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EEBERBRFTHD (AR FY— ] (CAS No.31431-39-7) &\ T, &
EFEMESE (EMEA VR—ME) ZHVWCEMBEEEZETMEER L,

PRk L= RBRAGR I . EYERER (7 v b A X B M ERW in vitro) .
HEER (B, EROVWLE), HEEER (VR Fy b ErEY N, U
FXRUPA X)), BAEFEERE (v FPERTAX), BESEERR (1 X), &
EEERR., BRAERR (xrUVARTI v b)), EEREEERR (v R,
Ty b, NARE— X AX, xz2, E, KRUE) ROt MBI 3
MARETHB,

ARUEY =T, BEEHERRICBEBNT, EEEE2ERTALEEILNS
A, BEEME (REEMRETERE) CHESRESNLTVS I, BEAERR
KEBWTATHRRARRBLROLPREPAELZ RTIHRIIZWEFMENT
WARZ LD, AL - THRENB L2 2EGEMBEAPE TRRNWE S
Zohdid, ADI ORERXFETH D L HEr &k,

EHERBIIBVWT, BELEVWAETRECEENEDLIELEZONDHE
BiX. 7y FEAWVWEETBERRCBIT 2 BEZME T, LOAEL i 2.5 mg/kg
{EB/BTH-oT,

ADI DREICH = - TiX, B2{#H L LT, = 10, &= 1012, LOAEL
EFRWAZ LI EBEEERBEOCRERAERBIAR TR L EZELE
BMD 10 D 1,000 @A L, ADL X, 0.0025 mg/kg REBE/BERETHZ &M
BWYUTHHEELZ DN,

PEXY, ARVES—LORBEEEENMIZOWVWTIZ, ADI & LT,
0.0025 mg/kg BE/B ERETHILEBBYU THDIEEXDNRD,



AR PREERROBE
1. A&
4 B EXER AL

-

2. 8EsO—BE
s AREY -
4 . Mebendazole

3. {L#4%4
CAS(N0.31431-39-7)
4 . (5-Benzoyl-1H-benzimidazol-2-yl)carbamic acid methyl ester

4, FR
Ci16H13N303
5. 9F&
295.29
6. fEX
0
o | N
N
VY
= N 0
0

7. FRAEMERUVHERARR

ARYES— N RJER R I F -V RFERERATH B,

BATHE, BMHERRE LTOERRBITIRWY, £ VAEERE L TOERA
BERBEINTWE,

ANETHE., BPHAEEREVE VAERRE LTERAERTWS,
BHERLE LT, Bz L U88mekgKE, ERVIUERH LT 15
mg/kg FENROFESIND, ToMizc, FERE. F&8, K, B, 2% b{F
AEIhTETWa,

ARES =R ORER E LT, SEHRMAL, ~—X ML 5, %A,
SRR, KRIE, BBAZEOBEABRBITENRTWBRIEN, PV ZaAERY (X B
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JawRF—F), 7atorFAXiEixsin (tve, anh) EoiEEHEL
THERAINLTVS,
E N TCREEENBRIESCHAREDCHERERELE L THEAERTWS,
2B, RYT4 7V A MIEEAEIRBEEEMBRESNL TS,
(ZH 2,3)

I Z2HICRAIMROME .
AFFMEL EMEA VAR — ME2 S LICEBICETAE2EEMNHM R 2 BHE
LD THD,

1. EPRBEHER (R, 2%, B, i) RUBREEER
(1) EPRBRAB(SYy b, 1R, £ +F)
Fv b, 4AX, B b, ZTOMBEOBYIZBITA ARV Y — LY
BREBEAEBINE,

Sy b BEWENUCERARVE Y —AOBEARE (0.06~10 mg/kg K E)
RBIIBWT, ZLAFOBREEERELENLREBED AR — 1
ELTHEREN, OFLSHEREESE LAREENED 1 %RESsBRE Sz,
FELPERERIIFZFC. EPHHEED 70~90 %YBRREIETH -7,
BE 1EEOT v FOFBY G, BEEED 15 B8 REETH =
B, 4 BRBICIEEREECE ST 1 %ITETET LR,

ERFTR, BELEDICBREINEHESICRRAEMLUE, BE 2~4 K
FEDOMEFREIL 27~42 ng/L OFBR Th o7z, B S o WHOBEFIZBN
TRAEBCBVWEREXRZD N,

ERCBITA WCEBRARVE Y —Ao&NEs (B5E8FRH) ik, B
9BBRERPIZ, B IXEFICHR I,

BMARZ 747 (1 AN)ICBFBHEBRASN VT —VOHERAR TR
O#&5 (1.7 pg/e b)) RBRHE, BOBREGICIA2EDZENFEEIT 17 %
BEHEN7, BADKRT VT 4 TIREZEBMBETIE 2% Thot, LVE
WHEOHREAETHRIOIREDOAEYMFIFIAR IO T 2 %HiIETH o,

(B 2,3)

Fyv b, A XRUOE MNZBITBZEERFAFWIIA R F Y — 1D AN
SUBEOMKGBEENLERD (27X /- 1H-RXV XA 2 FS —-5-A V)
Tx=V2AE )y (R A THHRZERHEHALE, Ty FOBEHFIZR
DONDEERRBEDIZ. ARVEYV—ADTF B RTICLVERSENE A
FAB- (1l Fexi1-7o=A) 2AFA-1TH-RV XA 2 Z S —1-2-A U]

1 P 1T FEEAREMAEAESRE 499 ZZ L - THEKED b= B ERE



TNRA—b (@ B) Thole, B, 7y PRUA XOFEREEZHA N
7o In vitro DEBR T, ZERF®IX. AP B ©. D P ORKNEE
DENEN 50, 58 R 93 % & S, RKHEY A XKFEMEHIEDLR
o v by AX, WU, £ K. RVt FOFFMBEECIFHRETAEZ
AWERBIO in vitro DFRBERERB . TERH 2 BERAHBLE, GE2
i, Ty b, 44X, UE, £, BEECHOIFMBTOEICEBIT 2 TEREY
THEIZRFWBIZED X P BT, b0 E2E, BEEUE FOBEFE
BT ETERBH CTHAIRBYWALEL IV VEBIEONMASETH
5. (R 2,3)

%&VVV—W®R%M\7wﬁu%%¢1%é7w&/ﬁf~w®ﬁw
LEITRBY, FERBERE LTS b8, IS BRI OMK S #E
RUHETCHoT, (BR 2,3)

(2) ZPPBEBREUCRERR (F)

(EANV UWCEBMARLF Y —LOBBROEE (10 mg/ke (hE) KRB
BEMIN, BEABRPT2RMAZRICEE (1TMFER) Ehi,

REREEIX., B TIX 5,310 225 1,960 pg eq/ke 1. B TIX 1,300 5
650 ng eq/kg 1o, B TIL 170 25 60 pg eq/kg u-{EE—F L7, B BEE
Ex# 5 48 H#Fﬁ% it 130 pgeq/kg TH-oT MR, 72 BB IRE SR
Dy T, REEHEMEIC ﬁ#ékﬁﬁ@f«/ﬁ/—wwﬂAﬂHﬁ&Uﬂﬁ
IZBWT 5 %kiEThH B LB Xz,

EERWEARCE Y —AOEBROZS (15 me/ke KE) REBRNEHE X
., #5210 AREECORICEE GHE/MEE) Sh, ARUCFy— Lo
HERERBIESI N,

FRERBTAARCE Y —VOEHBEREX, #5 1 HED 687 pg/kg
PH®RE 3 BRICIE 16 ugkg iZIET L, Z0BBHE I EIL o7, BRICE
ITAEHREBETRS 1 BERICIE 76 pglkg ThHo R FOBROBAILE
WTIHBRHEN o7, HAROESRBHC SOV TRERBA(10 pe/ke)Ri
ThHhoTe BHICBIT A EEEREEREEIRE 1 HEICBWT b4 pg/lkg Th-
oo TDHROFESDIBHRABNGALE (12~16 pglkg) DA E 1D
BRERBDONTDN, BEALRERBRRE TH o7,

EEBH W UCEBARVEY—VORORBROKS (250 mg/EE) 3%
BAEHEEIN, RE2HRBICEFEENE,

EOFBRICEITAREEY® 54 %IXRMEARTEE T, 33 %XBHEILAEWE
CHEET, 13%EI7TEF= MU ARCHIEBEINS A XV F Y — VR OBEEER
FHPTHEEAINLTWE, BE 15 BRICEK, BEHO 39 %idHHERARE T,



BIELEOECRBEBII 9%, AV F A EVEHERHHPDIL 2.3 % TH
ofre FOFBIZBITAIARVE Y — N OREEOEEGITRE 2 BEROR
HREEBD 5.8 % bHE 15 B#EIZIX 0.48 %Ik TIERT L=, FEE DR
BT 5E® B 0oBAIX, 3.7TRT0.12%Th o7z,

2 (MERE) ZRAWE UC ERARVA Y- AOERREORS (15 meke
RE) RBRAEREINE, #RPERWEREALRRCLFENEZ, LEE
U 2B L, HRBWIIERE 1, 3. TR 14 BRICEE HEMER)
T,

LM Cmax 135 2.8 ug eq/g T, Tax 3B E 12KFAE ThHo =, R
CRMBIEREZ 168FHBICENFNEREEOHN IRV 0 %IEEN S,

Frig. B, BIRERUCIEBICIRBIT 2 THREBEFEREER, BELBEOEN
i 14,534, 1,373, 7,542 1} 954 ug eq/kg b5 3 A#IZ1X 8,069,
36, 694 R TP 59 pgeg/kg, S HIICH®E 7 BHRITIX 8,160, 11, 123 KT 13 ug
eq/kg IR T L. FFE. A, BEERVBHCBT2ESEBED OB S
%, BE5 1 RBICENEFN 26, 5. 8 RR2 % Tholh, #E 3 HREITIX
68, 43, 37T KU 25 %iZWEM L7z, ®#E TRV 14 BRICIX, BEREEY
DOFEERFBICEBE VT 87T %, BRICBWTIE T4~78% L o722, RUE
ROGARCEBICBIT2HEE. BBENDPRWZDAIETERIoT,

BHEMBAEIZ DWW TIX, RadioccHPLC RO TLC ZAWTHIES L, &5 1
B#&iCik. . R, BRECEB CBITIARBREOZELEFN 8, 3. 20
B30 ¥R ARVES -V THBHZ A HPLCIC X R &Nz, REA
T, ZHhbOMBIRBITREYW B oRBEIIT3E AL, 47, 90, 14
B 67T % Thote, 53 BRICIE., AXVEFY—LVEOREY B O
BIT2REBIEHTAEEIE. TAEN2RB35 %Y ThHho7e, 57
HEEGY 14 BEOFE TSR ELLODELRB SN o, £, #
NolREE3 EEOBE S OREISN RNk, BRIZBW TR, 851
EXR3IARIZT PUBTICL VB S AHD M3 BREZIZHL, £h
TN 16 K16 %%E 5z, ZOREWII. FRICEVWTRS 1 RT3 AR
WHRERBICHLEREN SRV 3% Z HDTWAR, HARCIEHE»HIXMH
Hanzhot, TLC THELNEFHRIX HPLC THOW AR R EHEFICHE
LU TwWi,

2 (MEHE) Z2HWEAXRVE S — L OWREBEOBRERORS (A4
V=l LT 20 mg/kg RE) RBRAERI N, HEREBMITTE 1. 7. 14,
21 K28 Biz & (MEHES 28A/BGR) Shic, BTt T s AV FY
— VRO 2EBEEORE DL HPLC/MS/MS I L v o hvie (S BIT
HERRBR : 10 pglkg), BREXR LIZFT, (R 2,3



£1 FITBIDIARVE—NVEUORBEDOEMEBETOBRERE (pg/ke)

Y'g pzk = 51 RE 5 70% 5 28 HE
FF % 1,016 56 <10
e HH 21 <10 <10
R — )
# & I 1,460 <10~27 <10
Re Bb 343 <10 <10
BT B 18 27 <10
) A <10~16 <10 <10
SHH A
f = 147 <10~38 <10
i}k <10 <10 <10
FF % 7,582 272 115
_ 7] 1,783 <10 <10
L5 B :
f I 1,531 44 <10
il 758 <10 <10

(EEMBR : 10 pg/kg)

(3) RERE (K)

B (£ 18) ZHRVWEARVF S —VOBAEIRERE (4 o) RBEW
RUL#BEEEZER 10 BAEELAEARR (BBEERITIASVE -1 LT
9.4~11.4 mg/kg KE/BIZHEY) BERIILE,

BHERE 5 BRICEZ L, HPLCIC X v AESIWEFBE R OBZEF
REIZ. FHEL0BEb., BHEBRR (20 ug/kg) KM TH-o 7,

B GH) ZAVWEARVEY—VOBREREO®RSE (20 mgkg FH) 12X
AHERR (B5 1, 3 kRU5 BRICEE) BERESIE, AETPEZR.
EXBREHZAVWETLCICEVBEIES LT,

R AEREIRHER (100 pg/kg) REThH-, BEiCBIT2£&5
1.3 KU BEDOEEBREX, ThEh 360, 360 Kt 410 ngrkg Th o7z,
FEROIFRFREEREL TN ERN 180, 80 KWK U 340 ng/kg THolk,
SR ERECDWTIERAIES Mo T,

B (MEUERE) 2HAVWEARVE Y - AVOEBEORS (8.8 mgke
BE) REREmINAE, 51 BBRIC28E, SHICSHNIKRE 28 BEIC
LEFENTE, ARNVEY—NVEV2o0RBDOMEBIEREI DWW THEIZ
HPLC/MS/MS iZ X W REHlE & hi-, (EHBOEERR : 10 pg/ke)

#E1BZEOFE. A, BRBRECEHCBITI A ARVE S —NVOEEE
BBEIX., FRTh 728, 29, 16 KU 57 pgke, RN#Y B LB EEE
i, FHhFN 293, 84, 85 BTN 60 pg/kg, RNt A D ERREBREITIFN

10



Zh 5,047, 497, 5,851 B T* 156 pgikg Thote, BHE 28 HRITIH, AN
YE—=LVEUREHBOBEBEEXSHEBIIBVTERBARE ChHoT-,
oY A ORE 28 FRICBT D EETRAZEEIIFE (F35 182 ng/ke)
EUBHE (<10~23 pg/kg) TRBOLN., HARVCEHCIBD LR,
7. (B 3)

(4) BRBEE (LUF) o

W=E (MERE) ZAWTHEHRRBRORS (AXVFY—1 & LT 20 mg/kg
#HE) RRPERSh., BE 1 RRIC2HB, SHLIZ8HAREF 28 7
BleeFBEINE, AXUFY—AET 2 BEORHDOBEBTEE X
HPLC/MS/MS IZX D otr s (£BBROEEMBA : 10 ugike),

BE 1 BBROFR. W, BEBEUVEHICBITZARVE S~ VOLEHTE
BMEEX., ThEh 1,020, 27, 656 KT 157 puglkg., fAH% B O EHEE
BEX, #h2h 7,502, 2,773, 2,178 R 500 pg/kg, 3 A D FEHE
BEEx, =h£h 121, 50, 550 pg/kg RUCEBBRAEM Cho7-, &5
28 HEDHRA.,. FREVIBBICBIT B3 ARV F Y — AR 2B ECNAHG O
HRERBELEERAERWE ThHo7z, 5 28 BHROFBICBIT3RE®H B @
BERBEIEEBRAREND 308 ng/kg DHE T, R A OBRERELE
BRERREND 19 ug/kg OBEHTH -7, (R 2,3)

2. AESKEER

Z v b (Wistar %, M) BT B ANVE Y -1 0D LDso X, ThE
714 KR 1,434 mg/kg BE Th o, vV R (Swiss RT /B ), ELE
vy PROUHFX (ma2—PV—J 0 FEEHE) ICBITARMEED LDs i, T3
T 1,280 mg/kg RELU L Thotz, BOBRERBEBOWTHELVEECELELDE
HEEEIZ, TARTEYTH T,

BHENERES T, 350 mg/ke FEEFTCERELET v b (Wistar &) EQ®
2,000 mg/kg FEETEERE LA X (V-7 AE) TBWTHIETHITR
bhZaholz, LHL, ZhbORBIZBV TRREREECS > »hE1T5. B
RZEH, ABFOHLLLREEMESRD N, (BR2,3)

3. ERESEREE
(1) BEANEAHERERE (S )

F vk (Wistar &) ZHAWVWEARF Y — 10 13 BEIRERES (& : 0.
7.8, 32.1, 127.3 mg/kg &HE/H, #f : 0, 8.4, 33.7, 151.6 mg/kg {KE/B)
L 2HERESERBRAER SN,

BREHEHICRBWT, BEEALEF L, AEOCHEMMEAED b, WK
ZFROREEICEOLERTEAEARD O, MF ALP BELVABICLEL
e, BRBRETE, tREEXTPAEREUVESHAEEOAFICBVWTEEIR

11



BALE, BEEABHOBRIEBWT, FHIETEEE UM, BTE/EROK
MEOHRBRBGENELLERDONE, FRAEHEAUCREAERICBWTCH
EEESFERICEMLE, REBEASRBRE T, HEPLEFERELR. FFHE
FZER LR UCREEBAENRRD bz, NOAEL XM T 7.8 me/kg E/H ., M1
T84mgkgBE/REEZDNE, (R 2,3)

(2) BEMESESERER (1X)

AX (= NFE) ZRAVWEARSEY—A0 13 BAEEORS (6 HM/
Bis, B9F A7 AER, 0, 2.5. 10 mg/kg KE/R) L AESMHE
EHRBRNERE SN, MO 1 #i%, 063 mg/kg FE/B %2 7 BEBREE.
40 mg/kg KE/B % 6 BAREIKRE Lz,

10 mg/kg BE/ABREHIZBWT, ~E/ 2 B ERUFRMEREOR L, i
BALP, YU ALEY, gL AT o= LEUORY U RIZEREOERRENE
CHFBRLEEECFEZBEMARD bhi, 0.63 240 mg/kg BE/RZH&RE5L
OB IZBWTSH, K0T TRHHAIDB, RFROEERRBDLNE, B
BOBEOREICREATAIREBEZNARRO LR o7, NOAEL i 2.5
mg/kg KE/BEEx b, (B3R 2,3)

4, BHESHERR

ARX (=) ZRAWEARVES— D 24 » ABRO®BE (6 BRE/
BIE, ¥I7F N T EAMER, 0, 2.5, 10, 40 mg/kg (FE/A) T L DB
EERBRAEE SN,

BEFE1EIC, E1IBABRETLAES, BRELXDBOTREICER TSI LD
LRBAONRD ST ALPREEBERVCHERMEORSCERN T 2 4H,
DEE, DARETCLE~DOEZRIRD N2>, MEFEHREVCERIESE
FIRBEICE» 2V OEEIR b o7, BEMBE®RIEIED LR, FE
B3 10 meg/kg FE/BREHTHRICEM LD, 40 mg/kg FE/BREHT
RO oT, BREKERTIHREBZENFREIRBD N7, AR
BicBWT, BHOMFEERBEENTELT., ZTOHAEBR—HLRAWVWER
R aEmBER ISR TWRY, (B 2,3) -

5. #RAEEER
Z v b (Wistar &, MEHES BO IL/EE) #RAWVWEANRVFY—AD 23 » B[
REEFE (0, 10, 20, 40 mg/kg AE/R) K XB3BERXAMRBIERINT,
B A (MR 50 IB/EE) 2AWie 22 » HRIREHS (0. 10, 20, 40
mg/kg KE/A) ICLA3FNPAERBRLERE I,
ARBRICBWTRMAMIZER IR TWRWE, EFROES LFEARSE
HRRIERR T+ ThoTeZ s, FHAORERRTHIEEL LML,
: (M 2,3)

12



6. ERBEFHERR
(1) KESERER (Sv k)

Fy FeRWEARVE S —AORERS (0. 5. 10, 20, 40 mg/kg &
E/R, HEMHEFRE) L5 1 #HAEESERBRIEE SN BREELFF
BEM, DIV TOBORAGHOETRES YR, BEMT v MIER 22
BECTRRBREHEITL. TERNRICODVWTHLNE,

BEHECERTHIEZBZIONIER~DOREECE - FRETCEHFED LR
o, (B 2,3)

Fo RO P BEMOEIR 6~15 Bic, AN FY — LVEREERE (0, 2.5,
10 mg/kg AE/B) LT v b 3HHAEEEHERBRIERESIE,

BEEE, BREESERVETEERAON M7, LL, ZORERIX
RONTBREFETH- T, ZHREEFEERRE LTRFA+2Tho
7. (B 2,3)

HIES v PERAWTHEE 16 B OBABRTETASNVF Y — L ORER
5 (0. 5, 10, 20, 40 mg/kg AHE/A) L2 BAEHECEZALHREARR
EENT,

40 mp/kg EEREFHIZB N T, BB EEOHMAFLIR D bh iz, &
BIZ31T 5 NOAEL 1% 20 mg/kg BAE & E X b, 20 mg/kg KER 5B
BWTREREES. REREOHMECEFEEORIEZEOREEERR
Dohic, BREMHICEBIT S NOAEL X 10 mg/kg EE/B & E X bhi,

(ZH 2,3)

(2) KEEHXERER (/X, 23, £, BRUE)

WO OBYRE (X, =, £, KRUE) KBIFLAXRVF Y-
DOEBEFHEMEICI OV THREERE, AL REFEEERD AR o720,
Ih o DRBRIX, HEEBHER v, FBREEREL TWARY, BEEFR
+H R EEL ORERL I FAMIZBELLTNS, (2] 2,3)

(3) EFEEER (TVR)

=7 ADERE 6~15 Biz, AR FV—NERORE (0, 2.5, 5, 10,
40 mg/kg RE/A) LERFBHERBRELERE SN,

40 mg/kg FE/ABREFH TIL, BEYICRNBSENIRD LN, 8 LHELT
L7z, 5 mgkg ME/BL LREFHOBERITBWTHEECBIMAMEINRTED 5
N, 40 mg/kg FE/B R EFHIZBI AT XA TORRIXBRNENLTEY, 10
mg/kg FRE/HREFTBWTRIRBESEM L, BREKEIX 5 mg/kg
E/RULEBRERIBV TR L, FROREHEEN 10 mg/ke FH/A L E
BEFIIBWCERICHEM L, RO EFEIL, SBE., KEE, K=
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HRIR, DERF LB, FiE. BRRUBEORERETholk, BAE
HECKBRREEMHICESE, NOAEL X 2.5 mgkgBEH/A LE X b,
(B 2,3)

(4) EFTBERER (Sy )

Z v b (Wistar &) O 6~15 BiZ, AR F YV — AV ZREAFERE (0,
2.5, 10, 40, 160 mg/kg RE/R) L-EHFBAERBRAERBINE, B0
N—TTCIEARE S = AOFER 7, 8, 9 XX 10 BRI 2 RHEERNERS

(0.63, 2.5, 5. 10, 40 mg/kg KE/H) BBEREHB SN,

BREFERBRIIBWT, BREEERCHEFTEHE® NOAEL iX 10 mg/kg &
BE/HTH-N, AHBOIRERBIZBWTIE &S 9 XX 10 HiZ 10 mg/kg
HHE/IRERELET Yy NEENTNR S R 1THOHFEERERRD LN, H
LDNCETFEERSH D LEZ DN, BO ONTEHRIL, ABIE. BEOFF.
MiEgER~NV=7 ., MEERCUNBEOHFE., FEMNBRE Thok. BFFHE
TR 10 BIcB T 2 RETCHETH -7, 2.5 R 5 me/kg FE/R G
BT AHHOBIIMBHLEEETE -, (R 2,3

v bOEIR6~15 BIZ ARV E SN EFEOHRE(0,2.5,10,40 mg/kg
RHE/B) Lz EaERBRAEREINE, TXTOREHIIBWTEESN
BEEINT, 40 mgke FE/BRSFERZBWVW TR, EFRREIBDOLNER
Mmofr, 10 mgkg KE/ATREFHICTBWNT, RABEREETCROEKEREAD L
7o 10 mg/kg BE/RRESHEDKIR 133055 31 FlixFHETHY . BE
B~ =7 BB . FENBRCERIIERE PR D bivic, 2.5 mgkg
RE/BIL, BEBYICx LT LOAEL, RRIRICH LT NOAEL ¢&E X2 bivk,

(B 2,3)

(5) EHFBERE (WAXE—)

NIAZ—DIEIR 6~10 Bz, ARVE S —La2RE (BERBEVERER
BARHA) LcEFEERRIZBON T, ALPREFEED S WITRIEFEER
Fobhiholz, LHL, BEHIHRERROSHBIcbTHREEN
TWRWEDR+oRFER TR I EEL DN, (B 2,3)

(6) ERBERE (V9X)

T XDERE 6~18 Bz, ARVEV—AEEAOFES (0. 10, 40 mg/kg
RE/R) LEETBERRIEERI N,

40 mg/ksg FE/BREHOFRY 1 AT L. 10 mekg KRE/B UL L&
EFOBFHIIBNT, SIRBREREECHEMMBNE D iz, 40
meg/kg KB/BEREHICBTA2REREREASLTWE LB 3 R, &
HEII R SN2z, BABEEROLARL T, BREREOFEMN

14



HEINLTWARWNWED BIREEO NOAELZRETAZ EIXTEhoir,
' (BH 2,3)

(7) ARUET—ILKEDOEFBERRICONT
BBRIMIZED L, BEROBA XOFRE AW in vitro B, FOFK.
o FOBRHRUCECHERINEABEYBICII. EFEEREDL LTV,
COREMET v FOEIRE8~15 BICROBRE (T4 R0 9.9 meg/kg FE/R)
LR, #AFNBED 5.4 RO 100 %ITHHEENE T2,
(1 2,3)

7. RIHREEER

BLEEICET 38 vitro R O in vivo RBRORREEZR 2KV 3 ITE L
i,

IHLORBRMNE, ARVE Y- VTEHERER S L TERETETRE X
REEEEFHEEIIRI2VD, HILEWOEMRIZBWTIHREEZERET
B EMBRBRENT, In vivo DRBRD DIXEBHEF R IR T 5 NOAEL i1
ETERVHR, Invitro® FISH RBRICBITHEZERE (85 ng/ml) OfFE
PHLREMBERICHTIRERBRERRESINE, AXRVF Y — IOV TIE,
WEEEEF R T AWNE OB RET A EDCREEEMREEZFR TN
FRENTNS, (BR23)

= 2 InvitroR%B

B *HER HAE P
Ames A5k Salmonella typhimurium — =Y
TA100, TA98
S typhimurium - B 2

TA100, TA98, TA1530, TA15635,
TA1538, TA1537, TA97

REAFRAERR | Ty b FEMABA B i

NERBR HEEY PRMM Y o BK 1~100 pg/mL B 8

B bRMEM Y >8R (&E) | 178.5, 4225, 650 ng/mL | Bk ¢

HEE FREM Y 2K (M) | 10~250 ng/mlL @ 17 RE | B ©

[

D REEMEAO 1LATHCBES Y. REF0BFRRTIZALMCERE

Y BEORRBRTHL MR A

¥ HEMHEEHAAERSFEELESHR

4 4225 TR 650 ng/mL G THFEZEFY ., 422.6 ng/mL |5 OME% AV T FISH R
*ERER L7 E 25 178.5 ng/ml THREEFR B,

o PAEASHERREEOERELRECLWRETH D Z L EHRR.
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FISH #RE : 17T ERVC X Rfafkd NOEL iZZnF 4 85 B T¥ 115 ng/mL
FISH &8* : 8 ¥ insitu »~A4 7V v FERE (fluorescence 7z situ hybridization) &
Ko AZhZDNA V-T2 AL CEBEFREFTCRAKET ¥ RHE

# 3 IinvivoREBR

RE *f4 A& R
R kR HER v MEHE AL, BniRs [ g
MERR v YA 2.5, 10, 40 mg/kg {F & Bk o
HEZEO#S
<~ AKEREES | 0. 500, 1,000, 2,000 mg/kg KE BB 7
HR#EARS )
v AKEREEH | 2.5, 10, 40, 80. 320 mg/kg FE B @
HEREARS
EHEREAR <R ~640 mg/kg E R&

) EEAERNETES

N RSB TIIRBRCAR LT, FREROERINCE) AT 5 £ Rk (PCE)D L
ERELS . /DEEFT S PCE OREOCERRBMARD b, (XA :0.38, 500 mg/kg
KB 58 - 22.5. 1,000 mg/kg KEREH : 27.6. 2,000 mg/keg KER 5 F : 18.0)
8) 40~320 mg/kg FEBRSHCHBEBICLHEL CMEEFE TS PCE SARICHEN G
B :0.29, 40~320 me/keg FEIREFE : 1.36~10.86), MIEH Cmaxtx 10 me/ke FER
5#:34 32 ng/mL, 40 mg/kg KEH 5 5£:362.65 ng/mL,

8. ErEBITHHR

ARVES =3 POBELLERBERCORECHEICAVWLONID, BF
X, 1B 1E 100mg 2 BEIRDKE ST 5., 2~3BARICERETIHESD
BB, W OPOEBEMRFBIBWTIX, 1H2E 100 mg % 3 BFKRESH
2E5bH5H, TDORPYIC, 500~600 mg ZHEIRET AL WVIFELD B,
BlfEME LTI, ERSTHARED N, BEERXEFATHE, sHECORH
&5, FEEZERVEHIR 23R, AXr¥ -3, BaEEto
BNBHDDIEFMCTIABRLR->TWS, (B8 2,3)

9. BE<T—Hh—I21\T

ErAVEBREHEERBIIBVT, IANIVBEOMASBRIZEVALE
Rt AL, BESPBREOEERS Thok, ERCLUELHV=EBENE
REBRIZBWTIE, F FPUoBRRIVA LAY B AEBRPEEOTELKY
Thol, BRI, —BEENICEZ2Z L2 TOBMRBEICEVTCRALEE~
— - RBRAENAIRETH B, LERo CBYE~Y— I — I AR E Y — )L,

16



REDWARVTBOKBEH LT RETHALENT, T2 AW HFEZRARICE
WT, &5 1 BROBE~— I —I3EOHA. B, BRICBT2BRREEDE
NEN 93, 97T R 38 RITHMB LN, HRICBITAERE~—V—REHE1A
B3 AR ENEN 55 RO 5.5 %IZHY Liz, RBEHER,”L, £ TOHY
BICBWTEEIFEBIBTEDFRNTHAZ BT INE. BH.E,

BRI B WD TILERSHICHAET 27D EMEA Tk o h b 0o MRLIZTER
BRO2EOBEICKESNTVWS, (2R 2,3)

. &R AR e SR BT 0
1.EMEA O RMBIZDWNT

EMEA Tix, A XZAVk 13 EHEREEERBRERICZ vy FERUB<w T X
PRWEETHEEREBRICKIT 5 NOAEL 2.5 mg/kg A E/H 12, B2 200 %
WAL, ADI £ LT 0.0125 mg/kg ZE/BEA#BEL T3, BFEIL, 1 X
DREBIZBWT 1HBREIZ6 BORETH oI ERBEEIN TS, ARV
VAL 40 mg/kg FE/B DR ETCHORERER R 10 mg/keg KE/BEOHET
OREFEARERZICEFTBEEZRTILICERTRETHALAM., ADI IRSTH
HIZHT B +OREEY— VUV EEELTVWELDEEZ NS, £/-, UY
FTREARF Y — 40 mekg FEFZTOROREIZRBWV T, BEBELR
DENRNPEZEITOVTHEETRETHD, b M 25 mgkg FKELZRE
PEELERBRICBNT B 2REE D 4 FERICMEFREENR 27 ng/mL
B 42ngmL &R WIHIRERHBE, ZOREEITRE ADI @ 2,000 &
CUEBEN, ZOREEBIZBITIAARS Y — VO mEFREL, in vitro D
BEMFRICRNT S NOEL (85 ng/mL) TR L 1/2~1/3 U E=3{EWMETH
6 LB oT, ARVES—-NORKEFREEIZSVTYH, ADIICE Y +

NEBINTWL LD ERRAITTVS, (B3R 2,3)

2 ADIDEREIZDONT

AR ET =ik, BEEERBRIEBWT, ZEMEZFERLTEY., WERE
REERIZIER L TREFZRRERREBIZL, RAEKRSHEZEZL, £0
R, REARICELELELIRILBLOND, EEALFOBA(L LMK
Tk, BEERRONZZ b, ARVEY—AVREPAERZERTST
EEERHLN, BRI FZF N7 ETHY . DNAZEN L LEEE EIXERY,
BEAFEIT I EELLNL TN

Fin. BRAERERIC kb‘Tr@?ﬁﬂﬁ%E’JﬁﬁE#T‘i‘ TTIEDH DB LM
REPAMERTIBEBR W EFMERL TR D, £EITE > THEBE
ERDBEERRPAME T RN EEZILNS 2, ADI @Tﬁﬁi_fﬁaf%
5 EHrEn,

EHRRIZBVT, %‘Bﬁb‘ﬂq%’dﬁ’%‘@ CERROONELEBIONAHE
ik, 5 v bEBWEETEERRICKIT 58434 T, LOAEL X 2.5 mg/kg

17



HEB/ATH-T,

ADI DR EILH Tz - TlX, B2k L LT, fZE 10, &= 102, LOAEL
ERAVAILHECREEEHERBRRUCEIAERREI A+ R ILEER L
BMO 10 @ 1,000 Z@E A L, 0.0025 mg/kg KB/ L BRET D EAEYUTH
2¢EZBNTE,

. ERBREERRRMEICONT
BEXD, ARVEY - NVOELBEREFEMCONTIE, ADIE LTR®
BERERATHAIENEYLLEZIOND,
AR ET— 0.0025 mg/ke K E/H

BEEEICOVTR, YTMERLBEXTELBEORE L 21T BICHER
T3ZLETH,
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F4 EMEAIZBI I ESHRSE

HYE | RER B’EE mEMEE (mg/kg FE/R)
(mg/kg tK&E/H) ‘
<A o AER |0, 10, 20, 40 | —
B (BE#R &)
arwsl|o, 2.5, 5. 10, |BE®H: 2.5
B 40 R B
(BRo#E) B . 2.5
MRk ERS
RHEBEEY 00U EREHECHFER
#m ‘
7w b 13 BHEES | HE:0, 7.8, 32.1, | HE: 7.8
HEERR | 127.3 JHE - 8.4
M 8.4, 383.7. [MEREEOHELD. FLEEOHM, /h
151.6 , BE rp D P T 0 0 EE R 4 T R v o B AR R
(BAE#H 5 ) ZEHE
FEHEALEHR |0, 10, 20, 40 | —
B (REE# &)
1 HR%RE |0, 5, 10. 20, |40
B 40 (iREERE)
3 fVEESE | 0. 2.5, 10 -
B (REER &) ZHRBEHEEERR L LTRA+4
BAEEE BREERCESBHERL,
BEMERG|0, 5, 10, 20, |&#i: 20
BB E |40 (REEE) A B 1 T #
B IRE&% : 10
R REMA, RERSMEM, REE
2
A BEER |0, 2.5, 10, 40, | KK : 10
BR 160 (QREE®RE) |MAHBEFY
i 2 R ] 0.63, 2.5, 5, 10, | jaR : b
L 40 (GR&#EA) fedFmitdH 0 10 THBHM
e FmHER |0, 2.5, 10, 40 [IRIR : 2.5
5 (gL | AEREE. REERD
‘ L) femmEa v
vy¥ | fEAEER |0, 10, 40 —
B C(Bo#&s) AN D b A< (Vo e
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R L
A X 13 @M#ES [0, 2.5, 10 2.5 (772 L. 6 HE/B#HE)
B HERER (Eo&s) mik., mMEEMLFEFROER, L
HEEOEM
24 5 A |0, 2.5, 10, 40 | —
HEEEAR (Bo#s) MEFNRBMESCEHED . HEHE
B L
t k(3R | in vitro 10~250 ng/mL | 17 FHfAK : 85 ng/mL
f§ MV | FISH #B&
2 SER)
ADI 0.0125 mg/kg KHE/A
SF : 200
(A X 13 EMESMEEERRN 6 A/
EOBETHTZ b))
ADI 3R E 1B $L & ¥} NOAEL : 2.5 mg/kg #&&E/H

AX 13 EFESEHEERR,. 7 v M R
U= 7 ADEFHERR

#£5 FA—AMZVTBFRIEERNCBT 5EHERES

ByE | HR ke E EEME (me/kg KE/R)
(mg/kg FE/H)
Z v b 90 H M S 8
BERR BRE~OEE
ADI 0.08 mg/kg {A&E/H
. SF : 100
ADI 3% E R PLE B} NOAEL : 8 mg/kg {K&E/R

Z v F® 90 HEEIMEEERER

20
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<AHK1 REHEZFBEH >
B& #R £ R
ADI —HERFRE
ALP TFTADBY T AT Z—E
Crax BEEE
EMEA RR M B ZE T
HPLC BEEEI v N TT T 4 —
HPLC/MS/MS (| I/n< /57 - 207 LABIEEBSHE
LD 50 YRR E
LOAEL w/ANFEHE
MRL EXBEEEEHE
. NOAEL mEEE
TLC BEru<s N5 74—

Tmax

= i B BE R
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<BHE> :
1 &&. BHESE0HRBEE (B4 EEELEEEREINF) O—Hr2HIE
T54 (FE 179 11 A 29 Bft. FER 1T EEAETBEERE 499 5)
2 EMEA, COMMITTEE FOR VETERINARY MEDICAL PRODUCTS,
" MEBENDAZOLE SUMMARY REPORT (1),1999 ,
3 EMEA, COMMITTEE FOR VETERINARY MEDICAL PRODUCTS,
MEBENDAZOLE SUMMARY REPORT (2),2001
4 A—RNF ) FEAFRHEEE '
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