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HAEBRBRERFICTH D [7_ & —1 ) (CAS No. 54965-21-8) (2o T, FAO/WHO
AR MRIMEMNZESHE JECFA) . RN EIEKLEAT (EMEA) XA —A NZ7 U7
JEHE - B MIERSL R (APVMA) ORHiiE%E 2 O TR an bR 2 M 2 9250 L 7=,

M TN REBREGR S (X, e (v A Ty bR FE KK M), R (F
KOVE), #amtt, atEtE (v VA, 7y MY iaEE (U A 7y RO
X)), BHEEELOERAME (T ARRT v N, AiEsAREE (vU A Ty b oY
EROCE) ZORBRE Ch D, Tio. TARUE ) — VORI TH DT N X —
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LD, BRE ﬁ%@%@#ﬁiDNAﬁﬁ;%o<%@fiﬁ< VAP AVA ¥ D
ETDEEMFBRICEID LD THY, TARE Y — LB IBENHRE TE 5
k%ik@Lkﬁof\Yw&yﬁf~ﬂw;@%%E£%kLT@@_ﬁméﬂéﬁb\
BRI E > T8 L R ABGEEFREITRE VWS EZ b, T AT v MW -1g
PEREEPRE DS AMEDFE BRI Z I T, 8208 AL~ %ﬂf£75>o7‘:: e, TR H Y —
JUTBIEERNAE TlEe . —HEBIGFAE (ADD ORENFHETH D & flkr L
726

BFEFMERBRAE RS . TR E ) — OG5 LA REE, T (FHmmZem
BHE) | ﬁ%(ﬁ%%ﬁ%ﬁ%)&@mm(WHMEﬂ Hm@%ht

7 v MRS O ARERBRICRBO T, 10 mgkg (A5E/A UL EOFK 55 CH
DRI Bl BRI & UCRBVINE, BAEAL, MIRERE U/ NMRERE, /)N
JHRE S DFBFE D e S LT,

BFEFMERBROFE R S O N - 5B (NOAEL) Z#Miat L7fE, 4 XE2HV-6
7> H A SR NS 7~ B RO B85 A e384 ek O NOAEL 5 mg/kg
(KE/HZAH D NOAEL L35 2 L@ S THDH &HWT Lz,

BiNZERESIHERLFEMREST, BRI C RIS RN 5
NTW5DZ & BAERFMERERICIV T NOAEL O 2 & 08 58T & 7@ S TN R
LHNTWHZE, —FHT, B FTlE 7y MRUSTXRLID HSEF O C OIREIT

IZ< WEBZXOBND Z LI LeffEl LTH B35 2 &% & Lz,

DDz 2t A X&EHWZ 6 A RHAMERMERBRITONC T v RO 32 v
7oA R ER D NOAEL 5 mg/kg {AH/ H 12224544 500 %@ L. ADI % 0.01 mg/kg
KE/H ERE LT,

L, TARCE ) — VT ERNTT AR 2 — )L ZLRF 2 B (RE C) 128
HINDZENPLNER->TIRY . Hagikin & G & LT 3 s TR
ENTNWD, FDI=d, TARE Y —)LOEMEREESME S L, TR E Y —
IVEZVIRF Y ROWEBEER L., TR E =)L ONT R B — )L Z LR KD
7 V—7"ADI & LT 0.01 mg/kg (RE/HEZFXET HZ LY TH D,
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2. AN D—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. wiER
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3 \/\S N %OCH?,
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7. EREMRMERKR

TINARBES =) UFIR A I Z Y — )L ROBERFITH Y | ITWEIZ T = &
SNV ONF T AT 2 BB D, ERETE LTI, T AR E Y — A hR
HRROF 2 —7 V) AL FERTDH Z LTV . BRSO E I B A2
ORGSR, WIHEREN TER L, MR AR5 B2 T 5, (B 3)

TNRE—Ud e NAROEW) (CFROE) HOBRHRA L U CEEOECTHIERS
HAENTRY ., BHAEENTERO~NL Y MRd 5, (ZH4) BATIIE NHE
HILE L TORERINTWS, (B 5) b MOk E4E REYYEDTBRICHEH S h
LR GEIT— 472V 400~600 mg TH D, (B3, 5)

TN H)— )L Z)VRF T BT (CAS No. 54029-12-8) (&, 7L Z Y — LD

LY any 2y — L E B HITWD, (BH6)
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PIELEEZN I LD . AT ¢ RERHESCHITIIE S, T AR E ) — )L Z)LRF
VR (W C) AT D, ZOBREIEILINT, TARUF Y — L 2Ry (R
A L0 Flo, INARA—NEDNGLTT IR ERD, RREIL TV
RS =)V UNIT AR — )V AVIRF Y RPEEG- SN T-8Cld, &5WE Iz
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TN —)UInNBARGE C. G C v A ~D 2 BMEORMLIZIE, 7T B
E ) FFF—F (FMO) KOF h 7 a—2i P450 (CYP) ZRODEEEZNMIEL TV
Do

@) ClE. ZOANRF Y FEENRF T AHLTHY , FILPLER S RNWT L
RS =BG UIA, R, Ty b v U AR MEOEEROEMWFED M
s, R C 0 2 FEO =T v F A~ —DREE I TN\ D, [FEFOT R 2
—VOBIEEN D, & FEE©HT=% < O TIIG- W C MESTHH, T v b
J O~ 7 A TEHOAH C BV eRE b 5,

. FROBEOMIET T, -G C MEERZN, T o) FA4~—0
ERENTET D FMO BNEN b THY | — T, CYP ORE~DBE1L, O-R#w C
& LTHIE SN RN AUCE S K<L TV 5,

WEEASDT N H ) — VO GRHCHE S 172 CYP 1E, CYP1A 53 Th >
e, (BH8)

bt b, KL invitro DFEROFER, TAR_RUZ ) — i BREMW C ~DZE 21X
FMO & O CYP3A 73 7FE23, {3 C 725 A ~DOZE Tl CYP1A 70 RN 572
EEIND, TARUE Y — UL DHEMREEROFHEILT » MIBWTRIITHRES
. CYPLA Sy FHED & /%7 G LI 5 Z L SH B2 > Td, CYPLA
I FRELSMAE)NZ CYP2A, CYP2EL, CYP2B1 KUY CYP2B2 73, F7=, I <N
CYP3A NFE S5, b MPEHE HepG2 MEICBWTH T AR E Y —z k5
CYP1A1l & CYP1A2 O EN GRS T\ 5, (BH9)

(2) EYEessR (YoX)

~ 7 A (CD %, I, VSR (Z[ring- 4CHERR T LU &Y — 0 (- : 1%CMC)
Z HERER OG- (13.2 mg/kg (KH) L., FWEhRERER I sz, IR ARG %
TLC X OA— T V777 4 —IZ XD iEa LT,

FeE4% 72 BERE OO PR S G HEHEMED 20.5% BN &=, JRPCIL, & C.
2-OH-7a ENT NR ) — )L 2Ly (R BE) KON 3-OH-7" a2 /L7 )L A
V)L 2Ry (W) G) MEE S, ZIVDIIBEHEED 81%% Hbiz, Ty
23— R A, CHs-SO-7_u 2 —L (R F) . R I kv 2-7 /)7
NN =)V ZVRE T R (R d) OREIXE»-7-, (K1) &H4)

(3) EMEREHER (Tv k)
7w kb (SD %, M, VEHCRE) (Clring-UCIEGRR T L &) — )V ORGEIR (BRI
1%CMC) ZHi[EfE $e 5 (13.25 mglkg RE) L, SRWEHRES R 320 S vz, JRIPR
e TLC KOA— T VAT T 7 4 —IZ X Vst LT,
etk 72 B O IR S B G HEHEMED 31% 05 EN Sz, R C. E. G KOV T 8
[FE S, TIUHIFHENEED 89%% 5T, T Z ) —L Rty A, RFEIER
H (D). RS F, 1-AFN-2-T 2 ) TARUE S — )L ALk (R H)



S O I ORI - T,

TN )=V AR Y FROANVR iR e R R G Lo & ZA, RPN
ENENLETED 73.0% K N 42.7%D S 7z, FRPREIIIT V2 — )LD
H#izHABNZ L0 L EEIZRI L TH -7z, (B 4)

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

(10.6 mglkg KE) L7=& Z A, MIFEHIZT AR E Y —/URIFE A EL BRI T2,

RENTEC T, MIEPIIZEY C A DAL, FWOTAVKR L FERN AL,
R T4 5 18 BRI I TIRIBEICE TR T Lz, (B 4)

S b (BFROVEEARB, /) 12T AR &Y —L % 10 A RS $EREAR,
10.6 mg/kg RE/H) L7z 2 A, MEFOMRE C OIRREIIRLS . R A DR
BTz, TR E ) — TSR 8 L ]ERGZICRE C o A
NDOLREARE L T D BRI > TS B2 BTz, (B 4)

MYz 10 HOZ > kb (SD %, 6 VL/EE) Iox bE I &IOS (50, 59.5 XX 70.7
mg/kg RE/H) L. H&5 12 KO ME, A OFEBRFETOXR FEI | TR
V)b R C KOVA OFEENHIE Sz,

FEERUCRBIT D850k F o7 vy 2 — e 5 C KON A OREZX 2 1R
L7z, BFERETIE, P ORGE C KON A OBEEEL, MIEPEREL Y bEWv X 5 Ik
2120 HFRDOT AR 2 — )L R O C OIEEEL, 50 mg/kg K/ H % 58E L 59.5
mg/kg (KE/ H&5/E L TR HITZA8, 59.5 mg/kg A/ H & 5REL 70.7 mg/kg (&
H/ H SR CIEATRD 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 BERGFIBTLBMETOT NS ZY = G C KO A DU
(B 10 —EReZ)

(4) FEWEhEEEER (4)
S (SoMERE, MERER 12 58) 12 [ring- UCHERE T N0 &Y — )L & Hla ) 7 Lk O

10



Feh- (20 mg/kg RE) L., SEA@EhReaRER) Ik S vz,

MEFBETEMEIREE 13, &5 15~24 R I RmEZ 7R L, £ OIREENL 5.5 ng eq/mL
ThoTlz,

Fe54% 120 I GO 4T% D RPUCHEES 3L, 9 D 97% 058D 72 IRl P
SNz, IRTBEHNEED 20% AL AR TH -7, RTPEICOWT, 3 C.
A KON B ZOEHEED 710%% 57, TAXUZY—)L 5kt Rafo T AUy
V= 2Ry (RE B) . (G D, E. G, H XUV OREIIED 72, (B 4,
7. 11)

A= (A, MERI X OBEEORIA) (12 [ring-14CHERR T /L~ &Y — L Btk A e 5- (20
mg/kg KE) L. HWEieRBRN £ S iz, &5 1~12 B OSKRE O s &
OIS 217 L=,

B 51 H& O O HEGHENE T NRE) = R C KOVA 12X D
HLOTH T, TN E Y —)L i&ﬁ 6 A E TITHER LA, @ C KOVA 1
Pe 512 A7 0 R T ~ Lt S s, 3 G O d O IE)
ST, B TIERI UG 7 2 7 7 A VBB b, (B 4)

A (G0AE, PRI OSSR (2 MC RSk T LSy 2 — )Lk O (20 mglkg
REE) L., SEpEhiesBRnsdifs Sz, #&5 1. 4. 6 XX 10 HEOEMEREH BEET:
REAZRIE LT,

Fh- 1 A% CTIIBEHEMEDK) 90%2MHHFIRE Tdh > 7223, 4~10 A TIZZiAs 20
~30%\ I8 LTz, T 07 AR &2 — Wik, #51 A% Clddahht nTREEE ) 0
27% Th o723, 4 BRI MR AT & 72 o7z,

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

WA ORI 514 (Vv ——F, 2 5/ (Z[ring-UCHER& T NS 2y — /LA B
[ 7k O (15 mglkg RE) L., 3EEhRERBR S0 S,

FLH T 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 RS2 TLC IS XV RIE Sz, 5 0~24 Ktz Okl o 2
X, R A KO C Tholo, TOBOREITIE, R I N EEL eoTe, BH5HD
Bl 2 BT, MBS DR 2~3% N T I 2 —)L & UCTIFIE L, G
W C. A KO TR 82%% 57—, #hH 2~3 BT, I o DOREMIOEIAITRIER
MOK) 50% & 7T, (B3, 7)

EEA (SN OSEECRIH) IS 7 v &) — VR 2 B 0% 5 (7.5 mgkg (&
) L., EyEhreakEns It S iz,
MAEFNZT N — U IR SR o T, TR B — TR

11



C KOYA ~REF Sz, R C LY A IR Ic &G 40 Bl £ THohie, (B
i 4)

(5) EMEREAER (F)

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

MAEFR OBSHEMIREL, 5 16 R ICR&EEZ R L, ORI 3.7 ug eq/mL

ThH-oT-,

e 5% 120 BB ORI B G HEHEMED 51% A PEI S, T DIFE A EDNRPID 72
ReflZHtt STz, EERPAEIL C ThoTz,

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

E (SRR, MR OGEECRER) (2 [ring MCHERR 7 LR & — L& HiEE O B (10
mg/kg (KE) L., HEYERERBROEIE Sz, BE5 1. 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% DG FHR— T /L Tl T & 72723, 8 HZ TIX
f#7> 14% LM T & oo Tz,

58 HEEDMEHEMERE X, Il T 0.34 ngeg/g. Bl# T 0.07 ugeg/g. T 0.01
ug eqlg. ARSI 0.013 ugeq/g TH-7-,

F5-1 AL ORISR OBEHEMHIZ IR C KOALKR AR TH -7, Zih
DALETEGRN A TICE S, &5 8 BTG I 1R Th -
Too TNRUE Y —)LOREIFEL , 5 2 A E THRE Sz, MO RFEIZGH
WME. GMORI ThoT-,

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

e (SRR, PRI K OSEECANIA) 12 UCAZRE T L &) —)L & H R D #5- (10 mglkg
RE) L., 3EPEhEEBRn sz, B5 1. 2. 4, 6 KO8 HIEOKHRH Ofahk
SHEMEREE 2 & LTz,

TN HE =R, WO O bR S e o 7o, &5 1 BRI
TEMEDIZIE 100% 03 i S =3, ZoEIEIT 4 BRIC/2 5 & 3T%I2, 8 H#&IZIX 13%
FCD LTz, 5% 1~4 HRENE, T O RTREZRE ST 26 C. A K&
I OFOEIGITH 710~80% & —ETh-o7T-, TD#%, 5 8 HEITITHI 80%| i
L7 B CHRICAH T 7 7 A VBRI, (B0 3)

i (V7 +— 7 Fli, MERER 24 B8) ICIFERRD T R ) — VBB iR A . FEIZRID 4
ZUC KT N H Y — )RR & e 5 (7.5 mglkg IREE/H) L. HpsEhResbnn

12



Fhisilo, &52, 5. 8 XU 11 HZDOTIEF ORHGHEMIREE L O 1T DIRE A
HIE LTz,

5 8 HIL D HMEHEMIRE X 0.305 pug eq/g TH Y . 3 I OFEEIL 0.038 g eqlg
ThHolz, %55 KO8 HEDOHY 1 1358 D 14.3~18.4%% L=, (B 17,
12)

B L ENHICRIIC =2 — L ARE L2 (R, MR OSRECRE) 127
R =) (25% A ZHERE OB (10 mgkg RE) L., SEWEhEERD 566
SNz,

TN E ) — )T —EH P DRERE LTI END, WoT2AKRNICAS & T
R B = UTRRIZ RS AL, AR AREW I RR S vfz, T AR
V=V, MO L0 b OEEICE L, HBUEICIE 3 EDLAYM D THMFELE
L7z, RO TR H Y — /UIRE Z@Ed 553, (B B 12T S
nN5EEz2 6N, 3EOLEHOREIINTNY, ML O —E Tt 96 Kk,
FEVU'E Tl 120 R ITRHIIRSRN G & e o7, (B 4)

(6) EYaEHR K
R (SRFEASEH, MERERT 2~3 BE/EE) 12 [ring- 14 CHERE T V2 & — )L & Bilal 7 )L
EOfh. (16.56 mgkg AHE) L., FEP@EiERERn & I,
A K OV R O HBETEMRE Y 6~12 RefILINICE & B2~ L, £ OREITZFi1
LI 2.5 LD 2.8 ugeq/mL ThH o7, JREODFEFOYEMERNG  BHHEEIED D72 <
&b 30% BRI SN, (BHT)

(7) EYEhREER (e H)

RT T 4T (HRIEONERR) (2T o2 — L& AR O (400 mg) L.
MmH A EZ HPLC I L0, JRPEHZ TLC I X W #ET Lz,

TR B — I IR S o 7o, R C i3&s: 2.4 W ISR il
Zn Ly RODHEREN 2R 2R3 b ZARMEICTER LTz,

Febt% 24 ORI, G C. A KOENHOT 2 FERIE NG B, E
KOG BFEL TV, (B 4)

fDFERZ2FAERIZIBW T, ERLE R UATASHEE STV 5,

F 7o, BeEH% 24 BRI ORDHREGED 0.88% F THOMEIUL Sz, ROITZHRN G,
AEH-HRIEI X2 VAR Z EAVRIR ST, BRI L7 v 27— )L O
K 1% BBz, 6 N\ORT T 4 70, @R E EBIZT AR 2 —L
ZEIT DL, TANE Y — L OWIUTEAEN RS & & HITER U WEGE 12T
WPHILTA46ELEmL< DI ERENTZ, (B 4)

TN B =)W T RTINS D E1E L A EDTEMEREI T o 21 C 12X
D,

13



TEFERE . (MR R OVAZREA) 12 200 mg DT R 2 — )L & BERR A5 LT &
Z A, MR ORE C OREEITERS 2.2 HEBICkEEA TR L, ZFOBEITE 270
ng/mL Tholz, F£7o, 5% 48 K] THREED 0.4%IHYS T2 2O C 23R
HICHEt S N7z, (B 5)

ERRART T 407 (BYES AN 44) [ZT N X —) V% 400 mg/ H D
B C 156 HIEER DG L, SEYEiieRER 34iE < -,

B 1 KON 15 BHEOMIEF O C A OREEAK 3 1Zr Lz, R C o
AUC O\ Tip 138515 HE TR L, 7 U7 7 > AETHIN L=, G A 2B\
H, AUC AL, 7 U7 7 AETHIN LT, (B 13)

ZAHEDBE (BIES A KO T4) ([T AR H Y —)L% 200 mg/lRlDFHET
1 H3E, 4% 17— e U TERAEL LIZSGATH, B 17— 1oL i
EARTHE N7 —1 0 L EDiEHR O C OIRENED Lz, (B 14)

1000

800 —o— H#Wc #s510@

| A fHEIC 1S15E
S 600 ©EErEE
=
=
S 4004 4 \
S y
200 b /t\
Ay
/r 2 e
U{'- T T T T
0 5 (0 15 20 25 30
Time (h)
6() — ————————————
- 50 4 —e— ftiitha mE|B#
E A0 - 51
-.?31 10 A s 1ESI5AE
— 3 -
5 / L
£ 20- \
2 |n— ,LJL "‘“‘=___,_w
0‘-___ T T T T : T
0 5 10 15 20 25 30

Time (h)

3 51 KON 15 HEOMIEF O C L OVA O (B 13 —5kE)

PREEIE & 2 ST B (BB A KOt 6 44) IZT AU ¥ — L OBER %
1 A 3[E, 8 HH#EA#LG (5 mg/kg (AEH/H) L. m&% 12 EEfEfE £ coimfEhoft;
# C (-G C. O C) KONA OREHER A X 4 (TR L=,

INHDEED 5 RIHOEGOBIC, ToFEY v (500mg) ¥ T F b TRk
N5 L, 3 C KOVA ORNTOZ VT Z U AMEET VFE Y U ROZFEOEER;
B SFHDRAMNT O/ VT Z o AMEZME LT ZA REMA LT T D
MICOAERENE e (P=0.05, r=0.67), ZOHBENG, & C 025 A ~OfGH
1T o F Y o L s L7z CYPLIA2 ORSE RS-, (B 15)
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—m— (- EHc
—e— (-)-THEHHC
350 —h— fEEA

400 9

3004
2504
2004

150 4

Concentration (ng/ml plasma

7 =
=]
1

1
(=]
1

(=]
1

Time (h)

X 4 FREHPOMBEHIREAER (S8 15 —EtkZ)

bt MIBUFDAT AR Z T —)LD A LR T RIS U= RrR R A 72 12OV T
n vitro BERIC X VST S, TR Z Y — B8 C ~OfENZ1E. FMO K&
'CYP (CYP3A4) 2B L T3 timsi-, (IR 16)

(8) ZILARUFEJ—)LRILKRFL FOEYNREHAER (BFESY)

TR = ZNVIRF Y RORARINA ZT A Z VT 4B 57— 21
WEINTWRWY, FoE, &, FROCEICRIT 2 3Ehhe L OB 6, 7 r
RUBS =V ZNVEF Y RiTpo < 0 SR A ITRET S, 20k, R 1SR
ST, WHRIZHLNTREMORPHIX, TN Z Y — B HRHICHEH SN O
LRI TH Tz, RO IEZ L 7B L FEE LTV, (BIR17)

(SRR, MR OSERCRE) ICT AR A — )L I T IR B — )L A LR
REROBL (5 mgkg (KE) L. AR £ Shi-,

TR SV RIET NSRS — )L 2R Y RE R GIEONRH C KO A %
IHTRIG LT SIBIRE <5 A —F — %3 LITR L, TARLZ Y L UL T
F = VAR F Y R OREG5 & W) C KON A oI
Thot, (BRI

£ 1 FTBITDITNARE S — LR IT AR Z ) — )L Z)LR L RO 540
R C KOV A et & UT-3REhae /ST A — X —

IR
3 C & A
T
RR Con Tonax AUC Conx T AUC
(ug/mL) (hr) (ug-hr/mL) | (ug/mL) (hr) (ug*hr/mL)

L N S S
7 /\;57 7 1.48 8.7 25.14 0.30 %18 7.91
TR A — .
LA RED R 1.48 8.5 25.21 0.28 18 7.43

15



2. ZRBHER
(1) ZRBHER (4)

MEAE U2 (AR ONEEOR) 12 UC BT LR &) — L% Bilal 7 72 LR 0
5 (M4 - 10 mg/kg (RE, 4+ : 15 X120 mglkg (K5E) L. SRR ORI E
DIHIE STz,

B EEICB T DMETRERIREEZ R 2~4 (TR LTz, (B3, 7, 11, 18)

# 2 MERICRIT D UC SRR T LU 2 Y —L (10 mglkg (AE) HERR O£ DO

FEAETHATR IR (ug eq/g)

- R Ak

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 melkg (AE) HERR O EG% O
FRRHRRTREIRE (ug eqlg)

e BG4 B
#URt 1 4 6 12 14 20
JHH g 22.5 5.98 4.33 2.47 1.84 1.21
gk 15.6 2.15 1.6 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 : #dd,

F 4 FHICBIT D UCEGRT LR 2 —L (20 mglkg (KE) HEERR O 5% O
FHAR RIS (ug eq/g XU mL)

St 5% 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
Sk 0.40 0.04 0.02 0.01 <0.01 <0.01
I 5.49 0.96 0.69
S EET,

e (G, MERI R OSEEORAH) (2 UC BEGT V_ Z) — )V e R Ak (16
mg/kg RE/H) L. FHHHkD ORRTREIREE K UMK

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

16

A T DLFEDNE S AT,




# 5 PIBIT D UCHERR T LA — L HERE O3 E4% O
JrHlgrR DRRFRBE VRS K O T DOIRFE (ug eqlg)

. e 54 I
= AN
B | bR 1 5 5 ” 0

KTy 6.41 4.71. 3.95 2.55 1.69 0.34
Frfiei

P 1 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 (BdEfE, MERIAREA, 4 SA/MFR)
EiRO#E (15 mgkg (AHE) L. &5 1

C. A KO OREENHIE ST,
MRER6ITR LI, (BB

(ZT IR A — ) VB (10%5RE0R) 2 HL
. 2. 3. 4. 5 KONT HEOEHMRE T oG

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

v Feh% A

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

JHlER 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 <LOQ~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 <LOQ <10Q ND
I <LOQ~28.2 75.2 ND~16.8 <1.0Q <L.0Q
C 240 ND~32.8 ND <10Q ND

HERS A 1,320 <L.OQ~413 <L0Q <LOQ ND
I <L0Q~154 | <LOQ~127 <LOQ <10Q <LOQ

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

e (NU T — N, WERES 3~4 BE/RE) (2T &Y — LD — T A 48K R
WAl 7V 7 ARSI —Z MlZ BB OGS (10 mg/kg RH) L, AFiEHOR
A T OYRRE 2 AR ZE LTz,

FERERTIORLEE, &G]RT)

4 bolus : AH, B BHIIHEADDHKE SIELNT-BYCHEFIOERRIEL, &2 \WITHE %@
W5 Lo 78,) (& 19)
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F T FIBITAERT LR Z Y — VBRI AR O $E 5% O
FHlig ORG TIRE (ng/g)

v S 5% B
(n=3~4) 12 16 20 24 28 32
R—T ZHUH| 364 227 146 146 115 78.7
” YRR 131 113 777 51.9
Ui FLI v AFIl 307 273 201 137 101 86.2
A= N 148 100 80.7 63.5
JHERT,

(2) ZEHER &3

WL (SN OSEBCREA) 1 MO IR T VU &Y — L2 REE 5 (10 mg/kg 1A
/H) L. L ORIREIRESHIE S,

TAPERETRIE X, WL Ol (3.9 pg eq/mL) Z/R L7228, 4 [B]H OFEFLIIC
1% 0.1 pg eq/mL K Z2ERIZIL T Lz, 6 BB OFEARFIZITN 0.01 pg eq/mL TH -
7o, (ZH20)

WAL GRIVA XA LHE, 208H) (2T A2 — LB (10%5RE1R) % Fa 0
#5 (16 mg/kg (AH/H) L. &5 168 itk £ T 12 RO O C. A K&
O T OPRENHIE Sz,

WERERSITR LI, R

* 8 ‘FITBIT DT &y — VB O G O REWIRE « (nglg)

o - P 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
FERMEP | 4,565 | 3,492 468 <164 | <573 | <LOQ | <LOQ

a : &5 84, 108~168 R I 0T S e h o7z,
b: & C. ANRIZT AR EY — ) UFEY B CiE L, 83 LA
<LOQ : EEEFANM, ND : fRHIFRAA

(3) %BBER ()

EO(SEAREE, ME 3 EE) 12 MC SRR T LR XY — LR AR O#E (7.5 mglkg &
H) L. %5 180 HIEORIERIEEZNIE L& 2 A, I, B SR &0V i
FEixEneh, 3.8, 34, 1.2 X1*0.2ngeq/g TH-o72, (BIRT)

MR, MERIAREA, 18 8H) (2 UC 255k T WXy 2 ) — )L & Hialh 72 Uik A& 5

(3.8 mg/kg {KE) L. 51, 2, 4, 6, 10, 20, 30 KON 45 HE DK F ORiRE
EENHIE STz,

b 10 B DOMFREEIERE T, AT 0.44 pgeglg, BT 0.19 ugeg/g. AT 0.023

18



ug eq/g. FENGT0.020 pg eq/g THHo7=, (B 12)

(SRR ORI, 9 8A) 12 WUC kT Ly &) — LA Ha ) 7 Uik G-
(10 mg/kg (AEH) L. #&5 1, 2. 4. 6 L8 HEDOFHHRE ORSTA IR INHIE S
770

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

FE (L OMRIA, 2 B/RFR) (2, BN T —T V&> T UC IR T Lo &
V—L%& 7 BT 14 ARVEA (0.5 mg/kg (AHE/H) L. AR O
FEIFONZARE I C. A KON T OFRREEDHIE ST,

FHRR ORFREI RN N C. A KON OREEAE 9 IR LT, 3 C, A
KO OEHOMRIEREIRT 2HIG1E, AR TIE 80~100%, Mg TIL 52~58%. Bk
TIXAT~T4% Th o7, HEAT KON 14 BEOFEARNE BIZIIT 5 GHEEO REEHEER
ITENEI 62.1% KT 61.7% TH V. FEFHRIERITEN I 25.2% K& TN 20.2% TH -
7=, (ZH 3, 11)

#£ 9 FUTBITD UCHEHRT AR Z Y —L 7 HEIXIE 14 HEEARZO
HHAR R ORRFRRE RIS K OMCEHIRE (g eq/g)

7 HEEA 14 HFEEA

ARk (k2 (A%t

ey - Were —
= C A I | &3t%e e C A I | B3%

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

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

fl 1 016, 012 0.11 | 0.06 | <ILD | 121 | 020. 0.12| 0.06 | 0.07 | <LLD 81

HERG | 0.05, 0.04 0.07, 0.03

a: WA, CROTDOEFORILREITHTHEIG, <LD : HERFCR, 7 Wil L,

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

Be5- 7 B O T OJRFEIT 0.089 ng eglg Th-oT-, (ZHR 12)

(L OMRIAE, 4 BRERED) 18, BN T —T V& fio TT ARy 2y —)u
B 7 NA] AT.5meglh 7)) AN [1 X3 2 7 'AEE (8 0.5 XiE 1 mgkg (&
H/H) (ZHY] L, BA 5, 10, 25, 54, 74, 90, 96 KT 98 HEZ DA O
C. A KO DIREEDNAIE STz,

g O ORI C. A KON OIRFEZ K 10 ISR LT, Mg TG C 73
Lo, 5 54 BEORIA KOS 98 H % ORFig CIIfai I 238 3G <5
STz, &7, 11)
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£ 10 FETBIFAT AR E S — )L FEAFIBEAZD
Fig e O A IR (uglg)

T 1o B A
Belpht | LR | AU 10 25 54 74 90 96 98
. C | 08 | 088 | 088 | 047 | 031 | 005 | <0.33 | ND
o | W | A | 068 | 096 | 054 | 0.35 | 022 | 003 | <0.36 | ND
05 I 030 | 021 | 015 | 025 | 022 | 003 | 0.08 | 0.04
o c | ND | ND| ND| ND| ND| ND | ND | ND
ﬁfi)g wm | A | 009 | 0.06 | 008 | ND | ND | ND | <0.06| ND
I 002 | 002 | 001 | 001 | <001| 001 | 001 | ND
] Cc | 143 1.14 | 0.84 ND
99~ .
oo | BT A | 112 090 | 0.63 <0.02
4 I 0.67 011 | 0.36 0.05
c | 009 007 | ND ND
mgkg | ..
A A 0.22 0.14 | <0.04 ND
ONGE)
I 0.03 002 | <0.02 ND
ND : e,

B (SRR, MERER 2 BEMER) ICT AU — LB (2.5%1F) A BAER O S

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

MREERILITRLE, SR

K 11 PSRBT DT Y — VBRGRIEENRE O 5% ORI GHPIRE  (nglg)

- - BeH% B
AEL | 1 5 3 1 5
C 5,491 2,524 561.2 ND~251 | <LOQ
v A 2,075 2,198 349.1 <1.0Q <1.0Q
i 21.7 279.1 240.0 97.9 | <LOQ~836
tdka | 7,062 4,657 1,108 135.0 730
C 601.3 203.4 <LOQ ND ND
oy | A 1,524 925.0 ND~223 4 ND ND
I 29.8 9124 | <LOQ~8314 | <LOQ <1.0Q
Y 1,963 2,031 415.0 <LOQ <L0Q
C 1,365 68.5 ND~16.7 ND ND
o LA 395.4 210.7 ND~70.2 ND ND
A I <1L.0Q 31.4 ND~60.1 ND ND
fdhEa | 1,654 287.8 | <LOQ~145.2 ND ND
C 231.9 ND~70.6 <L0Q ND ND
s A 151.6 92.5 ND~29.4 <1.0Q ND
8 I <L0Q |<LOQ~16.1| <LOQ ND ND
e 361.0 125.4 ND~57.1 <LOQ ND

ND : #HIBEF R, <LOQ : & EBRARIM.
a: W C. ARDT ZT NA_RUEY)— /UMY EICHE L, AEFLT-E
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E (TMERE, MERESS 2 FEMGS) 12T AU 2 — LB (2.5%0K) A BRI O S
(7.7~8.2 mg/kg RiH) L., &5 1, 2. 3, 4 K5 HIZEOKAARTOMGEH C. A K&
VT DPEFEMHIE ST,
MERAER12ITR LI, B]RT)

* 12 FEITBIT DTN Z Y — ) VEIRIHARRE O 5% O/ GHIRE  (nglg)
e - e 54% Bk
Bk | 1 5 3 1 5
C 1,740 694 56.2 ND~23.7 ND
v LA 3,109 251 <L0Q~21.3| <LOQ <10Q
I 23.3 452 147 880 52.5
FRYEe | 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 <10Q ND
C 1,493 <L0Q <10Q ND ND
» A 971 ND~17.1 <10Q ND ND
e I <L0Q | <L0Q~424| <LOQ ND ND
M4 | 29293 | <LOQ~T765| <LOQ ND ND
C 89.7 <L0Q ND ND ND
cy | A 311 <L0Q ND ND ND
e I <1.0Q <1.0Q <1.0Q ND ND
Y e 371 <L0Q <1L0Q ND ND

ND : #HIBEF R, <LOQ : & EBRAIM.
a: G C. AR ZT NA_RUZY)— /UYL, AEFLT-E

E (SR, MRS 2 BE/REAR) (2T AR & — U (1.9%5RR) % HAlRE 4%
5. (10 mgkg RE) L, #5-1, 2, 3, 4 XU'5 HEOSMBETORHEY C. A KO
DYLEEHHE STz,

FERAER 13RI LI, B]RT)

* 13 FICBT 27~ 2 — VAR QRGO AEIRE  (ng/g)

ot | B 4% K
B | RS . 5 3 1 5
C 2,560 1,660 83.9 <L0Q~50.3 ND
v | A 2,500 1,640 <1.0Q~348| <L0Q <1.0Q
T I | <LOQ~345 533 143 118 <LOQ~160
FERY ra 4,690 3,620 259 168 <LOQ~202
C 627 <LOQ~275 ND ND~<LOQ <1.0Q
g | A 2,090 <LOQ~2,700 ND ND ND
I <1.0Q 623 <1.0Q <1.0Q <1.0Q
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fSEe | 2,550 1,500 <L0Q <1.0Q <1.0Q
1,720 ND~363 ND ND ND
- 830 <L0Q~934 | <LOQ <1.0Q <1.0Q
e <L.0Q <L0Q~652 | <LOQ <L.0Q ND
fdEa | 2380 | <LOQ~1.250| <LOQ <L0Q <1.0Q
429 ND~107 <L0Q | ND~<10Q ND
- 290 <L0Q~535 | <LOQ <10Q <10Q
<10Q | <L0Q~363 | <LOQ <1.0Q ND~16.4
ARl e 675 <L0Q~619 | <LOQ <1.0Q <10Q

ND : #HIBEF R, <LOQ : &AM,
a: G C. ARDT ZT NA_UZY)— /UMY L, AEFLT-E

(4) ZEHER (F3ED
WEHLF (T T4 AT FHE, 20 §H) (27 02— VBIE (1.9%RENR) % Bl
N5 (10 mg/kg AE/H) L, &5 168 Kt £ T 12 KEEEOILH T O C. A
KON OFRENPRIE Sz,
FERAER 14\ R L, EB]RT)

# 14 FITBF BT IR Z Y — VBRI E [ OB 5% 0

A PRBIE = (nglg)

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 | <LoQ | ND | <0Q | ND
I <L0Q | 218 94.3 481 220 31.3 162 | <LOQ
FR4ED | 4,962 | 3,702 | 2,309 704 258 468 | <L0Q | <1.0Q

a : &5 108~168 Ki#li& I3 STz,

b R C. AN % 7 Vo 2 — LA B i

<LOQ : FEEMRFRN, ND : SRR

BF LI

(58) FIARUEJ—LRILKREL FOKBEER (4. FRUOXYD)

ORES

A (SFE K OWERIARBA, 4 BE/RS) 1T AR 2 — )L Z LR R & HERR O 5

(12 mg/kg (AH) L. ZHHMETOT R Z Y — )L 2R R R OHI) A DR
HE ST,

P51 HEDOHBR O T VR 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 REOMGEHY A ORI, 233 &1 1,355ng/g T, #&5-2 Hi%
£ TIT bnglg Kl &b e oT2 TANRUE Y — L O EZICH N8 IOV TIE
I ENILD TN, TR E S =)L ZJLRFT Y RE O A 1B DFEEN D,
PR DOWIITEERNT NS E Y — O 5% LRIC EE 2 bz, (B 17)

A (AHERE, MERERT 4 BRI ICT RO Z Y — L 2 LR B (7.5% 0% 15%
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RL o F 54 ZHERROKS (12 mgkg AER) L, &5 1, 3, 10 X 14 A%D
FHAFRT DT N — )L 2R R, AR A OV T ORENHIE Si7-,
WEERAFI5ITRLE, &R

#£ 15 FICBITFABFET N X — )L Z LR S RERFIEER OB 5454 0
FHRRR 7 LR 2 — )L Z)LIR L R RO (nglg)

. =g N, Behtk B
B B GINTRIG 1 3 10 14
TANUE =LAV R | 2,160 BLD | ND ND
JiFik A 11,075 ND ND ND
I 1,286 161 ND ND
TAAUE SV ANRFY R 218 ND ND ND
Bl A 4,373 ND ND ND
o 1 2,722 114 ND ND
TAAUE =V AVF Y R 166 ND ND ND
(e A 2,305 ND ND ND
I 179 ND ND ND
TAANUE =V ANVFY R 130 ND ND ND
Bl A 946 ND ND ND
I 63 ND ND ND
TAANUE =LAV R | 2,234 105 ND ND
JiFik A 9,750 ND ND ND
I 971 115 ND ND
TAAUE SV ANVRFY R 757 BLD | ND ND
Bl A 5,520 ND BLD | ND
. I 2,703 102 ND ND
1% TAANUE =V ANVF Y R 115 ND ND ND
(e A 2,556 ND ND ND
I 216 ND ND ND
TAANUE =V ANVFY R 99 ND ND ND
fENA A 678 ND ND ND
I 53 ND BLD ND

BLD : EERA (s O : 100 ngl/g. FHRMOWEN : 20 nglg) A0,
ND : #HFRSR (e OV - 50 nglg. FHAOMENS : 10 nglg) Al

@ F

F (U7 — 7 R, MERERT 5 BEMRER) ST AR Z ) =)L ZVRF T R (2.5%
it 4% KL oFAD) ZHERRO#&KE (9.5 mgkg (K&E) L. &5 1. 3. 7K 10 H%
DOFRE (TP, B, RO o7 LRy &2 — L Z2LRFs R, 3 A
KON OFERENRIE Sz,

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

5 drench : @K, I O LIRFIFIZERE B 5 71ETE 2 57K3E, (&R 19)
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(AP R OVESRG < 50 nglg., A RCOVIRI : 10 nglg) A& Ze o7z, (R A 13853
AIC, R TS 1 A% DRI Ch o7, 4% FL o FABRGRETIL,
TR VAR REOREY A 12553 % CE R (s OV
100nglg, MHAZOWEN : 20nglg) A& 720, AR LG 1 A& DRHERAR
WChote, (ST

2 (SR OMERIRB, 4 BAMES) 12T AU 2 — L ZLR %3 R B[R M5

(9.6 mg/kg 1AH) L., &k (R, Bl PR ONER) o7 _e 2 —L 2L
BT REOME) A OIREENHIE ST,

ETOREITOMPYEREIL, &5 7 B T 25 ng/lg K CTh o7, (B 17)

® HFRUE E1
WA GRVAH A UFE, 8FH) ITT AR E Y — )L ZLERFL R (16% R Lo F54)
ZHERE DG (12mgkg /A#E) L, 55, 9. 24, 33, 48, 57, 72, 81 K196 K
M DA DT N B — )L Z VIR F 2 R RO A OFEEENHIE Sz,
HITFHDOT NAR Y — )L 2R F L N3 h- 33 Fiffitc. W A 1385 57 it
RITHRHFRSR (5 ng/mL) Kk 72o7-, (BB 7)

WA RV AE A LR, 8FF) IZT AR H Y — LA LKRF T R (7.5% KL o FHl)
BB AOFS (11.7mg/kg (K8EH) L, #&5-4, 19, 28, 43, 52 K67 FEHZOFIT
HOT N =)V Z VIR F T B ROEY A OREEDNIE Shi,

FAHHOT NN =)V AV IR F v RI3d G 28 WfltL, A A 1355 43 ]
BIZENETIERRA (50ng/mL) X OWHIRS (10 ng/mL) Kiii & 7 o7z, (B T)

WIHLE Mule i, 6 BHEE) ITT AR EZ Y — )L ZLARFV R (25% RLFH) %
HER O G (8.8 mglkg KE) NIIT AR F ) —LALKRFL R (4% KL o FHl))
ZHERRO&G (10 mg/kg (KE) L, $5-6, 24, 30, 48, 54, 72 KON 78 Wit il
WMz 4, 5, 6, 7, 8, 9 KTN10 HEDHAIF DT N2 —)L Z)V7RF 2 R R OER
W A OFRENHIE Sz,

WTFNORERET, IO T AR 2 — )L ZLRF S REOMEH A 13#%5- 48
R I 22U R (Bng/mL) Kl 7272, (BB 7)

@ *

¥ (MERES: 5 PRS2 T LR A — L 2RSS RE 3 HRENREEEE 5 (17 mg/kg
IREE/BICAEY) L, 85T 1, 2, 3 MONT BEOEHMF O T N 2 — )L Z )Lk
o RROWREI A ORES HPLC 12X W flES N, o, R L £ 0h%
IO W TR E O AR E LTz,

FERER 16 (TR LT, ZNOHORENDL, BRIZBIT LT A2 — L OREHE
IIFHEEF U A T 8D Z LOVRIE E LTz, (B 17)
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#F 16 XIITBIF AT AR A —)LZ)VRF R 3 AR 5% D
FHRR P T R 2 =L ZOLIR Y R RO (nglg)

o i S 4% B
Ak AP - 5 ; -
TN A — )L A L
Al R R rfama | 0 20 45
) 1 24 168 99
i s 366 15 ND
TR el N T TR s
FIAfT & Fe i ’ 84

/72 L. ND : RS

(6) BEBEY—H—IZDW\T
EMEA |Z, 7R HY—UTDONWT, &R ~— 7 —1%, & C. A KO
I OFETNRUE T —)UHR LT DL L TWD, ZORE~——IE, T
K= )V XT R =)V Z VTRV ROWTIOHRGAIZEBWT G, 72 E
T A9 DI ATRER M A 2 CE T, T DT, TR Z Y — )L ZA)LRF T R

DOEFIZBNTH, TARE Y — g HERE LRI URE~——0 Tt 5 L LT
%, (BRE1T)

3. BEiEHEER
T IR B — )L J O O3 ma il Biih o 2 s 17 MOV 18 1Rk LT,
(MR 3, 4, 6, 7. 21~25)

£ 1T TARUE Y — L OREEIERSHE R

Tt H BUSSER JiEs i
1n vitro | ITZERAE S, | Salmonella typhimurium | 1~10,000 ug/plate am
U TA98, TA100, TA1535, | (+S592) -
TA1537. TA1538 1~10,000 pg/plate apt
(S9v) -
S. typhimurium 0.5~1,000 ug/plate
TA97a, TA98. TA100. | (£S92) Eun
TA102
S. typhimurium !
TA98, TA100, TA1530, .~
TA1532, TA1534, -
TA1537, LT2 his-, G46
YRR F v A =— AN B A X —F1|0.047~1.5 pg/mL
B (tP R | BEARAE  (CHO i) o
FR)
/IZRRER CHO-K1 #jia 0.1~1.0 pmol/L4 Ui
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FRAIE H Y SIS & i
b RU LRER 0.1~100 pmol/L .
IINERBR KON B R U LosER 0.1~10 pmol/L.  (/]MZaklR)
e R A e 0.1~1 umol/L. (Jtafk A5y 718
iR AfEEER)
m vivo |/IMZRER ~ 7 A G WHINDHBEL 727 R o
ZY )b G
CD-1 Mt~ v 2 B 0. 500, 1,000, 1,500 mg/kg
RE/R, RO&h, &5 48 Bk
IRFIT4
/R BR K O %6 ) HUE (hydatic disease) | T4 2 HERGE
filifk et Sy R VRS L7/ N U 58k |15 mglkg R4 28 HEHE [l
AR %5
a: 7 MTHkS9
b : TR OT v MiFHISE S9
¢ : 1,000 mg/kg (RELL ECHEZR N,
d : 2 umol/L LA ECAMIaEA 40%LL T,
# 18 TN E Y — AW OB m AR R
K& | AR Y SIER & i A
TV | Gea R BT | R FEAMASEA SRR
v R HY
— L R | Yk I LR ‘
¥ (] 3 -
# C) | /MR (in | CHO-K1 #ifa 6~40 pmol/L u
vitro) Bort:
EERER (In |~ v AEHEHI FERINEA a
. Bort:
VIvo)
/J\f%ftsﬁ (n | & RV sEK 0.1~100 pmol/L T
vitro)
IR (n | B R U 2oSER 0.1~10 pmol/L, .
vitro) -
R | 1R IFZERAE R | S, typhimurium 1~10,000 pg/plate
RV TA98, TA100, TA1535, (£S9b) Pet
TA1537, TA1538

a: AWRENS R Th-o722 &0nn . B/ EMAER & 35 ITIHEHE CX ek ol Sz,
b TAKOT v MR S9

TN A — U,

in vitro Dt ~ U 2 ERE W o/ IMERIR & O AR R Sy

B, CHO-KI1 #ifiaz o/ MERBR K O in vivo D~ 7 A0 B/ MERRER AR R %
U ZORIERR TR OSRG-S & U 2 BRI IME R Okt oy (R s iz
F3E Lz, —7J5, invitro DIEIFZRATGERER, WL 2 IV o Qe RS iR Tl
ReMHE R A T LT, TARL A — L Ea oy A I — VL. Fa—T
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Ve L, MNEOEASENET L Z EAMEIN TS (B4, 26~29) Z &
No, BWZEEZESEMAEEGLEMFESIL. FFLOBMR ST DNA 51D
<HLOTIFRL, ZoVE (Fa—T7VY) ZENETHEEMEFRICLSAHLOTH
), TR E S — VORI BIE R E TE D LW L, £, o~
A LB BN BRI R 31 2 MR~ OB e T 2TV
ERWTT AR E Y — L O/MERBRICE T DBIEE B Lz b h o (B 21),
LEDZ &b, TARCEY —UE, BiHERES & L CEICEHA S HRY |
ARIC & > CRIE & 7 DBIEFHIEIITR S eV LB 2 Bz,

T IR =)V A VR R, BEREE VO T et fR B ik C A R e 2 R
L7z, & R ERE W 1n vitro DR HEERIZINT, TARUH Y — /L AL
Ry NI B2 R~ S o =08, ZORBR THWZEBEIIR S ThoTmZ &
N, Bk L L TR TE Ve S, £, TARUE Y — L ZLRF U R
I¥ in vitro D& N U 2 3ERE O T/ MR TR EME R OatERE R 2~ L, CHO-K1
FRRZ W2/ MERBR CMERE R 2 7R LTz, F72. invivo D~ 7 A B/ IMERER TRt
FERAERLTIZE SITCWVDDREIERATH D, TR E Y —)L ERERIZ, Ty
B =)V ZNVEF Y RIZOWTH, Fa—T ) v EEGL, NEOBRESZLEL T,
FEMEZFHERET DL S 4, 17) EZOND L0, RWEEEBSIAIEIE,
HREAESIT, TARE Y — L ZVIRF Y RCHlRE STV Didiseti., DNA 8
BIZHAS DO TIERL, X0 (Fa—TV V) ZENETHHOTHY ., HfE
DERETE D LYW LT, £, BN XA I 7Y — )V REEWITR&TE UToMifals
BT B BEMFE R~ E T HET VERHNTT AR H Y —)LZLEHRF T RO
IMERBRICB T ABEE R LG b H 5 (B 21),

PLEDZ D, TR E Y — )L Z)VRFy Rid, BRHESN & Ll
SNDIRY . A2 E > THIEE 2 D BREEIITR I RN B X bz,

4. 2MEMHHER
(1) 2SR (VR Ty M)
TN =)V O A5 X D At RO R 2R 19 IR LI, vV A,
T b NLARE— BTy MO XOROBGIZ LD 2MEEIK -T2, (&
PR3, 4. 7)

%19 TARUE Y —LOROFEIC L HEEEE

ELYEn (el Vet LDso (mg/kg {AH)

~ 1A HE 0.75% methocel >3,000

_ 2% tragacanth 1,320

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

79 WHERfE 2% tragacanth 500~1,250
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FECT v M TR BRI, SEAMOMMAZW, AFREL OWFE i 7 53T
W5,

FECTUYFOFMETIEL, EITRIENEED . A& > TR L TV,

OB 1T Dt RE STy, (B4, 7)

(2) FILARUET—)LRILRFY FOEEEHEHRE (v b, RESH) <SEEH >
EMEA |Z. 7TAR_ES—)LZLEFY ROT v NUIFRS (B, ELOFD) (2%t
TAHRARE T, AFEEE) -7 LTS, &6, 17)

5. BaMHEMAR
(1) 90 BEEZME4HHER (YOR) <SEEH >

~ 7 A (CD-1 . MEHES 10 DURE) & W= T R0 B — )L OIREEFR 512 1 5 90
H iR RS 2 3R, Zh2nsEiisnsz, 58130, 5. 10, 20, 40 X
80 mg/kg IAH/HIFONZ 0, 200, 400, 800 K TX 1,600 mgkg AH/H TH 5,

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

B 5-BilAE 9 1 & T2, 800 mg/kg (AREE/ H 5 5-HEDIE 2/10 151 J UM 2/9 il ONT 1,600
mg/kg (RE/ A FEEEEORE 5/56 BIZINT, HOJelmDIEE K O SUIMETERA 2~ B i
7o PREFEINEIL 1,600 mg/kg (RH/ H 580 H THIf vz,

MIEFHIRA T, 800 me/kg A/ A DL F#E 5 EEOREIZ 3 T WBC OIE 723, 1,600
mg/kg R/ A% 58T Hb DX T8, 200 mg/kg A5/ A UL F# GO T RBC OIKT
I BT,

IEEREE B2 OV T, 400 mg/kg RE/ H DL B3 51 E ClFigo At & OFHHEE B DO HE NN
Ao, (B4, 7)

JECFA 13452 D NOEL %54 3% & L TV 72l

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

Z v b (SD &, MERES 15~20 VL/RE) ZHRAW=T VR —L (B 0.5%Tween
80) O 4 AERIFRHIEEO#E (0, 4, 16, 48 XX 168 mg/kg KE/H) 92 X ZliaE
MBS SENE S N7z, £z, 48 mglkg RE/ HEGRATIL, &5 4 B ORHEIF %O
BEZDT= O\ THERES 5 ILA BN LTz,

RS LT, 48 mg/kg (AH/ALL EFRGEEC IR, 2B, fbEE 20 RolE
KEOFEL: (48 mglkg (RE/H#GRED 7/30 41K TN 168 mglkg {RE/H £ HH£D 39/40
) BIHNTZ, 48 mglkg IR/ A & GRECARERIMNG 2 A 50, 168 mg/kg {AH/H

6 SEROFEMNARHTH D Z &nn, B ERE LT,

T 2R E LMEDNENRH D Z Enh, EEEE L,

8 JETHNTIRY 3V . FEEDOELRNPRELTND I Enb, BEEEE Lz,

9 HHEIZHOWT, JECFA OiiiE: (B 4) Tid 25 mgkg KEH/H & H DM, B 7T OB R &R
L7zt ZA 16mghkg (KE/IH EHoT-Z L, 2R T OBEHIHESWTREHE L 72,
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P GRECIIRTERD 21 - 7=, BRI R 48 mo/kg R/ A 5 IR T L. 168
mg/kg RE/ HEGHETIIE LK T L,

MR, MR AEA LA R ORI T, 16 mglkg (K8 H L ERGREOREZ Ht Y
RBC DX F723, 48 mglkg K5/ H B G5HEOMEZ Hb, Ht, RBC XX WBC DK FA3 %4
BT,

FIRIZIN T, 48 mg/kg AE/ B & GHECREO/INUER A BT S, 168 mglkg
(RE/ H B G HEORECITRBRORE SITFBEZIT 20> 723, FAUTRINET LT
D EEZ Iz, 48 mglkg (KE/H UL BB GREORHZHECRIB OIER A BT,

JREBRAR IR Cld, 48 mg/kg A/ A UL EEEGEHZIWCORER, B, Mgk O
U 2 EOIRTERD A H ATz,

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

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

(3) 91 HEIHEAMEMHE (Tv k)
7 v I (Long Evans &, MERES 20 PL/BE) & HWZ T v 2> —/0D 91 H HITRER
#5- (0, 2, 10 X% 30 mg/kg RE/R) X rdatEtEERRs S s, £72. 0
J N30 mglkg (RE/ HEGREZIX, MIRMRAED 7= OMERES 10 IL/REZ BN L=, &L
OWies B S HE T4 T OHBREM OV TIT o 7228, TR B PRI AR o FREE A O 30
mg/kg RH/ H 45 5AFOMERES 15 IL/EEZ W T T 7,
BT <, RE, BEELOIRBRE T XA —F —TEEITA LR -T2,
MR e QMR AR AR A ONT PRI A, R, NBeR B i S OV B AR AR A
IZBWT, HEICEELIEERO S DBIIBIEI N o7, &4, T)
JECFA 345852 D NOEL £ % 5% L TV VRWY,
B ZeZE S AEESEMMRESIR, B5IZEE LI BN L bR oTle 2
Enn . RRERO NOAEL % s & 30 mg/kg (AH/H L34 E LT,

(4) 26 EAMFEIMEEHER (Sy b)) <SEEH 10>

Z v b (SD %, WMEHER 100 PURE) & W= T AN &2 — L DIREIHR 512 X A 8
Fe G atEaRBR AN I S 7=, Foldlx 0. 1. 2.5 X OV5 mg/kg K/ H % 60 HE#5-L,
D%, ZERED ., RN OV E TR G- Lz, IR CEHER T F1 12120, 5. 30 (V45
mg/kg RE/HZEG Lz, #5013 2 FMEEEE Lz, SEERBEN-TZT2D, 26
BRI T LT, SRz 2 TORTEM RO 26 1l £ THAF LIZE O 60%I12-D0>
TN Uiz, RESHARFAIMEIL F1 0 0, 30 &N 45 mglkg IREE/ A &% H5REOMERES 5
DL/REDBERIN U 7RI DT L 7=,

IZBWT, AEREIIALNR-T,

F1 Tl 25 1 % TIZ 45 mglkg K5/ B 5 5HEOKE 92/100 51 K UM 99/100 113561 L

oo ZIUHOEMWTIE, FECANC FEFARORICH X, A USMNEROR, 5

10 S BRI AL 2 520 L 7B D e T b BEEERLE L,
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HOMRFEA I OHIE  ((REHINE N OFBEEEDILT) A b,

MR ClE, &5 3 7>H 1% TlE 45 mg/kg KE/ H %5862 Hb, Ht, RBC X}
WBC OIK T, WONTHBRARMEREL DN A - BdL, %56 72H 1% TiL, 30 mg/kg (AH
| BEGEAZFRROPT NI BTN, ZAITEREE Th o> 72, DR ERDNRR B %
ZFTND Z &N, ARHEL O 30 mg/kg ARH/ H & 58D b E Sl s X 0 s
ni-,

MRAEFRIRRA CIE, 45 mg/kg RE/ B BEGREOHEREZ A Chol. DN, #ElZ K
DO, HEZ Alb, IEL OGRMEK ChE DK R34 HitTz,

PRI ClE, JRY /X7 8D 30 mglkg (RE/H LI EFREGREORETEEIN L=,

HIRCIL, 45 mg/kg R/ B GREOM, O, U o L, R, B, R, 2058 &
OB BRI DIV, FETIL, FEERO/INUE K OSIEA 2 BTz,

JHEHRR RO CIE, 45 mg/kg IR/ A R GHEOMEREDONT, Mg, Bl OVgi
BMHRIESR S Z DI WESEIZERE L 72 a n =—B A bz, 45 mg/kg AH/H
FBHEECIE, IO/ NEFUAEOIRBIENR, Z2ifb OIS L, BHb, Mlis Ot
FIBRODOZER D I~ DAV, 30 mg/kg IR/ H & GHETIEL, MR & OO 72 22 LD I
DR BTz,

P OREREM) 2 I CL MRS/ ST A — 2 —(CBE$ B BN SRl S e, %
FREE N OY b mg/kg (RE/ H ¥ 5REZR AR TR S 2170, 30 mglkg (RE/ H #5838
H-&% 0 X% 20 mg/kg R/ HIZEE Lz, BWEUIMERES 20~25 L& L, #5134
MHRBATONT, MR EA 1T,

5 mgkg K/ A EGEHIRELZ T2 -T2, 30 mgkg KE/AFREGRETHRLNT
RBC &X' WBC D223, 0 X% 20 mglkg K5/ H I 5-B2 Uz 1 202AUNICIZE
NETEF o7z, LiLanns, #&5 81 HEDOH I K 2 FRiMiaE 6. 20
mg/kg RE/ H B GEECB W CHBEMIERS D RHGERIZIIH S 0D Z E RIS &
7potr, ETOYWREMATONEIR TR, Bt T &I LN o T, (B
4)

JECFA | 345482 NOEL % 4 3% E L TR,

(5) 4 BEEIMHEMEER (1 X)

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

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

HIRCIL, 48 mglkg R/ H UL BB GREORE CRIEOMEXTEEEIM T L7223, WEHE
WA IR SN2 oz, (B4, T)

JECFA 13453882 NOEL %54 3% & L TV 20,

R Z R ERHAEILHFEMRERIL, 16 mgkg K&/ H U ERGHETA LN
ALP O _FSIIMICBEET BN LN > T2 2 LD, TR L 1372 & 720
72, 16 mg/kg AT/ H LA R GHETAREEINENTHID 22 B 2 & v 6 | AikBiRd NOAEL
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# 4 mglkg R/ A LRE LT,

# 20 4 BERESVEERNERER (F X) 1B DT

B ha WERE
168 mg/kg KE/| - B (6/10 f, FEITHE)
E| - DB OFE L ER*
48 mg/kg R/ H | - T, BEFRIKT
LIk - WBC /K
16 mg/kg RE/H | - AREHIHNH]
L E
4 mglkg IRE/H | FgEATRZR L

R A | N RSV 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 X030 mglkg (K5/H) 1M K 2 diak Mg S5t S 7,
VR, IREE L OMBEE SR 2 2 T 70 < | IMREFHI N QMR LR, R
R, IREHMRA, DEEsE R, FI & OYREAAR AR AL B G-ZBEE L 7B 3 O
Nnigmoi-, (&4, 7)
JECFA | 3A5ERD NOEL 254 5% & L TV 2L,
BN ZERESIHAEEGEMRAESIT, BSICRBEE LR LN -T2 2
e, RO NOAEL % imHED 30 mg/kg (KH/H L 5%E LT,

(7) 6 hAMEEZESERR (1 X)

A X (B =T 0VHE, MEES 6 DURE) W=7 AU 2 —vd 6 A 72 vk
A5 (0, 5, 30 X160 mglkg KEE/H) (2L D HaMER B FhE S vz, FMERT
REF2LITRLE, (B 4)

JECFA 345852 D NOEL £ % 5% L TR0,

FDA 3435k > NOEL % 5 mg/kg (AH/H L EL T\ 5, (4 30)

BN Z e BRI EMFIESIX, 30 mg/kg (RE/H DL B 5-8E CHECIERR
BOKT, HFPERBEOIKTFRRLNTZZ L6, Kkl NOAEL % 5 mg/kg (AH/H
ERRE LT,

# 21 6 2 HBEHAMEREMRER (X)) ([ZRBT HEtEAT A
b MEREE
60 mg/kg (RE/H | « KEHIINEDRD
- Hb, Ht XO*RBCKXT
 AEH N OV Rkt o O RO T
- - M e BEIEE AR (4/6 i)

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

(8) ZIARNUFEYJ—ILRIILKFL RD 13 BAMEIMEEEER (Sv b)) <SEEH 12
>

7w b GRfE. MR OVEECARE) 2 AW T R &Y — )L 2L F 3 RORER
OEGIC & 5 13 i d AR (REGERY]) Tl AZEICBW T, &5 iRy
BT A=K — | THREE IR AU I DAV A, B G2 B U Za\ BT L & fllr S vz,
FFett, FEERZENE M O R OTEME L R G L D L LTl s vz, IFatE R OY
FEHFENE L. 34 mg/kg KE/ B LU LD ETH LN, 12.9 mg/kg K5/ H LU T CTldi
IR To, BROBESNEIL, RAREHIIL O ONERa OB 2 © MisE &
DEINHI S0, PRlEE ORI T 10.9 mg/kg (AE/ AL OGS ETHL N TH
0. 3.3 mg/kg (KHE/HLL N CIXEEIIA LN o7, 2O X D 7eMiROFT RS, iRk
(2R ARWER ZRE T 200 E 2 MNIRITH L, BIWER & T 21T XEEIH B3
HVENH D, FEFE LT, NOEL 2’ 3.3 mg/kg (AH/H & Shi-,

7w NS OEMWIFE A N T VR B — )L A LR Y RO RAERE O ¥ G RERIT
Fhi STV, (B 6, 17)

6. EHSHERUEINAMRER
(1) 25 ARIEHSHENAMHEHER (TDOR)

~ 7 A (CD-1 %, WEMESS 100 VL/RE) ZFHWIET Ay 2 — v 25 )2 H TREE 1
5. (0, 25, 100 K0 400 mg/kg K5/ H) (2 K DR AMEDFE RN i X 1
7o MIKFRIRRAEDT-OMBIEEEL LT, THRBEA T 400 mg/kg AT/ H £ GHEHERES
25 VL/BEZB0N U7, JEBRERR AR 2 % PR OY 400 mg/kg (RE/ H BG4 Tl B i
FRTOUVWT, 25 TN 100 mglkg (ARH/ H & 58 CIXEE 72 6 o T2z & ORIRAIIC
FE N D NI OW T T T2, BT AR 22 IR LT,

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

FRR K QYR BRI Cld. IRDIBERN 2 TORUCA D=0, JREHREFAI
I% 400 mg/kg REE/ H & GREOREZ DA AN IZHIIN LT e, ARNBEORE
DANETH Y . 20X 5 72 BeE I TIRERN DA 0 = U CERIL S 7= %o 5@ L Tab
NTNBZ LD, RWEORS & 2 b OIROFTR & OBMRIFED L & STz,

TENIRRE R U — 7 ORAESERE DA O IREEL L TA L (3 23)
D, FERHFR 7RI IR CE BT A DT, & CORAEMEE IR 2 BEFV
7o 28 BRICEES . ZoRBRMER O R T — X OFIFHN TH-72, (B4, 12)

100 mg/kg R/ H UL ERGRECIHlaZEfa b A b, FEABERER Y — 793450
BROKFEREL 0 DRI L7223, AEEITRLS . & TORAFEIIFRBIER O 5
F—H DFPANTH 5, JECFA 13438 ERD NOEL % 25 mg/kg AHE/H L& E LT\

12 YREDIERNS A THD Z Linh, BEERE LT,

32



%, (B 4)

7=, JECFA TiE, v ARKDT v b ORI AMBRIROB HEAIMHT M OB D %
ABEERRFHC T D RREE O 57— X OIS LT, B S22, AR
DA S, WEOW DO Th D EffmthT biviz, W5 DT - A VA
AAEFRER OB FIRNT & A S, BUTOFFR TX 2 FIRICHl» TThh e Z &M
A LTz, (R 4)

FDA 343852 NOEL % 25.0 mg/kg (AH/H E5%E LT\ 5, (B 30)

BiWLZEFE R ERLHEMFESIL, 100 mg/kg (K5 H UL ERGEEOREZ R
D/NEFULERFIZE b2 BTz Z & B A3 BRD NOAEL % 25 mg/kg 1A H/ H
ERRE LT, BONAMETH N2 -1,

< 22 25 AR AMENFERER (U R) 12T D EMERTA

P b Jii3 i3
400 mgrkg {RH/| < FER OBV L, FEEZ| -RBC XONWBC KT, i/ MiH
A PE, T R ONESR EROBERS | N
ERN -
100 mg/kg RE/| - /INEEFLMERFIIOZERR L O | 100 mg/kg (RE/H LT
AL E AT L
25 mg/kg AREH/ A | FEAT R L

# 23 EHNKMEIZR T 253 A

- #ehE (mglkg (KE/H) PN
PR 0 0 25 100 w00 | T
FENEREE) — | 398 | 599 398 | 598 | 799 | 0/55~8/47
TR R ET A 098 | 0/99 198 | 298 | 099 | B 29/780
i 398 | 599 | 4/98 798 | 7/99

(2) 28 MARIEHSHERSAEHERR (v )

7 v~ (SD %, MERER 100 PL/EE) 2 W27 L 2 — L OIREEBEGZ K 2180
FMFEN AR M S 7=, FolllX 0. 1. 2.5 K5 mglkg KH/H % 60 H
MG L, 20k, AR BIFRE OVt E T G- L7z, [F SR C Frl2iZ 0, 3.5,
7 KON 20 mglkg (KE/H % 28 7 H WS- L=, XIREEL O 20 mg/kg R/ H &R GHEC
(X HERER 25 PUBEZ BN UIIEEFAHOREIC AV 2, 5 12 A% O FRE IS
HERES 10 PO/BEZR e, S22 TOMEREIMIC DU TITU, B ER FHR a2 xf
FERER OVE &R SR CIE T IRas o OV, PR A ER GRECIE 8 flo EE s &k Y
RIIRADIZ B A3 & LT RHAR I 2DV C 3 L 7=,

FolZdBW T, BRI A b o T,

F1 OmtEfT R AR 24 (TR LTz,

KFRRRE & i UL e PR e SRAE TS Mo OB i DAHARERME I D F A BEFE D > 5
B BRECHIIN LT (3% 25 U0 26), AT OFEHAIRE Cld, BERICHRHAIA BEZEIX
HHIVT, ERABEIXZ ORI BT DT RT — X DHEPAN TH 7=, (B 4,
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12)

20 mg/kg RE/HEGHAIIELE, FHEREAE, &2 L AT o—/ViifiE, FEROZENE
T OV RERAZENED I DAV T, - PNIES - S RS e OV TR OORBAER I PRI D F8 A=
BEEE N OB GRETIN L7223, AEZEIT/ < & TOREME IR OY 57
— X DFHNTH D & L, JECFA |34 R D NOEL % 7 mg/kg KHE/H L #%E L TV
%, (ZH4)

72, JECFA Tix, v~V AKLWT v F ORI ANMEROBEFH IR M ONEZE D%
ARG BT D BEEOEET — X O HICBE LT, HREEZITV., BITOFET
ZHFIRICHI> T T Z ERNYA LT, (2R 4)

FDA 1%, A5 NOEL % 7 mg/kg K#/H LRELTW5, (B 30)

BN EEZ BRI ERLHEMNTIESIEL, 20 mg/kg (KH/H#& 54T WBC LU
HERER DR ORI ORI N A STz = &b ABRD NOAEL % 7 mg/kg &
H/H ERE Lo, BOBANETA DN o T,

& 24 28 D H EHEMEEM/ N

PMEBFEREBR (T v b) (2B 5 F1 0wt R

e Ji3 i
20 mg/kg REE/H | « FELCREN - WBC K OMFHERI DI T
- WBC K OMFHERE DK T iy N
- 113 Chol H#4/0
HEER OB L, K R O 282
- ERBHRR 25
7 mglkg RE/H | FEAT R L AT L
LU
* RN A BT R
#* 25 - ENIEME ORISR A
_ 58 (mgkg (K&E/H) =
PR, 0 0 35 7 20 T =2
T ENERHERY —7 3/99 5/99 9/98 9/99 10/91 1/69~17/58*
T NI E R 0/99 3/99 0/98 4/99 3/91 218 120/1,864
gt 3/99 8/99 9/98 11/99 | 13/91
* 2 18 A BRIC A<
26 RIS OREARERIE N RS A BT
#e58 (mgkg (AE/H) "
PR 0 0 55 . 20 RT X
1k 1/100 | 2/100 4/98 4/100 | 6/100 | 0/116~6/110%*, Bf# 32/1,190
i3 0/100 | 4/100 | 0/100 1/96 5/100 1/112~11/119, 2F5 40/1,188
w14 R BRICHS<
(3) ZIARUFEJ—)LRILKF L FOEMEMER UFEHNAMER
T IR B — )L ALK RIZEET 2 8 maalBn M OV 23 AR 13580 S
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TRV, LU, T IR B — DWW TN AN D AW BR D345
ICHH~LNTEY EMEA 13, 7 v FXUE~ 7 ADOWTHIUSE W T ORI A L0
TWRNE LTS, (BE6, 17)

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

Z v kb (Long Evans %) ZHW=T AR X — L OIREEE S [RAREFEE 0. 30,
75 X% 150 ppm (0. 2.3, 5.8 XIE 11.6 mg/kg AEH/HIZHXY) ] 12X 5 3 HAVESHABR
NENE ST, BG-ZRYDASE 64 ARIOEME LT, BEWE Y720 I 12 T
FOME 24 PEE L, A E B 2 EIHESE, 2[R BOER (Fy) 2RIV,

B NN, BiE, RRBR, SRR, MIRE, WIRME, EREMORER
KE~OEEII A LN -T2,

AW, 150 ppm & GHED Fia LN Fou WEWAD F, AA73 N OV USRI &
WKTF L7, (B4, 7)

JECFA (X, SZMEREXIFAEFRIBIZIZ BN I A2 H VY, 150 ppm (11.6 mg/kg {KH/H)
B GHED BN AEFR KL ORE OIIN A Bz 2 £ v, NOEL % 75 ppm (5.8
mg/kg (RE/HIZHY) LEREL WD, (BE4)

FDA 1%, A3k IZ351F7 5 NOEL % 150 ppm EF%E L TW5, (M 30)

R eRE YA ERLEMFIAESIE, 150 ppm £ 54O REWIZ O A 7K
OMEEIINEDIK FRA LT Z L ovb B KF % NOAEL % 75 ppm (5.8 mg/kg
IREE/BICFY) . BT G- OFER LN -1 b, BEWICRT 5
NOAEL % #xEHED 150 ppm (11.6 mg/kg RE/HIZAHY) EERE LT, BIHARIZE
BB DI IN- T,

(2) &hEsHHER (Ty k)

Z v b~ (SD &, M 20 PL/EE) % W= T 0 & —)L (5L 0.5% gum tragacanth)
OFEHFE O G (0, 1. 10 XX 30 mg/kg (KH/H) (2 X 2 A5 MERERD T S 7,
P52 2300 60 H R D BIEHM Octh £ TITo 72, HEAARBGMEE 1 x5 1 TRECL,
IR 13 BACREMY) O 5% Z25AVE L C B NEW E AT 2 & L bia, 7%0 ot
XEARME ST, WEROMEZBEAL F THIZ LT,

30 mg/kg RE/HEGREOREZIBWNT, FEEIMEIME T L, 4 FI2EE UTZEHIE
RLE STz, e, 30 mekg RE/ HBGREOSLE N QUMM S RHIEONT 10
mg/kg R/ H # 5O &8 FH ORI Tdh > 72,

30 mg/kg IREE/ H H GREORETITRERO/INEULR 2 B, 8/10 BN REHIZFEH O
TERRZ > TR, ZAERRICIXE I A DR -T2, 10 mg/kg R/ HE5RETIE
415 AT OGS DIRFERL D A BT,

IFHE 13 H O ENEY OB TIE, 30 mg/ke AE/ A GHAIIBW T, WINIREI 5
BT, BRE OB IR HB LT (BEERL), i SE7HETIE, 30 mgkg (&
B BREREOREMICRB T, SR P ORERINEIME T L7228, 26 < 2
JEVRE R MR DK F &2 KR L= b D L& 2 btz HERDIREWORME., IR &
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O TENV ISR I B I A O e o Tz, (B4, 7)

10 mg/kg AT/ H DL B GEECH B2 BB R DRSO A b, g
REICRBNI A L2 o7, 30 mglkg K/ H & GRECRIEIE R OREIME T L, [H
JEEE OB IIE RO L Db D EEZ SN2 v, JECFA 1Z NOEL % 1
mg/kg KE/H EFREL TN D, (B 4)

B ERESETY A ERLEMFIESIE, 10 mgke K/ H DL ERGRAC IR
N ONERIE DIRFER A AL Z o n . HEDAEFEREIZXT % NOAEL % 1 mg/kg {&
H/HERE LT,

(3) FEER - REEEHER (Sy M)

HET > b (SD %, 25 VU/EE) ZHWET AR &Y —)L (I 0 0.5%MC) DsiH|
O (0, 5. 20 X% 40 mg/kg (RH/H) & X 2 JEEW] - AR GRS T S
7oo —EEM72 0 19 PO G2 1HR 16~20 HIZ, 780 @ 6 PLIZIFER 16 H BTl
20 HETITo 7o, & COREI % BRI SE T,

RHARFEMRIE ONZ IR S OV il k9~ 2 e A VR o T2, 40 mg/kg (RE/ A5
FECBW T, HARFORIPEREN VR ENME T L, AT bR SN EE TH
STz, BRETBWT, FNEN 6, 17, 4 L OV55 Bl BT Lz,

40 mg/kg RH/ H 5540 B T, Ml & OV gD/ N A ONZ BB A D A,
;ﬂ%i&5®%@k%2%ﬂkﬁ\ﬁﬁﬁ%wkﬂ%ﬁ®ﬁ@%®ﬁﬁ9ﬁﬁokk

O, ARSI o T,

B DIXFE N O TR AR T VR ) — )V DB T LRl T 7208, 3%
AR — Z I3t S o7z, (B4, 7)

40 mg/kg (AH/ A& HHE T E N ORI ORI O REMW) O AL K ORR DK
TABRBI, HAEREW) Olfias DISEERIL 2 R ET D5V < BOORHLAH 72 & LT,
JECFA 345852 NOEL % 20 mg/kg Kf/H LZE L TN\5, (B 4)

FDA 3453k NOEL % 20 mg/kg {AE/H L5 E L T\ 5, (ZH 30)

Bz eZ BB EELEMRESIT. BEWI &“5@%@ LA BT, 40
mg/kg RE/H B GRECFERE RS NUREOIK T, IO REER AN &
N5, REWICHTT D NOAEL % &= A ®O 40 mglkg (K5 H, R OVEEMIZ 3T
% NOAEL % 20 mg/kg A=/ H &% E LT,

(4) RESHHER (TVX)

R~ A (CD-1 %, 21~26 IL/RE) ZHW=T Ay 2 —)u (0 0.5%MC)
O OG- (0, 2. 5. 10 XX 30 mg/kg K/ H) 12X B R4 MR FE i <
72o B&H% 6~15 HIZfTV ., l@#@&@ﬂﬁﬁ%ﬁ}ﬁ)ﬁ 18 HIZHA L7z,

B 5 R RHATRME, WINIRER, BRVEIREIE ONTRR R DF L. WIEM VB RS D FE~D
2 R 6Woc7b>o7‘_o (&M4, 7)

JECFA 1%, 30 mg/kg AE/H £ THRE L THEEIIL LN -T2 LTWE, (B
fE4)

FDA 1%, ARBRIZIIT 5 NOEL % 30 mgkg (AH/H L% EL TV 5, (B 30)
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B eZE S AERLEMTESIL. REW R OB IEA~EER bR Tz
Z b ARBRIZIBT 5 NOAEL % i & 0D 30 mglkg R/ H & 3E LTz, 7T
PEIIA DI T,

(5) RESHHR Sy O

7w I (Long Evans &, M) Z MW —@#ORERN IS TW\ 5, FRBRICIXZ
FFEERD T 7 ha— 2, 520 6~15 HIZITV, liﬁ%%‘fﬁﬂ)& 20 HIZZ248
FEALE L, B O eatE, (REEINER O E /T A — & —(ZBT 5 R O8I %217
ofc, WEMNZOWTIE, BEEGR, R, A& PIBRLR VB OB 250 ~7,

@ HEgA

HHRT >~ b (20 PU/EE) \TT LR E Y —)b (I 0.5% MC) Z5ailRs 045 (0,
2. 5. 10 X% 30 mg/kg (AFE/H) L=,

30 mg/kg (RH/H & 58 CREMW) OIRERINE R OVEFRMET Lz, ZOBRGHET

TRRIRWRIRANE L < #n L, Ef%ﬁ#%%ﬂk@@2@mﬁ?ﬁ#okoik\:
hEODH’Ez’) SIFLNIAFIRIRICIE, FEELOMREDK T & L bic, SRR N
T} OVB A& DB A BT, 30 mg/kg (A H R ERECBIER SN IEHEO 5 b,
/INEE, EGE, KBRS o DU B 5 % OV IMEIZ DWW T, [RIRROPT RLAMtLo
BEREC LA BN, TNDOAEORABE ISR 1~4 WKL, BEE L O
T LS AR ClE e - 7228, 30 mg/kg (RE/ H R EREOIRIEL & [F CROFK TH 5
ZEnn, BB EE L OBSEAIMICEET H Z EITTE R0l (B4, T)

@ 5B

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

10 mg/kg AHEH/ H FEGHEDOMRIRICIW T, BR M OEREIME T Lo, 7o, BVIVE,
SEEAL, /NEE, MERERE U3/ NMEBERE 72 EOFEA R SN, IRIEOBELNEBIES S
fEm b2 HNT=, ZHHDOFTRO—ET 5 mgkeg AE/HLL FOKEREOIRIIC LB
SNTZA, ZN D OBEREIT 10 mg/kg (KE/ H & 5HE L 0 B LKMo T, BVINES/ N
FREREIL, A 72228 Bt BREDIRIRIC bBIZR S -, (BIRT)

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

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

Q HERC<E&EEN 14>
A (RN OMERIARER) 12T ey 2 —)b (0 XU 27.5 mglkg (REL) % BARIGRF]HE

13— 72 QUL OV T, JECFA OFHfiE (B 4) TIX19~200EL H 53, BT O&EE%
WER L2 2 A 18~20 L o= 2 b, R 7T OBEHI S\ TR L7,
14 YR & L C T R H Y VN EEER S SILTWVDRN S EnG, BEEEE LT,

37



O L, #1548 B OFFlga B4 U CRzlgsots L7z, R Z » b (30~60 JL/ET)
(22D 29%HGE R ITIR A VR AR G- U T, SR IRGETT 0.42 mg/kg R/ HAHY & #5H
Sz,

PGB U= Rl REME D B D ME—DOFT R, #BG5RED 2 JBICHKT D 2 IR

(2/248 #) \ZH BN OEOEHECTHoT-, IS OFF RITRREED 460 # Tl

HHNTEOT, FE HITRBRIE i ClEEIC LoV Th D LR L
T, (B4, 7)

NS OFTRMBE I NZRIROBERHMECIX, AT OB LR YA L DT
—7 47727 P LTRE SN TND Z L EROTN, BROFG#EA#EETHZ &1L T
XIpnotz, (B 4)

@ HED<SEEH 1>

A (SRR OMERIAREE) (27 bR & — b (0 Xk 16.5 mg/kg (AH) % HA[AIFE %
H.U, %512 AROEZ B U TSGR Lz, EZ v b (20~22 PL/EE) 1220
10%. 20% % U8 30% A& T AR 2 IRAEBE G- U=, 3B REIL, £ 21 0.02, 0.04
K OY0.06 mg/kg (REE/ HIZFAY LR Sz,

0.06 mg/kg AREE/ H B 5-HE TITWIARE AN L7223, WD 9 S 7- R~ 1
BIOT — 5 ZBRITIL, BRI CHEREEIIALN ) oTz, (B4, T)

JECFA 1Z, —#EDER G A~D) (28T 52 r)72 NOAEL /% 5 mg/kg {5/ H
EFBZBND Efm LTV D, (Bl 4)

Rz e B IER LRI SE, R A KO B 1238\ T 10 mglkg ARH/
HULEE GO, HERR A MEEOKT, B BIE, WONTBIME, SHZER, M
HRERIE SU I/ NMIRERE, /NEIEF DRI FTEA# VIR LFED BN TND 2 & KT
DORERD 5 mglkg KH/HLLT DR GHETH ONIZa O T ITEE CHA b b D &
FLTHH, TNHOHEBENZ Lb, Wk A KO B 2B 52172 NOAEL
7 b mglkg IRH/H LiE LT, £7o, Earihidd 5 &l L,

(6) RESHHER (Tv k) Q<SEEH 16>

RET > b (SD %, 3~36 VUL 172 —L (0. 5.3, 6.0, 6.62, 8.83.
10.6 XX 13.25 mg/kg IKE/H) LT v MBI 2@ TH 25 9 ORI (A, B,
C. E. F. J. I. H KXOX1) 8% 7 )L_u H) —)L b5 )L o & Tk 05 L,
BB R STz, B5- 2R 8~15 BIZITV, HEM IR 21 FICZE5%E
RLE LTz, FEFITERI DA TRIFN TN D,

B YERE & L CT AR — )URNEER G- STV RN &b, BEERE LTz,

16 B UNATFTE T, —FEY 720 W8 R G L > TUED X RN 5 Z L b &G R
E L7,

17 R[RIE D72 P A Z REMm X & LT,

18 YRERWVEIZ oUW T, JECFA OFHiiE: (B 4) TG G 2S5t S Cuni=as, 2R 7 0&k%
MERLTZE 2 A, GIFEEN TR En, 7T OBBHCE &5 LT
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TR — )LD 6.62 mglkg (KEE/H UL B GRETIE, WICE L O E O HEL
ROBENNZ - T, BRERETE O BN EIN L2, 8.83 mg/kg (AKHE/HLL ERGRETIX
FRIRREMET Uiz, ERaBi, SHEHIA OV ORF Tholz, EMERICFEROFT
R, TAREY =)L Z)VRF v R (@ C) O%E/V (7.02 mg/kg K/ HLL 1)
THLNEN, MOREY (@A, B, E, F, J, I, H&LXU'X) Tl b
(E7NSY eV R Y

SKF-525-A ORI ETlE, 7R Z ) — VORI O R T EIT 5
il észmto R C & SKF-525-A O[RIFFEEG-TH, 3 C OfEE K O
IFZFERICHH SNz, R4, 7)

? v hOFEATEMERER [11. 7. (5) ON6) 1 75, IRIR IR FEtE K O A5 73 8.8 mg/kg
(KEE/ B LLEC B AR (URORE) 73 6.62 mgkg (KE/HLUL ETHLNIZZ L5,
ST LR EOEmWEETH S & LT, JECFA X2 6 DidEro NOEL % 5
mg/kg IRE/H EFRE LTV 5D,

Flo, TARUE =)V ZVIRF Y REFEELVORAERTERGTH L, TAXUZ Y —
SV TR BIVIZFT L & EMERCFERDFT AME B2 23, D 8 FEORFM TIE, Wi

RO - T-, (B 4)

FDA L, TR B =)V T R B — )L Z LR F 3 RICAR D ARER O NOEL
% 6 mglkg (AEE/H EFREL W5, (ZH 30)

i)

€o
=%

Iz
%y
IEI

(7) RESHHER (S k) Q<BSEEH 19>

A (SRR OWERIARER) (27 R & —)L Z B 45 (0 ) 20 mg/kg (A H)
L. &5 24, 48 } T 96 RFflt2 DATI# A HRE Rz LTz, iHRT » b (SD &, PEECRE)
(ZT AR — b AT D 40% RS s A JREER G- U, R A mtEalinss J2i <
i, BHEE 0, 12, 24 X 36 mg/kg (KH/H & 725 X D IZFPEE L7223, gz L
TEER LI BIIHEE TE o7z, BEEMRE 8~15 HIZIiTV, R AR 21 HiC
LERHCAE LT,

TN H ) — )V 24 mglkg (RE/H UL EEG LTZRETIE, SPERIIC 100% DIEGE
MBI, ME—AF LIRS BEERELZ AL T, oG CITRFEI
BT noTz, (BIR4, 7)

JECFA 134382 NOEL %54 3% 7E L TV R0,

(8) HESMHER (VUH)

HE T (NZW fi, 15 PUEE) W=7 A_UZ Y —)b (A MC) D5l
O8G0, 2, 5, 10 X% 30 mg/kg (AE/H) (2K 2FAEFMERERN I E S iz, &5
AR 7~19 HITATV, REEM) 2 4T0R 30 HIZZERSEALE LTz,

REMWIZB T, 30 mgkg {ZIKE/EITQQHT%E$75§E§JJDL%:75§\ Dip EbED—
BTG X TFAERIC L D b D EHERI STz, —FF, (EEIZOWTIIHEAICKIT 4
BN KENST2720, DTN GRHCBW T b IREE L O CHEHAAICH BRI

19 OB OREBROFEINRNATH D Z LNEBEERE LT,
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S ed o7z, 10 mglkg RE/H UL ERGHETIE, ARG & I )N T TR
WORER D BBIER I3, 1R 0~7 H L OYHE 7~19 B OREHINE IR S o
[H CHEGH AR B2 ZENGRO bz,

30 mg/kg AE/HFGEHCRBW T, FEREOFERET &, WINIRE L OV FRAE D
DA BT, 10 mglkg KH/ H UL BB GEETIE, Ia OBHER K OMAEE DM < iz,

(&4, 7)

JECFA (. 10 mg/kg EH/H UL EEGH CHRILCEREEIEDR AN Z L b,
NOEL % 5 mg/kg {KH/H L% EL TV 5, (B 4)

FDA 134538k (2 %11 % NOEL % 5.0 mg/kg {AH/H &% E L TW5, (B 30)

i e BB AEIREMRA ST, 10 mgkg K5/ H LIRS B CUEARAI

2> B NN T TR OIREDN B U R IR OB R ORES I S 2 &b,
AGRERZF31T B R M ORI 1% 9" % NOAEL % 5 mglkg KE/H & 5% E LT~ 7=,
AL S D &l LT,

(9) RESMHR (F) <SBEH 20>

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

AR S W7~ (Dorset Horn Cross f# )z O8N Clun ff, 15~44 GA/RE) (2T U
— /L& RL o F CHERRO#KE (0, 7.5, 10, 15 XX 20 mg/kg K#E) L. BSOS
Wiz, BGZ2HR 17 Bl To7, 2 BBRG O S E0EEI T e, 71, 43,
44, 43 K TN428HTh -7,

FEM I\ TC, FERE I DR o 7228, 20 mglkg IR ER 51 T REDMBORE
IZHAREL BTz, ZOMORENINIETHETHY . FERMIC 20 mgkg KEHKE
REDAELEIR S L HpER 55 H £ CICAEFE L IRBIHME T Lz, BHlISEDERTULRE A
(ZIEE S 7 & ST 2 LB EESEAVE STz T2, HPEVR DOFER ORHERRIT, 0,
7.5, 10, 15 X TN 20 mg/kg (KRB GRETEILEN, 22/123, 4/67, 11/73, 12/73 K}
39/61 B CTH -7,

ZNHDOROFHRTIL, 20 mgkg REEEGEEZIWT, ERERATZE, MIBE, —/0FHE
K OSER DA S, 15 mglkg (KELL FHRGREIRBW T, BIROZNL, RIEEEL W)
RINH BT, (B4, T)

(10) ZFIRUEJ—)LRIKRFY FOEBEERER (S k) <SEEH 2>
TN H =)V AR XY RDT v b & W T2 ASE ST E PER I PE % D I B
T ORI SR o T2,
FREIVEOT AR — T e QICASRICAEERELE LD Z ERENT
BV, TN NOEL % 15 XU 5.8 mg/kg (AF/H Th o7, (B 6, 17)

20 FHEEHANVTERMSNTND Z ENBBEGELE LT,
2 FHEROFERN /2 <, BEITHD Z L BEEEE LTz,
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(11) PURUEJ—=LRIKRFL FOEEEHHR (v b)) <SFEH 2>

Z v MEAWERAETIERBRN G, TR E Y — )L LR Ry ROEAER 5T
IRFEMEDS, (K2 (Tmg/kg (KE/H) 5 ChIEFRERED VA U2y, 6 mg/kg (K5/H
DG CIIBIIA DN o T, dRIREEDIL. T ORGEEE D MEA RIS
Do D70, IFHITHREFEIZEET 2 L DRO BRI TH LN, R FEI UKD
TN — T & HICAMIE R T2 A T2 Z & D, R ENMEAIIEIC B
TEHHDTHDLEWIREITZYE EEZ BT,

F v S LIS OB A N T L B — )L ZOLIR L RSB 2 BRI S
T, (6, 17)

8. T DHDFHER
(1) RERVOEERHMEHER (V5P

Y (A, PER K OWEECRI) ORI T V2 2 —/UipflZdi T (100 mg)
SUEGE U 7= B SRS BRI PAZEMEIC AT (500 mg) L. R OMBZRE DRl
INFENE STz,

WFIOFNLAZ BN TR ER I A Do T, (B4, 7)

TINAR S =)L Z)LARF S KL, U XOIRKOEE I L C— RS ER IR S
rehotz, (BRR1T)

(2) BErEER

TR = ) UTRIEE A TR S 7o T,

TN =)V ZVRF L RIE, E/0Ey b V2 Maximization #1230V T
BEOREREZ R LIZZ L, BEREE THD LEA b, (B 17, 18)

(3) RUXA T ZI—ILRILEMDEMFERVMERIZDINT

RURA IS —=NAMEEME, T2—T VU EEEL, M NEICHT 2 EAZIEE
T2, FRELOAEMIIZIN T, BEOX XA I — VR EEMOIRERE %
95 & ERZRAERBBH LN SN, (B 4)

JECFA %, 71U Z Y — & W — itk TA o T 20 < O,
R AL IS = NVRCEMOEDFENERO—>2, F2—7 Y VEAITHEL, Ktk
B O AR HOMGNC X VSN A72A5 L LT05, (B4

Rhynchosporium secalis (Barley leafblotch) DB-F =—7"1) % L /7' (BpARY)
XIX198 DT X /fEa R a I NE I VBN T )V AERIEB-TFa—T ) o F
PRy (BERA) EERL, TNENORT a—T VBN IEERV AL I
—NVRACEID NN B N BTT 2 = VIR A— "REEMDY = v 7 = h

22 FEROFEMN 72 . METHDHZ EMBHBEERE L,
23 Carbendazim : "XV XA I XV — /LD R (BAH 29)
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VT 24 L DFEE R LT,
BN BAEERDRF 2 —7 ) o L LT, BRI IREA Lo,
—H T, VT N7 = VTIIER LA L BAERICITES Lo Tz, (B8R 29)

& (Fasciola hepatica) DOB-F 2—7 V) > OFMLZ 2 L R EaRER L, Ty
2= E OHBEREIT LT 2 A, 3 DHH M7 I /HDHIbE, Ded i 1
DT NRUE = UHFER L, FHIHA T 2 OB-F 2—7 U NZHFER LT,
eI EE RN & L TIE, His-6, Ala-65, Ala/Asn-165, Phe-167, Glu-198, Phe-
200 MUY Arg-241 3s S Cns, (B 27)

(4) PR ZJ—)LRUREY C 1269 SEMRBBROEZE LSHEORIRICDONT
O FEYRBBROTZELSBMHICONT

RT > MR ME I U Z2&RG LR (1L 1L 3)] 2B\ T, 7ARUE Y — Lk
MG A L0 B3 C i, IREICZBATLIZEWmESNTWD (B]#10),
Z v FOFATMEERER [11.7. (6)] I2BWT, TARUZ Y —)L L5 )L O C O
B CIETIMENRA LN TND (B4, T), TARUE Y —Lbxz ) 2a~vAf ok
TR~ MZIRREREG- LBV ¢, IR EES I L, BRaE (U, g &
ODHBEHADE L) CEFHEOBALN T VAR & — ) VE G L 0 Lz S Sh
TEBY, Y2~ A UM T AR E ) —ILOREAE T S8, R C 042
il L= "lREER B 5 (B 31),

INHDZ ENG, R C BT N Z Y — VDIRG9 5 2 EAVRIE S
iz,

— 5T, Ty NOFAETERER [11.7. (6)] IZBWT, TARUE Y — L IREY
C % SKF-525-A LA H4 25 L, TIARUZ ) — LR OREY C OV oiig:
J OGS EEREL TR Sz s s shTnd, &4, 7)

SKF-525-A |%, CYP2B & Huls& L7 HEAITH 505, invivo Tid, o CYP 7+
FZFHETLHEBE2ONTEY (R 32), @ C 1. SKF-525-A IC kv iFas-
CYP |2 LV REOMEHE SN 7272 DIT, Y 3%ak B ClIIRaa e L OSSR I S vz =
EDRIBEE Tz,

@ MmIEhRE LEFHEDEHRIC DT
T IR H ) — VP % O IEF ORI C OB S fEa o BRE2 £ 27 12
w7z, (B 4)

24 Diethofencarb : 7 = = /L /)L XX — [RDOEHK (Bl 29)
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# 27 W) C Ofm i hiE & O RIER

T ) S | g RS C 0 s T,
Fhtd (mg/kg /KHE) EeE  (ug/mL) % i
m 10 2.50 »Y
o 10 0.57 mLe

P 20 8.82 »Y9
7 b 10 6.6 »Y
——— 30 e S 2L

ek 400 mg/t k 0.16 mLP

a : A D MR T I DR o T2,

b : B Eii SR ER Tl

S FE I E RO T o HE (11 1. (D] KOt MNEFIZT
2= EFRG LB (111 (D] T, 72— bR C ~DZEHC
1% FMO K. CYP3A 55FFEM, G C 725 A ~DZE# Tk CYPLA 4y FFEsf 54
LHEHEINTND, (B9, 15, 16) LitiEdBrickiT ot FoORRIE, G C 2
t RN CIECYPICE O REW A~ Sns7e0, 7y MU HXL0 & imsEfRE
D ERS2D>T2bDEEZ LD, B MIBITHMA [11.9] CHIELMECRIERIX
NPT LTI D= EEZ BT,

9. EMIHBETIHIHER

TN —)UE, B MIBWTH GO F A HUBGYEDTEIRIZ 80 72 ET 6 FHiff
AN TETEY, TOHEEHAEITZ400 mg/lt FTHD, b MIBIFAT AR E Y —
NOFE BT AT TRITEE < D,

FA P2V TIZBIT DT 4 —/b RiRBRIZBW T, 16~18 1D 17 NDRIRFELNENITE
BRI 3 A, RIEEIT 400 mg DT AR A — )L 2 Hal G5 S =0, B
WTNORIWER b A LN oo LGS TWD, (B4, 12)

TINARU S =)V AR F Y RO h~DRFTIHAE L D IFEN 72OV,
FAFREZR T — 213720, (B 6)

2% JECFA OFHliE (B 4) TiX “mg/mL’ 72> T DA, FYEIREED

L7
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1. EFHEEEFICE T 55

1.

JECFA (2§ + 5 5H

JECFA IZ. 1990 FFIZ T U X — )L &3l LT 5,

TN E)— VORI L D b EE R TR, £ OEAHERTH U |
7 v MZEBIT 2MERIE (imb defects) 235 EFHEDOR HEEEMEDORWEIE TH L L3
Z BTz,

T v b UHEROA XEAWEEORBRICEBO T, 5 mgkg (KF/HO NOEL A
WEINTWD, 7y MERWATERERICISW T, BEZxd 5 NOEL 1 mg/kg (RE/
HAEOLILTWAN, ZORBRIZBIT 2RO 581X 10 mgkg K&H/H TH D, F£7-.
7 v FEROWEEZREGTERER IV T, RmHED 11.6 mg/ke (K5H/ A FE G TR
REICR T2 < . IREM) OIRERIIINHENC K-S % NOEL 5.8 mg/kg A5/ H AR E S
TW5A,

“honz Ehs, JECFA 1%, NOEL 5 mglkg AR/ A2 444%% 100 2381 L <.
TN HE ) — )L D— HERGEFAE (ADI) % 0~0.05 mg/kg (AH/H LR TE LT,

LR 100 1%, T AR E S —UZHONWT, B MIBW TR S <, 3100
IR SND Z &, 1ZE A ORI NETIEREIT /N & B MCBWTERME L
THEHASNTWAZ &, BRRTORENAEIND Z L EE2BE L TRESN, (B
FR 4)

2. EMEA [Z&I+ 55

EMEA O#WHERLZES (CVMP) 1%, 1992 27 v F RO X Ol
[ZxF9 % NOEL 5 mg/kg {RE/ H 12224454 1,000 Z@H L, 7/~ —1d ADI
% 0.005 mg/kg (RH/H LFE LTz, ZOREREDREBUL, ATIEOREZ A 5 DI
WEE RIS, (ZH6)

1996 4EiZ, CVMP X7 NA_UZ ) — LA VR Y RERHE LTV 5,

TN ) — )L Z VTR RIZOW T EC #HEFHHI (Rules Governing Medicinal
Products in the European Community) Volume VI CTHER S A7 iR BR DN T S U
TRV, TR E Y — )L ZVRF L RIET N E T — VORI TH Y . W
DRFENFFLIEE L TN D, ZD7d, BULEMTH LT N &Y — L Oz |
MLUTT AR EY =V ANVERF Y ROT—F it L, LatEa s 2 Z &3 lhe
Th s,

TEATIENE, e aiEn, FFetE R OEEEE & W o 7ok 78239 % NOEL (3 5
mg/kg K&/ H ThH o7, D NOEL L4475 1,000 Zi#H L, 7y EY —L K
T NN Z Y — )L ZJVIRF Y RO IS 2% 70— ADI % 0.005 mg/kg 1R/ H
EIRE LT, ZOREREARENT., TARH Y —)UZ L0 A U T T DO BEE
ZAH O DITEE BIp ST, £lo, BIEMEY 27 B30 & SNDHREEDHERL S
TWRUVA, ZORIRELINCIY VAT ZR/NRIZTE S5 B2 b, (B
6)

CVMP 1%, 1997 422D ADI Z i L T %, 1992 4F0 ADI O ELIRE, 7L
NRUE = VDRI L CRIHARTRE L 7o ToME—DEE T — X I~ U7 A% Funie
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in vivo O/NMERBROFERTH Y | Z OFEFRITERIFMEOfERMEZ R"E LT, LR
1,000 1%, ZOfERMEEFFRATRE/R L~V E T RIF 5D+ Th b &S, ADI
0.005 mg/kg (REH/ H 2N FHEgd S, (B 3)

CVMP 1%, ZDt%, 1999 LT /LR &) — )L Z LRy ROFEZ ., 2004 4£12
T IR H S — )V DOFHIliEE AR LT D28, ADLIZEFE STV, (B 17, 18)

3. EMBUFIZHIT ST
APVMA %, 1994 27 X O3 A M RE N O X o fi otk iS5 <
NOEL 5 mg/kg 8/ A2 24455 100 Z5fH L, 7/1<r 4> —1Ld ADI % 0.05
mg/kg (KHE/H EFREL TV, (B 12, 30)

4. FDA I8+ 550l

FDA I%. 1989 R T AU &) — L A5 LT\ 5,

FDA X, 7 v MR BREIED B OEMIRECTH 0 | AR D e b RGP ED @
ARERTHD LWL, TR EY = LOMBIREM O ZRINREERET HT2HOD
NOEL 1% v b %RV AR R c 381 DA et 255 < 5 mg/kg (AE/H
ThobE Lz, ZTOMIZZefFE 1,000 Z@EHA L, 7Y —1@ ADI % 0.005
mg/kg K&/ H EF%E LTz, (27, 31)

V. BamfERe &l
1. FIRUEY—)LD ADI FREIZDULNT

BRI BN T, TR H Y U, in vitro Dt N U L 8ERE VW=
IIMEZRRIR S O AR A5 BfERSR . CHO Afa % W/ MERBRIE DN 1n vivo D~ 7 A
B/ MZBR TR SR AR L. ZEHIEIBIR IR O/NRICR 595 & U BRI/ M
M Ok o AT BB TRTE LTy T AR B — U TF 2—T7 U v EfEE UV INE D
BAEMET L ENRESNTND Z LD, EnmtRBRO G RIE DNA 85
IZESL b OTIH AL, XV EEIEN LT BEMFRICL D2 bOTHY, TR
VE =V DOBIREEICITEEARE TE D LB X T, LicoT, TRV A —)L
(X, BAERS S U CHEYICERSNDIRY | BRI L o THIEE 70 D BIEFEITT
RN EBZ BN, wTUAKDT v b E AWM ARG RBRIZ BV T
BNIMENIA BN T2Z END TR Z Y — W TEBE RN A E TiE <,
ADI ORENFRETH D L HIr L7,

BIEFMEREBE RN D, TARUF Y — L OREIC L 58803, T (Fmmnze
RZEPE) | RER RSB IIZRRSS) LOUik (WBCKT) (Z3® bz,

T N RO YA =R A FMERBRIC I T, 10 mekg RE/H DL Lo EET
W1 52 72 RFIEANR B, BRVERTE & L CvIMIE, SRS, MEIRERIE 33 NIRERIEE
NS DR ST,

TN = VOB TR OFE R i bIRWH R TA LI, 7 b
& T AT BRI B SIS OISR T 0 . NOAEL 13 1 mg/kg fK#/H T
oty LNLERNRG, ARBROKyNEERED 10 mg/kg (85 H & S ERHR A
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TZOHABEDENRKE N & T v ba vz 3 VES R T, s & 11.6 mg/kg
(KEE/ H CEIERE~DOREIIA LT, IREW) DAL L VR EIL T I iS5 < NOAEL
5.8 mg/kg RH/H MG LN TN D Z L0 b BT E S AL EMTR A,
AFEEANERBRD NOAEL 1 mg/kg {85/ H % ADI ORERILE § 2 I3 EYch s &
L7z, —FH T, A XEHWZ 6 2 H i aEEERARRIC W T, WBC (Frizard
ER) DIKTFNALNTEY, ZiuUckE-S5< NOAEL I3 5 mg/kg (RE/H Th-o7-, £7-.
Z v M OS5 AW AEFEMERERIZIBWL T, IRIZIZk 5 NOAEL (3., {A&EH#)
HBALEIE S 2 S & 5 mgkg (KE/H Tholz, TNHDOZ 2D, BWEZERES
/)R8 (=8 N A e e W (= g B LVl s /Y = D 3 D sz = eV S0 AON N7 A A O
TX % AV =R A TR O NOAEL 5 mg/kg K/ H 2 A%]00 NOAEL &322 &
WM THD &M LT,

R ESIHAIEILEMNRESL, OBEEERBRIZI W RSN
HHNTND Z & @FEFMRBRIZIBV T NOAEL O 2 {50 #e5-8:CHH b )i dy
HERRDLNTND L, —T, O3 C BT NN &) — VDG T 55
HZEDRBEINTNS [11.8. (D] 28, B FTIE, 7» MUHFL 0 L iffEfho
R C DIREIZERVIC< WEEZ LD [11.8. (@] Z LiZiEA, Zaefflil L
TH&BINT 5 Z &A%Y & I LT,

INHDTEMNS, TAREY—LD ADI OREICY 72> TiL, Zd NOAEL |2
2R $0500 Z3EH L. 0.01 mg/kg (KH/H ERRET 5 Z ENHEUCTHL EEZ BN,

LEXD . TR EY = OREREERHEIIC DWW T, ADI & L TROEZER
T2 &L LEEZOND,

TN — L 0.01 mglkg K5/ H

2. FIARUEY—ILRUTZIARUEY—ILRILRFY KOBREBEZETMMEICDOULNT
TN B = JNTHEARNTT N 2 — )L 2Lk F 2 RIS &5 2 & 038
BnETRoTEY, YD & £y & LB AEES T S S Cnd, £
DI=h, TR E ) — )V OREERERMI L L ClE, TR Z Y — )L AJLRF
RORBEZER L, TARUE T — VT VAR H S — )V Z)VRF Y RD T )—T
ADI & L CIROEEZRATHZEPELYTHDL EEZBND,

TN =)V ONT R H =)L ZLRF T R 0.01 mgkg KE/H (T X4
V=) LT0)

BRI OWTIL, Yrke MR R 2B & A B E S ED BIE L 217 9 BRICHERR 32 2
EET 5,
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% 28 JECFA. EMEA R U FDA IZH T 5/ iEHBROEZESEDLLER
PR . BehE B e (mg/kg (KE/H)
W D R (mglkg 1A ) JECFA EMEA FDA
» |~=7A |90 AMEEAME| 0, 5. 10, 40, 80, — -
{1\: = IREEH% G- 40 DL BN O 80 LA b « AT Rt M O B e
v 0. 200. 800. 1,600, figk DRkt K O} BB DN (w7 A, T v MO XOFEREAR
5 A L)
| 25 D HEEM:|0, 25, 100, 400, 25 — 25
% FEMEIFE DS AN | IREERY - JHFfL =/ B 2 gD ZeA L., MiErEA=E
iy PRDER
SeATRME 0. 2, 5, 10, 30, 30 - 30
gRlEE QP s (MR 6~15| 27 L PWligk, SRZERE, BRI B/ NE S
H) te) ZoteRy
Fv b |4 BEREHEAME|0, 4, 25, 48, 168, — —
i SIS 4% - 48 LI F : Hb, Ht, RBC X ONWBC {5 | FTaat K O EL 5
T, R, B, RO D (TR Ty B RO XORERER
IR AL0)
91 HAf#EEAM: |0, 2. 10, 30, — 30
il TREREE - % Uy BeHIC X DR L
26 FEHEAM: | Fo: 0. 1. 2.5, 5. —
i F1:0, 5, 30, 45 (—0, 5, |Fo: #&7 L
20) . F1:20 DLk EHEHIER YA R
IREF - il
28 7 ARIEM: | Fo: 0. 1. 2.5, 5. 7 7 7
FEMEIFE DS AP | Fr 2 0, 8.5, 7, 20, FETROMEM, i ERE . Chol. b | et K& ONEEHIE TN L,
ixey TRERH: G- - FERAEVE, TFRRNHZSME, (v A, T v FROA XOREREHE
FBANMETR L, A&L0)
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ek . Be b R (mglkg R/ H)
W T R (mgkg {45/ H) JECFA EMEA FDA

3 ARG IRETIRIE 0,30, 75,150 ppm | 5.8 5.8 150 ppm
(0, 2.3, 5.8, 11.6), Fia O Fap [REW : AAFRKE OV | BB « SEsLVAEFR M ORRAR T
IREHE G- (REREINEDIK T

TR 0. 1. 10, 30. 1 —
sEHRE OB (ED ) SJFFRAONEH L, FEHIE DI

JEPER - 125 | 0, 5. 20, 40, 20 — 20

5 SRR D5 (R 16~20 | REEMY) - PEVIEUL OB BT IR ML O
H 3R 16 H~4%3L 20| Va8 « i S OV oD/ ML, 25 B FLE AN, AN
H) JiE IRER %

AT A:0, 2, 5, 10, 30, 5 5 (7 v MR HFOiER) 5 (BIZHOWTDH)
B:0, 05, 2, 5, 10, 8.8 LI I : RN OSNEATE PWlige, SRZERE, BRI B/ NE S
C: 0. 042 (FASHERAEAT|6.62 DLLE - kRS (UKR) te) ZEteRE
fi)
D:0, 0.02, 0.04, 0.06 (%
ILime SR Y
SRAIRE O SUTIREER 5 (0T
iz 6~15 H).

TR 0.5.3.6.0.6.62.8.83.10.6. | 7 LU &V — )LD ANLFFT K
13.25, BT, ST CTEMERCFAE DT
SRR DS (G b 3% | RS-0, oD 8 ORI T
5)  (iHE 8~15 H) ST R Do Tz,

TR 0. 12, 24, 36, —
IREEF S (WHR 8~15 H) |24 LI b« IREGE, "BA& s

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

gl QP s (R 7~19
H)

faWeDRE S K OEEDOHIHI
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e P55 B (mglkg KE/H)
WE W R (mg/kg A5 H) JECFA EMEA FDA
A X 4 RS0, 4, 16, 48, 168, - —
ik B OB - 16 LLE : (RERIIIHI, ALP b5 | Rt O
91 HRIFEAM:|0, 2. 10, 39 (FDA %30).|— (w7 A, T v RO XOFERERR| 30
=t 71 7 VR I B S B G\ B U7 L AL0)
6 22AM#EA|0, 5. 30, 60, - 5
MeaEiE: Aty ARE T 30 LA b : fBEHEOIE T, AFHERDI
‘F
¥ FEAEE 0. 7.5, 10, 15, 20, 10 —
BEMR OB GEIE 17 ) | BIROZENL, RIER UK P, BRI, RS GENYE S
Te) AEteEE
7 |7 k|13 RS | AR (3.3, 10.9, 12.9, 3.3
4 ik 34LLE), SaEROTEIEAL (MIBOBESNE DL, 1
% L qRE MG OB B O ) > 3 E D
{ TRk A £t 5 MR Rt n)
41 ST $HRARH, —
44 AR TULE ;R
%
ADI % AR NOEL : 5 NOEL : 5 NOEL : 5
SF : 100 SF : 1000 SF : 1000
ADI 2 EHLE R Ty b EWRAEZGIERRR, vV Ty R RO EE RN Ty b E VR A
% T I AE TR B L O X & | 3R AR
V72 6 5 A RTIR A E R
ADI 0-0.05 0.005 0.005
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<Al 1 KEREFE >

(L7 I b4

A TRy ) — L AL methyl N-(5-propylsulfonyl-1 H-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 N(5-propylsulfinyl-1 A-benzimidazol-2-yl)-
AFTR carbamate

D RIFEEH) —

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

. CH3-SO-7 /LX > &' | methyl M(5-methylsulfinyl-1H-benzumidazol-2-yl)-
—/)L carbamate

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

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

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

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

—)LZLIRF YR
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<HHK 2 | IREIEFRENF>

o2 Zayi)
ADI — AEIEFA &
Alb TIVT I
ALP TINHYRAT 74 —8
APVMA F—Z N7 V7R - B ERELR
ChE al) T RTT—F
CHO i F ¥ A =— AN LA K —PIE I
Chol. L ATHE—)L
CMC HNVRFX VAT L E—R
Cre JVTrTF=
CVMP RPN = 3R iR A TEM H IR K L B
EMEA R = 8 2 A T
FDA KERMEEL R
HPLC iR v~ N T T 4 —
Hb ~E/rberE ek
Ht ~~ 7 Uy ME
JECFA FAO/WHO & [FRI& SRz i
LDso B R
MC AT a—R
NOAEL Bl
NOEL RNEEER &
RBC PRIMEREL
TLC g o~ NI 74—
TP o g
WBC H i EkEL
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<ZHE>

1.

10.

11.

12.

13.

14.

15.

16.

b, WIEORREYE (MEF 34 FEAEERE 370 %) O—EA2UOET 51
(PR 17 4F 11 1 29 B, EAT#E 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.

TT0Y s AI R TA RS L BRI SCE. BRA] =2 Y — L@

200mg] , 2013 47 HGT (58 10 hi)

EMEA: “ALBENDAZOLE SULPHOXIDE”, Committee for Veterinary Medicial

Products, Summary Report (1), 1996.

VIT 4 A e D XU S - Albendazole BRERIREE 1~3 (FEAF)

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;

35(2): 261-269.

Rawden HC, Kokwaro GO, Ward SA, Edwards G: Relative contribution of

cytochromes P-450 and flavin-containing monoxygenases to the metabolism of

albendazole by human liver microsomes. British journal of clinical pharmacology,
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17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.
31.

32.

2000 Apr; 49(4): 313-322.

EMEA: “ALBENDAZOLE OXIDE”, Committee for Veterinary Medicinal
Products, Summary Report (2), 1999.

EMEA: “ALBENDAZOLE (Extrapolation to all ruminants)”, Committee for
Veterinary Medicinal Products, Summary Report (3), 2004.

77 v NERESERER, UK AR, 1998 £

JECFA: Evaluation of certain veterinary drug residues in food (Thirty-fourth
report of the Joint FAO/WHO Expert Committee on Food Additives). WHO
Technical Report Series, No. 788, 1989.

Ermler S, Scholze M, Kortenkamp A: Seven benzimidazole pesticides combined at
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