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FERERRAITHD 77 %% = K] (CAS No. 22662-39-1) 22\ T, %
FEFFMES (EMEA LR — M%) 2 H W CR SR ETAMN 2 £ L 7=,

FEAMIC A U 72 BR AR 13, P ERERER (T v b, FROF) . EERER (4
LOF), 2EHEERRE (v AKLKOT v b)), maEHEERR (7 v LA
X)), 2 HAREHRE (7> M), EHEERER (7 PR YX), BaEk
R, KERABRSETH D,

REBROERNS, EEFEELOENAERBRIIES L TRV, T 7 %
Y= NE@mtErs "I neEEZX2oNDZ L, ADI 2RETH I EMN
ARECH D LM & T,

TR TH N EEEEOR/MEIZ, 4 X2 MWz 13 8 Gtk = e
AEBRICB I 0.4 mg/kg (KE/H TH o 7=, ADI OFREIZH 7= o> Tk, Befe
& LCTHEZE 10, R 10, MREMENH 2 Z & WO B M TR M R OV 8 APER
BRNFERE S I CWRWNWIZ EAEFELZEBEMD 10 ™ 1,000 Z 5@ A L, ADI 1%, 0.4
ng/kg IKE/H ERET DO, @Y LW X iz,

UEXY ., Z774F %= FORMEEZENMICOWTIZ,ADI & LT 0.4 g
/kg IKHE/H Z 5% € L7z,



I. FEXNRBMAERKOBE

1. AR
F 2B OB BR A

2. BRSO —E4A
& . 7 7xFH%=F
g4, : Rafoxanide

3. =4
CAS(No. 22662-39-1)
%4, : N-[3-chloro-4-(4-chlorophenoxy)phenyll-2-hydroxy-3,5-

diiodobenzamide
4. 5FR
C19H11C1212NO3
5. #FE
626.01
6. BERX
O
Seqel
|
N
H Cl Cl

7. FREMNRVFERRKR

F7+F Y= RiE e S b ) FAL T = R CHE L O HRE, W hEIC
Hoh BRI CTH v | W HREHIC B 59 5 & [NADH/INADHI b e ONA 2 3 & i
BRIV v 2@l R S5, BEM Y U LoBEZIC LY. ATP BE
DA, TV a—F U BOWYERa s BEI AT LVOERES XiE T,

TI7xF¥ Y= ReTAl LT B AERMIL. BN TORRBIZRL, EUGE
E T4, E, WEEXPEEZHRIERIALTVWD,

BB, RKTT 4TV A MBS AL B EERE AREINTWVD,

1 SRR 17 SR A B A R G 499 Bl X - THZIZED & 7= 7R 8 H Ul
6



I RE2HICHRIAMNBROBE (2, 3)
AKEEiEIX., EMEA LAR— F (1999 4£, 2001 &) &b S 2FEMEICRET 5
TRHMAAZEHL-ZLOTH D,

1. RUR - &340 - X8 - BEAEAER
(1) EVHEHAEKR (v b)) (R 2, 3)

R E 2 U727 > M UCHERH T 7+ XV = FE2HEIFHIRNE S (2
mg/kg KHE) U72alBRA TN S v7z, 5% 3 REH O KB TS M oo i g
REY. FFRE B R PR 1L 16.8~19.9 %, 2.7~3.9 %, 10~14 % CTdH - 7=, I 4
R D 95 %Ll BN RE(VIKTH - 7=,

SD 7 v MZ UCHE T 74XV = FEHERKROKE (12 mgkg (KE) L
Tl Z A, BH% 168 Kl £ TCoO&EPHEM =T 99 %, RFPEMFEIX 0.156 %
Tholz, PrDIT L A L ITHEH% 24 B TICE Z VW, HET 84.8%., MET
78.5 % FE P HEM STz, P HEM T D 65.3~68.2 %A KREILIK, 14 %N
MR, £ o 2 SO CREE) 28 1.7 %, 3.2% Th o7,

7 v MCUCHEM 7 7%= FZHEKEO (12 mg/kg AHE) &5 LR
BRONFENE S 4072, Comax (X 12,000 pg-eq/kg. M 17,500 pg-eq/kg . Tmax 1 4
XL 6 Kl ChH - 7=, &5 168 FFf# CTILAFIER T 195 ngreq/kg. WHALE T 15
ugreq/kg MO LNT=DHRTH -7, HIERIZIB W TIEREAL AR K R A
Mkt sz,

(2) EMFEEAR () (=H 2, 3)

N2 UCHERR 7 7+ = RZHEEIREO/KSE (11.25 mg/kg (KfE) Liz& 2
A, BEH#% 6 HE CORTHMRIT 0.6 %Rl TH 72, RE(IKKL D 3,5
A= RV UFUBBRERILED TS0, BIEZEIRDLN TN,
FAR RIS STV 220, Cmax (£ 20,000 pg-eq/kg, Tmax (% 1.8 H | Tie
I+ 3.87+0.59 H TdH » 7=,

(3) EMEEEAR (F) (=M 2, 3)

FEIZ UCHEM 7 74 ¥ = FE2HERO&KES (11.25 mg/kg fAHE) L&
5. %E% 3 HE TORPHEMRITH 0.12 % TH - 7=, FERHEMRITRE S
TRV, HEHE th O RTEMED 91 %1% 8,5- 3 — ¥ U FILEE T, RE
BARIEZ 9 % TH >72, Cmax (F 19,750 pg-eq/kg. Tmax iE 1.4~1.8 H. Tl
8.9x1.2 HTHhH o7z, HEiEEDEX LT 7+ XV = FomMEh % o X7 S
F (99 %L L) omSICERT D EERINT,

(4) REHER (&) (=W 2, 3)
TR GHAIC UCEF 7 7 A X = REHER OS5 (11.25 mg/kg{RE) L.
MR E AT LT, 25 3 HZIICEB T DM b e I . ISR . T,



& CcZ 4 973, 2,303, 2,990, 2,880 pg-eq/kg TH Y . 30 H % Tix 20,
90. 9 200, 40 pg-eq/kg. 60 H % TILAW 25 png-eq /kg. fEHT 100 pg-eq /’kg.
i Je OV ik e BRI (50 pg-eq /kg) Riii & e o7-, &5 3 BEICBIT 5
FHA O RZEAARIREZ XA AL AGRG . ITHE. B g TZ £ 4 458, 1,691, 695,
1,682 ug/kg TH V. 30 H#E TIX MM CEERRR (5 ug/kg) U0 XILAK
Lol

AT UCE#R 7 7 A V= REHEER OB 5 (11.25 mg/kg (KHE) L.
AP ERELZRE Lz, %5 14 BICB T 2 MB T IEE XS W AEN . T,
g cEzNZEnE=RA (18 ngeq /’kg) ~24, <32~46, 140.5, 63 pg-eq/kg
Thole, TOH TREMEEEIIMATEERM (5 ug /kg) ~15 pg /kg.
HENG TIEIX 15 pg/kg, Bhg T 18 pg/kg, Mg Tix 2 AEHIEERA (5 pglkg)
AR o> 2 FBHIMHRA (1 pg/kg) K TodH - 7,

TN EGRBRTHRE 3 HEIZB T 2BRBEHEMEIC 50 5 RE(ED
EI&xmA. BB, IFlgR. BlgCTEnEns 50, 75, 25, 60 % TH V., 14
H#% TIXA T 50 %. BN THK 50 %, BT 30 % Th 7=, ITFIET D
RECKREEE T E =R (5 pg /kg) Kiii Th > 72,

4 7 At OF4 SEHICH IR D5 (11.25 mg/kg K&E) L. AT ERE %
PE LTz, 5 28 HiZ I DMk R IR EIXHA G Bl CTZhEh 6.6,
18.2, 7.3 nglkg Tho7-, ML EERR (5 ng/kg) K ToH o7, 42 H
% TIX MRS E BRI R & 2o T,

(5) BREHER () R 2, 3)

E G HHIC HCHEM T 7+ = FEHEERO&E (11.25 mg/kg {fFE) L.
WP EEANE LT, 5 3 HEICEBIT AP I A . BN, .
g T T N4 773.1,325.1,690, 2,440 ug-eq/kg TH Y .30 H % TIL 117.5,
160, #J 350, #J 350 pg-eq/kg & 72 -7z,

LC-MS/MS THlliE S iz b 3 A 1% O Ak T OREAUREEIT /WL NEN .
fFige, &g CcZFi 4, 1,049, 1,987, 1,248, 1,915 ug/lkg THH . 30 H%
TIXIAIZH 150, £ 150, 176.5. 320 pg/kg. 60 H# Tli<25, <25, <25,
#) 50 nglkg & 72 o7,

5 30 HRRIZEB W T, MESTEMEIC S O 2 RE(IIKOBGIIHA., NEH.
&, B TZn £ 100, 88, 50, 87 % Th - 7=,

8y A 12 BHICH IR O &5 (11.256 mg/kg K&E) L., MHREZ
HE LTz, &5 28 HIRIZR T 2MEM T REIIAHA. IENI. IThE. BTz
Z 1 220,329,424,324 pglkg TH Y 42 H#% TIE 120,270,189, 145 pg/kg,
60 H % TixH 29, 30, 30, 46 uglkg L7 ->7-,



2. SHESEEER (3R 2 3)

AT L D &L LDsold~ v AT 232 mg/kg (K8 (F&H). # 100 mg/kg
RE (EFEN). 7 v F T 2,000 mg/kg RELLE (BRO). £ 1,700 mg/kg (A H
(MEREN) Th o7,

HRAAEIZ L D & AR VFEISH LT 16.5 mghkg KB £ TORAKG TIEE
W EITmo sy, L LAFIC 45~60 me/kg KE 2 TR 5. FITH
150~450 mg/kg RE 2 #% O &5 L 7l 538 Tk, K LK OHRE D H A S
NTWL, FICROLNTZZN D OHRTEREEIL, KMEE OWMIRFEZE, Fik
ROBEE, FE, 5> oM&kPHMICEDbDEEX BT,

3. HEMEHHER
(1) 13ARESEEEER (Tv k) (H2 3)

7w hEHWEEGEIREORS (0, 12, 24, 48 mg/kglAHE/H) I2BIF 5 13
A EERBRICBW RO LN TEJEET I TOEEY Th o7z,
EFRGRHETOIN T AR ORa L AT o — LOKE, K, BFRER, B0k
FHE 2OEMPAD b, 2R GEREORE K O 48 me/kgRE/ H % 58 O M2
INBE FL P A B oD AR R R OV FR R IE I B R D IR R AR 8 B Av7z, 4 HE O [F]
HHM%, 48 mg/kgKRE/ A FGREICH WV TR b FIXE 4 a0icE1E L
7o RABRIZBWTNOAELIZERE TE 2o 77,

(2) EFalsEER@AX) (BR2, 3)

A4 X2 100 mg/kg AE % 3~11 HR O &G LR EBRICEB W T, MAPERE
EE PR, FLEAVENE, SRR, AR, KM B E R VS A E o 2= it
AL B A RE O [R R D 22 fafb 2 & TR R b,

(3) BEMEAMSHERABR (A X) (M2, 3)

A XEHRWERO®&EE (0. 0.05, 0.4, 2.5 mg/kg KE/H) 28175 13 #
Mo atEFEERRICBN RO NTEGEETRIIU T B Tho T2,
Fo, ABRE. SHREELO 2.5 mg/kg (KE/H BHHEICIX 4 38 o [BIE B 2
BT bz, 2.5 mg/kg IRE/H &G CRESEMBG] (FRERE 2.9 kg 12X L
T 2 kg) DO LIVHEMFRFEMET R & U TR (M 161 0 e &
OV AR (M 1 61 . B EE) (cZehfb, MERERFI KM, /K, F M X
FIERE D AE ZE AR bz, 4 BB ORIEHR% ., (REEINMHNIZR D
BN o T2y, HE 1 FHSHEARRRERKE D Z b IT KR E L TRO LT, &
Too KB, DS IdO A EZE R RO bive, KRBRIZE 1T 5 NOAEL
1% 0.4 mg/kg (KAHE/H Th o7,

2 AELLEREZILEREL VD,



4. BHUHSHRUEILAERER (=H 2, 3)
T8 ME T PR RBR X 3 S LTV RV, DS AUMERBR 1T & s me MR B o it
T 7 XY= NICEEEETARAWVWEFHE SN Db ER I LTV,

5. £ERESHERR

(1) 2HREESHREE (Sy k) (R 2, 3)
Zv hEHAWERD (0. 0.75, 3, 12mg/kg AE/H) HE5ICL D 2 A2
PEERERIC B W TR N TEmEITRIILUL TFTo LB Tho T,

A ORI O TE NI (Fo OFRER T 48 %, F1 OFRER T 62 %)
L7, 12 mg/kg AE/BEGHO Fi HRICBWTHEREREOIK T (XFHEEE 83 %
WZxt L 54 %), HEDO IR 8. R r@EEE. EFEERER T OEE O 0
WO, IBRMATIE, 3 mg/kg (KE/H UL L& 5T Fy RIS KSR
BN AL EROBBHEEOF BB MNNE O 57z, 0.75 mg/kg K/
HRGRETIX, RECERT LI EZ 20N ZEBITR DN oTz, AR
BRiZ 81 5 NOAEL (X 0.75 mg/kg (KE/H CTH - 7=,

(2) EFBHERER (Sy k) (B3R 2, 3)

SD 7 v h&E MWk o#&E (0, 5, 12, 30 mg/kg {AE/H) 12 X 518
AIERBRICEWNTRO N TEFEEH AU TO LB THho 70,

WHRME OB 513 6 H 5 16 H £ TiT-> 72, 30 mg/kg K/ H & 58
THREVY O RE MG LK O EYFRERE&ORD . RHIEE T EH O b3 )
IREEMARD S, BRI E O BTCHEZST. W OB(LEESOEN
HRREENRD SN, ARBRICEIT 5 NOAEL IX 12 mg/kg (KEH/H TH -
77

(3) EFHHERAR (V9F) (ZR2. 3)

vk &b (00 0.5, 2, 5mg/kg (RE/H) 12X DA TEMER
BRICBW RO ONTEBEFTRIIUTO LB ThoT,

WRME OB GITEIR 6 HD 18 AE TIT-70, BEmIIx L Tid, 2
mg/kg E/H LU EF G HE TAERBIMIE G 100 %I2% L, 2 mg/kg &
H/A&KEGHET 63 %, b mg/kg (AH/HZRGH T 44 %) RO LA, KRIEIC
XL CIiE, b mg/kg NE/H & GHE CEEEOHD . #9 55 %D g I L Es
IRERIEE RO bivle, AMBRIZEK T 5 NOAEL 1% 0.5 mg/kg AH/H Th -
7,

6. BE=EHHE (K2, 3)

RILEDPR2DEHI1Z, 77 FFH = RIZHOWT in vitro X 1n vivo Dl k
MMENE XAV, in vitro TWOL O EREICE W T ARRBO bbb oD,
in vivo O ARTEH DNA Gl &K OV NERBRICB W TEETho 722 &b,
77X = N3ARKICES THEERLZBRERH IRV ES BN,

10



*x 1 in vitro S E&

R R AR X 5 H &= ik B
0.3. 1.3. 10. 33. 100
Salmonella typhimurium Iolate (+89)
. ate
Ames 3B | TA98. TA100. TA1535. | ‘&P i
0.03. 0.1. 0.3. 1. 10
TA1537. TA1538
ug/plate (-S9)
-89 T
. \ o 10. 20. 30. 40, 50. 60. |
A E ZE SR8 |~ o R U o B 70 we/mL (+S9) Re
N (L5178Y TK+/-) HE +89 ¢
Bt »
50. 100, 150. 200. 250.
o 300 pug/mL (+S9 +S9 T
B RARIY 83K 12;5?520;0 /mL | B
Yot R B 25.2.5, 5,10, 20 ug/mL | B
E (-S9)
e \ 2.5. 5. 7.5, 10, 15, 20.
F v A =— XN LAZ—F]
4 1 30 pg/mL (+S9) +S9 T
" 7.5. 15, 50. 62.5. 100 . | Bk ®
125ug/mL (-S9)

1).60, 70 pg/mL (28 W\ T,

2). 250pg/mL I B W THME, OREO 3 RZEHIL 51%I12HD,

3). MM & L RS Eo 15 pg/mL B W T, OO S52FEKIT 50 %Ki, 10
pg/mL TIXHFE A I P R B OBMRRD b,

& 2 Iin vivo RER

SABRF A % A P
REH DNA | _ . 250, 1,000 pg /kg A H
N 4 15 oY
N T ] 3 1 4 &
R |~y < zﬁgxﬂ“%kgWE i
H

7. EEHEER M2, 3)
(1) —BERBRTTEH. PREER~DOEH. HIERER~DHEH

100 mg/kg AEF TEZROKBELZ L XOHRER, ~F VL H—)L
MEAR ., AZE®E) (Wb~ U RX) ITEEBETRO NPT,

(2) FEEBHANDIEH

FHFERTIEX 0.2 uyg/mL L EORECTCTEF L2V Er b=, BEX
Z 2 NKEOME N A EKRERNICRD LN, TEFLal) v kR ZAZ I v
IWHEIZ DWW TIE 20 pg/mL THRBEREL LB L CTHE & 2o 7,

11



(3) MEFERF|R~NDER
100 mg/kg AHEE THHEI+ IEHAKR G Lz & & 0.0 M E R M O &
H(A X)) ICRBITBD N0 T,

(4) MER~NDER

7 v b OIMHEEERGEIZ -2\ T 10,30, 100 mg/kg (R EH TRlBR 2 F i < vz,
7'ra ke e UFEEIE 30 mg/kg AAE E T, IEMHILE D bR AR T T AT UK
f1d 100 mg/kg RE & THEIIR O SN2 - 203, 2 i R 1T 255
HTRENRDOLNT, ZHITHRBEOREICEIbDEEX LN,

(5) £t
10 mg/kg (AE A BB A& G L L EDRELTRPERE (T v ) I
BITBD bR oT,

8. BRI EREK. AEEHHER (K 2, 3)
TV & T B SR R T RUBR CTREBNIER O bR o T, AR T M BB
TIE— KA C 2 B E R R BRI AT O b7,
FEEy N E W RZEEAEMERER 31k T B8 IE A BE Al HOE & 2 X
o Tz,

I BHREEEEFEMCOT
1. ADIMOEEIZDWNT (B]R 2, 3)

T 7 XY= FIZEEFEEROENAMERBRIIER SN TR0, AR
o TMBEE R BEBREEARISRNVEEZEZLONDZ END, BINDOZE
BREAEMAZDZEICE->TADI ZRETHIENARETH D W sz,

HHRBRICBWNT, BbAEBEOERWE ZATHREOEENRBRD LN &
X HIDFREEIEA X D 1388 il Sk BRI 3 1T 2 Bk e OV AR oD
Z2 i, ¢. NOAEL % 0.4 mg/kg K&E/H Td - 7=,

EMEA OFFHETliE, ADI OFEHIZY 7= > T, ULk TR O L v -l ahie
R OV ARt Rt D Z2 fafeid, BmEEB L L CEETHI D, BNORE
¥ LT, 2Z2@H LT, Z2F8H%E 200 (Fi2E 10, @42 10, B0 2)
ELTWD, LMLann, MEREEND D Z & ROEMFM RN AR
BN Ef SN TWRWnWZ ta2EETL L, BNoZefmks LTiX 10 2@ A
L. Z2f%E 1,000 (2 10, E{EZE 10, BN 10) & T25008Y &5 %
Sy

UbozZ s, ADI oW Tk, NOAEL 0.4 mg/kg K/ A 1022125
1,000 Z 3 L. 0.4 pg/ kg (A&E/H L &RE L=,

3Magnusson-Kligman #&5#
12



2. BERBEEZEFIMICONT
LEL Y 774 %)= FORMERZEFDICOWTIX, ADI & LTK
DEZHEMT L2 LNEEEEZILND,

574 %F=F 0.4 pgl ke /A

FBEEICOWTIE, YA R 2B E A B ELBEEO LE L 217 5 BRIHK
WITHZLELET D,

13



#% 3 EMEA (2317 % £ H il Bk o 5 M &% O g
) Fil B %5 mHEME (mg/kg KE/A)
(mg/kg KE/H)
7 v b 13 1 0, 12, 24, 48 |HECTx T
fatEE | (Bo)
A B Ca, 2L A7 o — /LOMRAE, P, FUREE.
Al O LL B oD il /N HE D P T AR o BE
KR OVHUR AR I8 i b Fz o B () o
2 AR5 | 0. 0.75, 3. 12| 0.75
PE 5k B (&)
F1 AR o 7K Al (RRE 35 I V8 B OVl £ 1S e 7%
A7 FE R | 00 5, 12, 30 (% | 12
B M)
FEENY - (R E 00 J OV 2[R i R B & oD
WA, RHIRIETE O DT 280,
FE M o dh, BEEESCE o F LR
A X 13 18 0. 0.05, 0.4, |0.4
fAatkEE | 2.6 (&&0)
BN (REHMBNG . SRR (M 1 61 PR ARAE)
Je OV AR e AR (i 161 FRAE) 1222kl
AHNT KA, /N I SR BE oo F B 22
1t
4 I OEEMEE ., EEBNNHEIZRD &
e dyo 7o 23 1 1 BN A AR e o 22 fa k.,
KM /NI A I oo 1V ZE Rk,
3-11 [\ # | 100 (&%) BmETEY
RE A NEE, FLEAVREIE, AR, SRR R
X, RIMAELROEMAEOZER, AFa
D[RRy M D 22 R fb % 5 T ik 40 0D 52 28
7YX | MEHEMER | 0,0.5.2.5((F 0.5
Bk M)
REH NS G B 100%I12 % L 63%)
P ADI 0.002 mg/kg A H/H
NOAEL : 0.4 mg/kg {K&/H
SF : 200
FVEFH) ADI 3% E AR LG B A X 13 i [ 2 R
ADI 0.002 mg/kg A&/ H
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<HI#M1: REBEFEFHF>

I 4 PR
ADI —HEIGrA &
ATP T =0 U
Cmax % 15 1
EMEA RPN 2 5 5 T
LC-MS/MS | @itk s v~ ~75 7 /% 7 WK R
LDso PREEE
NAD+ il =5 7I T T=0UX VAT R
NADH B =aF 7 I RT T2 UX AT R
NOAEL 75 VE
T2 TH 25 2 R0
Tmax % e e B I 2 R )
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2 EMEA, COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS
“RAFOXANIDE” SUMMARY REPORT (1), 1999

3 EMEA, COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS
“RAFOXANIDE” SUMMARY REPORT (2), 2001
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1. FEREHIR] FRk2 141 H 8 H~Fk2 1426 H

2. #BEFE AV F—Fv b, Tr v I A, Hik

3. BRI 774XV = NIk D2 BAAEEEENMICET 2FEER () o0, Lk
FEOLEBY, HER - HHOBEELIToT-EZ A, HIFETICEHER - F#HRITH Y
FHEATL,





