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C: 30 Y

N 7Yy —nrEERoEBEAHEHTHD 1,248V 7V — /1 (CAS No.
288-88-01) . kU 7Y — L (CAS No. 28711-29-7) KX hUT Y —LATZ
= (CAS No. 10109-05-4) {2\ T, JMPR KTOKENTT - 7= 2FAMh S 555 4 K
FLiEZ A, B LZEEESTIE, ZRULEEBHI 270D EIEE 208,
BRSNS TEON TV ARZEHMANE LD LN THY, N TV — /L REHK
EiHMIT D05 EEEE L CXRARETH D &4 L7,

RN AW BRI X, iR NES (T > b)) L BlEEE (v b, v T X
ROy x) | datkEE (7 y b, v AR X) | dAEEEARRENEORS
(T v b)) | BHEEARREEIS (7> b)) L 1T HRED 2 #HREFE (T v 1) |
AR (7Y NEROUYX) | BamtEEORBRME TH 5,

BAEBEERBEEND, 1,24 NI 7Y — A EIC L AT, EICER (TR
= RERIME, AP EERD) KOMRE GEIEE) R o, 7> &
VN2 90 H RS E R AR IR SRR BV TRER, Ik B ED . MM
WROINENESE, RISARRARMEE SN, 7 v M AW BIERRIC B WO TR RIK
T BERBFEEMER, T b ERAOERAEREERBRICRB UV CREEMWIC R EIE N
PHI TR D BV IO T O H RS OIS IN & OVE AL R OB IMB TR
Do, BEEEITRO bR o T,

MU T Y=V NN U T =T T = G K DA, RE (N
TR BT, MRk EE. BIHRBII T DR, AR B EMEITRR O b
Tpinholz,



I. BEEMEOBE

1. —{&4
M4 1,24 RV T —)b
94, 1 1,2,4-triazole

ML . B U T — LR

Jo4, : triazole acetic acid

4 NUT =N T T =
Hi4, : triazole alanine

2. =4
1,2,4- h U 7 —/L (CAS No. 288-88-01)
IUPAC
m4 . 1H1,24- )7 —)
B4 o 1H-1,2,4-triazole

KU 7 — VR (CAS No. 28711-29-7)
IUPAC
s 1H-1,2,4- 8 U7 Y —)b-1-A )L-KElg
4, . 1H-1,2,4-triazole-1-yl-acetic acid

U7 Y —n7 = (CAS No. 10109-05-4)
IUPAC
g 1,24-FU TV I N-3-T T =
4, o 1,2,4-triazolyl-3-alanine

3. &F=HX
1,2,4- 8 7> —/L : CoH3N3
U T Y —VERE © C4HsN30:2
N7V —n7Z =" :CsHsN4sO3

4. HFE
1,2,4- N U 7Y —/L 1 69.07
YT Y — VEERE : 127.10
KNDT7 Y — T T = 172.14



5. #ER

N =\ = N =\
NESA NN COOH
NH N Ncoon - N//\\T/
~ / =
N lQ:N N NH,
1,2,4-h V7= N DTV EERR NYUTY—ALTF=
6. %

1,24- NV 7Y =, NUTY—AT 5= KON 7Y — L EEIL. NU T
— LV REROBRHYTHY RO HERT AR ESND, NI T Y —LT T
= 1% 1989 R JMPR IZE W TREM &L, mtEIIR v & fbim S vz,

INHORREZIT, B EEZESTIEH, NI TY—ATI7=2KORNY TV
— VHEEEE & Btk R VWS L CE L ZATHDMN, 1,24 NV 7Y —, R
TS NAT G2 KRR T — VBRI ST, 2006 L2 KET, 2008 KO8
2015 412 JMPR Cilffi & 41, ADI 2 OV ARfD 235% E S n=72, b TV —/L%
BEEOFHIOZEGEE LTHAT D, EVELDETSTELDOTH D,



I REMICHRLIABROBME

WA AR BE o0 FEAT RS e Bl BRI 2 =R R RA BB L, (B
1, 2, 8)

1,2,4- N U T — v E WA fEEmAR [(I-1.] X, N7 Y —LVERD 3Lk
WHBNLDRFZZE UC TR LIZH D (LAF M4C-RY 7V —v] EnH, ) #Hn
T S iz,

NU T — VR WA REEmRER [D-2.] X, P T Y —LEBR%E 14C T
mEEL7-b 0 (LR M4C- b U 7Y —VERRE) LW o, ) AV CER SN,

NI TV —=AT I =M AfEmaRR [I-3.] &, V7Y —/VERD 3
NEONSNLDRFEE 14C THEFH L7=b D (LLF TUC- Y 7Y —AT7Z7=2] &
9o ) EHAWTERINT-,

FRHREIR B S OMCHIIR 1, RFICHT 0 N7 W IGA TS e (- & Re) 2>
51,24 N7 Y= NUT Y= VERRR LK NN U 7 — T T = OFRSE (mglkg
idpglg) W[THAFE LAl L CORLT,

RAEMEMFRIIBRL LIRS TV D,

I-1. [1,2,4-+rY7YJ—)]
1. EMPARREREER
(1) 5y O
SD 7 v b (—FEMERES 2 P8) (2 14C- R U 7V —/L % 0.4, 48.8 K1 866 mg/kg
RECHEIRR O G LT, B ENEMRRD FEE S 17z,
F 5% 168 FFHIZ B D IR K O P ERIIR 1 IS TV D,
1,2,4- R U 7 — /UTERONTIN S 4L, 24 FERLANICIE & A E 03kt S auvd-,
W ERIE, PR PRI SR e OV P BE D &Rt B 72 < & b 80.8% & HHH &1
e, (=H1)

&1 E5RI168FREICEITHREUVEPRPERIE (ATAR)

B b 0.4 mg/kg K H 48.8 mg/kg (A 866 mg/kg A HE
PRI Jii3 s Jiid i3 Vi3 i3

JZis 93.5 90.6 80.0 92.4 87.6 91.9

o — DY 0.0 0.5 0.3 0.8 1.0 1.2
£ 8.7 7.4 19.9 10.4 6.5 9.2
RHARTR 0.8 0.6 0.8 0.9 1.6 1.3
PEES 5T 103 99.1 101 105 96.7 104

(2) 5y hFO

SD 7 v b (—HERES PL) |2 14C- R U 7 —/L % 1.0 mg/kg PR CHERE 4%
B 0.1, 1. 10 % L < 1E 100 mg/kg R E CEEARNIE S LT, BIENEMNR




BRANFEHE S 7z,
Ptk 48 REREIIC IS 1T 2 IR M OB k=1 355 2 uTéh“Cb\

0 U FFIRN 572 30 H#Faﬁ“(ﬁ\’] 0.1%TAR 2351 Tékrﬁiézhf:o W
DEGHICB N T Y, FEHESREIZ TR PP S fuiz,
RPN U R

I, FIRN RS- 8 BF[H1% 12 55%TAR L: 3 H#IZ 1.9%TAR (2
Wb U7, BORerx. IR —1coAi L, $5- 30 &R A A K OVt Cle & i
< (1.2 nglg) . BIENI TR b2 -7 (0.48 pglg) .
®2 BEZBBEBREICEITAREVE HEME (%TAR)
P 518 R o#s FrIR % 5-
oy 1 0.1 1 10 100
mg/kg AE | mg/kg (AHE | mg/kg {AE | mgkg AE | mgkg (A&
7 91.9 93.9 92.6 92.1 93.9
£ 5.4 3.9 5.0 5.0 3.6
P& 5t 97.3 97.8 97.6 97.1 97.5
FHAR R Y 2.2 1.7 2.1 2.4 2.0
LB 7% 0.47 0.51 0.44 0.51 0.47
Fo HE D =2—VAALEZSD 7 v b (—BEE4 4 P8) (2 4C-hY TV

—/L% 1.0 mg/kg (RE CTER I+ —FRIBN& S L C. IR PP aRER 23 5k X
T

IR T+ RN E-% 24 BRI CREFTRIICE 12%TAR. JRHIZ 60%TAR
~65%TAR N ON#EFZ 3.5%TAR~4%TAR MHE X n7-. F 7%k 14%TAR
~18%TAR. L& I 6%TAR~9I%TAR OEENRD HiLl-, (B 1)

(3) vy rO
SD 7 v b (—#EEE 10 PT) (2 4C- b Y 7Y —/L % 10 mg/kg R CHLERE O£
L, KA ZHWTREPFEE - B8R S -,

JRAVERE T RED 95.83% 8N KB bD 1,2,4- 8 7Y — L ThoT-, (B 1)

lu\ﬁﬂﬁ_iﬁsﬁ

1,24- V7V —=DT v b, =T RAKRT X% T 2VEEE R 5 S
iz,

HRIIFE I ITRENTWS, (BRE1, 2)
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x3 AMEHHREE
¥ 5. LDso (mg/kg 1K) .
s ELYKii pm e B S UTIER
JEMR 72 L
SD 7 v h
HE 3 JC 500~5,000 5,000 mg/kg A T AT
T
PHER, PRGBS —BOIREE
. _ DAL MEEN SR BN
Wistar 7 v k
1,650 1,650
&0 WERES 15 I 1,250 mg/kg RELL | T
1
~ A ZH LT ERNCELH 7 L
(PERI K Y 3,650
VEERBH)
AV SR LUT-ERHCRE#H R L
(PERI K Y 666
VEEAR )
PHER, PEMRREE . —OIREE
. _ DEAL ., MEENL ST B
Wistar 7 v b
ERER- 5~20 [T 4,200 3130
2,500 mg/kg AL TH
=
(29573 MERIE, EHO &, K]
BunEt, HA X, PR,
NZW 7 % 200~5,000 PRIE, PRUE, #RME, Rk
2 T
2,000 mg/kg RELLETA
e
Wistar 5 o | LCs0 (mg/L) ZMUTZERNTELH 2 L
oA eI QOGIE- &N 2.05
NMRI ~ 7 & 9,90 SR LTCERNCRE#Ze L
PRI 2 OV | BB '

3. MR - BRICHT B HRIBE R UK &R SR
1,2,4- 8 U7V —L®D NZW 05 & F 72 AR B OV RS i P akiR 73 S i
IR U CHEBEDOIRRIEE, BRIkt L CREEE ORI D378 0

STz, TOREER, IR

Sy AW

Hartley €/VE v b &R 2 R EAEMRBR (Maximization %) 2350 S 4,
fERIIREETH -T2,

(PR 1)

12




4. FRUSEHER
(1) 90 HEEStE4EER (v )
Wistar 7 v b (—BEMERES 15 VC) 2 AV 7=iREE (1,2,4- U 7>~ —/1:0, 100,
500 K TN 2,500 ppm : FEIRAEIEIIER 4 2/) B512 X 5 90 AT A
PERBR DN T S Tz,

x4 0 BEE[ESEESR (Sv b)) OFHREFERE

e 58 100 ppm 500 ppm | 2,500 ppm
¥R R E R E | [ 7.8 37.9 212
(mg/kg IKE/H) | M 10.2 54.2 267

2,500 ppm 2 G-RHEOMERE TR (HERESS 2 §) K OVREH NS, [FHEERE T/
BRMAR (SR VER i M OV REHNEAE B3 580 BT 0 T BT & I IMERE &
% 500 ppm (# : 37.9 mg/kg RE/H | M : 54.2 mg/kg AEH/H) THDHLE X
bhiz, &1

(2) 0 BEHEALSY/ AESEEHEHEER (Sv M)
Wistar Hannover 7 > b (—#xEMEaABREE « —HEMERESS 10 DT, fhftmthalin
BE . —BEMERER 10 PT) & FHWoREE (1,2,4- 8 Y 7Y —/L 1 0, 250, 500, 3,000
KT 1,000/4,000 ppm! : FERAREREITER 5 B2 R) 512X 5 90 H i EM:
AR R ORGSR N S S v T,

&5 90 BREZMFNE/ARESHEHEHER (Sv b)) OFHRFERE

e 5 250 ppm 500 ppm | 3,000 ppm | 1,000/4,000 ppm
SRR E | 16 33 183 210
(mg/kg IKHE/H) | M 19 41 234 275

BHEGHETRD DB AIER 6 ITRINLTN 5D,

HeD 2P 5T TSH O 23F0 Hiv7eny (500 ppm LA ERGHETHEZD
D) . Ts KO Tyl G- OHEIT < FIRBIOHREFI L RO 6o Tc 2
EMD, BEFHERITENEZ X bk,

AR VT, 3,000 ppm LA EF G HEOMERE CREIININS], Ik, EB)&
Pl REMEZEYE, R « AR R DR BRI L E RO DD T,
FEVERITMERE S & 500 ppm (M : 33 mg/kg RE/H ., M : 41 mg/kg KE/H) T
boHEEZLNTZ, (B

1 gD 4 BRENE 1,000 ppm, % DF%I1% 4,000 ppm TH G- Shiz,

13



&6 90 HEERMEEE/ MESIEHS

AER (T b)) TROON-FEHERR

B 51 1 i3
1,000/4,000 ppm
3,000 ppm LA E | - (REEHEINPHI - REH NN
- TG L OVREEN D - RSP
- MEMRZE - PEIRFEND S
- skt B o [ c) B ER ) B2

* BOL AVDORED AR KD

JeiR, AR, BeE, IRk,
BT, A =TT 4 =L T
OIFE &R L H BBV ATEIO
Wi SEHIE Y B O, B
EHE K

- TEEE & OYA FEEE) B
- RFHPRRERRAE S ME (A2, RIE.

CH . FBERREAR)

AN fﬁﬂﬁk@/ﬁ@/ﬁ&f

* B AVDORD RERIT D

Yetalf, AFEIR, A, TR,
TR, A —7 27 4 =L FT
DIEBRHA ., 325 430 FTH0
Wb, MBI O, B
RPN

- B L OVA FEEE) B
- R PPRESRHEA M

(A8 RIS,
CF. FRIMRR) 1

AN %ﬂﬁ-ﬁk@%ﬁ‘%/ﬁ%%

500 ppm LA

mIEFT R L

mIEFT R L

SN E ANV NS A e cl] T By
: 1 000/4,000 ppm £ GHE CTIXABEZEZN RN, HG5-ORE L HE LTz,

(3) 28 BRI EAMEMHHEE (YU X)

ICR v~ & (—REMERES 15 D) Z W= i8eE (1,2,4- U 7> —/L : 0, 50,
250, 500 K& Or 2,000 ppm : “FHRMRAEEIEIZE 7 28) KE5I2XL D5 28 AN
2t BRI Eh S v,

e 58 50 ppm 250 ppm 500 ppm | 2,000 ppm
SEYRRREEE | 1 9 47 90 356
(mg/kg IKE/H) | M 12 60 120 479

AFABRIZIN T, 2,000 ppm £ 5-HEOIE TR M RIS ZMiE 5 23380 B AL,
IR AR 5B L 7= B RO S e o 70T, BEEMEEITHET 500
ppm (90 mg/kg (RE/H) | M CTARER O f = M & 2,000 ppm (479 mg/kg AEH
/H) ThdEEZLZLNEZ, (1)

(4) 0 BEREEIHESHEHE (YTOUX)

ICR v 7 A& (—REMERES 20 PT) Z W-I1REE (1,2,4- U 7> —/L : 0. 500,
1,000, 3,000 K T 6,000 ppm : ‘PR AE IR IIER 8 &) 512K 5 90 HIH

14



AR RER 3 FE i S T,

&8 90 HRIFEZAMHMRAER (VX)) OFHRFERE

e 58 500 ppm | 1,000 ppm | 3,000 ppm | 6,000 ppm
SRR E R E | B 80 161 487 988
(mg/kg KE/H) | it 105 215 663 1,350

BB EGHTRO LN EMEIT RIEER 9 ITREIN TV D,

6,000 ppm & 5-FEDMERETHFIED P450 JEM:HIN & Y UDPGT &M D )78
AN, 3,000 ppm LA EEGEEOMEHET ECOD, EROD KO8 ALD #E OB AN ASER
WO,

AFBRIZIBV T, 3,000 ppm B B GREOMECHRER, MG EE&M . BB
MREICEBT DT AR b= AFROZLHFRD Hiv, 6,000 ppm $&5-FEO i T HREER,
Jibdfte st B BEJR E DN FR O HITo DT, MEEMEEITHET 1,000 ppm (161 mg/kg &
#H/H) . #ET 3,000 ppm (663 mg/kg (KH/H) ThH B2 b, (B

&9 0 HMEIMSEER (YVXR) TROLON-BMHHR

58 Jii3 i3

6,000 ppm - HE - PRER

- (REIG NP M OB EH B - (RE NS

- FEHHE ! B S - Jibditf et B AR

- 7V e < TV v i
3,000 ppm LA E - PRER 3,000 ppm LA T

- skttt B B AT R L

KT R b ARME, KT

R ZEVEIRGVE G AT 22

1,000 ppm UL K| BT AR L

5. BirEitsR

(1) 2 ARESESTE/ aREtHaEER (Sy )

Wistar Hannover 7 v b (—#%@IERBREE © —BEMEMES 20 PE, PRk EaaliR
B —BEMEMES 10 PC) Z W -iREE (1,2,4- U 7Y —/L 1 0, 125, 375, 1,000
F X 2,000 ppm : FERBAEREIZE 10 B2R) HEI1CX D 12 A ek
PR P OF A 5Bk 3 320 < Tz,

=10 12Hh ARENHSET/ MESHHEHEER (Sy b)) OFYEREKERE
HRE 125 ppm 375 ppm 1,000 ppm | 2,000 ppm
SRR AR B 1k 6.9 21 58 113
(mg/kg fAHE/H) i3 8.3 26 71 136

15




2,000 ppm TQ%&E%ODLH?EE&“G/J\H&I’E% (RRIZHFER) 1281 5 7L =i O#e
FHFIICAH BB (BM~ERE) 2330 bivle, BMoOF Tk, WNERLNE I E
iR > TRLIET D 7 v % > =l fa g o I e T4 (gap) X :t%%%

(break) 723F8 Hivlz, HEEEOHITIEL, 7/&%/ifﬁﬂ’ﬂ@ﬂ/ﬁ75>%b<
J& D K O\ BRI JE D5 FE Db % £ > Tz, D¢, ffl~ OfoEFrﬁ%ﬁ;%,ﬁE

THRER DR XXM b 2 > 72 El’f’fff%ff&%@%ﬂ:\ AR~/ v 77—V DIF
TE SIS 2 RIBAAE O EEIN23F8 D B ATz, 1T BRI 2RI TRR D &
Nn7pinoi=, 1,000 ppm LU EFGREOMERET iﬁiﬁi‘ﬁﬁﬂi‘fﬂﬁ?ﬂﬁl PR 5T,

FOB KO AFEEEOWPE TIX, WITINOERGEIC b BIRE G ICEE L%
ZITRO bR o7, 2,000 ppm HHFEOMEIZIWNT, 53, 6 K9 H
(2 4% 5 H BRI D 2358 S 72 23, Z OFREE 1 IE ) CHEGH A B 21T e )
S EROEE 12 PHTIEHRO bR Po T2 b, AR GIZEE L -
HLOTIE W EEZ B,

AFERIZIBV T, 1,000 ppm LA EO#G-HEOHERE TAREHIMNIMEI R b7
DT, MEMEEIIMERE S ¢ 375 ppm (K : 21 mg/kg (KE/H ., i : 26 mg/kg (K
H/H) ThreEZXbN, (MR8

6. E?E%Eﬂﬂnﬁsﬁ
(1) 2HEHKEBEHRER (v )
Wistar Hannover 7 v ~ (—#EMERES 30 IC) = H\W/-IREE (1,2,4- bV TV
—/L 10,250,500 X% O 3,000 ppm? : PIRAEIEITER 11 2]) K528 5 2
HEACESIERER S FEh S 7z, 8,000 ppm 58 T FL BB H012G 507k
Motz FrHARIE 250 &N 500 ppm &5-FED iR 3 Tz,

& 11 2HAREHR (Sv b)) OFEHREFERE

5B 250 ppm 500 ppm | 3,000 ppm
1 15.4 30.9 189
. PR i
SRR R g 17.5 36.2 218
(mg/kg IK&E/H) Jii3 16.0 32.0
¥ .
VRS 18.9 37.5

BRGRETRD NI RIEE 12 IR ENTWS
ARERIC BT, HEMW TIX 250 ppm VA FEGEED Fy 1 AT R INENHEIAS,
3,000 ppm & 5HED P MECAREIEMPNH], /NSRS O VEMEEFEE RO ST

2 FRHAMIMF O 0~7 H/7~21 HIL, #BRWEZ —EBEBINS 5700, 2FGHEORIRERRE N
139/104, 278/207 & TX 1,666/1,245 ppm (2 U H 17z,
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DT, —

H AR, Fy 7k
(KEE/H ., Fq it -

BT D MEEME B3 C 250 ppm A (P M : 15.4 mg/kg R/

16.0 mg/kg A/ H &)
37.5 mg/kg KE/H) .
ppm LA TG CTIIMRIRER G BEE L7220 Lo 72D

. T 500 ppm (P i : 36.2 mg/kg
BB TIIWNFh o RIZBW T 500

1% 500 ppm (P % : 30.9 mg/kg {KE/H, P : 36.2 mg/kg {KE/H ., Fi# : 32.0
mg/kg KE/H ., F1iff : 37.5 mg/kg (AH/H) THDHEEZ BT,
F 72, 500 ppm LA 35 FEO BECRERGFIEN, MEC RS K OMER 0o

PRIENFE O HNT- DT, BHHEEIC XT3 5 M &id 250 ppm (P

HE : 15.4 mg/kg

RE/H, PHf:17.5 mg/kg fKE/H | F1 /£ : 16.0 mg/kg {AE/H | F1 & : 18.9 mg/kg

KE/H) Thrt&EZONT, (BH1)
Fz12 2HARERERAR (Tv ) TROON-FHMR
L N %ﬁ:P\L%:FH ﬁFl /L,IFQ
B 1t i3 i3 i
3,000 ppm | - AREHIE] | - REHINENH]
- Jditse AR |+ Mol EE SRR
b 5
< NRRRR OZE | - IR R D 28
PE/ESE PR/
- K- Basid - ZIERIET
Bl - EIREAD
)] - JPELEE EHEN
XY - TRIRHEE N
- FEPLEE
500 ppm FLEOREHEN | 500 ppm LA R < BEORS R | - EEIAREED
2Lk mMERT R L - oot AR | - BEBA 0 OEIE
b
250 ppm 250 ppm < AREHES N | 250 ppm
PLE mEPT R L mEPT R L
I 3,000 ppm
g | 500 ppm mIEFT R L BT R L
wy | BT
S FUREMR GO N o Tmed, BB R EE T,

(2) RESHEHER (Svbh) O

Wistar (Alpk:AP) 7 v & (—H#£HE 10 %) OiEgE 7~17 H
TREEAE) 5 LT, ®ERE

YT —)L 0, 25 KT 100 mg/kg RE/H .

AR DN S T

RABRICE N T, WIFnoREGREOREY L O

17

Wil a (1,2,4-

(b AR 5B L 7o




BB DRI 10T, W R i%ﬁj%&@ﬂﬁﬁf?’&%ﬁ%ﬁ@%@ﬁﬁ% 100
mefkg (KU H T 52 oo, WAFALIRD DR~ Te,  (BH 1)

(3) RESHHER (Sy k) @

Wistar (Bor:WISW) 7 » & (—#ilf 25 JC) O4ER 6~15 HIZHEHIRE D (1,2,4-
kU7 Y —/1:0, 10, 30 &2 ¥ 100 mg/kg KT/ H | A : 0.5% 27 LE AR —/L EL)
Beh LT, FBAEBERBRD FEZ M I,

ARBRIZIBW T, 100 me/kg R/ H & 5-#E O REM CREEIIES ., BIET
KAEBELOEERAENBOONT-OT, BEEEIIHBWEOKBRIEED 3
mgkg AE/HThHHEZEZ LN, (B 1)

(4) RESHHR (Syh) O

Wistar (Bor:WISW) 7 v b (—#£ME 25 PC) OIENR 6~15 Bzl O (1,2,4-
YT —/L 0, 100 KTr 200 mg/kg RE/H ., ¥ 0.5% 2 LEA—/L EL)
Beh LT, AR =M S iz,

RENY) TlE, 100 mg/kg RE/H DL B GHECEREHRMNANE (100 mg/kg A/
HCTIIEEZRELRL) BN bhiz,

JERTiE, 200 mg/kg RE/H #% 58 TR 472 0 OAFRIEEREAD . 100 mg/kg
RE/H LA B GHECRARE K OBSEEERD P EO bivc, £72. 200 mg/kg
REE/H G C O BER L OBREATE O AN, 100 mg/kg K&/ H THK
Wﬁe@iﬁﬂbm: LD BTz,

ARRBRICH T 2 MEME R, BRI AR ONRIE & b 100 mg/kg K/ H AR &%
Z b, (ﬁﬁﬁ 1)

(5) RESHEE (V¥¥)

NZW 7% (—#EffE 25 UC) Ok 6~28 HIZHRHIR D (1,2,4- N U 7 —)b
0. 5. 15, 30 & U* 45 mglkg IKH/H . & : 0.6%CMC KiEiK) &5 LT, %
A TR ERRBR N ol S vz,

RENY) TlE, 45 mg/kg IR/ H B H5-EED 5 ] CTHEHR 7 EI 75> % £=3:1: 8= a1 %Y VA ON N
HHEIIIHINTE D B, 206 OEMWITITIE 16~24 BIZEhE xRS, £,
[F % G- FE CI3ATIR T EERD . A 3SEENK T, Hﬁﬁﬁz‘?ﬁ\ HEOWA, R,
WORME, B, MEEREO T,

JEETlX. 45 mg/kg ﬁ@/mﬁ%ﬁﬂﬁw@&oﬁ%ﬁ/ (B NEYE, B KRB
e OGRS RHE) D3R8 BTz,

RBRIZB T D E M EIL, AU & D 30 mglkg (AEH/H & B X 61
7=, (ZH1)
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7. Bi=EHHRER
1,2,4- N U 7Y — )V OME & W ABIRZERERRIR, T A =— AL AL —
PR B SRR 2 T B AR - 28R BB (Hgprt BiE 1) LOVT v b U 2 RERf
Ja % PV e G iR B BRIBR 28 FE e S A7z,
EREIR IBICTRENTWDLERY, &2 TEEThHho T2, (B

x 13 EEHEARNE

Ny e JLBRR T - e 5B it A
IR Salmonella typhimurium
i ﬁﬁ (TA98.TA100.TA1535 | 10~5,000 pug/~7 L — bk (+/-S9) EY
- TA1537 ££)
IR S. typhimurium 0
in | mEaEm (TA98.TA100.TA1535 | 100~7,500 pg/7' L — kb (+/-89) | [&it
o TA1537 Hﬁ}
T 1A .
75 Bk W%Eﬁlﬂ%ﬂ’ﬁfﬁﬂ? 43.2~691 pg/mL (+/-S9) 2
(Hgprt Bf5¥)
%%gfﬁ 7 bR 10.8~691 pg/mL Gk
=y,

1E) +- 89 : HHTEMALRFIE T R OIEFE T

8. TOHDEIER
(1) TRFAFVEER
1,24- MU T Y =L DT A ~a U EERICKT A REERETT 5720, Ty
PRI 1,2,4- 5 U 7 —/L% 105 mol/L T L. 37°C T 48 Kyl E5&
B, TA NIV = ROT e 2T U HE S,
FORER. 1,2,4- N T —E T v 2 —BIENHEL R E R o, (B
fR1)

(2) v FMEEBREZRW: /in vitroiE&

SD 7 v MO (9.5 Hifm, 1~3 {KHi) 12 1,24- U 7Y —/% 500 i
5,000 pmol/L THLER L. in vitro CHRABIEDRGT S L7,

RLBR 48 I (2, IRER O EALL, BB R | SR L MK B O #I7E W TN Brown
. O% Fabio D HiEIC L DA 2T U 7N FEE S, 5,000 pmol/L ALFLEEC
BWT, IR, EEE., KEBE MR a7 AEREICED Le, o DNA
MOE R EEBITEBIITRO bR T,

AFABRIZ BT 5,000 wmol/L LR, CTHEE 2R R F RN ZEO Hiiz, (B 1)
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I-2. [+YT7YJ—ILEEE]
1. BPERRNEMEER
(1) 59 +@®
SD 7 v b~ (—BEMERESS 2 P8) |2 14C- b Y 7 — )LEREE % 0.58. 58.6 & O 1,030
mg/kg ARE CHAIRR OHG LT, BIIERNEMRERD M iz,
R U T = VERBR ITE RIS v, 24 BRI DANICIZ & A ED R S iz,
B 5% 168 FE] CRPIZ 87.3% TAR~104%TAR, #H1Z 1.2%TAR~T7.4%TAR
ﬁ%ﬁéﬂ Fl ﬁ$_wﬁéhtoﬁﬁ¢ 1% 0.8%TAR~3.1%TAR DFE )
B BTz, lefrﬂi/\& NIMEEITRRD Do Tz, H51% 168 B O R BE
rriw% =3 75%&&&71&%% bhiz, &1

(2) v+
SD 7 v b (—HEMERES 2 PE) (2 14C- R U 7 — LEE#E % 0.58, 58.6 K& ) 1,030
mg/kg RE CHER O G LT, RPREWOFRGE - & &R I S i,
OG- iz b U 7Y — VEERRIEL, AE &R OWERNCBIfR 72 < 24 RERLANIC
FE A EDRRPICHEE S T, IRPERED FEE R ITARZ(LD N Y 7 — LR
McThHo7-, (ZH1)

2. lh\ﬁﬂﬁ-ﬁsﬁ
N T Y — A HEED T v b & W etk iR e < T,
RIIR 4IRS TS, (B 1)

& 14 ESHEREE ()7 V—)UEER)

wh LDso (mg/kg 1K) - S
e ) F m " B I NTIER
SD (Tif:RAIf) Ik R AR ERZZ H . LR,
B AR >5,000 >5,000 A
WSS 3 T AR
lu\ﬁﬂﬁ_ﬁsﬁ

(1) 14 ERESEESHESEER (v )
SD (Tif:RAIf) 7 v b (—HEMERES 5 D8) ZHWZREE (Y 7Y — L EERE -
0. 100, 1,000 K& Tr 8,000 ppm : VA mEITER 16 2) HHIZXKD 14
H [ e T R BR 28 S i X A7z,
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F15 1A BRBIMEEEER (Sv b OFHREERE

B 58 100 ppm | 1,000 ppm | 8,000 ppm
EH RIS R E | 10.6 103 788
(mg/kg KE/H) | iff 10.1 97.2 704

AFRBRICB D TWTNOR GRS O TS BAAR 5B L7 23500 5
NI oTe DT, MMM & & AR ER O fcm & 8,000 ppm (K @ 788
mg/kg (KE/H ., M : 704 mg/kg (KE/H) THHEEXLNTZ, (B

(2) 9 HMBESHSHHER (Y k)
Wistar Hannover 7 v b (—BFEMERER 10 JC) 2 FHW2IREE (MU 7Y — ) LfEE
2 : 0. 3,250, 6,500 & TF 13,000 ppm : FEJAEIEITR 16 ZH) K52 X
% 29 H S B R 2 s S Tz,

F 16 29 BREBISMESMEGER (v ) OFHREERE

B HRE 3,250 ppm 6,500 ppm 13,000 ppm
SRR AR TR B A I 243 483 993
(mg/kg (AE/H) ki3 260 519 940

6,500 & Y 13,000 ppm # 5-HEZ BV TR pH OB 22K FRFRO HIL72M3,
B IO AL L ORI LITRR D BT, RIESERMECTH D = LITkEN T
HH DT, wBEFEMEEE T VWL O LB X BTz,

ARBIZB N T, WTNOEGREICEB W T H IR 5B L 72 23R8 5
AR oTo DT, M tE T & b ARRBRO K mAE 13,000 ppm (K : 993
mg/kg KE/H . M : 940 mg/kg KEH/H) ThHrEEZ BN, (B S8)

(3) 28 HHHEAMSEMERER (TVX)
ICR ~ U A (—BEMERES 10 JE) & W2 REE (MU 7> — LfEEEE - 0, 1,000,
3,000 }2 O 7,000 ppm : “FEIRIRERELER 17 20) KHI2X 25 28 AMEANME
R PERBR N FEhE X7z,

F17 28 HEBIMEMEHER (YOX) OFHREERE

&5RE 1,000 ppm 3,000 ppm 7,000 ppm
R TE I & YAt 159 483 1,070
(mg/kg AFE/H) i 183 542 1,360

ARERIZB W T, WTNOERGEICE W THRIERE 523 L2 2T 5
NI o Te DT, MM R & & AR B O m A& 7,000 ppm (K : 1,070
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mg/kg (AEE/H ., M : 1,360 mg/kg AE/H) THHEEZ LN, (BIRSY)

(4) BEMERYSEY/AESEHEEER (Sv )

Wistar Hannover 7 > ~ (—#xtEalBREE « —HEMERESS 10 DT, ARt tEatin
B —BEMERER 6 L) Z HW2RER (R Y 7Y — LEERZ : 0, 100, 500 K OF 1,000
mg/kg (RE/H : SFEIRIAEIETR 18 ) K5I LD 13 HH A/
R OFE RN FEhE S A7z,

x18 13 ERMBIMSE/ MESEHEHR (S ) OTHRKERE

. 100 500 1,000

B mgkg (KE/H | mokg (KE/H | ma/kg (Ke/H
SRR AR B & i 94 495 1,000
(mg/kg IKE/H) | M 119 627 1,180

1,000 mg/kg AH/ A & 5RO T, B ifERRBIKE B O Z 1 5> WBC O
DIRHUMATRO ST, TOREIIE RT — X OHPHNTH -2 & HETIX
FRHEA I IR & ORI TR BV o 72 2 & RO CIXfii #r /87
A—HZEBITRD DN Do T2 2 0D | RIREGIZEE L= 2L TixZen &
EZ DT, MRRFRRA (FOB KO HFSEBEOHIE) T, WTIho#ks
BRI DRI 5T L7 IR Lo 7,

ARBRIZBNT, WTNORGHIZ  REER 5 1CBE U7 2203580 bz )
ST DT, MM R IHERE & & AR O & A& 1,000 mg/kg (R8/H (4 : 1,000
mg/kg KE/H, M : 1,180 mg/kg (KE/H) THDH B X Lz, WmAMEMHRXE
PEIZRD Do Tz,  (BIRS)

. EERESMHRAR
(1 ) 1 HAEBEHEER (v k)

Wistar Hannover 7 » ~ (—BEMERER 25 VT) ZHW2REE (KU 7Y — LfE
iz : 0, 100, 300 & TF 1,000 mg/kg (RE/H : FEIRAEEBIEIZR 19 2) &5
28D 1 HARERERER S S hE S A7,
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& 19 1HARERR (Sv b)) OFEHREFERE

. 100 mg/kg 300 mg/kg 1,000 mg/kg
B i/ H /A </ H
i JA(E 96 287 959
SRR AR B U E PR ki3 98 293 976
(mg/kg {KE/H) i i3 93 280 926
Fu AR i 78 246 770

1,000 mg/kg {AH/ A & 5-FE D P HECIREIE NG & OHEEE R 3580 B,
P M\ CIIWTNOHKGHETHREEGIZEE L7 EITRBO oo 720D T,
BlLENY) O BeF M 83 C 300 mg/kg (RE/H (P i : 287 mg/kg (K&E/H ., Fq
280 mg/kg RH/H) | HETAFBROKREHE 1,000 mg/kg (K5/H (P : 976
mg/kg (RKE/H, Filff : 770 mg/kg (KE/H) ThHDH EEZ LN, WEW T3k
R EICREE L= B3RO b - 7= T, EHREBIIARBROKEHE
1,000 mg/kg (KE/H (P & : 959 mg/kg {KE/H, Pt : 976 mg/kg (K&E/H, Fu
Mk - 926 mg/kg (RHE/H ., F1l : 770 mg/kg (AAHE/H) THDHEEZ LN, ZHH
RRICKI T 2 BT O b2 ho Tz, (BIES)

(2) RESHER (Sv ) <BSFBEH>
Wistar Hannover 7 v & (—##f 20 L) OE4R 6~19 BHIZs@dl#ED (MU 7
Y — LEERR : 0, 500, 750 K& T* 1,000 mg/kg {RE/H . EBERH) #5 LT, %
AR (TEREY) NEfmIT,
ARBRIZBNT, WTNORGHORE L ORI & iR G2 BEE L7
BIIBD LN ol (B8

(3) RESHER (Sv M)

Wistar Hannover 7 v & (—#f#ff 24 VL) OEHR 6~19 BIZs@dlI#ED (MU 7
Y — VEEEE : 0, 100, 300 K& TF 1,000 mg/kg (RE/H ., ¥BE : 0.5%CMC KIFIR)
Beh- LT, MR i S v,

1,000 mg/kg AR/ H & 58 TlX. HEW 3 BIICEE 2 ERARER (EFEHE T, Wy
IS, FERAEE, AL, SCELAOHRIR) NRO LD, il O I3LT
Bz 8~9 HIZ LRI, FHEOKY OB ~OEGITF I Siniz, L& OH]
TR CUIXTEALE O T AVERGR 3 7 BT 05, B SUIHIT I 1T 2 R FTRIIE O 18 1 X
HINTW W, [FRECIE, REEMMmE] GER 8~10 H) K UEEHERD R
Do,

ARRERIZIB VT, 1,000 mg/kg (KT H e G-HEO REEY) CRERIRAEIR, AN

3 ARFEBRII TR E L CEINTZT2D, 2EEEE L,
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HlENRO HAL, 300 mg/kg K/ H LTGRO IR IR O 2GR
LN o 7D T, HEfEEIX, HEmAk ORI E b 300 mg/kg (AH/H “Cé?)é
EEZ LN,

1,000 mg/kg AH/ A & 58 TIEE GO P L S 72720 Y &I
BT DML ORI ﬂfé%@_owfmﬂﬁf%ﬁ#oto%Omwgﬁﬁy
HLLF CHREFTEIEIZERD bk hoT-, (B 8)

(4) RESHEER (OUF)

NZW 79 (—#ElE 25 PT) OFIR 6~28 HIZHEHIRE D (MU 7Y — LEEE -
0. 100, 750 & TX 1,000 mg/kg AH/H ., HWEAH) &5 LT, BAEEMERER)N
FEhE S T,

BERGHETHRO b EmHEITRIER 20 ITRIATW D

100, 750 &1 1,000 mg/kg (RHEH/H & GHORNEWDO > B, TilZEiv 1, 6 &
W10 BN IT EZEINTZ, 2D H 5, 750 mg/kg (RE/B & GHEO 1 6] &
1,000 mg/kg 8/ H&EERED 8 HlDIETE 1L, AFI2 #EEME (pH 1.9~2.0) TH
6*&’&6%%%%Fm%2’i6%@f 2HFMEICLD O TN ES
26N, TNHOETEEMO RERSICH W T, BEIEEEICZEO NS A X
B GRIR~ER 1.0cm) 238D %ﬂf\—o ZDOX DB DOIREIT LV EEEENH
DU REHEMEOE LW IR EBADZ ST L THEHET LD EEZI BN
Too MR GACESE L7220 101E, 1R 9 A DR biLiz, £ OMOSET 1 TREH
Bl X A2BE L IZEED WD EE X BT,

ARRERIZIBW T, 750 me/kg RE/H UL EHRGHOREMW) TR LT, REIEINM
FEEN, BRIRCIREENRRD SN0 T, BEEEIIBEHLOHRIELE B 100
mg/kg (AHE/H Th D &R bV, ABEITRDO bNRhoTz, (B 8)

&2 FREBMHER (VUFX) TROON-BEURR

51 RE fig i
1,000 mg/kg A&/ H
750 mg/kg {KH/H UL < BT - R
- JiLpE 2

BEMRE (%) @

- (REEE IS

- FEEH B

- HORE (b A, 85)

100 mg/kg A/ H =IEAT R 72 L =IEAT R 72 L

a: 750 mg/kg (R H/ H & 5D 7
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5. BizEMHER
MU T Y — VEEER ORI & W IRZERE BRI, ~ 7 2 U o3 EE 2
7o ATHEZEIRZE FLER e OV e b U BRI A PO 7 G R 8 55 3R 28 St S 47z
FERIIR 21 ITREINTWH ERBY, 2TREThH-T=, (1)

x 21 BEEEHEAREE

AR ES BRI - B GE i A

S. typhimurium

(TA98, TA100,TA1535
TA1537 ££) 20~5,120 pg/ 7 L — b £
FEscherichia coli

(WP2P, WP2P uvrA ¥%)

in

t S o <
VO s ek |~ A U LSRN

2 Fe A

Qeea (R FH | v b Y o ERNG

. 0.318~1.27 /mL (+/-S9 i
LR mg/mL ( ) p

1) +- 89« EHTEMALRIFAE T R USEFFE T

I-3. [FUT7YV—LT7F3=V]
1. BPERRNEMER
(1) 59 +@®
SD (Tif:RAIf) 7 > b (—BEMERER 4 V0) (CWUC- R 7Y —A T F7=% 0.5
} O 50 mg/kg R EE CHIERE D&% 5 L <. SMWIRPNIEMHRBR D i S -,
P51 24 R CHREGHEREDIZ E AL (I : 96.1%TAR~97.7%TAR, M :
92.0%TAR~99.0%TAR) M JRHICHEM I 417z, 5% 168 REf O PR I1X
3% TAR~T%TAR., M H~DOPEMIT 0.5%TAR Kiili T - 72, &5 168 Hefii] 1%
IZHBV T, 0.5 mg/kg (RE B G-#F TIIAM~ O IR O 517, 50 mg/kg (K
PG RECIE, EICATIER. B QMg TP 1C 0.022 pgl/g LLFERD iz,
Fo. ARBRTHONTIREOEBEZ O T, (REFRE - & &R HE
iz,
PR T 69%TAR~86%TAR K N H T 1% TAR~2%TAR 23K E LD ~ U 7
—NT T2 THY, JRPBEHHEED 8%~19% K OFEH D 1%TAR AN 7 & F
JVEEEIR (Nacetyl-D,L-triazole alanine) Tdh-7=, (B 1)

(2) 59 +@
SD 7 v b (—REfERER 2 JC) (2 14C- R Y 7Y — LT T =% 0.56, 54.4 LN
994 mg/kg RE CHEHE D& 5 L C, EMWIRPNIEMRER D 50 S vz,
B 5-1% 24 BT 66.1%TAR~79.7%TAR., #5-% 48 B[l T 87.4%TAR~
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97.4%TAR PRI HEM S v, FEPICI3 & 5% 168 FEf T 6% TAR~18%TAR
MR S 7e, 5 168 REfE £ OAHARFR BB IR LI LR o 72,
F7-. KRR TE LR Z AW TREFEE - & &R S iz,
e 5.1% 24 WS D FR T BE D 82%~93% N AR ZALD N T — LT T =T
HY . 13%~30%07 & F/ILiFHER (N-acetyl-D,L-triazole alanine) T&H > 7-,
(ZH 1)

2. 2HESHHR
NIVT Y —=NT7=2D7y e~ T A& W2 EEERERS I e ST,
ERITER 2 ITRENTVWE, (B

22 SMEHHABREE (MJT7Y—ILT7I3=V)

g5 LDso (mg/kg {AH) " -
e LR ” i Bl S Ve
Wistar(Bor:WISW) SLE, BEPR. FERO)E ., EH)
7w b >5,000 >5,000 N
MERESS 10 T FELHIZe L
. Wistar(Alderly Park)
HE 5k 52,000 | 2,000 | fEREOSECHL
MERESS 5 DT
Nﬁ%&f;ﬁg\V;?@X >5,000 >5,000 JEAR K OBE ] 72 L

3. EEMSEMHHR
(1) 28 A ESMSERE (Sv )

Wistar (Bor:WISW) 7 v ~ (—#EMERES 20 PC) 2 W zgddlfka (FU T
V=)L T Z =210, 25, 100 X400 mg/kg IKE/H) #&EIZ L5 28 HEHEA
PEERERER AN IS X7z, —BESS 10 PEIE 28 H M o EIERER IV BT,

400 mg/kg RHE/H & G-HEORETI R FE K O Cre O QN JRIEE @ﬁw
DR BTN, BN oD T BEAR AR 5 AR A K UMt oD i i AL IS 2B ITRE D &
NihotleZ Enn, BT EIIEZ NN -T, £72, 400 mg/kg (ENEEY)
H &“%imﬁk&ﬂﬂ%ﬁ&(}ttﬁytmﬁu75: LD BV, TREHAR AR A K O
MR AR S o T Z e h, BT R & IEE 2 SRR
72,

ARBIZBNT, WTNOBEGEHZB W T H R G ICBE L7280 &
MR- T2 DT, B ITHERE & & ARABR O & & & 400 mg/kg (AH/H Th
LHiEZBNE, (BR1)

Vi

¢ REEEZHERE VD, (CLTFHELE, )
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(2) WO AHESRMSERE (v )
Wistar (Bor:'WISW) 7 v b (—#EHERES 20 D) ZHWZiREE (RU T Y —
VT T =20, 1,250, 5,000 & TF 20,000 ppm : BIREICEIIR 23 20R) &5
IZ & % 90 A M A ERIR A I S iz,

F23 90 BHEBEIAMEMEHR (Sv b OFHREERE

B 58 1,250 ppm 5,000 ppm 20,000 ppm
YR AR | B 90 370 1,510
(mg/kg (RTE/H) | M 160 400 1,680

20,000 ppm ¥ 5-FEDOHET TG, Bil X OV JRFERZFE LS, 5,000 ppm LA B 5
HEOMET TG BNAEICHD LTen, Z{LOREN/NIWZ &, —mEThHho72 2
&R OMBREBIMHNCR KT 5 A ReEn H 5 Z &b, BER L FEZ LA
o T,

AFRBRIZE VT, 20,000 ppm #EGREOMETRERININH 23380 S, M Tl
R G B L= B IO bR o 7D T, HEEMERITET 5,000 ppm

(370 mg/kg RH/H) | METAZER O & H & 20,000 ppm (1,680 mg/kg (KH
/IB) ThrLE2LREZ, R

(3) 2;EMEIMSHERR (Tv ) <BFEH>
Wistar (Bor:WISW) 7 v b (—##E 10 P8 ZHW8K (R 7Y —L7T
Z=1:0, 3,000 % 7" 10,000 ppm, “FHMRABRE : 0, 448 &% 1,490 mg/kg
RTE/H) 5 X5 2 WM ERMERBR D FE i S vz,
A GBI L 72 BIERO b e o Tz, (B 1)

(4) 0 AMESMSERE (41X)
B — 7 VR (—BEMERES 4 V8) 2 I WTRBEE (R Y 7Y — 17 7 =2:0, 3,200,
8,000 & TX 20,000 ppm : M{AEEEILR 24 2 8) BHICL 5 90 H MM
PERRBR 3 20 <7z,

F24 0 BREBIAMEEHR (/1 X) OFHREERE

5B 3,200 ppm 8,000 ppm 20,000 ppm
SEE R AR R | 144 322 850
(mg/kg IKE/H) | M 150 345 902

s ABRIIHEREDT-OOMERE L THEESh, &GRS 2 BE &EWZ0, ZFERE LT,
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AFABRIZ I T 20,000 ppm $-5-HF O HE T AT HININH] & OE T &R 23578 8
B, HETITMRAEGICBE L= IR e o 7o DT, MEMEIIET
AFRER D i Fl & 20,000 ppm (850 mg/kg A/ H) | i T 8,000 ppm (345 mg/kg
KEH/H) ThoreExbhil, (B

4. BHSHERER
(1) 12 AREESYE/ AEEEHEEER (Sy M)
Wistar Hannover 7 > b (—#x#EMEaBREE « —HEMERESS 20 DT, fhftmthalin
BE . —HEMERESS 10 PT) 2 AWZiREE (R Y 7Y —v7 J =210, 600, 2,000,
6,000 }2 ) 20,000 ppm : ‘FEMAREREITER 25 ) 52X D 12 A g
PEEEPE AR OF A R 23 it S 7z,

&25 L2HARENSE/MESEHGHR (Sy b)) OTHREKERE

e 5 600 ppm 2,000 ppm 6,000 ppm 20,000 ppm
PRI ERE | 28 93 278 916
(mg/kg IKE/H) v 36 120 375 1,270

2,000 ppm VL EEEREOHET, 5 6 22HICH U 7 LD KON Glu #1733
OOHNTEN, BE 3 LK I2 0AIZIFRD NPT D iERGIZE
B OTHARWEEZ bz, £7-. 20,000 ppm 57D MEME TR
FAIRALDFRD B v, BEDOFER TIIFFFIICEBERIEIMN A SN0, IHRED
FEABAEE (K - 17/20 5], M - 18/20 ) 1 JocFHEHEE (B - 14/20 1, M : 18/20 1)
ERIHETH 722 & OIS Z R T HRARERITEO b ho7 2 & KD
ZOEITERT v MIB T2 R ERRETHLZ b, HEIZEEL
b DO TIERWEEZ b,

PRI (FOB KO AFSEBEOHIE) TiX, WTHo& GRS b MRIE
Pe 5B U7 IR DR o 7z,

ARBRIZBNT, WTN OGRS REER 5 1CBE U7 223G 0 bz de
ST-DT, MEME R & b ARRER O & & & 20,000 ppm (4 : 916 mg/kg
(RE/H. WM 1,270 mg/kg KE/H) THD EEZL LN, BIEHEREMEITER
LIV moT-, (PR 8)

5. £ERESHHER
(1) 1HREESHER (Sv b)) <BEEH>
Wistar (Alderley Park) 7 > b (—#¢#E 6 DL, #ff 12 L) ZHW/ZiREE (R Y
7Y =T Z =2 0,150, 625.2,500 & T 10,000 ppm) G2k D 1 fHARE

O ARREBRIT T AR E L TR SRR TH Y . 8Dz, 2EGR L LT,
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SEEAER (TIRaER) 23 FEhE S A7z,

BENY TlX, ARG L2 8358 i » 7z, 10,000 ppm £ 5-
BV E) CIRAENFRD b, FRET ix)%’ﬂ?%iaiiﬁmﬁﬁﬁu Db, (B
FR 1)

(2) 2HKERERE (Tv )
Wistar (Alpk:AP) 7 > & (—HERE 15 DT, i 30 PT) Z HWW=iEEE (RU 7Y
—)L7 7 =2 10,500, 2,000 &% TX 10,000 ppm, FEHRAEEEILIE 26 1)
B 52 X B 2 HAREBGHARER A E i < T,

#&26 2HAREHER (Sv b)) OFEHYREFERE

B 5B 500 ppm 2,000 ppm 10,000 ppm
TR | i = 25 o
(mg/kg (AE/H) Py ﬁi i; 123 Z;Z
BB TR BRI BB L 72 2B 38 0 B LR o 72, B TliE. 10,000

ppm & GHED Fro THREEHMNPNHI KL ONFAE L E S 1 QNS Fop C IR IE I B &
DR BT D T, HEEMEEITHENY CHELE & b ARRER O & & & 10,000
ppm (P : 1,100 mg/kg /R /H . P M : 1,110 mg/kg (KE/H . F1 1t : 929 mg/kg
{KE/R, Fiif : 988 mg/kg (AE/H) | IREM T 2,000 ppm (P & : 213 mg/kg
(RE/H ., P : 223 mg/kg K/ H | Fi 192 mg/kg (KH/H | F1 i : 199 mg/kg
KE/H) THDHEEZ LN, BIHREICH T DT benotz, (B
1)

(3) RESMHEER (Sv M)
Wistar 7 v b (Alpk:AP) (—H#EfE 24 ) OILIR 7~16 HIZ58 RO (JFIK -
0. 100, 300 } T 1,000 mg/kg (&AE/H) i&ff LC, BABMREBRN I S vz,
RN CTld, MR G-I B L 722 B8 b e oo 7z, IR TIE. 1,000
mg/kg KE/HZK G/ TH “ﬁ*&*ﬁﬁtﬂmﬁ%&(}% 13 MaHEE{LaZAE, 300
mg/kg REE/ A UL B3GR TR 2EE OB LB IE1FR D bz,
ARRBRIZ BT 2 WM R IR EY CARRBR O K& H & 1,000 mg/kg (KHEH/H |

B YT 100 mg/kg KT/H Th D L BEZ bivic, EaBIEERRD biv/en-Tz,
(I 1)

222

(4) RESHHAR (V¥

NZW 74X (—pEiE 25 PB) OMFE 6~28 Bzl n (R 7Y —A 7
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= :0, 30, 100 K2 O 250 mg/kg RE/H) &5 LT, BEFERBRNEE SN
72,

K BEHRE TR DB ERT ALIEER 27T IORS LTV D

250 mg/kg AHE/HEGHORIEIZHBWT, ﬁa%ﬁot%ﬂwlzoﬂbﬂﬂer i
LTI 52% KN 12%DIEIZRO bilTe, T b O'BEEFROIEOFR LI
T — X OHRBH (ZNEI 0%~50%% N 0%~10%) % E[Al-> T\ =7z, ik
BEICEELZbDEEZ BN,

ARRERIZIBW T, 250 me/kg R/ H & 5-HE O REM TINS5, Ik

IR CIRRE R OVE R A B MAFRD b= T, ﬂf@%&i%ﬁ%&oﬂﬁﬁk S
100 mg/kg AHE/H ThH D EEZ 2 bV, BAREITRD b7, (B 8)

F21 RESHHER (VX)) TRHONEERR

B 5B REENY) e lR
250 mg/kg {KE/H - R SO THRRAE (ESR 10 | - IRAE
HLLRE) CEMER (Ao EER
- PREEHS NN K OB EH & hyoid, angulated ala. ii'&
b (IR 6~29 H) NEJE) 80
100 mg/kg (AE/HEL T | wMEAT R Z2 L mIEET R L

6. BizEMHER
N T =T T = ORI & 7 DNA (1835 i OME IR 28R 28 kbR, F
YA == AN AX I (V79 KO CHO) % HAVW =85 2R RR R, ~v
A RRHESEMAE (BALB/3T3) % MW Ml EdsslBRl Mo~ 7 A R T v A =
— AN AL —Ze W T2 MERBR DN T S iz,
FERITER 28 I RSN TNDHERBY, 2 CRETH-T, (1, 2)
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*x 28 EEEARENE

R ISES SULPRYR S - e b i S
DNA Escherichia coli
. 62.5~1,000 ng/~7’ L — b (+/-S9 =M
st | (pol A%, pol Ar) He ENHESS) r
DNA Bacillus subtulis . N
ferats | (H17. M45 H) 20~1,000 pg/7 4 A2 (+/-S9) ek
DNA Z v AR
. 80~10,000 pg/mL (+/-S9 e
s kgL (+/-59) r
g S. typhimurium o ~
75 RatER (TA98 . TA100. TA102. | 20~5,000 pg/~7' L — K (+/-S9) 2
peoRm TA1535. TA1537 k)
S. typhimurium
e o (TA98.TA100.TA1535.
in | IR 3 "
. TA1537 ¥k) 313~5,000 pg/ 7 L — k (+/-S9) 2
- 75 B bR
vItro E. coli
(WP2uvrA ¥8)
g S. typhimurium O ~
75 5 3 (TA98.TA100.TA1535, 20~12,500 pug/7 L' — k (+/-S9) 2
SN TA1537 ¥k, TA1538 i)
WG | T YA =—ANLAS— 500~10,000 pg/0.1mL in water o
%/E\:gﬁ]gﬁ %H}H@ (V79) (+/-Sg) =
WETER | T A =—ANAAL— "
75 BB i (CHO) 500~10,000 pg/mL (+/-S9) 2
MRS |~V AR n
NMRI ~ 7 2 8,000 mg/kg {4
N ’ =N
MEAR (MR- 15 JC) (B A% 04 5 =1k
j CBCF1~7U A 2,500, 5,000 mg/kg (K&
o . D > e bk
vivo | EFI | (o) (Maber ) A
TxA=—ANLAZ— | 5000 mg/kg (K&
NS w ’ =
IEER ) CHEEREETS =t

1E) +- 89 : AHHTEMALRFIE T R OFEFE T

II.

L7,

[F)T7Y—ILZRIEE]
INFSCHRZ IR, N U T — VR A O AESERAEEIEICE L CTE O ER A

(B 4~17)
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1. ZLaAFJ—ILOBEESEEFRIIATEILF/ A VBREHBEROER (in
vitro)

SD 7 v hOEEM (9.5 Hiln ; B (1~3 {KHi) ) 7=ty —L% 125
M A L < b7 /1% 200 uM OIREET, SUIFEREED 7 L2 — /L RO
N7 — P TBR L in vitro THEFTEMED G S Tz,

RLPR 48 WEfiI#21Z, DREEFEDERE, BE R, SR K OEREEROHET CIZHF O
RN BIE SN, ¥ T — VBRI EDORE IR L Rk CTh - 7o,
Tty — VBT, HEROFERBONRO b, Trvaty — Kk
U b7 =L OO LB TlE, REBOAERBA PR LI, Zvafy —u
ﬁ@%@ﬁfmb%ﬂkﬁ%ﬁ@ﬁ9 X T DR EIT e o Tz,

F7-. EERIRIC 5% DIAERIL, HRBEL DY b 7 — VBB TENT N
27%w»mm1%ot IZXF LT, Za Tty — VBT 2% Th o 72, 7
LA — BT D BEIXEICE KO IRES IR b, Zva Tty —
AR T — L OB Tl 73 — L HMALERRE T &L B
R R ONRBE ) 0 BLH OISR A U7 A3, BEER K OVMg o O AR 2 b L 7e
Mmootz

ALER 60 WFERR TN DS YA T oL, 7/ > — VALERRE Cld, fhfk
MHERZAL NS BTN, T3 F S — L GO kT — L OFE FALBRRE C Ikt BRRE
CRIZETHoTZ, (PR 4)

2. 358Y=LOIVAERV=7 ) EOREREIZXT H1ER

N T —LVRIbEWMTHDHZ T —/L (CYP26 PREH]) %M\ T~ v Rk
K O=U N MROEREIZR T DIEANRET S CTnb, BAM & Thx1 KA
D~ AR(9.5 i) Z W= 7% A L PCR OSSR, Thx1 KIEH D CYP26b1
KON CYP26c1 DF L& T BF AR e~ TR Uz, £72, MHEEIR (9.5~10.5 H#in)
BNz CYP26al. CYP26b1 }e X CYP26c1 @ in situ " 7 )V XA ¥ —2 3
IHTICBNT Y, Thxl RIEFID CYP26al. CYP26b1 KN CYP26c1 DFEBLILE
AR LTl LT,

KT a Y — ) EAER% . 24~48 KR IN-=U NI R (AT —Y 10 XL
14) Ti%, BEMFTHEOXKE, /NER, BEHEOH O KR OMHIRS DK, AR K
B, DIEEER . OIERE BERESE SR bz, IS ORE D% X Thxl X
RO~ T A K OEEI R VT ) A VR T SN TR S S 7,

Xy — VB LRI\ T, VT A VEEA ISR O Raldh2 O % B E)N
ER LU=, 2, VF A VERALB L2 IRIZRB W T, NIREK OHFIIREED Hoxbl
DFBLNFHEIR S iz,

Thx1 R~ 7 ATH1T 5H CYP26 R ORI FEDORERNG  VF ) A 8
IZE > T SN D IRERAO BFRE 1L, Thxl OBERERFAOBRICHEST D

32



& DA S TZ, (B 5)

3. LF/ A VBOMERMEIZET S CYP BREZEDER

C57BL/6J ~ 7 ADIIR 9 HIZ VT /A UEiEE & 5&HIFE 0 (0, 10, 25, 50 KLY
100 mg/kg KH/H ; £ E4 0, 29,000, 72,500, 145,000 K& TF 290,000 TU/kg 1A
H/HICHEY) &5 L. 1. 2, 4, 6, 12 LT 24 FFREIZICHE L ONMAE 2 860, S
MR 18 HIC &R L TRIEARIH U, BAZEF L O Rk S Bl S v 7z,

SHEEBAE RHR 1T 25 mg/kg (RE/H UL EHRGHTHRO Hiv, HEICHE L TRFE O
RENSHEML, FTHAOCOZEEDOKIZEDAREICEM LT, DR EEIT 25
mg/kg RE/H UL ERGRECRO DN, FHEE R IEOFRAERIK 256%
T A EAHEMEIIMHER T E 2D o 72, 50 mg/kg REE/ H UL F3GREC/NIERR RS
100 mg/kg (REE/ H £ 5-FE CRBAR, SUTHIEL OHAROEKIEZRNRBO vz, (B
H6)

4. M) T7I—NLRBEAFIC KL DHEREFERER

N T Y= VRIEEWIZ, (T o WD in vitro B53RIZKT U TIEATTZMEER 23 &
D, MEEMED YT Y — LB OMRETEIEERIL, B CYP PR IZETE L |
HRIREEIL, SMENED trans VT ) A VBBIIKBICL A DD LR TH DL EE XD
Nz, BIESNTREN LT ) A VOIS FECL D b0 b THEE L =2
EMD, VF A ORI S-T 5 8 E D CYP26 FERIEMEN MY 7 — L1k
EWZE VB L, VF A VBRI L DR GRRRICHENICERE L0 LB
b, (ZRT)
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V. £&6H

ZRIZET BRI E2HWT, N 7Y — L ZREEoLERHFY THH [1,2,4- b
V77—, MU T =T T7= KON TV —VEEER] (22O T JMPR KO
KEPTo Ml RE LR L2 2 A, BRNEEEZBES T, 2R LULEZERNT
+37 b DO LIFE ARV, BRI TH LN TV AIREMENE LD LN D
ThHU, N7 Y= VREELFNT HEOSZEEE & L TUIFMHFRETH 5 &
Wr L 7=,

UG CHERR L7z 1,24 R U7 Y=, RUTY—EEE RN 7Y — LT T =
>DZ v FERAWTEENEMRBOMER B O&RE SN 1,24 N T —L
NUT Y= VEERE R NN Y T LT T = TSNS S, 24 BERBANIC
FE A RS T2, BIRPICHEIE S 4L, IR D70 < L 80.8% & FLH X
iz,

SRR RN, 1,24 NV 7Y — VR G X A EET, TICER (7
hHVX%m%\%ﬁE%ﬁw)&wwﬁ(ﬁmmﬁ)_M@QMto7/%%%
V72 90 H M SR AR E IR BRI B W TIRER, I S &R, /MKE
WROINENESE, RIGARRAMEE SN, 7 v M AW BIERRIC B WO TR RIK
T BERTEEINERS, Ty b E AW RAETERRICB O CREMW IR RSN
PHI TR D BTz I BT O H RS OIS IN & OVE AL R OB IMMRGR
Do, BEahiIEio oo,

NUT Y= VERER NN U 7Y — VT T = G X A ERE (B i)
IR bV, MRk ErE, BIERR IO DB, AR OREENEITERO b
Tpinolz,

1,2,4- 8NV 7Y —, MUTY—AFBE RN T =T 7= OERERICE
D ERMEREIITNENE 29, 30 K31 ITRENTWD

<BE>
<JMPR. 2015 4>
[1,2,4- V7 —]

ADI 0.2 mg/kg AH/H
(ADI % EARHLE £}) 2 AR
(EHE) 7w b
(111H) 2 AR
(B 5-J71%) IREH
(e 75 ) 16 mg/kg K/ H
(Z2=fR%%0) 100

ARfD 0.3 mg/kg (R
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ARfD & ERHLE L) FE AT AR

(

(BhHE) AU

(HA ) IR 6~28 H

(B 5-75715) SR %

(fEF ) 30 mg/kg (AR H/H
(‘Z 2% 100

[N T Y —AEEEE NN ) T — T 5 =]

ADI 1 mg/kg K/ H
(ADI 3 ERAE BHD) I A EE R
(B Fid) Z v b
(1) TR 7~16 H
(B 5-7515) B 11
(ADI B ERAE BLHD) I A EE R
(B FE) AV S
(1) TR 6~28 H
(B 5-7515) B 1
(i E ) 100 mg/kg A H/H
(‘R 100

ARfD7 3 mg/kg (K
(ARSD % EMRHEE}) I A EE R
(BhfE) 7 vk
(HAH) R 6~19 H
(B 5-75715) SR %
(JEEF M ) 300 mg/kg {AHE/H
(‘Z 2% 100

<EPA., 2011 >

cRfD 0.005 mg/kg AR H/H
(cRED B EMRHLE $}) 2 ARG
(B Fd) 7wk
(H ) 2 AR
(5 H51E) IRAH
(/N ) 15 mg/kg K/ H

7 2008 £ JMPR OFMIZ BV TiE TARD FRE DML L |
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(e AR5

aRfD (13~49 15D 4hk)

(aRfD B EARME L)
(BWi)
(H1HD)
(F5-J71%)
(FEEMR)
(e RAREK)

aRfD (—fx D)

(aRfD fEHRAE EL)
(Vi)

(41D

(&Euji {f)

(H
(

-~ EE%%M 29

3,000

0.03 mg/kg 1A HE
A TR
yAvES

1R 6~28 H

s il 2

30 mg/kg IR E/H
1,000

0.03 mg/kg A
A T MR
A

4Tk 6~28 H
SR

30 mg/kg A/ H
1,000
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x29 FHRRICBTLHESHEEF (1,2,4-+) 7))

o b Mt (mg/kg (AE/H) D
W AR (mg/kg (KFE/H) JMPR K EREEERES
S5k 0.100. 500.2,500| % : 37.9 38 e : 37.9
ppm M 54.2 e - 54.2
o bt B < (R,
%ﬁ;ﬁﬁ HE:0.7.8.87.9,212 | MERE : AREHINMD | KA TR ARG | MELE : (RN
e 0,102, 54.2 | I =M TR
267
0.250. 500, 3,000, |33 16 - 33
1,000/4,000 ppm It ;41
T Pk T B NS | B - TSH Wb
A AU T e
e | M2 0,16, 33,183, |[FOB Z{t4% R < UK EHINED
[ TR R
At 210 .
a7 B
M - 0.19.41.234,
276
0. 125, 375. 1,000, |21 e 21
12 7°H R 2,000 ppm I : 26
VLRI (1 0. 6.9, 21. 58, | PREH N
MR EME 113 MERE - PRI
BFERER |- 0. 8.3, 26, 71, il
136
0.250.500. 3,000 |# & BEw . — BlE
ppm? o — IREhY) . — Pt —
I : 36.2 ZIHAE : 15 P it : 36.2
P :0.15.4.30.9. | "2 : 35.8 FifE : —
189 B RE Filtf : 37.5
Pt : 0.17.5.36.2, |1 : 15.4-16.0 IHE)
oy | 218 i : 17.5-18.9 P i : 30.9
sty | FLEE:0,16.0.32.0 P itff : 36.2
Fi i : 0.18.9.37.5 F1 /% : 32.0
Fi iff : 87.5
(-0, 15, 31, 189 Y
fifE 0, 18, 36, 218] 3 Pl : 15.4
Pifff : 17.5
F1 % : 16.0
F1 i : 18.9
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. Bh & M E (mg/kg (KE/H) D
W R (mg/kg KE/H) JMPR KeJE] TR TER
HEW) BEWIE - (REE | BEWY
- AREEHS 0N | 0] e - AR EE SN
B A EE B D0 B M AR ER B | E (R EE G N 4
il /IR O ZE | R B - IRESEN | L N GRERR O 22
PE/EERE, SRR | BN, AN EE B | | ME/EE A
. FEAyRsE | ERE &R REY - BRI
WEhY) - FEMERT AL | BGERE - BER T | L
L BIHEE « BT
BHHRE « B RS- N, sEAEEE
Bghn, SAEO K OVEBH 1 o
2% i
0.25.100 FE) : 100 FHEh) : 100
JEIE - 100 BEIR : 100
b Yack: 3 Lo ISTIL7 VG0N U REE K OB IR -
#HABRO MR R L mMERT R L
%m&m) %h&w)
0. 10, 30. 100 t@% m t@% a) t%% %
REIR - FE IR fEIR -
R FEmYy - TR | REBNY - PRI [ FEBYY - (kR
AR ] ] |
fEIR AR E FE R - AR ER, RE IR AR
FEIE B %”%%
0. 100, 200 B . — B - —
MR — e . —
BEhY) - (REEN RENY) - (REEEN
"y Pl Ll
ﬁfgg IR R, T WE ¢ A
MR B
78 B n (NZEH, BIEkA
)
(DHEA, BT
)
<2 0.50. 250,500 M - 90 90 H 2 90
2,000 ppm M ;479 M ;479
28 H | kG BZEE
Ei=Y M : 0.9.47.90. M RERASME, K M REERENE, K
MR (356 S eSS e
M BT R L W BEVERT R L

I : 0.12.60,120,

479
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D KEEEHI R S LTV T,

39

<t b5 & M E (mg/kg (KE/H) D
o (mg/kg (KH/H) JMPR e = ES
0,500, 1,000, HE ;161 80 It ;161
3,000.6,000 ppm |t : 633 I : 663
90 H ﬁﬂ 7777777777777777777777777 72& : %%E%/ﬁ/}\
ﬁj%\ilé 72@:0\ 80.161.487. Mk& : *}E%@ E“%l/?(fﬁ %%@@E%ﬁfﬁﬂﬁﬁ Miﬁ : ?}E?ﬁjﬁ\ H\\P_‘l/%‘%
EE | 988 Sk B m ) 1t ot B B R
M : 0. 105, 215,
663.1,350
AN |0.5.15.30, 45 !@J% 30 !@J% 30 t%ﬁ% 30
R FE I FE IR Fe I
FrEhd - PHSE, K| BEEN4 © WESE REhy - WEE, K
Eiﬁémﬁn?ﬁm Eﬁﬁ PRIE R EER: ) I 3
ol 7N fah A BRI
fEIE - WZ&E I 1 B
(R ATE) fale - ARfRE
(R ATTE)
(REEATIE)
— EEMEIRETE RN oTn, [ BREHCEEL o T,
N EMEE TR O BT R AR LT,
: 3,000 ppm HHHETIE F1 BB+ oo~ 72720, Fi 1T 250 & T 500 ppm £
HED Bkl A Fhin LTz,




£330 BHRICHETLIEBIHEF (M) 7V ILEE)

o b5 e (mg/kg (AE/H) D
D R (mg/kg KE/H) JMPR K[E e =B
vk 0.100. 1,000, 8,000 | itk : 704 Ik - 788 Mt - 788
14 HfE |ppm I : 704 - 704
HEME | A - 10.6, 103, 788 | MEE  BEMERT AR
wIERER | - 10,1, 97.2. 704| L WERE - FEIERT R A | MERE - FEVERT R
L L
0. 3,250. 6,500, |940 ;993
29 11T 13,000 ppm i : 940
ﬁ,i,r; e 0, 243, 483, |MERE : FRAEFTI 7 L
epesrs 993 L MR - FEPEAT R 72
S L
Mt : 0. 260, 519,
940
0. 100, 300, 1,000| 1,000 M+ 1,000
L E R LLEPRERA i : 1,180
13 |0 94495 1000 g b
[ilsY jack=i2 i 1 1'80‘ : L MERE « BEMEPT A7
IR EENE | L
e (AP A
ITER B (PR T
RO HALARY)
0.100.300,1,000 | Hidh# : 287 B
HE - 770 P It - 287
P K- 0.96. 287. | HIHAE : 959 P i : 976
959 F1ff : 280
P i - 0,98, 293, |FENW)  REHIIN F1if : 770
976 il & OB EH & PREoiL7
Fiff - 0,93, 280, |2 () P i : 959
996 IRENY - FEMERT A P itf : 976
Fiitff - 0,78, 246, |78 L Fy e - 926
. 1770 F1l : 770
%;Q%ﬁ (AN 5
- EEITED LN BEY)
) HE AR EEHE I HD
N OB B

M EMEAT R L
REh - FErEPT A
A

(BHRE T X%
HEBITRO bR
V)
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. 5 & it E (mg/kg (AE/H) D
W R (mg/kg KE/H) JMPR K [E e =B
0.100.300. 1,000 |FHEIY : 300 REE - 300
AU ¢ 300 fEIE - 300
BEENY) - BEIRIEAR REENY) - BEIARIE LR
NGRS IE GO A T B N ) A
Ry B D fE R : 300 mg/kg
%igﬁ BIE : 300 mg/kg PRI/ A B F T A
i {KTE/A LT T AT L
PEpT R 72 L
(300 mg/kg {KHE/
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