FREHIPNH]
LI E
4 mglkg RE/H | EATRZR L

A | N Y g el 37

(6) 91 HEFEAMHMEHR (1 X)
A X (=7 VFE, MEES 4 VLR 2 W=7 AR & —vd 91 A 7k
A5 (0, 2, 10 %030 mgrkg (K5/H) 112 X 5 di2adEmEtalihas 52hE < iz,
VEE, IRE L OMBEE ISR 22 T 70 < | MR QMR AE LR, R
R, IREHRA, BEesE R, FI & OYREAAR AR AL B G-IZBEE L 7B O
Nnigmoi-, &4, 7)
JECFA 345D NOEL 254 5% & L TV RN,
BN ZERESIHAEEGLEMRAESIT, BGICEEE LR LN -T2 2
LD, RRERO NOAEL % s HED 30 mg/kg (KH/H L 5% E LT,

(7) 6 hAMEEZHSEAR (1 X)

A X (B =TV, MEES 6 DURE) 2 RWT=T AU 2 — ) 6 A 72 vk
N85 (0, 5, 30 X160 mgkg (KE/H) (2L D HRaMERMRER ) FhE S vz, FMERT
REFRLITRLE, (B 4)

JECFA 345852 D NOEL £ % 5% L TV VR0,

FDA 3455k NOEL % 5 mg/kg (AH/H L EL T\ 5, (/4 30)

BN Z BRI EMFIESIX, 30 mgkg (RE/H DL B 58 CHECIERR
BOKT, HFPEREOIKTFRARLNTZZ LD, KRR NOAEL % 5 mg/kg {AH/H
ERRE LT,

# 21 6 2 HEHAMEREMRER (X)) ([ZRBT etk A
b MHEREE
60 mg/kg (RE/H | « REHIINEDRD
- Hb, Ht XO*RBC KT
 AEH N OV DRt S OFERT B RO T
- - MrE B BEIEIE AR (4/6 i)

1 FeHRCHONT, JECFA OFHliEE (B 4) TlE 39 mgkg KE/H & DM, B 7 ORI 2R
L7=& 2530 mglkg (AE/H L o722 b, BIR T OBEHIIESWCEEHI LT,
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30 mg/kg RE/H | - W : BEFEOKT
Lk - WBC (RFRlZHFHER) KT
5 mg/kg KE/H | FEPEAT R L

(8) FILRUAY—)LAILKRFL RO 13 AMEIMEHEAEE (Sv ) <*%%Eﬂ=’412>
F v~ GrRt, MERIROVCEAR) 2 AW =7 Wy 2 — )L ORAERR O &5
13 HEF AR R (R EAH) T, BARICBOW T, HDIMIEFN/ T A — 5{
— | THRPE 72 MDA DAV D3, &5 CREE U7V MBS AL & i S e, TRt FEE
TGS O R DIEMA LIS B GIC K AR & LTl STz, JH MR OSSR 1T
34 mg/kg R/ HLLEOFETH %7}%7175\ 12.9 mg/kg K/ HLL T TlEA LR
7o WUBROBESEL, PURTRERIIR O OVER OISR A 1 5 MU E SO YE D 7
DAL, MR E EOHNIIMET 10.9 mg/kg (KE/H UL EOFG-E&ETHLNTH Y 3.3 mgkg
(KE/ A LT TIEEEII A DR -T2, 20X 5 Ao RT AN, RISk 2 BIVEA
ZNET HOINE S INIAHTH L0, BWEH & T DIIFEEIHET 2 0E R’ H 5,
fE- L LT, NOEL 7’ 3.3 mg/kg fKH/H & Sz,
F v FUISN OB A T L B — )L ZOLIR Y RO RAE R D 55 ERE
Fhi ST, (B 6, 17)

6. EBHFHRUFEIA MR
(1) 25 MAMIEUSHRERLAMHERR (TVX)

~ 7 A (CD-1 %, WEKESS 100 VL/RE) Z W2 T Ay 2 — v 25 )2 H TREE 1
5. (0, 25, 100 KT 400 mg/kg (KHF/H) (2 K DM AMEDFE RN T X 1
7o MIKFRIRRAEDT-OMBIEEEL LT, THBEA T 400 mg/kg AT/ H & 5HEHERES
25 VU/FEZ BN U7, BRI AT 2 5T IR K OY 400 mg/kg (RE/ H % 58 Tl S i
%uowff%&UummwQWEm&ﬁﬁfiz%&6@®z%ﬁ“&@@wmm

TR D TR DN T To 7o, TR AR 22 IR LT,
R, BEEEN OMEREICH T 2B I A Lo T,

FR M OV ERAH AR AR TR, IROIREN 2 TOREC A DTN, BT
1% 400 mg/kg (RE/ B & GREOREZ DA HNBESEREEIZEN L T2, BNBEO KESy
DREAWETH Y, 2D X 5 7 BE I XIRETR D0 R L TR SN 7= %Il L Ta b
NTCNDZ Ens, FEREORS-& 2 b DIROFTR & OBRIFED L & Sz,

TEANIFEREER U — 7 OIABEEPARER O IREE L 0 L TA b (3 23)
3, B FA I CIIEEICE BT A DIVT, & TOIABEE IR IREEE 2 BEHW
7o 28BS 2O O T — X OFIENTH 72, (4, 12)

100 mg/kg (& H/ H UL BB GERICITFBRZER LA A DAL, EIERTE AR U — 7 0345
BROXIREL D BTN U722y, AEZEITR L ETOFRABEI TSR O &

F— 5 OFPFAN T 5, JECFA 134350 NOEL % 25 mgke (Kf/H & 3E LTV
. (B 4)

12 YEREDIFHNS A THD Z Linb, BEERE LT,
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F72. JECFA TiX, ~UAKWT v b DFED ANEER OB H AT M ONEE D%
ABEEREHC T D RIRREOE o7 — 2 OFE RIS LT, BIRERMEE S7-23, #Bk
MHFRE S, WEDOW DO Th D EffmftT biviz, W5 DT - A VT
PAERRER OB AN & A S, BUTOFFR TX 2 FIRICH]» TThh e Z &M
A LTz, (ZH4)

FDA 343852 NOEL % 25.0 mg/kg (AH/H L% E LT\ 5, (B 30)

BihLZeFRE R A ERLHEMFAESIL, 100 mg/kg (R85 H UL ERGEEOREZ R
D/NEES LW ZER LA 2 HAVTZ Z & v A3RERD NOAEL % 25 mg/kg A5/ H
ERRTE LT BBAMIIH BN T,

< 22 25 D AMEMEEMESES AMENFERER (U R) 12T D EMERT

P b Jii3 i3
400 mg/kg {RH/| - FEHR OIS, FEEZ| -RBC XONWBC KT, (i MiH
A PE, T OSSR EROBERS | N
ERN -
100 mg/kg KE/| - /INEEFOMERFIIOZER L O | 100 mg/kg RE/H LU T
AL E TR L
25 mg/kg A/ H | FMEAT R L

# 23 TEPWIRWEIZR T S EEFE AN

_ Feh (mglkg A/ H) TN
PR 0 0 25 100 w0 | T
TENERERY —7 | 3/98 5/99 3/98 5/98 7/99 0/55~8/47
B NI E A 0/98 0/99 1/98 2/98 0/99 H1# 29/780
gt 3/98 5/99 4/98 7/98 7/99

(2) 28 MARIEHESHERSAMHERR (v )

7 v~ (SD %, MERER 100 PL/EE) 2 W27 L 2 — L OIREEBEGZ K D180
SN AN RN M S 7=, FolllX 0. 1. 2.5 KUV5 mglkg KH/H % 60 H
MG L, 20, AR BIFRE OVt E TR G- L7z, R CBEERCC F1l2id 0, 3.5,
7 KO 20 mglkg (RE/H % 28 /ARG Ui, *HBEER Y 20 mg/kg (REE/ H BE5HEIC
I HERER 25 PU/REZ BN UIIEEFAOREIC AV 2, %5 12 A% O FRE IS
HERER 10 PL/BEZ FE, S22 TOREREIMIC DU TITU, B ER FAR a2 xf
FERER OVE &R SR CIE T IRas o OV, PR A ER GRECIE 8 fo EE s &k O
RIIRAOIZ B D3 & LT f AR I 2D T3 L 7=,

Fo 23\ T, BRI A BN o T,

F1 OFFEATR A $ 24 1R LT,

SFRRRE & i UL e PR e SRAE TS Mo OB i DAHARERME I DS AEBHFE D B 5
B BRECHIIN LT (3% 25 KON 26), AT OFEHAIREE Cld, BERICHRHAIA EZEX
HHIVT, ERABEIXZ ORI BT DT RT — X D#EPAN TH 7=, (B 4,
12)
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20 mg/kg RE/HEGHAIIELE, FHEREAE, &2 L A7 a—/ViifE, FEROZENE
KON D FEIAZE D P B AT, -1 NI - SRS RS Mo OVRE RS OOREARERME I D R84
BEEE N OB GRETININ L7223, BRI/ & TOFREME IR OY 57
— X OFPFNTH S & L, JECFA 1345488k NOEL % 7 mg/kg RH/H Li%EL TV
%, (ZH4)

72, JECFA Tix, v~V AKLWT v F ORI ANMEROFEFH IR M ONEZE D%
ABAERFNR T A RIREEOWN 5T — X OEAIZBE LT, BlREEITV, BUTORET
XL FIRICAl> T T Z EXNHIA LT, (2R 4)

FDA 1%, A NOEL % 7 mg/kg fAE/H L E LTV 5, (1 30)

R Z R BRI AIERLHFEMHESIL, 20 mgkg RE/ H & GHET WBC LU
BRI DR OB DIEI M DN A DT Z D AR NOAEL % 7 mg/kg (&
H/H ERE LTc, BOBANETA DN T,

7% 24 28 o H e BAMIFERER (T v ) 128125 F1 O A
Bh Pai3 iki3
20 mg/kg (REE/H | - FETCREEN « WBC K OUFHEREL DR T
+ WBC K& OUFHERE DAL - JHHisR RN 2
- 113 Chol H41
< FEEROEA Y, K REfa 28 ZE
e
- Rl Es 2
7 mglkg IKE/H | wBIEATRA L FEMERT R L
YN
* o RN A DI R
F 25 TEWNERIE OREGSAELEE
- 5% (mgkg (KE/H) I
PR, 0 0 35 7 20 R
FENERER)—7 | 399 | 599 | 998 | 9/99 | 1091 | 1/69~7/58*
T IR E A 099 | /99 | 0/98 | 4/99 | /91 | ZFk 120/1,864
i 399 | 899 | 998 | 1199 | 13/91
* 18 FBRICHS<
# 26 FZJEORARRERNME A ETS LSRR
BhH&E (mgkg AE/H) -
Al 0 0 35 7 20 R =2
M | 1100 | 2100 | 4/98 | 4100 | 6/100 | 0/116~6/110%*. Zifk 32/1,190
M | 0100 | 4/100 | 0100 | 1/96 | 5100 | 1/112~11/119. Z4F% 40/1,188
w14 R BRICHS<
(3) ZIRUEYJ—)LRILIRF L FOEEEERUVELAEER

TN BT — )L 2R %3 R B8
TURLY,
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IZHH~ONTEY EMEA 13, 7 v b XTI~ 7 ADOWTHIUSE W THEIEEIEI A L0
TWRNELTWD, (BH6, 17)

7. EERESMHER
(1) 3HAEREEAR (v M)

Z v kb (Long Evans %) W=7 AR 2 — L OIREEE S [RATEFE 0. 30,
75 X% 150 ppm (0, 2.3, 5.8 XiE 11.6 mg/kg AEH/HIZHY) ] 12X 5 3 HAVESHABR
INSEE ST, BGERMIOZE 64 HRIOORME UTs, Bl s —HE47- 0 [ 12 T
O 24 PEE L, A E b 2 EIHES S, 2[EBOER (Fy) 2RIV,

BRI ONC R, BiE, QRR, SR, MIRE, WIRME, EREMORER
KE~OEEII A LN T,

FAMMF. 150 ppm & GHED Fia LN Fou WEWAD Z, AA73 N OV USRI &
WKTF L7, (B4, 7)

JECFA 13, SZhERE I EFEFEIEI 2 XA B9, 150 ppm (11.6 mg/kg {KE/H)
FeGHED BN AETFR L ORE ORI A Hil-Z £ 2v5, NOEL % 75 ppm (5.8
mg/kg (RE/HITHY) EREL WD, (BR4)

FDA 1%, A3k IZ31F7 5 NOEL % 150 ppm EF%E L TW5, (M 30)

R LR E YA ERLFEMFAESIL, 150 ppm £ 54O WEWIZ O A 7K
OMEEIINEDIK FRA LT 2 L vb  REMWIZKTF % NOAEL % 75 ppm (5.8 mg/kg
(REE/BICFEY) . BlEMWICIT R G OFERR LN -T2 b, BHEmIckd 5
NOAEL % HED 150 ppm (11.6 mglkg R/ HITHY) EF%E LT-, BIEREIZE
BB DRI T,

(2) £mBEUEER (Sy M

Z v b~ (SD &, M 20 PL/EE) % W= T 0 & —)L (5L 0.5% gum tragacanth)
OsEflFE NS (0, 1, 10 X% 30 mg/kg (AH/H) 12 X A A5 FEhE S 7,
e 52220 60 BRI HBGEMRIORG £ TITo7z, HEAREGHEE 1 %1 TABLL .
IR 13 BICREMW) O A ZHSPALE L CHENS A a5 & L bz, R0 Ol
BRI SE T, HE ORI E CRIZE LT,

30 mg/kg AH/ A GHEOREIIW T, FEFMEIMET L, 4 BB SUTLHIE
AU STe, T, 30 mg/kg (REE/H B GREOSLE K O SR ONT 10
mg/kg KRB/ H i 5HE0 & EPH O L T > 72,

30 mg/kg (AH/ H 5 GHEOIETITREER O/ MR A B, 8/10 FlIZIR/FEI SR O
TER A>T, ZIRERICITE I A B2 > T, 10 mglkg A/ H 58Tl
4/5 B AT ORGHIE DIRIZRD - B ATz,

R 13 H OFENEDORA T, 30 mg/kg AE/HEGHEHIRBW T, WINIREIZ 8
BTN, BRBOBD B H LT (FEZERL), S ST, 30 mgkg &
H/ H#BGREOREMI IO T, IR P OREEIIEIME T L7, 245 < ZHUdlHE
HEWRE OMEREOIK T2 L2 b D LB 2 bz, HPEZROREMWIOME., SR K
WTEI PSR IR I A DR o T, (B4, T)
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10 mg/kg A/ H LA GAH I D2t B L O IROIRIE A 2 b, 32hh
REICHBI A DR -T2, 30 meglkg (REH/ &G CREIES L OFEME T L, [
IV DB IERFE ORI L D b D EEZ SN2 LA6, JECFA X NOEL % 1
mg/kg (FE/H EREL TV D, (B 4)

i BR AR AR EMRARIX, 10 mghkg WRE/A UL ERGHHCEIERE
K ORGAE DARTEREA T ST Z LD HEOATHREICKT4 % NOAEL % 1 mg/kg (AN
B/ H ERE LTz,

(3) FEER - REEEHER (Sy M)

HET ~ b (SD %, 25 VU/EE) ZHAWET AR A2 Y —)L (I 0 0.5%MC) 5@
OG- (0. 5. 20 % 40 mglkg R/ H) (XD JEPER - SR B 5380 e S
Too —REMTZD 19 VLICIT G- 2R 16~20 HIZ, #8V @ 6 PUiZITAE 16 H Bl
20 HE TiTo72, & COREMZ BRI S 7=,

FHAZEMEIE ONZAFRIR X OV il kT~ 2 BRI B LR o T2, 40 mglkg (AH/H &5
FEZBWTC, HAERFORIEREL OVMAREIME T L, AP LM shi-£ETh
ST, FREZBWT, 2T 6, 17, 4 K OV55 FIOREMWHFLE LT,

40 mg/kg RH/ H 5580 B T, Ml & OV gD/ N A ONZ B IED A D A,
;ﬂ%i&5®%@k%2%ﬂkﬁ\ﬁﬁﬁ%wkﬂ%ﬁ®ﬁ@%®ﬁﬁ9ﬁﬁokk

O, R RITAS DR o T,

B 5 VI N O TR IR T R 2 — L DB T B REEmfH T 7= 03, B
2B T — Z I3t S o7z, (B4, 7)

40 mg/kg (AE/ A& HHE T E N ORI ORI O REMW) O AL K ORR DK
TABRBI, HAEREW Olfias DISEERIL 2 e T D5V < BOORHLAH 72 & LT,
JECFA 1345882 NOEL % 20 mg/kg (K&E/H EREL T\ 5, (B 4)

FDA [3A55#%7 NOEL % 20 mg/kg {AF/H L% E L T\ 5, (2 30)

BN EERESEY A ERILEMFAESIT, BREMICRSOREITIA LT, 40
mg/kg R/ BB GRHFIE SR VAR EDOIK T, EEW O REFESE N b= Z &
5, REEIC D NOAEL % fem & 40 mg/kg RE/H ., VK OB
% NOAEL % 20 mg/kg K5/ H L 5% € LTz,

(4) RESHHER (TVX)
ik~ A (CD-1 5/, 21~26 IL/ff) ZHWeT7 _y 2 —v (i 0.5%MC)
OFRHRE O S (0, 2. 5. 10 XL 30 mg/kg KT/ H) 12 K 2 FAEFMRERDFhE i
Too #h5% 6~15 HIZATV, MWL ONRIE 2R 18 HITHE LT,
Bl &0 7o RHATENE, IR, R R EIE ONTIR I DA TR, Pl OVERE D FEEE~D
7 el 6/%7‘0&75:0710 (&4, 7)
JECFA 1%, 30 mg/kg (KE/H £ TEG L THEEIIA LN -T2 LTS, (&
& 4)

FDA 1%, ARBRIZIIT 5 NOEL % 30 mg/kg (AH/H L% EL T35, (B 30)
ﬁu%iéé B ARG EIRASIT. BEWR O IRA~EEN L L h > T
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Z b ARBRICET 5 NOAEL Z i & D 30 mg/kg RE/H & BUE LTz, fEATE
EHECZNEY gRAv/Rley

(5) RESHHR Sy O
Z v bk (Long Evans %&. M) Z Az —#ORBRNER ST\ 5, FRERICITIE
RO T 7 ha— 2 v, 520K 6~15 HIZITV, liﬂ@%ﬁﬁﬂ)& 20 A2
FEAVE L, B emetE, REHINER OB 3T A — 2 —IZBT 2 REW O8I 21T
ofz, WEMWIZOWTIL, R, RE, SR WIBK YA O R Z5H~72,

® HE&A

HRZ >~ b (20 PE/RE) (2T AR Z ) —)v (B 0.5% MC) Z5ifilfe a5 (0,
2. 5. 10 X% 30 mg/kg (AE/H) L=,

30 mg/kg AE/H&GEE CREMW) OIRERINE N OAEFRMET Lz, ZORERET
FME VRIS R N L < HEn L, éfﬂé.‘b%m%%mtﬂﬁ T2 Il E e ote, £2, 2
NODIENORLNTAFRIRICIE, HEELRMEEOR T E &bz, 2R, N
g OVEAS DR I BT, 30 mg/kg R/ H OBl émmﬁb%l?ﬁ;@ 25,
INEE, HERE, KERE OB OV M O/ IMEIZ DWW T, [FEROFT ZAMboO
BERHZ b AL, ZNOORFEOFRAESE ISR 1~4 WK, Bh5EL ORhE
3T LS ATl o 7203, 30 mglkg RE/ H B GHEOIRIE LR CHOEFE TH 5
LD, BERMERS L OB EVIREICEET H Z EILTE ol (B4, 7)

@ 5B

HRZ v b (18~20 PU/Rf) BIZT A2 —L (0.6% MC) Z5ffilke 05 (0,
0.5. 2. 5 X% 10 mg/kg {KE/H) L7=,

10 mg/kg A/ HFEGHEDOMRIRICIW T, BRSO EIME T Lz, 7o, BVIVE,
SHEEZL, /NEOE, MEARERAE U3/ NRERIEZR E OFEN B S, RO BLEEIES 2
fEm 2SNz, ZHHDOFTRO—ET 5 mgkeg AE/HLL FOKEREOIRIICHEILE
SNTZA, ZN D OBEREIT 10 mg/kg (KE/ H & 58E XL 0 B ORI - T, BVINES/ N
FREREIL, A 72228 St BREDIR IR IC bBIZR S -, (BIR7)

JECFA I, 10 mg/kg (KF/H OB TIRIZORBEINERE L, B/INER & ORI OMHE
DEEI L7 MWL T D, (B 4)

FDA I%. A#BriCH1T 5 NOEL % 5 mg/kg (AH/H LR E LT\ 5, (B 30)

Q@ HER C<H&EZEEMU>
A (RN OMERIARER) 12T 2 —)b (0 XU 27.5 mglkg (REL) % BARIGRIF]#E
H#G- L. 5 48 W% Oz BRbs U TG L7, iR Z v & (30~60 IL/HE)

18 —FE 720 OULEUZHOWC, JECFA OFHiiE (B 4) TIX19~20LL H 503, BT OEEE
MR L2 2 A 18~20 L o722 b, 2R 7T OBEHI SV CEEHE L7,
14 GBI b U C T R XY LN EFER G SN TORNWZ Enh, BEEEE LT,
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(22D 29%HGE R ITIR A VR AR G- LT, SR IRETT 0.42 mg/kg R/ H AR & #H
SNz,

PGB U7z Rl Rt D & D ME—DOFT R, #B5RED 2 JBICHKT D 2 IEOMRIE

(2/248 B)) \ZH LN OEOEMETH T2, T D OFT RIIIREED 460 BTl
HHTEOT, FE HITRBRIE i ClEEIC Lo RWTRTh D Liaf L
T, (B4, 7)

NS OFTRMEE I NZRIROBERHMECIX, AT OB NN L DT
—7 4777 e LTRSS TWD Z EE2ROTN, LROfEEZMET 52 &1 T
XIpnotz, (B 4)

@ HEBRD<<SEEHL>

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) (220
10%. 20% % Of 30% A& S 2 IRAR I G- L 7o, SEMEREIL, 124108 0.02, 0.04
K OY0.06 mg/kg (REE/ HIZFAY LR <=,

0.06 mg/kg AREE/ H 5 5HETITWIMSES G LTz 3, WIS 9 & - 7= REh) 1
BlOT—2 BRI, BHEETHERZEIIA LN oTe, BSR4, 7)

JECFA 1%, —#HDiER G A~D) (281 52Fr)72 NOAEL /3 5 mg/kg A5/ H
EBEZADBND Lifm L TWD, (B 4)

Rz eZ U ER LRI SE, R A KO B 1238\ T 10 mglkg ARH/
HULER GO, HERER LA MEEOKT, B BIE, WONTBIME, SHZER, M
HRERIE SU I/ NIRERE, /NEIEFDOIRILFTE# VIR LED BN TND 2 & KT
DORERD 5 mglkg RH/HLLT DR GHETH LNIZa O T I T LN b D &
FLTHY, TNHOHEBERNZ Lnb, Bk A KO B 1281 5 2f#)72 NOAEL
Z bmglkg (KE/H LEUE LT, F7o. MEFTEIETH 5 LI Lz,

(6) RESHHER (Tv k) Q<SEEH>

ITRET ~ b (SD %, 3~36 VUL 17y 2 —L (0. 5.3, 6.0, 6.62, 8.83.
10.6 XX 13.25 mg/kg IRE/H) L7 v MBI 2 TH 25 9 O (A, B,
C. E, F. J, I, HXUXI7) 82T )L A —)L L)L H & Tk D5 L,
SRR i ST, BG-ZHRE 8~15 HITATV, RHEMY AR 21 HIZZERIE
BLE LTz, FEFITERI DA TRIN TV D,

TNRH =)D 6.62 mglkg RE/H UL ERGHETIE, WU R O¥E B O HEL

B YERE & L CT R — )UNEER G- STV Enh, BEERE LTz,

16 FHGUNAFTE T, RS20 OB R ERAC L > TUESOX RN H 5 Z LB EER
LT

17 R[FE DR 72 PR ZREm X & LT,

18 YRERWVEIZ oUW C, JECFA ORI (B 4) TG G 2S5t S Cuni=as, 2R 7 0&k%
MERLTZE 2 A, GIFEEN TR En, 7T OBBHCES&E5iE LT,
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HROBENINZ - T, B OHBIZNEEIN L2, 8.83 mg/kg (AHE/HLL ERGRHETIX
FRIRREMET Uiz, R, BHEHEEL VG ORTE ThoTo, EMERICFEEROPT
R, TAREY— )L Z)VRF v R (R C) %€V (7.02 mg/kg KHE/HLL 1)
THLIED, MoRE ((RE A, B, E, F. J. I, HEXUX) T3 s e
(E7NSY WA R Y

SKF-525-A ORIFHRG-TIL, 7R & — )L DRFEM K OSSR I TIF 5222
il ézmto R C & SKF-525-A O[RIFFEEG-TH, 3 C OIfEE Kk O 2 T
TFERICHH STz, &4, 7)

? v N OFAEFEMEER [11. 7. (5) ON6) 1 05, IR R FRME R OWRE R 7Y 8.8 mg/kg
(REE/ A UL GBS (AR 5LE) 28 6.62 mg/kg RE/H UL ETAHALNTZZ &b,
FARBREN R BEZEOEBWEIETH S & LT, JECFA [ZZH0iERD NOEL % 5
mg/kg (KE/H EERE L TV D,

Flo. TARUES =)V ANVRF Y REBEELVORETREGTHE, TARUE Y —
JLTH AV AT L & EPERNZFEROFT AME B A2 23, oD 8 EORFHM TIE, Wt

WA LN T, (B 4)

FDA L, 7R B =)V DT VR B — )L Z)L7R 3 RICAR 5 ARERO NOEL
% 6 mg/kg (AH/H EFELTWD, (SR 30)

(7) RESHHER (S k) Q<SEEH>

A (SRR OMERIARBE) 127 v_ &2 — L2 B A5 (0 X% 20 mg/kg (AR H)
L. #&5- 24, 48 } T 96 RFflT2 DAT#Z HRE Rz LTz, #HRT » b (SD &, VL)
[ZTNARZ =) AT D 40%HREHERTE 2 1REE I G- L, 8 AEmhakings e <
o, BHEE 0, 12, 24 X 36 mg/kg (KEH/H & 725 X D IZFRPEE L7223, gz L
TEI L BIIHEE CTE e oo, HGEIHE 8~15 HIZITV, REW24RE 21 A
LERHCAE LT,

TR B — )V % 24 mglkg (REE/H LI EBS U7-RECIE, EEMIC 100%DIRESE
NHHIL, ME—AF LRI S < BREZ A L TWWe, MoRGRETITREIX
B noTz, (BIR4, 7)

JECFA 134352 D NOEL %54 3% & L TUVRu ),

(8) HESMHER (VUH)

R Y (NZW fi, 15 JUEE) 2 W=7 AR 2 —)L (R - MC) D5l
H#5 (0, 2. 5. 10 XIE 30 mg/kg (KE/H) |2 L D3EmEMRER 52 S iz, 85
IR 7~19 HIZATV, REMW) 2 IR 30 HIZZEHBPALE LTz,

BEWcBW T, 30 mgkg WE/E&QHT‘*?EE%BM%MW:ﬁ& Ll EbED—
WRIFRYYE X FERICE D b EHER SN2, —05, REIZOWTCIRENIZE T 548
AR E D122, WTFNOEGEECIT b RIIREE L O CHEEHAICH B2 71T
S ed o7z, 10 mglkg (RE/H UL ERGHETIE, ARG & I )N T TR

19 {UW=EWEEORBROTEN R TH D Z ENHESEREE LT,
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WORER D PBIER X0, 1R 0~7 H LK OYHRE 7~19 B OREHINE I IRIERE S o
[H CHEGH I B2 DGR bz,

30 mg/kg AE/HFRGEHCRBV T, FREOFERET &, WINIRE L OVKFRIE D
INAIF B30T, 10 mg/kg RH/ H UL LB GEETIE, Ia L OBHER K OMAE 2 S iz,

(&4, 7)

JECFA (. 10 mg/kg &/ H UL EEGH CHRILCHEREEIEDR A ONTEZ L b,
NOEL % 5 mg/kg {KH/H L% EL TV 5, (B 4)

FDA 134&8R(2 51+ % NOEL % 5.0 mg/kg RH/H &% E LT\ 5, (B 30)

RinZARESHAIEILEMNHRAESIL, 10 mgkg K/ H DL ERGHECHIRHI
2> B NI DN T TR OIREDN D U R IR OB R L ORES IS S 2 &b,
AGRERZF1T B R M ORI IZ%9" % NOAEL % 5 mglkg KE/H L 5% E LT~ 7=,
AT LS D &l LT,

(9) RESMHR (F) <sEERR>

e TR A TRABR )Y 2 BB E S VD,

AR S W7~ MEE (Dorset Horn Cross f# )z O8N Clun ffi, 15~44 GA/RE) (2T R
— /L& RL o FCTHERRO#KSE (0, 7.5, 10, 15 XX 20 mg/kg {K#E) L. BSOS
Wiz, BEGZHR 17 Bl To7, 2 BBRG O S0 Eh, 71, 43,
44, 43 K N428HThH -7,

FEM I\ T, BB IR Do 7203, 20 mglkg REEEE 58 CRENMORE
IZHAREL BTz, ZOMORENIIIETHETH Y . FERMIC 20 mgkg KEHKE
REDAELEI S L HpER 55 H £ CICAEFE L IREIHE T Lz, BHlISEDER T LRE A
(21 S 7 & ST 2 LB EESEAVE STz T2, HPEVR DOFER ORHERRIT, 0,
7.5, 10, 15 X TN 20 mg/kg (REBRGRETEILEN, 22/123, 4/67, 11/73, 12/73 K}
39/61 B CTH -7,

INHDOROFHRRTIL, 20 mgkg REEEGEHZIWT, ERARATZE, IBE, — 08k
K OSER DA S, 15 mglkg (KELL FHRGRAIRBW T, BIROZNL, RIEEEL W)
RINH BN, (BHE4, T)

(10) ZIRUEY—LRIKRFL ROEBEEEHER (Tv k) <BEBEH2>
TN E S =)V AR XY RDT v b & W T2 ASE ST B PER I PE % D I B
T LRI S e o T,
I MEIVROT AR E Y —Ud & BICATEICAEZEBEZAE T D Z EDRENT
BV, TNF1d NOEL % 15 XU 5.8 mg/kg (AH/H Th-o7-, (B 6, 17)

20 FLEEHANTEMIN TS Z ELREERE LT,
21 RERDOZEMN 2 . METHDH 2 LMbBEGE L LT,
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(11) PURUEJ—ILRIKFY FORESHHR (v b)) <5FEH2>

Z v MERAWERAETIERBRN S, TR E Y — )L ZLRF Y ROEAER 5T
REEMEDS, (KH 2 (Tmg/kg (KE/H) 5 ClIEFGERED VA U2y, 6 mg/kg (KE/H
DG CIIBEITA DN o T, dRIEEDIL. T OFRGEEE MRS
Do D70, IFHITHREFEICEET 2 L DRODBAHTH LN, R FEI UKD
TN — T & b ICIAMEE R T2 G35 2 & D, R ENMEAT B
TEHHDTHDLEWIREITZYE EEZ BT,

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

8. T DHhDHER
(1) RERVOEERHMEHER (V9P

DY (A, PER K OWEECRI) ORI T V2 2 —/Uipfl i T (100 mg)
g U7 B SRS B2 PAZEMEIC AT (500 mg) L. R OMBZRE DRl aER
INFEN STz,

WFILDEMLIZ W TR MR EII A S a7, (B4, 1)

TR E)— )L Z)LARF S KL, U XOIRK OIS I L C— RS ER IR S
Teotz, (BRR1T)

(2) BErEER

T IR = ) UTRIEE A TR S 72 o T,

TN H =)V AR F Y KL, E/AE > b &2 Maximization 32T
BEOREREZ R LIZZ LD, BIEREE THD LEZ DIz, (B 17, 18)

(3) RURXA T FI—ILRILEMDEMFERVMERIZ DT

RURA IS = NAMEEME, T2—T V2 EEEL, NEICHT 2 EAZIEE
T2, FRELOVAEMIIZ N T, O XA I — VR EEMOIRERE %
95 & ERMZRAERBH LN SN, (B 4)

JECFA %, 7R Z Y — & W — itk TA o i 20 < O,
R AL IS = NVRMCEMOEDFENERO—>, Fa—7 Y VEAIZHEL, Ktk
B O AR HOMBNC L VSN A72A5 L LT05, (B4

Rhynchosporium secalis (Barley leafblotch) DOB-F =—>7'1 & /37 'F (B4
XIX198 DT X /Wa R a I NE I VBT )V AERIEB-TFa—T ) ¥
Loy (EREA) BERL, ZFNENORT 2—T VU H L RIB LRV IFY
—IVREE DT NAR B BBRITT 2 =)V AR A — NREEMDY = N7 = h

22 FEROFEMD 72 . WMETHDHZ EMEEEERE LT,
23 Carbendazim : "X AA I XV — /LD EHK (B0 29)
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VT2 e DFEE AR LT,
BN BAEERDRF 2 —7 ) o L LT, BRI IREE Lo,
—H T, VT N7 = VTIIER LA L BAERICITES Lo Tz, (B8R 29)

& (Fasciola hepatica) DOB-F 2—7 V) > OFMZ 2 R EaRER L, Ty
2= EOHBERZEfIT LT 2 A, 3 DHH T I /Do E, Ded i 1
DT NRUE = AHFEE L, BHCHA T 2 OB-F 2—7 U NZHFER LT,
eI EHE RN & LTIE, His-6, Ala-65, Ala/Asn-165, Phe-167, Glu-198, Phe-
200 MUY Arg-241 ’3s S Cnb, (ZH27)

(4) PR ZJ—)LRUREY C 1269 SEMRBBROEZE L SHEORIRIC DT
O FEYRBBROTZELSBMHICDONT

RZ > MR ME I U E2&RG LR (1L 1L 3)] IZB8WT, 7TARUE Y —L K
MG A L0 SR C i, MEICZ<BATLIZEWmESNTWD (B]#10),
Z v FOFATMEERER [11.7. (6)] I2BWT, TARUZ Y —)L &5 L O C O
B CIETIMENRA LN TND (B4, T), TARUEY =Lz 2a~vAf ok
TR T » MZIRRERES- LT BRIV ¢, IS ES I L, BHaE (U, g &
ODHBEHADE L) CEHEOBALN T VAR & — )VEE G L 0 ) Lz L& Sh
TEBY, 22~ A UM T AR E ) —LOREAE T S8, RE C o4&k E2
il L= /lREER B 5 (B 31),

INHDOZ ENG, R C BT N Z ) — VDTG T 5 Z EAVRIE S
iz,

— 5T, Ty NOFAEFERER [11.7. (6)] IZBWT, TARE Y — L IREY
C % SKF-525-A LA H54 25 L, TIARUZ ) — L R ORE C OV o iig:
J OSSR AL T Sz s sh g, &4, 7)

SKF-525-A |%, CYP2B & Huls& L7 HEAITH 508, invivo Tid, flid CYP 7+
FZFHETLHEBE2ONTEY (R 32), @ Cl1x. SKF-525-A IC kv iFasi-
CYP (2 L REDMEHE S 72721, Y 3%k ClIRaa e L OSSR I S iz =
EDVRIBEE Tz,

@ MmIEhRE LEFHEDBHRICDOLNT
T IR H ) — VP H% O IEF O C OB S fEa o BR 23 29 12
w7z, (BHEE4)

24 Diethofencarb : 7 = = /L )L XA — [ RDEHK (Bl 29)
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# 27 W C Ofm i hiRE & O RILR

TV R | RO C o |
PR | g ) | il (gt 25| O
m 10 2.50 »Y
o 10 0.57 aLe
P 20 8.82 »Y9
7 b 10 6.6 »Y
——— 30 BE S 2L
£k 400 mg/t b 0.16 mLP

a : EEEEH D MR A I DR o T2,

b BAIZ S S -RER TR,

S E I EREROEMARBEEEICET o HE (11 1. (D] KOt MNEFIZT
X —NEFRG LTERER (111 (D] T, 72— bR C ~DZEHC
1% FMO K. CYP3A 45FFEM, G C 725 A ~DZE# X CYPLA 4y FFEsE5-4
LHEHEINTWD, (B9, 15, 16) LitidBrickiT ot FoMRIL, G C 2
t RN CIECYPICE O REW A~ Snb720, 7y MU XL0 & imsEfRE
N ENRS2D>TobDEEZLND, B MIBITHMA [11.9] CHIELMEICRIERIX
NPT Z LTI D= EEZ BT,

9. EMIHBETHIHER

TN —)UE, B MIBWTH GO F A HUBYYEDTEIRIZ 80 72°[ET 6 FHiff
ASNTETEY, TOHEEHAEIT400 mg/lt FTHD, b MIBIFAT AR E Y —
NOFE BT 28T TRITEE < D,

FA P2V TIZBIT DT 4 —/b RRBRIZBW T, 16~18 1D 17 NDRIRFELNENITE
BRI 3 A, REEIT 400 mg DT AR A — )L 2 Hal G S =0, B
WTNORIWER b A LN o 7o LGS TVD, (B4, 12)

TR =)V ZAVIRF Y RO S ~DRFTIHAE L D IFEN 72OV,
FAFREZ R T — X 13720, (B 6)

2% JECFA OFHliE (B 4) T “mg/mL’E 72> TW5HH, SYE)E

L7
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I

. BmEREET
1.

EHREZE & 1T 5T
(1) JECFA IZH T

JECFA %, 1990 27 N X — LA LT A,

TN E )= VORI L D b EE R TR EL, EOEAFHERTH Y |
7 v MZBT L MUEREE (limb defects) 2338 ERMEOR bSO RVRIE TH D L&
Z BTz,

T v b UPEROA XEAOTEEORBRICEBO T, 5 mgke (KE/HO NOEL A
WESIN TS, 7y MERAWAFREBRIZIEBW T, HEloxid % NOEL 1 mg/kg K/
HAEHNTWAER, ZORBRICBIT 2R OK5ET 10 mgke KE/HTH D, £i-.
7 v FEROWEEZMREGTERERIC W T, RmHED 11.6 mg/ke (KE/ A &G TR
REICR T2 < . IREM) ORERIIINHNC K-S % NOEL 5.8 mg/kg A5/ H AR E S
TW5,

“hbnZ Ehs, JECFA 1%, NOEL 5 mg/kg AR/ HIZ244%% 100 2384 L <.
TN H ) — )L D— BERGFERE (ADI) % 0~0.05 mg/kg K/ H L 3RE L7z,

WARARE100 1%, TR E S —UZHONWT, B MIBW TR S <, 3100
RSS2 &, 1T A EORBMERTTERRIZ/RN T &, B MIBWTEERE L
THEHIN TS Z & BT OERENHIESNDG Z L EE2BE L TREINT, (&
FR 4)

(2) EMEA IZ&I1+ 551

EMEA Oo#WRELZES (CVMP) 1%, 1992 27 v F RO X Ol
\ZxF9% NOEL 5 mg/kg {RE/ H 12224454 1,000 Z@H L, 7/~ —vd ADI
% 0.005 mg/kg (RH/H LE LT, ZOREREDRBUL, BATIMEOREZ A 5 DI
WEE RIS, (ZH6)

1996 4EiZ, CVMP X7 NA_RUZ ) — L2 VR RERHE LTV 5,

T IR ) — )L AR RIZHOW T EC 33 HHI (Rules Governing Medicinal
Products in the European Community) Volume VI THER S 7-iRBR N2 T i S U
TRV, TR E Y — )L ZVRF Y RIET N E T — VORI TH Y . W
DRFNFFLIEE L TV D, ZD7d, BULEMTH LT N &Y — )L Oz |
HALTTNARE S — VANV X Y ROT—X ZffisE L, BRMEE2 W25 2 & 23AT6E
Th s,

TEETTEME, Sl aliEn, etk K OSSR & W o Tk 4 728 x4 5 NOEL (% 5
mg/kg K/ H ThH o7, D NOEL L4475k 1,000 Z#H L, 7y Z Y —L K
T NN Z Y — )L ZJVIRF Y RO FIZxS % 70— ADI % 0.005 mg/kg 1R/ H
ERIE LT ZOREXBRESREUT, TR Z =)V L0 U T8 M o0 B
ZAH O DITEE HIp I T, £ilo, BIEMEY 27 B30 & SN REED L S
TWRWA, ZORERERBENCEY, VAT ZH/MNRICTE D B2 v, (B
6)

CVMP 1%, 1997 422D ADI Z i L T %, 1992 4F0 ADI O ELIRE, 7L
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NRUB ) =N O L CRIHRREE I o T — D EE T — X I~ T A% V-
in vivo O/NMEBBROFERTH Y | Z OFERITERIFMEOfERMEZ R"E LT, Z2RE
1,000 1%, ZOfEBMEEFFRATRE/R L~ UL E T FF DI+ THh D LA E, ADI
0.005 mg/kg REH/ H 2N FHEgR S e, (B 3)

CVMP 1%, ZDtk, 1999 LT LR &) — )L A LR F L ROFEZ . 2004 £
T IR H ) — )V DOFHIliEE AR LT D28, ADLIZZEFE STV, (B 17, 18)

(3) ZMBFFIZH 1T ST

APVMA %, 1994 2 7B X OI3AFMRER K O X o2k E Rz o<
NOEL 5 mg/kg 8/ A 224455 100 Z5@fH L, 7/1<r 4> —1Ld ADI % 0.05
mg/kg (KHEH/H EREL TV, (B 12, 30)

(4) FDA IZ8I+ 55T

FDA I%. 1989 R T AU &) — LA FH LT 5,

FDA IZ, 7 v MM BEEZMED @B CH 0 | (A TEERER ) i b IS ED B
HERTHD LWL, TR EY — VORI O ZRINREERET HT2HOD
NOEL 1% v b %RV AR R o381 D a8 255 < 5 mg/kg (AE/H
ThobE Lz, ZOMIZZefFE 1,000 Z@EHA L, 7Y —@ ADI % 0.005
mg/kg RE/H EF%E LTz, (27, 31)

2. BmREREZEFHEIC DT
(1) ZIARUEY—)LD ADI FZHEIZDUVT

BFOE s ERBRICB N T, TR Y —UE, in vitro Dt b o 3BkZ AV
TIEERRBR I O RSy BfRER . CHO AR Z W2/ MERBRIE NS 1n vivo D~ 7 A
i/ MZRER TR R A R L, SO HIERRE IR O/NRICE S35 & U o ERIT/IMZ
o O Ye EA RAS A TFE LTy T AR ) — U T a2 —T U o L ES U INE D
HEEET L ZENHREINTND Z D, BiseE RO MRS RIY DNA H1E
(2D DO TITRL . FU NI EHEEN LT HBEMFRICEIDEOTHY, T
V= DRGSR E CE D L BT, LEERo T, TRV A —)L
L. EMHERS E U CGEUNIERA S NARY . ARIZE - TR & e 5B s EIoR
SN EEZ BN, v TAKDT v N AW TSRS AR EERIZI VT
FER I IR DAV T2 2 LIS T AR XY — U TEETEMEF N AWE Cld7e <
ADI OREENFHRETH D &l L7z,

FREBRMERBRE D . TARU A — L O 50 L A28 I (Hamnze
BZEE) | R OAEIRRSS) LOunik (WBCIKT) (iR bz,

7 v M RO F 2 AR AR EBRIC BV T, 10 mgkg (AF/ B L EOFRS5ET
B & 2R ERTAE SR L, IRIRATE & LT IMEE, BH2 5L, EHRERIE S 3/ IRERIEE,
/INHHERE S DFEFE DR S AT,

TN H) = VDS FEE MR OFERN DR DIROVHE TA LN ZET, v b
& T AT BRI B SIS OISR T 0 . NOAEL 13 1 mg/kg fK#/H T
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bolz, LInLAND, ARBRO&NEERED 10 mgkg (K5 H & SR ERBRA
TZOABEDENRKEN & T v ba vz 3 VES R T, s & 11.6 mg/kg
IRE/ H CESERE~ ORI O T, IREW OALFHE L NRAREIL TS5 < NOAEL
5.8 mglkg RH/H MG BTN D Z &b BT E ST AT E S,
AGEEAERBRD NOAEL 1 mg/kg {85/ H % ADI ORERILE 2 II@Eych s &
W L7z, —FH T, A XEHWZ 6 2 H i aEEEARRIC VT, WBC (Fricard
ER) DIKTFNALNTEY, ZiuuckS5< NOAEL I3 5 mg/kg (RE/H Th-o7-, £7-.
Z v R OIS X5 AW R AFMERERIZIBWL T, IRIZIZE 5 NOAEL i3, A&EH#)
HISOBALERIE I Z SO X Smglkg (KE/H Tho7Tz, ZIHDZ Lnn, BMEEEER
B SR EMTESE. A X 2V 6 A i adEiER BRI ONe T » P RN
T X% AV =R A TR O NOAEL 5 mg/kg K/ H 2 A%100 NOAEL &322 &1
MY TH D &M LT,

R ZERESHAEILEMNRESL, OBEEERBRIZ IO TR SN
HHNTND Z & @FAEFMRERIZIBV T NOAEL O 2 f50#e5-8:CHH b )i a7
HERBD LN TNDZ &, —H T, ORI C BT AR H ) — )V OWEGTTEEICHF 53
HZEDRBEINTNS (1.8 (D] 23, B FTlE, 7 MUHFL 0 b iffEto
R C OREIFZENRVIZ< WEBZ LN [11.8. W@] Z LiTiEAR, otk L
TH&BINT 5 Z &A%Y & Il LT,

INHDTEMNS, TAREY—LD ADI OREICY 72> TiL, Zd NOAEL |2
2R $0500 &3 L. 0.01 mg/kg (KH/H ER%ETH Z EQNHEUCTH L EEZ BN,

LLEXD . TR ZY = ORMEREER R OVW T, ADI & L TROMHEZER
T2 &L LEZOND,

TN — L 0.01 mglkg {85/ H

(2) FIRUE—=)LRUTIADE T —)LRILRF S KOBRERERETMEIC DN T

TN BT = U IAERNTT AR H S — )L Z)LiR F 3 RIS 5 2 & A3
HIETRoTEY . Mk & sy & LicEAERLITN CER S Tnb, £
DI=D, TR HE ) — )V OREERERMI L L ClE, TR Z Y — )L AJLRF v
RORBELZERB L, TARUE T — VT AR E S — )V Z)VERF Y RD T )—T
ADI &£ L CROEEZERAT2 Z ENEYTHD EEZHILD,

TN T =)V ONT R H =)L ZLRF T K 0.01 mglkg KE/H (T4
V=) LT0)

BRI OWTIL, Yrka MR R 2B & A E S ED B L 217 9 BRI 32 2
EET 5,
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#& 28 JECFA. EMEA RU FDA IZHE T 5 EARBRODBZEEF DR

Wk . P HERZALE (mg/kg (AE/H)
W D B (mglkg 1A ) JECFA EMEA FDA
- |~vA |90 AREAME0, 5, 10, 40, 80, — -
fg et TREF: - 40 LA EHER TN 80 LA Bt - AT HFEE K O B
v 0. 200. 800. 1,600, fig DRkt K O EE DN (w7 A, T v MO XOFEREAR
5 A &L
| 25 D HEEM:|0, 25, 100, 400, 25 — 25
v FEMEIFE DS AL | IREERY - JHFfig 2/ NBE UL ZE R gD ZEA b, AT
iy RO
ReAFME 0. 2, 5, 10, 30, 30 — 30
SRR DG (R 6~15| 87 L P, BEESIE, BRK /e E
H) te) wETeRE
Fw b |4 BREHEAME|0, 4, 25, 48, 168, — —
e SIS 4% - 48 L1 : Hb, Ht, RBC O WBC {5 | AT a#t K O B
T, FEER, B, EL N oRFiD | (TR Ty RO XORERERR
IR AL
91 HAf#EAM: |0, 2. 10, 30, — 30
1 IREH - WL FebiC L p R L
26 WEFEAM: | Fo: 0. 1. 2.5, 5. —
E F1:0, 5, 30, 45 (—0, 5, |Fo: 872
20). F1:20 UU_E B BERIR S R Heeii
IREEF - i)
28 M HEEM: | Fo: 0. 1. 2.5, 5. 7 7 7
FEMEE D AME|FrL 2 0, 8.5, 7. 20, FELSROMEN, iR ERED . Chol. b | ARt OSSR M FENANMER L,
iy IREEF: 5- F. ORERANE, FFRRRRZME, (TR, T v FROA XOREREH
FBANETR L, A&L0)
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ek . Be b MEEEE (mg/kg (RE/H)
WL D R (mgrke (AT H) JECFA EMEA FDA

3 A IRETIRIE 0, 30, 75,150 ppm | 5.8 5.8 150 ppm
(0, 2.3, 5.8, 11.6), Fia }o O Fap [REM  AAFRK OV UL | BB - SR M ORI T
JRERE G- (REFEINEDOIK T

AETEERE 0. 1. 10. 30. 1 —
s O (D) SJE PO, FEHIE DIRERL

JEPER - 525 | 0, 5. 20, 40, 20 — 20

5 SRR DG (R 16~20 | REEMY) « PEVIEOL OWE BB T IR ME L O
H 3R 16 H~4%3L 20| Va8 « i K OV oD/ ML, 25 B FLE AN, AN
H) JIE (REpR S

FATRE A:0, 2, 5, 10, 30, 5 5 (7 v MR Y FOER) 5 (BIZOWTDH)
B:0, 05, 2, 5, 10, 8.8 LI I : IR N OMNEATIE g, SRZERI, BRI /e S
C: 0. 042 (FASHERAAT|6.62 DLLE « kRS (KR te) ZEieRE
i)
D: 0, 0.02, 0.04, 0.06 (%
(Lme SRy Y
BEIRE O SUTIRET S (1
iz 6~15 H).

TR 0.5.3.6.0.6.62.8.83.10.6, | 7 LU XV — )LD ANLFFT R
13.25, BTl ST TR AR DT
SEEIRE DG (R b3 | DA D08, oo 8 FEDOREM T
5) (fHE 8~15 H) ST R O el

TR 0. 12, 24, 36, —
IRERF . (WHR 8~15 H) |24 LI L« IREGE, BA& B H

TYX | e 0. 2. 5. 10, 30, 5 5

SRR OB s (TR 7~19
H)

faYeDRE & K OEEDOHH
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il P MR (mgkg (KE/H)
| PP HR (mghkg AT JECFA EMEA FDA
A X 4 JHFH M0, 4, 16, 48, 168, — —
#E SRR O 16 UL ARERIIMIH], ALP 5 | FFiste i O
91 HEAME 0, 2, 10, 39 (FDA X 30), | — (FURA, Ty FEROA XORERZ# | 30
#E BT BB L L AL
6 »HMHEA|0, 5. 30, 60. - 5
PR Aty ({uE L] 30 LA b : FEERROAK T, £ BRI
‘F
* HAETREE 0. 7.5, 10, 15, 20, 10 —
HEIE G (R 17 ) | BIROZEAL, RIGER O P, SRR, B RN &
1) Zates
7|7y bk |13 S | Be5-EAR (3.3,10.9, 12.9, 3.3
A Mk 34 L1, SHEROENEL (IROBES G,
% RO#s. TRy 8 W A OV IS TS
7 ToRR A 5 Il R )
Y B e 5EAR, -
x CiARE S UL YRR
>
ADI R ERHL NOEL : 5 NOEL : 5 NOEL : 5
SF : 100 SF : 1000 SF : 1000
ADI FER ek T v MW RERMSER, TR Ty PR E WA Ty 2 AORAE
B IO SRR R O X % | 3R R
VWV 6 A TR
ADI 0-0.05 0.005 0.005
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<Al 1 KEREFE >

(L7 I b4

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

B 6-t Fu X7 /LX | methyl M(6-hydroxy-5-propylsulfonyl-1A-benzimidazol-2-
B — )V A VIR yl) carbamate

o TR K — L A L | methyl M(5-propylsulfinyl-1 H-benzimidazol-2-yl)-
AFT R carbamate

D RIFEE ) —

B 2-OH- 71 &' /L 7 /LX| methyl N-[5-(2-hydroxypropylsulfonyl)-1A-benzimidazol-
VHE =)V ARy | 2-yl] carbamate

P CH3-SO-7 /X 4" | methyl M(5-methylsulfinyl-1A-benzumidazol-2-yl)-
—/)L carbamate

G 3-OH- 7" & £ /L7 /LX | methyl M[5-(3-hydroxypropylsulfonyl)-1 A-benzimidazol-
VHE =)V AVIRY | 2-yl] carbamate

q 1- A F/1-2-7 X/ 7 /v | 1-methyl-6-(propylsulfonyl)- 1 A-benzimidazol-2-amine
RS =V A JVTR

I 2-7 X ) T N H Y| 5-(propylsulfonyl)-1 H-benzimidazol-2-amine
— VA VIR (6-(propylsulfonyl)-1 A-benzimidazole-2-amine)

J 2-7 X ) T X H Y| 5-(propylsulfinyl)-1 H-benzimidazole-2-amine

—JLZLIRF Y R
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<HHE 2 : IRENEZFRENF>

WS Zayi)
ADI — AEIEFA &
Alb TIVT I
ALP TINHYRAT 74 —8
APVMA F—Z N7 V7R - B EELR
ChE al) T AT T—F
CHO i F ¥ A =— AN LA K —PIE I
Chol. L RAT7THr—)L
CMC FNVRIX VAT LB —R
Cre JVrF=
CVMP RiepN = R iR A TEM H I K L R B
EMEA WM = 8 2 A T
FDA KERMEEL R
HPLC iR v~ N T 7 4 —
Hb ~E/rEervE ek
Ht ~~ 7 U ME
JECFA FAO/WHO & [FI& SRz ik
LDso PHEA R
MC AT /a—R
NOAEL bl
NOEL RNEEER &
RBC PRIMEREL
TLC g o~ NI 74—
TP oz R E
WBC H i EkEL
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<BHE>

1.

10.

11.

12.

13.

14.

15.

16.

Bih, WIEORREYE (MEF 34 FEAEERE 370 %) O—EA2UaEd 51
(PR 17 4F 11 H 29 BAY, EATEE 575 499 75)

The Merck Index, 15th Ed. 2013

EMEA: “ALBENDAZOLE”, Committee for Veterinary Medicinal Products,

Summary Report (2), 1997.

JECFA: “Albendazole”. Toxicological evaluation of certain veterinary drug

residues in food. WHO Food Additives Series, No. 25, 1990, nos 666 on INCHEM.

TT0 Y s AIRT TA MRS - BRGNS SCE. BRRA] T2 Y — L@

200mg] , 2013 47 HGT (585 10 hi)

EMEA: “ALBENDAZOLE SULPHOXIDE”, Committee for Veterinary Medicial

Products, Summary Report (1), 1996.

VIT 4 A e D XU S - Albendazole BRERIEREE 1~3 (FEAFE)

Capece BP, Virkel GL, Lanusse CE: Enantiomeric behaviour of albendazole and

fenbendazole sulfoxides in domestic animals: pharmacological implications. The

veterinary journal, 2009 Sep; 181(3): 241-250.

Velik J, Baliharova V, Fink-Gremmels J, Bull S, Lamka J, Skalova L:

Benzimidazole drugs and modulation of biotransformation enzymes. Research in

veterinary science, 2004 Apr; 76(2): 95-108.

Cristofol C, Navarro M, Franquelo C, Valladares JE, Carretero A, Ruberte J, et al:

Disposition of netobimin, albendazole, and its metabolites in the pregnant rat:

developmental toxicity. Toxicology and applied pharmacology, 1997 May; 144(1):

56-61.

JECFA: Albendazole. Residues of some veterinary drugs in foods and animals 41-

2, 1989.

APVMA: Japanese Positive List response in Support of Australian MRLs for:

Albendazole.

Mirfazaelian A, Rouini MR, Dadashzadeh S: Time dependent pharmacokinetics of

albendazole in human. Biopharmaceutics & drug disposition, 2003 Jul; 24(5): 199-

204.

Steiger U, Cotting J, Reichen J: Albendazole treatment of echinococcosis in

humans: effects on microsomal metabolism and drug tolerance. Clinical

pharmacology and therapeutics, 1990 Mar; 47(3): 347-353.

Marques MP, Takayanagui OM, Lanchote VL: Albendazole metabolism in

patients with neurocysticercosis: antipyrine as a multifunctional marker drug of

cytochrome P450. Brazilian journal of medical and biological research, 2002 Feb;
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