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C

v I UUROBBEEMHFICHS [ 7 T =] (CASNo. 112636-83-6) (2D
T, KM ES (JECFA RHfiE, EMEA FHliE, SHNEFHEHERE) 2 VR

TR B A A S L 7=,

R AW R BRI SR L, B (T PROV), R (R, BfsdEtk, 2tk
P (T b)), aEErE (T y RO X) | BHEEEL OB AME (T A 7y M
U X)), ABgEsdstt (7> MEOTHF) F0aBRAGE Th 5,

BREEMRBROERND, VU7 T2V OREIC X DT, FITEEEIEGH], Chol
. g~ iRt R, AR R ORI EEOEN) Tho7T-,

~ U A%\ 18 0 H e AMEDFERERIZIUV T, 500 ppm #& G-REDMEC
FEISANEDFRD BTz,

B FEEAR T RIS S ORI FL 2 i%%r%“é 9: DU T =V DR AN TERE
W72 B mmE _%o <bOTIEZRL, BHEDOREILFRE & W L7z,

ARG A FEERRBR DRSS O L BLEM _M@tﬂﬂﬂuﬁnﬁﬁu B VR B A LRI DS 0 D AVTZ 3,
NRVEA~ OB I BB BN . ST I BLL ETAH DN Tz, [EATEMEITERD B
MNoT-,

%@%ﬁ%ﬁ%ﬁ@ﬁ%ﬁﬁ%\ K OIROWHETALNIEEIL, A XZ2HWz 90 HFHA

MBI 5 100 ppm (BET 2.7 mg/kg K/ H ., MET 3.5 mg/kg RE/ HIZHY)
UJ:TQ’%—L%?’C%L 517z Chol XNV FE O TH Y . MEME (NOAEL) (X 20 ppm

(T 0.61 mg/kg (KHE/H, MET0.71 mgkg IKE/HIZHY) ThoTo, —FH. L EH
DR TH DA X2 HA 7z 12 2 H eI BV T 150 ppm (HET 4.4 mg/kg &
/A MET 5.1 mg/kg RE/ HITHEY) LA EFRGHEOREIZ D A Chol DHENNA A 541, NOAEL
1L, 25 ppm (HET 0.71 mg/kg IRE/HIZAEY) Th-oto, MaBRIZH W CTHElIcA B
Chol DHINZ%4 5 NOAEL & L CiE, LY EMORERTES/= NOAEL 0 J5 3]
ThdrEEZ, V7 7=/10ONOAEL % 0.71 mg/kg (AH/H L5 Z LMY TH 5 &
T L 7=,

PbDZ &t 4 X&HVE 12 7b>ﬂ e ER > NOAELO.71 mg/kg AT/ H 2
TfFE 100 ZEA L, — HEBEGEFAE (ADI) % 0.0071 mgkg (RE/H & 3% E L1z,



[, M RSYEAEELOBE
1. A%
B Rl R

2. BURS D%
s . oV I=n
54, : Dicyclanil

3. t%4
IUPAC
4 : 4,6-diamino-2-cyclopropylaminopyrimidine-5-carbonitrile
CAS (No. 112636-83-6)
4, : 4,6-diamino-2-cyclopropylaminopyrimidine-5-carbonitrile

4. ¥R
CsH10Ns

5. #F=E
190.2

NH (S 2)

7. FEREMRMERKR

DY T =W, 1990 FEREPEICT ST A TR KV BB EINE Y I VRO
BHEEMHFICTH Y . FIZBWTY vz (Lucilia cuprina) 2 8 2/~ HUESCHL D
FEEET2DIHN IS,

W ClE, 30~100 mg/kg AE/> — X O T 5 wiv%iR 7 4 gl - Ui
Ehb, (B 3~6) HATIE, Yy 7 7=1aahA1 5t MHEOEMW AESN K
PRI TR,

¥, RTT 47V A MBI O R EEE 2R E SN TWD, (B

1 pour-on : WA EF AT, DEEZEWIOEIINT HHM, (BHRT)
2 SRS 17 AREAR G 5RE 499 B2 Lo TED LA R EYEE (B 1)



Il REEICRAIMEOHE
AFHiETIX, JECFA FHMi# (2000 4°) . EMEA #HlizE (1999 4F & Tf 2000 4F) |
SINBFFHEHE R (1998 4F) &2z, P37 T =V ORFMEICEIT 2 /a7 A8 L
7=, (B 3~6. 8~10)
F5Ep AR RERRER K O MR BRI, NS 94.3% DY L 7 T = )VFIRZ VT EE
ShTW5b, (& 3)
FREPINERR M ORRAE AR 2 B 1 KON 2 1R LT,

1. EYEREEER
(1) YR (Sv k)

7 v b (TifRAIf &, MEHES 3 VL/RE, FH4RE) 12, BV IV VERO 2MOKHEE 14C
TEFE L2 D (LT lpyrimidine-2-UCIFR%T > 7 Z =/1) LW 5,) % 0.5 mglkg &
H/H AFARBRICIWT MEHERGEE) & ),) YT 20 mgkg (RE/A (CLFA
RERICRBWT TEAERGEE 2\ 9,) 7 HIEFEEIR OGS L, 3REhiesERms £ <
iz,

@  RURE Ukt

WL OFEHET & MERE & O G- &I BfR 72 < | THIEE D6 OWRINDS 80~85% T,
TP b1% 24 K TREG-ED 93~96% 3t S 17z (RRZRHFET 79~83%, #HN
6~12%), FDHD 24 B THE SN 7= DITED 2~3% ThH V. W EN-Tv 7 T
ZVORGRR PRI R X Tz, (BIR 3. 8)

@ o
(B EHR GREORFARE 24 FHRG DU V7 T =)V OMER HEHEMRE X, X
270 ng eq/g. IMiZIE 170 ng eq/g. BHEE 37 ng eq/g. ZDMO#HE TIE 23 ng eq/g T
bV FHRNOWLEIZTEDE T 4ngeq/g LT Th 7o, 72 BETR ORI Dk
D, MR ZEERE 24 R OIED 40~80% T, ROV ITIEF IR Th o7,
M A HEEMEIIARMER R 7z, AR PIREE IR GE=ITHpI U, Mo T,
(&8 3~5)

@ K

PRy FEN OSSR ORGE2s TLC X OVHPLC IZ X YV [RIE S, R, 2N OSNERRH
ORI 2 — 1% 12 3ENZ72 D | FERATHRG-E N OMEREC K 38N T~ T2,
R DT 58D 48~54%% 15D DR D53 EL, IR ORI DRHN-% 56D T
B Y . N4,6-diamino-5-cyanopyrimidin-2-yl)-propionamide (MET-1U) & [Fl€ &7z,
TV T NBRPICH DIV, BIGED 2% (BFERGH) KO7% (EHEK
HRf) ThHolz, oRPIEIL. 2,4,6-triaminopyrimidine-5-carbonitrile (MET-
4U) (9~10%) . 3-(4,6-diamino-5-cyanopyrimidin-2-ylamino) propionic acid (MET-5U)

(4~10%) K " 2-(4,6-diamino-5-cyanopyrimidin-2-ylamino)-3-hydroxypropionic acid

MET-3U) (1~3%) Toh oz, ZNOLORFWIT, EHRTHREIE SN, Bikh



D3WATLELIBWNBETH-TZ, V7 T EPIZHRLNEN, K 1% THh-o
T2o TR OVEE ClE, 2 D ORPERE DIF N MET-4U A ROSETHY |, ¥
7T =NV RORG < MET-1U £ 2 Hivd 6OV &R LIV, R L ONERG T,
TEMERNZFIRE Tl d 2 D3 E AN B2 G 2 — U D358 B, FEmM %
<Hbiz (FRZIBI T, (B 3~5)

IR B GREORTTIL, 5B 50% 0 akE OB LN~ 7 ) o 72T 2/
nEF T I R MET1U) ICE8# S, oKL, > 7 v 7' e ELVBROE{LRY
PRER KL Ot U o ~Dlgft (MET-3U) . B-7 7 = FHEE~0Dm MET-5U) WM
VIR TaENTY Y T ASOBT VUL (MET-4U) ThY, Zhzivl, 11 K&
U'11% Th o7z, mHERGHTIE £hEi 3, 9 XU 11% T, MET-1U kO v 7
T =T IEIL B TN T% T o o 7, A VB g Tl i3 0132 1L MET
4U DN EEREW T, P37 7= KO MET1U WO BAFE Lz, R OMERS Tlt.
R L 0 FERBIEREDIZ 9 2% ATV, EOMRBIF — 13, HARIZ
Ty hERUTHD, HESND YT 7 7 =)L (MET-2U) ORGEHRE A 1 1R LTz,

(B8, 9)

o}

Hy) N NH: H; N N
- -
Y Y H
=N =N
/ H
NH;

NH;
MET 1U MET 3U
lowdose 50?5 low dose 1%
 high dose 55% high dose 3%
H» N NHW
Y
=N
N
NH;
MET 2U
(CGA 183893)
low dose 2%
high dose 7%
H N NH; H N NH
e T
=N =N H
Z N
NH; NH;
MET 4U MET 5U
(CGA 297107) low dose 11%

lowdose 11% high dose 9%
high dose 11%

1 #ESHhDVY 7 7=/ (MET-2U) O (2K 8)

(2) EWEhResiR (F)

O BEks EERSERURT A UES)

a. “F (Oxford Down ff, MEKESS 2 BURE. 51 16 G9/4 B O, MELOVREIC
[pyrimidine-2-“CliFak > > 7 7 =/ (FLA) & HnlfsT (EE) $£5- (12.5~22.0 mg/kg
{KE, 2.5L) L. @B Sz, SRz #5-0, 0.5, 1. 2, 4, 6, 12 %
O 24 R ONZ 2 0% 7 B £ TRAITV., Mz s 1. 3. 7 KON 14 HRICH



L7,

PG EDH) BT~B9%MFITFRE L, 7R 1Tt & U Clal &z, EiRE DRk
SHEMEDNEEER TR SN, EFROEREIRO bive, PR OIEREBH O
BRI Eh 858~1,442 K1) 62~132 pg eqlg T, HGENLOD DYLERZ R L
7o, B51% 168 RFEIDIR (0.83%) MK UEE (1.05%) F~DOHRMEN G| TR TGN
D 5 BEED B OWIUTKI 2% Th o 70, KETOBEHEMITEERICA LI,

M Crmax 13 0.051 eq/g3, Tmax T8 54 4~6 FFHZ ThH o1z, KT L OIREE
X H 2 B8 L QW 0%, ST L, 85 48 FFE# & TITHHR
RELF & oT, MRRTIREIL, &5 1 BRICEERRRERE 2D | gL O TR ©
<L B, & O FEPHIRNE ONZ AR Tl L D IR 72, (R4, 5. 8, 9)

F5ERER ([pyrimidine-2-4CHER% Y 7 7 =L % 1.25 g iG-S N7-#E Y HkD
PEttdn, EE R O%ERk D 7 — il TLC KON HPLC (2 L 0 o &z, FFlig ke Or
g D O FGHEE ORI & & B Lizay, EEAHIE MET-4U i
WZEINIID 0By 7 7 =)V O MET1U Th o7, g OB
B (Tie) 1X, T2 1 HEON1~3 B Th-o 7=, R ONEILH O A H %,
DV T =NV R OB 720N MET4U THY . AT TIE MET1U & FEA
Hmcholz, (B8, 9)

PR DR S Z — 13 5 ZEDBELYD | 5 EEILVEIUIMBNIC & EF > T
IEMED 0.2%LL FThoTe, b EOHIZ, v 7 7 =)L KT MET4U 2 & FA T
Too BEPOREW T —1F, VT TR KEST T -T2, R O REHEME
ERIZEEN, RSB L CTHIFEA LD LignoT-, (B4, 5, 8)

b. E (Greyface i, WERER 2 58/4 £, <R 1 BH, 31 1780 O H O & O4EE
(Z[pyrimidine-2-4CliE#& >~ v 7 7 = /v (LA 28T >, MRS (R 74 2)
(33~43 mg/kg KE) L. FWEhiesBri ddfe S ni-, BimzE5 0, 0.5, 1, 2,
4, 6, 12 O 24 IR NZZ D% 7 B E THEBATV., MikEHR5 3, 7. 14 &
21 HEZIZEREL L 7=,

P 5N O FR P OREHEME 20,000 pg eqlg The b E < . BB AN B
2o lz, MEHETE (200 pugeq/g) (A HIVD L D ITHMODEAL DI H ) F 5
iz, 2IMH Cmax (£ 0.048 eq/gd. Tmax (8% 5 12~48 it TH -7, IR LD
TEHEMIEEIXR 2B TEB L=, P37 TV ROREMO Tie 13K 9 B (4
ERDINY) % e—212, BEHEEORRC) 2B R Uiz, JRICOFEF OFEED
O, 7T HEZEOWINEIIRG-&D 4% Th o7, Mk, TR R O%ARAL NI mfE o ik

3 29 OFSLITIE “0.051 equivi/g” EFEHE SNV TERY . BALDHER CTE 202 Enn, LD F F5E
#H L7,

4 BB EIZOWT, BB L ARV, B9 OFLRICHE ST,

5 9 OJFCTIE “0.048 equivi/g” ERLEI SV T Y . HAIDAHER TE 202 Evn, XD E R
#H LT

10



MinHhbilc, (M4, 5, 8, 9)

FRaER ([pyrimidine-2-4CHE#H s 7 T =% 1.5 g o5 SHU7=/E 6) HkD
P, FR KONk O 7 — i Es TLC (2L 0 St &niz, FEhoTERHY
XUV T2V ThoTz, REOEFOTEENRH#MIIT V7 7= BREGED 1%
PIF) T, ZNEIVEHEHEIED 63~69% & N 72~85% 0 M S iz, FHlg M O
gD EERHIL MET-4U T, OV EDOT Y7 T =)V NMET1U 23iH &
Nl AL OB CIIBEHEMEDIZ & A S THRIH &, itk s b EERHY
ThHhHYVI T =LOMIZEED MET-4U 23 &=, 72, HATIL MET-1U
Bt Ene, (B8, 9)

c. F (ShfE, MEREN OSRECRE) ICHURESR LT v 7 7 =0 (BERALEAR) % HilA]
R (6% &5 (35 mg/kg (R, &GN L, SEpBifeatin I S a7,
TEGFHEMIRE DR @Bl L, 3565 1 B O O FREC A By, fiiA, B2 IRER,
JHEE . OV g O TR PEIR EE 1, EALE 4L 89, 234, 289 TN T1ngeqlg Th o7z,
BH- 14 B TIEL, ZREn T, 43, 37 XUV 10ngeq/g 12 Lic, iR K ORERH
DEERFWL. P37 T =W NRRED MET-4U O MET-1U (fi) Tk
S72, WL OHEMIDHIRZF CiEE CHA L, Tigldk 2~5 H CTh o7z, gk !
g O FEF L, MET4U Thotz, LEOV VT T =LK MET-1U 237
FELT-, SHIT, BIRICIE, IR D T~11%CHY 3 5 REEREINMELE LT,

(&4, 5)

d. =F (Wfl, HEREN OSHECRI) ISR Loy 7 7 =)L (BERRACEAR) & H
ERATRG (R7A) (35 mglkg REH, &EGHAAM) L. @i 5
ize A, MERG. R OVBH g O BGHEMEREE X, &5 3 R CENZEh 227,
44~225, 454 K * 78 ngeq/g TH V| 521 HIZRIZIL, £ €L 33, 14~T71, 454
J Y54 ng eq/g (2D LTc, R K OHERIHFORBMITFEL LTI 7 T=1LTHY |
g O i Clx sy 7 7 =V OYMET4U Th 7=, M, 2, Frlgfk OV
D Tigld, TNEHS, 9, 13 KON10 HTH Y, FHAKRONENTIX 2~11 H OFEPEN
Thole, (B4, b)

e. F (IR, MEREN OBEECRE) ICHORIERR LT o7 T =0 (BERACE ) 4 Bl
JpT s R 4y) (100 mglkg R, AR L, SEWEhRESERD i S
7eo WAL, HENG. FFE R OV OBGHEMEIRE L, & 5-7 BT, £ 2,955,
431, 2,646 KT 762 ng eq/lg TH Y, 521 HIZIZIX, £4E41 880, 208, 1,475
SN 230 ng eqlg 1T Lz, RO OFEEMITEIZ T V27 7 =L (85%LA
) THY, gL ORI Ty 7 7=V ONMET4U TH Y, ThEn&s 7
A% TR D 23% MK 1 43%, 21 A% T 13% KN 24% Th -7, (B4, 5)

6 B HREIZOWT, EFEORERE SRS, SR 9 Otk -T2,

11



@ FIRARS

a. B (XU M, HE1TH) ([CVY 7 T = URSERIRNEE S (0.1 mg/kg KEH) Shiz,
85 5 3 oMiErR oy 7 T = VBRI 100 ng/mL Th-o7z, AEHRCHLE 6 D
TR 22D ERUE L 7=5A OHIFHENE 1,000~2,000 ng/mL CTéh -7, £REL 7= Mk
NiZmAEE 37°CT 3 FffA > F 2 _X— ML THL UV ToMILTETH -T2, Vv
7 Z = NDFEA% A8 IR DR ~DO PRI TEDNT 1%, AL 3% Th o7, (B 9)

@ #®OKE (BRKRSEL.)

a. F (RYHE HE280) IZVV 7 TR ETF2—7T1H1E, 5 HEES (0.5
mg/kg (KEH) Iz, &5 6 K omEF 7 7 = ViREEE 98~200 pg/g T,
ZDORITEEI W L, F 5 24 BFEIZIZIE 5~38 uglg LT & 7e o 7=, FRIfLER~Di3
RS THII A DN o T, (B 9)

b. ¥ (RYFE, HE1EH) (VY7 T=NE2HTF o —7 CTHEES (10 mg/kg (KHE)
L. &5 7 BRI, Bk, RO EFEE 28R L, MHELZRRLZ, £
7o, MR OVR A B L 72

DV T =W, T, EECUTBE RN O S o 7o, IEL Y
PRIIREEIIF G- 0.25~1 HIZICE — 7 (Cmad) (TIELCHE, RURICEAD L, 57 H
ZIZITZFIZH 0.005 pglg LLFRON0.03 nglg &7xo7z, JRe ZELOMAEF O T i
WTNHR 1~3 HThoTe, (ZRR9)

2. TREEAER
(1) XBHR ()
D BAD LTWRWE (WL OMERERRA, 6 §8) (VY7 7 =/L% 99 mglkg (K
(B RIBE ) XU 199 mg/kg (R (BRI ED 2 %) OHETRIE (K74
) L, Mk oYy 7 T = ) OYMET4U S HIE Shiz,
99 mg/kg REHGHETIL, Fix O CHEITIRVRED YV 7 7 =3
H &3, METAU [ 3HHTB IR LTz, £, AR ORTIEC bIEN & L AF
£ LTz, MET4U OEiiE 5 14 B ICB g Tl S (110 ng/g) . 28 H
#IZ1% 40 ng/g (2P L7z, 199 mglkg REEGHECIE, &5 7 AR TRIEE (K
20nglg) DIV 7 T =NHEN M O g SR Sz, fR R ONTFIR Tl %528
A% E TR S (30 nglg), FMEED MET4U 23, &5 28 AZOMA (20
ngl/g). A (90 ng/g) MO (80 nglg) ITIFEL TV -, (B 4. 5)

@ BAD 1 HZEO6 HBEOE (XU FE, W2 SR OMIicy 7 7=/ %8
mIEATHE (K7 4) (100 X% 200 mg/kg A5FE) L., &5-7. 14, 21, 28 X1\ 56
A% OMET DYy 7 7 = N MET4U BENIESNTZ, Y37 T =LKk
MET4U OER FRIZ, WTitd 0.01 mgkg Th-o7-,

FfkF DY 7 T =)V T MET-4U O REEREZ R 112, FREZE 2 1R
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L7, (&M4, 5, 8, 9)

#£1 FIRBTBHYV 7 T VHERRKRE (RT742) %0
Rk oYy 7 7 =V OVMET-4U £ KFEEEE (ngl/g)

o 100 mg/kg {AH 200 mg/kg A
BeSREA] wURt v/ 5=, MET4U 237 5=/ | MET4U
EXY 1 A% JlER 1.13 (7) 0.36 (7) 1.83 (7) 0.60 (7)
REhi 0.97 (7) 0.50 (7) 1.58 (7) 0.63 (7)
A 0.76 (7) 0.19 (7) 1.18 (7) 0.56 (7)
FeTHERA | 0.28 (14) 0.06 (7) 3.29 (14) 0.07 (7)
BEPERERG | 0.13 (7) 0.03 (14) 0.20 (7) 0.06 (7)
FAY 65 JFlek 0.45 (14) 0.24 (14) 1.38 (7) 0.61 (14)
R ik 0.36 (14) 0.30 (7) 1.22 (7) 0.98 (14)
A 0.32 (14) 0.13 (7) 0.95 (7) |0.44 (14)
FTHERG | 0.62 (14) 0.02 (28) 3.86 (14) [0.08 (14)
EPHAENS | 0.08 (14)  |0.01 (14, 21) | 0.14 (21) |0.07 (14)

() PITRIFERBENA S DR (eG54 A0

F 2 FIIBITAHAVIIZ T VHERES (RTAY) %0
FFkP oYY 7 T = KON MET4U H5E  (uglg)
NECEE . 15 P
BEGRL | ey (n=4) SRR 7 14 21 28 56
100 ESULUE! i DL rS5=1| 042 0.12 004 | <0.02 | 008
meglke | A% MET4U 0.24 0.14 0.11 0.08 0.06
(ENS — VU I=)| 035 0.08 | <0.02 | <0.01 | <0.04
" MET-4U 0.39 0.34 0.11 0.10 0.06
. DL r5=1| 032 0.12 003 | <0.02 | <0.05
# MET-4U 0.12 0.07 0.04 002 | <0.03
L | Py F=0] 008 010 | <0.01 | <0.01 | <0.04
B FhalS MET-4U 003 | <0.02 | <0.01 | <0.01 | <0.01
DL rS5=1| 004 | <0.02 | <0.01 | <0.01 | <0.01
] S
HIRIDAISNS s | <001 | <001 | <0.01 | <001 | <001
EXY 6 i DL 5= 024 0.18 0.07 0.05 0.02
A MET4U 0.15 0.15 0.09 008 | <0.03
- DL 5= 020 014 | <0.05 | <0.04 | <0.02
" MET4U 0.23 0.16 0.13 0.08 0.05
. o r5=n| 018 0.13 005 | <0.05 | 002
MET-4U 0.10 0.07 0.04 0.03 0.01
L YyrF=n] 004 0.21 0.03 012 | <0.01
B FhalS MET4U | <001 | <001 | <001 | <0.01 | <0.01
vy =)L <0.02 <0.03 <0.01 <0.01 <0.01
] S
FERIBHASAS MET4U | <001 | <0.01 | <001 | <0.01 | <0.01
200 ESUUR! - v 5= 121 0.46 0.32 022 | <0.02
meglke | A% MET4U 0.49 0.23 0.37 0.18 0.08
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(LN

- v r5=n| 094 0.33 0.22 018 | <0.02
" MET-4U 0.41 0.24 0.34 0.26 0.07
. vvr5=n| 080 0.34 0.20 014 | <0.02
Lds MET-4U | 048 | 011 | 012 | 010 | 003
Lo vvrF=n] 024 0.89 005 | <0.04 | <0.02
BT MET4U 0.05 0.03 003 | <0.02 | <0.01
vvr5=n| 016 0.06 003 | <0.03 | <0.01
B B
PRI MET-4U 004 | <001 | <001 | <0.01 | <0.01
XD 6 i vvrs=n| 081 0.59 0.39 0.22 0.20
W% MET4U | 0.44 0.37 0.28 0.20 0.09
- vvrs=n| 073 0.43 0.33 0.16 0.13
" MET4U | 0.46 0.48 0.30 0.14 0.13
. vvr5=n| 058 0.40 0.24 0.18 0.10
# MET4U | 025 0.20 0.08 0.08 0.03
LYy rF=] 020 1.46 008 | <0.03 | <003
B FhalS MET-4U | 0.03 0.04 002 | <0.01 | <0.01
oy 5= 008 0.09 005 | <0.03 | <0.02
] S
HIRIDAIRN s | <001 | <003 | <0.01 | <001 | <0.02

@ BV 6 WEOFE (XY JHEROSIHERE, HEREARR, 6 BE/R)
=A% RS (100 mglkg (RE) L, #4511, 28 K135 HEOMRkT D7

Z =)V OYMET4U ¥ 250E S -,

WEEP DT V7 T =V O MET4U ORRFEEEZR 312, FOREAFE 4 (TR
L7, BinfEICBIT 2R AFRBEIIE TR S 11 BRURNICA LI, V7 =)V
K OMET-4U O i KRB ONEAEE I, A U FEDIE D DIAHERE L W&o 7,
(P4, 5, 8)

# 3 RIBITAHVV I T VTSSO
Rk o7 T =V O MET-4U R (ugl/g)

Sk ‘ AV )Tl \ SRR
Dy 5=, MET4U |2+ 27 5=, | MET4U
JHHlE 0.11 0.10 0.07 0.11
R ik 0.14 0.28 0.06 0.11
i 0.10 0.09 0.04 0.05
& RS 0.03 0.02 0.03 0.02

& 4 FIIBITHYL I TV EFHREE%D
DY Y7 T =V O MET-4U YR (uglg)

DOEFENC T T

Al (ﬁjjg) SRR 11 &E}i%ﬁ 35
AU JFE " VT T =)L 0.04 0.01 <0.01
i MET-4U 0.07 0.04 0.03
i VT T =) 0.04 <0.01 0.01
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MET-4U 0.19 0.06 0.07
| YT 0.03 <0.01 <0.01

s MET-4U 0.06 0.02 0.01

L VvrTen 0.01 0.01 <0.01

MBS N Erau 0.01 <0.01 <0.01

sz P, VYT =) 0.02 <0.01 <0.01
MET-4U 0.07 0.03 0.03

R e 0.02 <0.01 0.01

MET-4U 0.08 0.03 0.04

P s e 0.01 <0.01 <0.01

s MET-4U 0.03 <001 <001

| vy 0.01 0.01 <0.01

FIRUANSY N Erau <0.01 <0.01 <0.01

@ FXY 1 HEZEOE MERERP, 458D OWMICT Y7 F=%&, AV JFEORKE
(213 50 mglkg (AT, AHEREDF121% 100 mg/kg (AE TR S (8% L. &%
5.7, 28, 56 KT 84 HIRWNT 4 "HBZOMEF O 7 F =)L kO MET-4U =
FEDSHIE STz,

Ffkh DYy 7 Z =)V O METAU O REEREEZ R 5 (R LT, Y7 T7=)L
J O MET-4U OFEEEITHAK< | £ < OB CITERTE 720272 (0.01 pglg
PLR) B CIZT v 27 7 =08, i, g OYE R Cix MET-4U N EETH -T2,

AV FERRETI, BERREY (P37 5 =1L +MET-4U) & L T35 56 A% DI
i, R OWERIC, ZH2H0.09, 0.10 %08 0.06 pglg 23388 BTz, #5470/
Bk, JEEFEDS PR (B OV ) (A DAV s, I—H AT (L ONER) <
ITERCTERoT,

SRR £ Tl JEBIED MET4U 2% 4 A B%OBIIC A ST, ol
ITERTE DRBREOEREMII 20 ~T-, (B4, 5, 8, 9)

# 5 FiIBTHUVIZ TR (EE) &%
Hfkh DY 7 T =V IONMET4U feRFERE (uglg)

58 AV FHRE R 12F
gy ! 50 mg/kg (KE 100 mg/kg {AHE
v VI T = MET-4U v 5=)| MET4U
JHHlE 0.03 (56) 0.05 (56) <0.01 0.03 (28)
R hik 0.03 (56) | 0.06 (28, 56) | 0.02 (28) 0.04 (7)
A 0.02 (56) 0.03 (56) <0.01 0.01 (7)
B FRahk 0.09 (7) <0.01 0.13 (7) 0.04 (7)
& E AR <0.01 <0.01 0.03 (28) 0.01 (7)

() PUIERIERRRMED A SR (54 B0

7l A B BRI
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® #5451 BEUL 7 EMENCEX Y S7-E (White Alp fl, WEREREH, 6 SH/MFR)
\ZUv 7 T =N ERERS (R7 A4 ) (100 mglkg A8E) L, &5-7, 14, 21 XY
35 HE DM DY Y7 7 =)V I MET-4U %73 HPLC (2 X 0 JilE Sz (E&
FRA 0.01 pglg) .

M OT Y7 Z =V RO MET4U RE %3 6 1R LT, Tk OBl Cld MET
4U 3, BRCIxy v 7 J=ARNERTH -T2, AT, Yo7 7=k MET
4U MREAFIE L Tz, JEI COFRREIL, SREGTAL CH XS AE) L7, B EPEIEN &
OGN OB FRERI O AR, FAURREARD 570, 8 DT DT 5 RN
DERILE N, R EIIRER - T=, (B 6, 8, 10)

# 6 FEIBTHUVI T HNETHEE (RT7A4Y) %O
MR DY Y7 T =V OV MET-4U IR (uglg)

v N Be5% AL
B (n=6) VTR 7 14 21 35
EXID 1 H n VT =)L 0.13 0.04 0.03 LOQ
3 i MET-4U 0.25 0.10 0.07 0.03
- VT =)L 0.08 0.02 0.02 LOQ
MET4U 0.18 0.07 0.06 0.02
Y VT =)L 0.09 0.03 0.02 LOQ
Al MET-4U 0.07 0.04 0.03 L0Q
o VT =)L 0.08 0.03 0.02 LOQ
A iz MET4U 0.07 0.03 0.08 LOQ
-~ VT =)L 0.09 0.03 0.02 LOQ
MET-4U 0.07 0.04 0.03 LOQ
. VT =)L 0.39 0.19 0.13 0.06
S MET4U LOQ 0.01 LOQ LOQ
B | vy 0.04 0.02 0.01 LOQ
e | fETF MET4U 0.02 LOQ LOQ LOQ
W | #5HNL | 7 T =0 0.36 0.22 0.16 0.05
e | MET4U 0.02 LOQ LOQ LOQ
- VT =)L 0.04 0.02 0.03 LOQ
MET4U 0.02 LOQ LOQ LOQ
EXID 738 n VT =)L 0.13 0.03 0.02 LOQ
i iy MET4U 0.24 0.09 0.06 0.03
- VT =)L 0.08 0.01 0.01 LOQ
MET4U 0.02 0.05 0.06 0.03
Y VT =)L 0.09 0.01 LOQ LOQ
Al MET-4U 0.08 0.03 0.02 LOQ
o VT =)L 0.08 0.01 LOQ LOQ
] Bl MET-4U LOQ 0.03 0.02 0.01
- VT =)L 0.09 0.01 LOQ LOQ
MET4U 0.08 0.03 0.02 0.01
fE| K VT =)L 0.37 0.28 0.13 0.07
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%3] MET4U 0.02 LOQ LOQ LOQ
H | vy T=0 0.03 LOQ 0.01 LOQ
gy MET4U 0.01 LOQ LOQ LOQ

BN | 7 T = 0.25 0.30 0.09 0.07
BT | MET4U 0.02 LOQ LOQ LOQ
— VT =)L 0.03 0.02 LOQ LOQ
MET4U 0.02 LOQ LOQ LOQ

LOQ : EEIREAR (0.01 nglg) A

(2) BE<I—H—IZDL\T

JECFA X, L OO RNV 7 T =V ThDH I NS, Vv I T
ZVERE~——L LTS, (B3R 18)

—J. EMEA 1%, [1.1.Q@e]l0iBEN0, o7 7 =/ KO MET-4U A3k D
FTHEREEN ThH-T-Z b, Vv 7 7=k MET4U OfnzElE~—nh—& L
TW5, TS 21 BROEE~— 1 —0O HD 28513, AKX O T 100%, ATl
T 15%., BIETIL25%E LTCW\5, (B4, 5, 6)

3. Bi=zEMHER
UV T =N OB T AR R R AR T MO 8 IR LT, (BE 3~
5. 11)

= 7 invitroi R

FRAE H ARBRG5R & i R
197 228825 B3| Salmonella typhimurium 20~5,000 pg/plate (+S9) Fextie
Bk TA98, TA100. TA1537 (&R 3)

S. typhimurium 'TA98, 313~5,000 ug/plate (=S9) Kbk
TA100. TA1535. TA1537. P
L (MR 3)
FEscherichia coli WP2 uvrA
G T ZURE R F ¥ A =— A2 A X —flif5k | 12.4~400 pg/mL (—S9) Rt
Akl Ha, hprt 5T (ZH 3)
24.7~667 pg/mL (+S9) X2
(ZH 3)
PR EFER | T v A =— AL A X —PIHH | 20.8~83.4 pg/mL (—S9) Raxpk:
Sk (B 3)
166.75~667 ug/mL (+S9) X2
(ZH 3)
REHDNA G | 7> Mg 6.2~670 pg/mL Pt
iR (ZH 3)
#* 8 InvivoilBR

FAIE H kB S FH e

/EZERER ~ 7 A E iR 47~188 mg/kg {AEH, HEHEM Fextie
&5 (B 3)
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a Ay b7 vl|ddY #E~T A (F. B B | 100 %O 200 mgkg (R, HiA] R
A R, BERE. AL O OVERR) | AR D HES, 3 RN 24 BB | (M 11)

7 ROE 8 ITRTETORRIZEBNT, WIN bR ENE ST,

SHEMER (Sy k)

DU Y T = NOBMEEERBRN T v P EHAOTRAOKRS UIREREIC L v iThh
TWb, fERERIITRLTE,

W ORBRIZIBUW T G AEFREMIL 2~12 HLUWNIZEIE L=, (B 3~5)

* 9 7 v boOEMEMERBER R

B W3 AR LDs (mg/kg {RE) E
T It
. S, RSO R O RS, H o8 ES)
Tif I;Aff iSPF) e qn| 560 #1500 | DD, JEENICGE (1) | FEELIEHE (200
7 mg/kg IREHE GREDHE 2 17

FRRZ >2.000 | =2,000 |>2FE, HEAL
WA LCs (mg/m3) NEE, FIEENAL, PRI EE K OF B )
N KT, MBS (BHERSH) . I

==
(4 HRE<ER) | 3,400 8000 | e (i B b oA A7)

BRMEEHER
(1) 28 HEEZMSEHHER (Tv k) <SEEH>

7 v b (TifRAIf &, MR 5 P8) ZHW=Y v 7 7 =10 4 BERRE#&S (0,

30, 300 XIZ 1,000 mg/kg IRE/H) T X 2 Miarkmr B SEht S iz, &5, 1 El
6 REf] 200 5 B, 598 L= RS OB E A L v iThh,

FELBIT 7 < B G B U7 BEIRIEIR B8 B o T, FEE~O RFTHIME 2 7R~
FTHTR RO B -T2, 300 mg/kg KE/H UL EREGHEORET, (RE & ORI &
DNHEMAFRNZID U, )72 BT B 2355880 H vz,

Fo, AT N U T AR OIS T AEEEMENNIED LT, 1,000 mg/kg AEH/H &
Efﬁi@ﬁk&fﬂﬁﬁ@f@ﬁ&U*Eﬁ%i@ﬂﬂbn75>mh D BTz, 300 mglkg (REE/ AP GHEDME

IZBW T HREROEENTED D=, Mt FEMICH B ClERn-o7z,

30 mg/kg RE/ H UL BB GREOHET, BRI E &N U723, JRE R Z b

FFO BN oTe, WIRAIRRE TR G L7 2IE80 b e o7, 1 000
mg/kg RE/ B B RHEORE, 300 mg/kg REE/ H LA BB HEOMEZHFHHIEOIERDFED
iz,

T, IREHEIIE] R RO eI S %, BEMA&E (NOEL) % 30 mgkg &
H/HEHRELTND, (BIR3)

JECFA 1%, ARBRIC NOEL %54 3%7E L TV 70,

EMEA (%, 30 mg/kg {K5/ H LA B GREZ 1T 2 MO M EE s OB 7238 07> . NOEL

8 TG THDZLmnb, ZEERE LT,
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% 5 mglkg (KE/H EFREL TS, (B4, 5)

(2) 90 HEIHEAMEMHER (Tv k)

SPF 7 v b (TifRAIf %&. M4 10 PB) 2 W= v 7 7 =/Ld 90 H Fa‘ﬁiﬁ'béﬂ?ﬁﬁ

(RAEFEEIZ 0, 5, 25, 125 XJX 500 ppm. VEHWERVEEREITHR 10 BHR,) |
% iR R i S A7z, S HREE A O 500 ppm #GHEZIEL, MERESS 10 ILE(D 438
IDEIEREN R T BT,

P B BELE U 7280 CSCERARIER I 378D H e o 72, 125 ppm BL R GREOMER Y
500 ppm # G-REOHE CIARE NN OMBEEEDOEN 2D 03580 H vz, 500 ppm T&"

HREOKRE T, [REMFOBEEEORINC LV | [AfE AR TRICIIIREE & [R5
-7,

MR EFAIEETIE 125 ppm LU ERGREOMERET, Glu ORFEDORDHERD H v
2, [EHEHARAIZEE Uiz, 500 ppm £ GHET, HEORR, & O%EBLIE DN HED Tl
K ORI Z B THEXTE S OB FED H V7203, 4 B OEHEEAR CRIEMFED Hi
7o $EAZEEE U7 IREH SUTIMIR R GRS HZen -7z,

F 7z, WIRFSUIIR BB AR E A 22 2 L DR B2 - 72, 500 ppm & GHEDOME 1 151
THMEEDGEO DN AREAELEZ bV, (B 3~5)

JECFA &K OYEMEA (&, (REHIHICHE-SE, NOEL % 25 ppm (KT 1.6 mg/kg
(RE/HITHY) EREL WD, (B 3~5)

RIWL LR BN ERLEMFAESIL, 125 ppm DL ERGEEOHER T Glu O
D HECIKREINEDBDONA LI Z Enh, AKRERD NOAEL % 25 ppm (T 1.6
mg/kg K&/ H ., MET 1.7 mg/kg (KE/HICHY) LiRE LT

# 10 90 HEHEMTMEER (7 v b)) (2B 2 Ry E

Be5RE (ppm) 0 5 25 125 500
SR R | 0 0.31 1.6 8.0 33
(mg/kg RE/H) | M 0 0.31 1.7 8.4 34

(3) 90 HiEFEEMEMHER (1 X)

A X (=7 VR, MEES 4 DURE) ZHAW=2 s 7 7 =/Ld 90 HRENEEIRS- (RER
JREEIZ 0, 20, 100, 500 X% 1,500 ppm, PP EBIEITER 11 Z3H,) 12X
PR T ST, BT R AR 12 1R LT,

1,500 ppm #GHEORE 1 FASREMEF MR 2 F 5 2 REOE(L T 11 H 125
T L7z, SERNTHFR CII BN R Bleho T,

IR Cld, BEG-12BEhE U722 kida8 6?%72675)0 72

PRIGAE S ONEIRR Tl B5-2Bi L7222 IRRD b Lo T,

JRES R IR A Tl RO EFM AR ﬁ“ﬁﬂ B DR TEREFRIPT RIS H A7)
>7, (ZH3~5)

JECFA 1%, MG EZ o722 WITFMaEIE (hepatocyte oedema without
hepatocellular damage) (FFEMEFANCEE TRV E L, 18 Chol OHINN N RIS AR
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K OMERE IR BRARAR FAOPT U2 EE D% . NOEL % 20 ppm (% T 0.61 mg/kg (AH/HIZ
YY) ERRELTWD, (BH3)
—7J5. EMEA 13, OB FAIET IR 1T D22 TOHRGHE TR b
2B, NOAEL IITRETE ol LTnD, (B4, 5)
BinZ 2R BB HERSFEMTIESRIT, 20 ppm KEREOHE TR &7 il

ey E SVAQY R T 1l A e I AN O == i il = A VA e WA R W it
Chol KONV BRI, HEZRIIAREEROZHE, WECRERE F Rz
IO I HT=Z L 26, NOAEL % 20 ppm (T 0.61

G REDMEREC
TR 2 D SAES

—5C. 100 ppm LA

mg/kg REE/HIZFHY, T 0.71 mg/kg IKE/HIZAHY) LR E LT,

= 11 90 HHHEMHEERE (1 X) 1B 2 FHEy e B E
#ERE (ppm) 0 20 100 500 1,500
R E R | 0 0.61 2.7 14 42
(mg/kg {K&E/H) | i 0 0.71 3.5 17 42
F 12 90 HRMAMEEMRER (f X) (2B 23T A
B GRE Ji3 i3
1,500 ppm - WL OB S, N EIRRE BT | - R OIEER G, NE R BT

- B DORGIE ZS  (3/4 1)

BB 2 (9~11 D), TEE,

#P O IMIE

R B SRR A A O (R BN

il

* BERE 0 NERMEAR SR MR L ER 2 1 5

- Mm% Ca, K. JR#E. Cre O T.Bil Ji

s

« BN OV it Ko OV G FE 0D

HEN, B goOAR E R OB

* JHP A B N OV DA RS K OV B

OB

* FFIERDRHEA LA S BERE ~ TR EE D

PRIEPESUIZ ML DO HAR T RAE (2/4
i)

- Wi (2p)
* WA Y o/ SEROREEE Y o S ZERE

(3/4 f31))

- B~ 7RISR O FEE (2

i)
R
FROBE 728 (2f5)

o IRBER OO E 72 1 RG2S

BB 2 (9~11 D), TEE,

FPOIMIE

» SRR 2 D AREHRIIH]
« RS 72/ NERMEAR B SR AR L ER 21 5

Hb % T Ht O#EEE O

Hb % O Ht OIREE D - 4% Ca, K, JR5&, Cre XU T.Bil i
- Alb ¥R /L

< iR, B B OVl DAt M OMFH% B

i@fﬁjﬂ]

* IR ODAERS K OE R B = DT
« IO 2 S BEFE~ PR E D

RR RIS U328 B E DY T 280E (3/4
i)
(2=f51)
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500 ppm LA E

© —HROEE I PED I I TRERE 7

EEEERE (500 ppm)

- WD 72 A MBEZEAE (/4 141))
- WafRZEE (3/4 1) (500 ppm)
- BRPE~ WA 7oA IR O ZEE (1/4

f5]) (500 ppm)

© —HROEE I PED I I TR 7

EEEERE (500 ppm)

« Alb #EEEJH D
« TR ODAERS K OE R B B O IN (&=

FOEPEZR L) (500 ppm)

100 ppm LA E

- Chol KON M EEIEEEHE N
- WX ~BHE 7R AT IRk O ZEHE (3/4

#1) (100 ppm)

» Chol XV U NEEIREE i%jJD
- e EROBRIERR 2 D 2%
Hm

MDD

Il REset K OH* B ORI (&
77¢1) (100 ppm)

20 ppm BT R L BT R L

6. EBUSFHRUFEI AR
(1) 18 M AMIEMHSHENAMHEHER (TDR)

SPF ~ U 2 (TitMAGf $%., MERESS 60 PU/fE) 2 W=7 Z =10 18 D H [HRER

b GREFJEE T 0. 10, 100, 500 X1 1,500 ppm. FHIHERY EEEEITR 13 BH,)
(2 K D EMERE R DR S BRI S e, BT REZR 14 IR LT,

—MRIRBEIZ DOV T, 1,500 ppm FEEHEDOREZISN T, BHEERICI LG [FEE B3R

BT, 1,500 ppm & GHETIIHEDOSE L 3RITE < | METIIHEF Ed <1372 o 72, 1,500
ppm FGHEOREW)IL, 58~59 I TERZ T L7z, 500 ppm LA N GHETIIAEFER
-7 Ay Y

MAEFH T A =2 — T GCBE L7237 o 1z,

JRERFRRR SRR A Cl, BB LS LT, ISR BTz, TGO R AL %
# 15 (/R L7z, 500 ppm LA EPEGREOME CHTFHMBCRRIE DR AR S IREE L U o
7=

VT T ARG X BTN L oEORAMEE OB 0T, (B3, 9)

JHRE SR AEE Ay ONHARBRE 23 AU 23 MlE C R &: (500 ppm) A HEX A HETHIIN L= Z &
KOV ANZES G- U= FTREMED & D It iE 2 e 2T o & 5 Z E 3 EHR S
Teo W EROMIRILEILT v D 24 I>AEMEEEZ S AEIFGHER [11.6. 2)] TH
PO HAIVTE Y MMOLFIE OFREROR L OV TS BITRRET sz (LI1.8. (6) 1),
ZOFEF, JECFA 11, " FRZICHOWT OB L AW FRIERITNWE R L, v T AD
Hﬁ!@% ZOWNWTOFZED S NOEL % 10 ppm (1.1 mgkg AHE/HITHEY) L3ELTW

. (ZH3)

EMEA %, 500 ppm LA EBGREOHEIC I TIEGFMED BN GRS HAVTZAS, [Ehk
IR A=A LPMET2 <, £, FORBIZIIRKNNEZ LRI HENVNETH DL Z
b, B~ DFEIZH-SE NOEL % 10 ppm (1.1 mg/kg R/ HIZHHY) L8%E
LTW5%, (B4, 5)

SINEFEHERHZ I TIE, 100 ppm BL & GREOITHINEESE, AR M W
FROMFEREIZHSE, NOEL % 10 ppm (1.1 mg/kg AHE/HIZMHY) L% ELTW
%, (BZH9)
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BinE e BB EIELEFFAS X, 100 ppm LA RGO M HHRIREESE K
OMAFRUAE DY, 500 ppm LA EF G- FEOMEAREIIENHIE R 2~ Bl 2 & 56 NOAEL
ZIET 10 ppm (1.1 mg/kg (AE/HITHY) K OWET 100 ppm (12 mg/kg {5/ HIZHH
W) LEREL, £72. 1,500 ppm BHRETIIHEN ANMEOFHMIX TE Zeh- 7223, 500
ppm FEGHEOMEEN AMEDRTED LTz, —, TR, HIEEORAEFEIZ OV TH
EAHRIMENHER TE N2 L h . BRANMEICEET 2 NI TE o T,

#* 13 18 D H BRI A

—

EOFERER (U R) (2R 2 Ry E R

Be5#EE (ppm) 0 10 100 500 1,500
SEYWER Y IR | I 0 1.1 12 59 210
(mg/kg RKE/H) | M 0 1.1 12 65 200

#* 14 18 ) HRHNEMEEM RN AMPFEFEBR (w0 X) (2B ST A

FeHRE HE i3
1,500 ppm | * BEEEIROL HEE M, FECEEE - (REFEINER 50%i
- (REHEINEAD 50%I8 ) - JFBRRAE IR
- BB DI T - R HIa B O 0
NI R 53548 2T L O
22 AR B O
500 ppm LAL | - Ao K OFHS B ORI (500| « AREIINER 30%8> (500 ppm)
ppm) - BRI O T
- FHERAER (500 ppm) - JFlig K%t S O B s o0 (500
‘B otaFLE (BuA Kikss) (500 ppm)
ppm) - MR, R ORI O FE Sk ER S DD
- BhEHiaosn (500 ppm) (500 ppm)
R OEFIAE (BuA FiLA) (500
ppm)
- ERElaOE I (500 ppm)
100 ppm PL k| -7 v X—HilOEFELE (FlT~EY
7T U V) KOVl
- MRS DEFRTLE DFEAR K OFEE
DOHIM, RN~ R (R DRIENE
FHFERIE ORI (100 & O 500 ppm)
10 ppm AT R L AT R L
# 16 TR L
JEs WERE| 0 ppm 10 ppm 100 ppm | 500 ppm | 1,500 ppm 2P
. It 11/53 9/52 15/55 11/52 6/60
FPAIEIRE i3 0/52 2/51 3/53 9/563 5/60
P . It 6/53 8/52 6/55 6/562 5/60
APl A i3 0/52 0/51 0/53 0/53 6/60

a : 1,500 ppm = EHEOEEWL, 58~59 I TR A4 T L, JWEMEMFAIMAE AT > T\ D,
b : FECHIS B A TSRS L HERI S 4D,
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(2) 24 hARIEHSHENAEHESER (Y )

SPF 7 v I (TifiRAIF &, WEMES 80 IL/Ef) ZHWe v 7 =vd 24 7> A [EiRER
5 (REFEEEIX 0. 5. 25, 125 XX 500 ppm. FHIPERWEEIEEILE 16 BR,)
(2 & DT R N AR EFBR M T T2, 12 20 H %O RIS AR 10 PUZ v
7mo BMEATRAR 1TITR LT,

B BT L DEARIERSCAF RIS LA DR o T,

MIEFAIRA T, GBI U720 S0 72 B I DR -o T2, RIRE T A —

—I BT o T,

500 ppm #5REDOMERET, BAKHI7RIEIAE D=9
g OB AK) (2D TR BRI L=,

UV T VIR ORI LU o T, (BE3)

JECFA 1%, B EZOBRWEIT OV TR L7AER [11.8. (6)] 225, ML EFZI
BRI FARTINIE AL DIEETH Y . P 7 T = TAEFR, 1T IR 4
RN EafER L, REZML, & QWO B 2 kI D & NOEL
Z 125 ppm EREL TS, (B 3)

EMEA (3, B FRZE B RIS ORI EFIICA B b O TIEZe <, BN A
PEIZBET 2 RHIUE 72 LT, NOAEL % 25 ppm (JT 1.0 mg/kg (AH/H, HET 1.2
mg/kg RE/HITHY) &3 Ebﬂ\‘é (B 4, b)

SEINEFFR AR (1997 4E) 12BWTiE, 25 ppm UL ERGREDOMEEDMR R a3
B IZHS &, NOEL % 5 ppm (0 2 mg/kg (RE/HIZAHY) ERELTWD, LavL,
2005 ORI TIL, A X ZHWz 12 2 H iEtEsEtEati [11.6. 3)] ITB8WTH LI
7214 Chol @ _EFHIZHA< NOEL (0.7 mg/kg {K&E/H) 76 ADI #HH LT\ 5,

(M9, 12)

BN EZELEHYAERLEMFHESIL. R EEZOARILE TS JECFA X°
EMEA D& %2 J% 3FF L, 125 ppm DL EEGEEOHERECIREHINE DD 232 BTz
Z &G, NOAEL % 25 ppm (T 0.97 mg/kg {AHE/H, #T 1.2 mg/kg {5/ HIZFH
W) ERRIE LTz, BNAMTAR LR -T2,

ZL A EETDlEE (FrS, Bl

it

# 16 24 A RNBMEF R ANMEDGRER (T v b)) (2B 5 PR E R

Be5#E (ppm) 0 5 25 125 500
SRR R | T 0 0.19 0.97 4.8 22
(mg/kg (RE/H) | M 0 0.23 1.2 6.0 26
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£ 17 24 D HARNEVEREMZEN AMEDFERBR (T v b)) (2B 23T A

B JAi3 e
500 ppm - FEET R - AR R
- (REEHEINESR 25%80 ) - (REBINEFR 25%8 )
- R Y PR BRL TG (18 K 0V26 38 | - g% OV AR AN
DIr) « [ B U 3 2 AR FE A
R ROk R OFEXTEEE ORI, Bl | o
FES} BN

« SN UAROD BRI IR R BB AR O HE N
125 ppm L E | « REHIIIER 10% AL (125 ppm) - REHEINEFR 10%ATB (125
- HEEE Y R BA (78 KUY 105 DA | ppm)

(125 ppm)
- O FEXT B AR
25 ppm BHPTRAR L FHIUPTRAR L

(3) 12 AMEEEEEHER (1 X)

A X (B — 7V, MERESS 4 VORE) 2 W=y 7 T = ViR S (REATEEIL 0,
5. 25, 150 X|Z 750 ppm, FEHEREHIEITR 18 2,) 1285 12 A RENE
MR N TN S 7=, BRI ON 750 ppm &GRS 4 W OBIERE (MEEE 2 PO/
) 27, BT AER 19 1R LT,

750 ppm #EGHEOME 1 411X 13 A BIZEE Z2JkEa RS I T Lz, 750 ppm #5-
FEORE 1 1% 32 A HimE:, #5507, BN, BEERDIC K2 RERDZ 2 L2720
LEBCAVE LT,

IRFHAORR A L O RO 12 isb\f VTG B L 72 5B 3RO B IR o T,

M SUTIRIRAE X T A —Z —IZ B UITRD b2 oo T2,

PRI AR A K O3 BRSRER A PIT LI +ﬁﬁ%%m ANZAE L UL EEIBALE LT 750
ppm FEGHEOMERESS 1 HNIR O TV, Zhb 2 BIlZiE, SHEOEE OIS K O
OFEFE L COLMEBRIEE, MEIT S SITEEBDICE DA P L ARED LT,

FHFEIL, TS ORDUIATRER OO A X L13e Bip->TRY . S TEE DR
FZA XD 28 HEEGHER FHhE~OFHEZR L] LD 90 A M2 EaiR

[I1.5. (3)] (ZFN<FH 2,500 11,500 ppm £ TZHKE) TITRD LR -T22 &
D, ZAVD 2 BT F B AT IRZE BT L & Il LT B,

F7o, FHL HETH LN AE Chol YNNG NOEL % 25 ppm (4T 0.71 mg/kg
RE/HICHY) EREL WD, (BH3)

JECFA 1Z. KD Chol dEIIMZE-S% . NOEL % 25 ppm (T 0.71 mg/kg &
B/ HICHY) 2% EL TS, Z0 NOEL X, A XZH= 90 HEd AR Bk

[11.5. 3)] ® NOEL (Z kv s b, £7-. JECFA (X, 90 HHH 2B <
F O IV IR AP HAS . AGRER Tl M IEALE £ CTHAAF L COCEMIC A 5
R oToZ &L WD, (B3)

EMEA %, [A#£IZ NOEL % 25 ppm (KT 0.71 mg/kg A5/H, T 0.77 mg/kg &
F/HIHY) EHELTND, (B4, b)

SEINEFFRHEEHZ BV TIE, 150 ppm #GEEOMEDME Chol OEALIZEES X
NOEL % 25 ppm (0.71 mg/kg (RE/HIZAHY) ERELTWD, (BIR9)
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B ZEZESEAEIRGLFEMRAESIT. 150 ppm ML E#GREOREZ MAE Chol @
N, 750 ppm G REDOHEC —BIRRE DAL L DMK AL N T A —Z —DZEE) D3I
bz Z &6, NOAEL 21T 25 ppm  (0.71 mg/kg (RH/HIZHHY) . #ET 150 ppm

(5.1 mg/kg IKH/HIZHY) ERE LT,

% 18 12 A RMeMEEMEER (f X) (281 5 gy a8 s
$ 5% (ppm) 0 5 25 150 750
SRR E | K 0 0.16 0.71 4.4 23
(mg/kg IRE/H) | M 0 0.15 0.77 5.1 23

7 19 12 A EEMEEMRER (1 X) 2B 28T A

Bt Jii3 i3
750 ppm - Ca, Bil X" BUN O, | - @k, (REHEN (2 V0 K OYEEREORE O
ALP KT - 4% Chol ¥#4hn (FE72L)

* Bil %X O'BUN O, ALP KT

* TR K O B RO (FEE R L)

- LA M ORI E B DR (Mo R DA
HAEDY)

- FHBOOE AN, JEIROME 1T 2 ffe*

« FFlg O Hax B OFH %} B B DB
m (el BEEDHAEEED )

* gD OV AMEBESE K OVE figk
LN ANV S =

150 ppm LA | - 1fiffE Chol #/0 BT L (150 ppm L)

25 ppm LU T | wEIT R L

* NS A S NTZET R,

7. EhERESMHAR
(1) 2 HAEREAR (Tv M)

SPF 7 v I (Tift RAIf &, MEKESS 30 IW/EE) MWy 7 T =)L DR E (0,
5. 30, 200 (% 500 ppm) (Z &% 2 HACESEEERD 20 S v 7e, 552 AB0RT 10 B H
A ONTAHL, HER K OSSR AL OS MM 28 U TV, St E b 2 B3 SBH AT -7,
AT R AR 20 IR LT,

BEMW)TIX, BHIZEE LT AR TRBRAIERITRD b1, HEEORZ BRI,
MEDHPESR | IHRIAF I 2T o7, Fo KO FrW s, 2 BRI 28
T, MEDKREIINEITH DGR BTz, H M OSARR AR S R N s B/l
I, PEGICBEE LB T o T,

REM IR, PREE, BEAEIR, PEVRER. HASEE (LHEY ROSKOIRBEIZE) KO
HRAE A G- B L 7 5B DR o Tz, (B 3~5)

JECFA 1%, B0 B75EC 55 NOEL & (AROZ(kic 5% 30 ppm. A5
PRI D NOEL % fiii &> 500 ppm., VeEMWIZxd %5 NOEL A AR EH & O
IS X 200 ppm EFREL TS, (B 3)

EMEA 1%, 2fKR7245882D NOEL % 30 ppm EXEL T4, (B4, 5)

SEPNEFFHEHEE RN ClIE, 200 ppm G- REOBLEN) OB NN & M OMEET 8Os 12k
3%, NOEL # 30 ppm & RELTW5, (BHH9)
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BinE e BB EIRLEMFAS X, 200 ppm (21 mg/kg (K5 HIZHEY 9) L
R GREO BB ARERNNE] K OB &80 25, 500 ppm (24 mg/kg AR/ HIZHH
2 9) Tﬁa’iﬁ@ﬁ@)%ﬂdﬂiiﬂ)ﬁﬁﬁwf b= b, —FEEICRHT 5 NOAEL %
30 ppm (2 mg/kg (RH/HIZFEY 9) , KB ﬂﬁ‘é NOAEL # 200 ppm (21 mg/kg
RE/HIZHY 9) ERELTL, F7-. ézilﬁ PEIFRED BRI o Tz,

#* 20 2 #REGEAR (T v b) ([ZBI =M A

. B Fo. B W #oFL H R
B H | i i | i
- 500 ppm - IREARAE
) 200 ppm LA b | - REHINNE] K OB EE &) | BT RZ2 L (200 ppm BATF)
% (EL AR )
30 ppm UL F AT R L
I 1500 ppm * Fra X O Fp AR EAKAE * Foa SO Fop VO IREARAE
i}b 200 ppm DT | IR/ L TR L

(2) HESHHR Sy M)

SPF 7> I (TifRAIF &, M 24 PU/RE) ZHWZP L7 7 =1 o5filEEn s (0,
1. 5. 25 XL 75 mglkg (KH/H) |2 L AF8A MR T vz, &G 2R 6 A7)
5156 HETITV, MR 21 AICHRIE A LT,

REW O T 1372 < . REICEE L= F ek & 720 o 72, 25 mglkg K/ H UL E&
e CREMWIAREE NS L OB R ORUD 258D B vz, BRI 28803 75
mg/kg RE/ H G- TRO by, YRR O, FIRARE DR B LR
DL DHENNE N BEAR RAIZ X 2 G O HH K OER OGO Hiviz, EMEA T
I%. 5 mgkg R/ H R GHEORIBIZEKEFE N RESNTZE LTS, (B 3~5)

JECFA (3. EBIIROWRIN S % | BBk 5 NOEL % 5 mg/ke (Ki/H .
FE VAR DWW | B FEEE O OMRE DB LIRIEIZ K 2 B # 55 OB (variations
consistent with a slight delay in skeletal maturation) (ZED X, FEFMEICKT S
NOEL % 25 mg/kg RE/H LR E LT\ D, EATIEITRED biveh o1z, (B4 3)

EMEA 1%, RH#I=%t L T1% NOEL % 25 mg/ke ﬁ@/ A. BULSR LTI 5 mefke
IR/ B B GRECERS A ORBUEE NN L7z & L CNOEL % 1 mg/kg (KH/H L3 E
LTW2, (B4, 5)

BIWEZERESIYHIERGLEMFAESIL. 25 mgkg KE/H UL ERGRECRER N
IR BN Z L, HEWICHT 5 NOAEL Z b mg/kg (KE/H LaxE LT, R
L‘E’ S5 NOAEL 2oV vC I3, EMEA 12350 C 5 melke (K1 LRI Pt

SR STV D 08 EARES %75)71—@?’(3?)6 Z e, JECFA ¥z FF L,
25 mg/kg IRHEE/H L 3XE LTz, MBETRMEITRRD b oTe,

9 JECFA |Z L H#aEAE
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(3) RESMHER (UH¥)

79X (Russian f&, M 19 PU/EE) 2 HW-T v 7 7 = Lotk n#&E (0, 1. 3.
10 0% 30 mg/kg REH/H) (2L EmE N T I Nz, LR T HD 18
HETITV. 1R 29 BICIBIR 2 L,

REEW) ZFE OB G-I B U 7= B EERI 58D HiLeh o 72, 10 mglkg RE/HLL E
PG CIREHI NG 23326 B, 30 mglkg A/ H & GRE CIHEEFEOWD LR 5
iz, MR TIE, 30 mg/kg (ARH/H & GHE CHREOIE & B/ B LEBIEDOHINNAGR
bz, (&M 3~5)

JECFA 13, (KEIMEDRNIIESE | WK% NOEL % 3 mg/kg AR5/ H .
FR AR OWRD L OV LIRIEIC X D B RO IS & | AR MIZx3 5 NOEL
% 10 mg/kg (KH/H LEXEL TV 5, (B 3)

EMEA %, f##ic%t+4 % NOEL % 3 mg/kg &/ H. IIEICH3 % NOEL % 10
mg/kg KE/H EFRE L, EGRIERD bR o7z LTN5D, (BIR4, 5)

BN ZAARESTTIER L EMHESIL. 10 mekg ARF/H DL EEGRECARERN
PIHIAFED B, 30 mg/lkg KE/ HBG-8E CHRIRRE ORI L OV LEEIES 2 ST 2
DD REMWCKTT % NOAEL % 3 mg/kg R/ H JRITIZHRT % NOAEL % 10 mg/kg
RE/H ERRIE LTz, fEarTEMI3R8D HvRinnoTz,

8. ZDDEEHER
(1) REREEHRER (V5F)
7% (Chbb:NZW i, Zf 3 L) ZHNWTT 7 7 =12 FN 0 LI BB EmE )
(ZJRATHE (0.5g) L7CRBRICISWN T, 23y FhRrER 1HRHE (3 1L) 725 24 B (1 1L)
(ZIEH R 2R AL DGR b Tz, (B 3)

(2) BRAIEMERR (D9

B (Chbb:NZW . 3I0) #FHVCIL s =% B B ORESE o T 5 (84
mg/0.1mL) L7=3ABRIZFHBW T, MBI GIC L A IA LN o7, 1B T 1
R DU S SN AVTZAS, 24 WERILAPIC I L7z, 2 fFIC T 1 AR T
IR A HT223, 24 FEFLANICIENE LTz, 2 CTO 7B FITHEREOR IR (A27 1 L
2) PHLIIA, I~THETIZEE L, (B 3)

(3) FEEBEMAR (FILEY M)

E/LE v b (Pirbright white Tif: DHP i, M4 10 PT) &2\ -y 7 7 =Mk
DREBEGFIRCIBN T, AREBREEEIEMIRRD otz (120 B, KED
N T 2 ERINCERET 5720, V37 T ORNEGRBR A EM L, RS

L7=Di3BEEED 20 iR 13 5 T d o 7o, Wi 5-Crk 20 5 3 il T - 7= (p<0.01)
(&M 3)
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(4) Z2HHER (F) <sZBEH 10>

¥ (8HH) Vv T EEREAE (42mgkg KE) O 1, 3 T 10f5& T, 1H
MR 3 8], A PG L, oMyt Sz, 10 & 8858 Ol OWE
N B DB 7R HNDNGRD B ATz, AT, 3 [HE& G CIIey 10 i eI I6R
HHIT, B iﬁﬁf%otoéﬁﬂ\&

(5) EEH (1X)

AR (B—7NVAE, MRS 4 DURE) 2 WO EIC L5 90 H MRt daRsR
[11.5. (3) 1 (2B T, 13.9mgkg (KH/ AL EOFGET, U o7 FIHROZENE DA DI
7=, (ZH4, 5)

(6) RERDBRILEICET i ET o5

7 v MWz 24 A BRI AMEGFERBR [11.6. (2)] 1ZBWT, MR R
(ZEOFBILENADNT=Z LD, B EROOEREEOE T — X SRR OV TR S
Nize 24 D H MR AMEDFERER [11.6. (2)] KU 90 H Rjdi Ak SR
[11.5. (2) ] OXIHREENK 500 ppm HGEEORERSROREEBIA VB, £7-. itk
FE OEMRRBRICHO O NTZR CURMOMET ~ FORERD, 2R E L THWOT,

DY T NSO E DORHRRBRCIE, RIREEOIL R (IR~ P RRE DGR
WAEINFBIVTZHY, 90 H i E M ERBR O RIS I A B 72 h - 72, 500 ppm D
IREFR SN AFILAEORMZF| X2 L, 3 MHB TIFEE T, 12 KO 24 A HIED
IZZFDBTIIHRRENLEE ThoTe, o, ARITTICYRTIAF L THY
WL ERZ R OV FESOEARBIZRE L Tz, £, BRITTRY YV Y —AZREL TN D
Lo ThoTz, BT, BfGETMETRERD 5 R 7~ RO M OV Wk A3
é%m%@%@%§ﬁfw5:kﬁﬁéht MRAHRRAZ S AT, RIS OO RRAFRR DA%
W, KOMRER () (ZIZBEFEOERITRD e oz, BRWEDIMIITLREIZ
PG\ BEE U 7= FERE SR I T A 6w‘m>o 7=

JECFA FHliEIC T, SR A EOFF T AU, 24 2> H HEMTEMEF8 S AAMEDF
AHEER [11.6. (2] IZBWT, Y37 T =W EBEIZ L AR OREE T/~ T2 & S
TW5, B, RS UVIRCLAISPEENTEL TWD I D, PV 7 T =
HL727 v D OBKSBIIERERICIER THhDH Z 2R L TWzE LTS, 56
Fix, Vv TN ERE LT v NOB ERIZA LA EBEREITR T~ VRO
Ela K OV WHBIEOFIEZ Y R 7 ZAF RN ERE LI RTH Y . BRI 2t
DIEETH 5 Lt LTz, WO RERZA LN o To 2 bt L, aF
A TR O LE EXUIRERE E RS2 b 0T BmE LI LanE L, (B
3)

BN ZEEESBAERGEMAFIES L L, WTROFTRIZOW T HIH S
P EFETIRD BV LT L7,

10 FHIHT LR TH D Z b, BEEEE L,
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9. —ARZEIEEAER
v A, 7y FEOENE Y EHWE Invivo, In vitroil BRIZED UV T =D
FRRRRS R (PR TENGIE, ANIE. B EE), (EIRGR L, ') . R RRER, H
AR, R, OIS R, PR ONH B ST D 5B i BTz, T
ZRER ONEEEIZ DWW T Ol bV, fka & 21 IR LT, (B 3~5. 9)

DIzHa

%= 21 VU T = O—REREERERS
o [BETAU| B | BT SR O
OFESE (P55 (4 AR (B G-BDOEATETE)
i | —fREE (Irwin| NMRI <7 2 0.1, 10, 100  |100 : ZERITEIN OIS RIGOMENNT
yg—a kR (I 3 PU/EE) (R&1m) P, P56 RERI%R A R b .
7 TEVERUGX 8 IRFfAIT%  TRERT TN 24
& 4 L S A TR,
ER:STC} NMRI~7 2 |0, 1. 10, 100 |100 : # LGB DR, 24 FEEIZ5E
(JiE 4 VSRR () AN Z[EHE,
haEERE NMRI~7 A |0,1, 10, 100 100 : PHZE, $¥5- 4 RG%HEC 24
(Ji 6 DU/ (R1) IR I T2 TR,
~AF VY ULEZ—|NMRI~7 2 0.1, 10, 100 |27,
JURERRHE SR E A (It 6 VT/RE) G2qm))
AN Han Wistar 7|0.1, 10, 100 |27 1,
>k G 3m))
(Ji 6 DU/
P WP, D%k, 1fi| Han Wistar 7 |0, 100 100 : LA
B o | EROVER >k #&A) RS, IR OV R L,
;”” (i 4 PT/EE)
| EREEEE NMRI~©7 A |0.1, 10, 100 |#&72L
% (RE6 VAR | ()
% | R E/LEwy M0, 0.1, 0.3, 1.3,]0.3 LIt :His X BaClz (2 L 2,
(ACh. His %Ot | A% 3 mmol/L 1Lk ACh 1T X AU,
BaClz OYERIZHT (in vitro) SEATOIER|Z[E1HE,
EREY% )
A ¥ -oyEEE, | Han Wistar = |0, 50 50 : 7o L, #5 6 lM%KIC, Bk
AE |, JERE >k G 3m)) IRTEREONE 1 (B D AR 7ol
; (K 10 DT/ TEONET) OB T2\ IS
2 . 12 BRI mlE,
Z | MRS 7 v MEHBERE| 0. 0.1, 0.3, 1.3, |"BHEAMUHEOEHEFE, REREdR
D LS 3 mmol/L B X DRI e L,
fis (in vitro)

10. ERMZBITHHR
Uy T=uE, b MBS E LTHEASATOARNZ b, b MIBET 5
(COWTORIHFTREZ IF 72, (B4, b)
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1 1. JECFA OFHE (2000 &) LIBEOQHRIZE DU -FEEOFRITMEF DORET
~ 7 A% A 18 D H BTN AAEDFE SR [11. 6. (1) ] (23T, 500 ppm
B GEEDOMETRN AR bile, —F, i~ 7 RO TE, R AMEICEET 24
WHI CT&Zemotz, ZhaiE z. JECFA OFHlE (2000 4F) LAKKIC A BHATZLL T OH!
R, THEEORBUST 2 Mt LT,

(1) IHREAVEERSIZ &K HHEBD

gz 580 Ol L7= ICR ~ w7 A& (Iff 8~12 PU/RE) (2. Yk 24 R IC A = m—3
a VOHTY=F)L=tnr Y7 I (DEN) % 30 mg/kg (KED FHE CHEIENZR S L.
D 1 HE#%IZYY 7 7 =1% 0 (DEN #50D74), 187.5, 375 X 750 ppm D=
T 10 BRI L, ZRFIE Y 15— a UiERES RS S,

JERR AR DR R, EETREBIA LN -T2, YA T, v
TNEIN T ARTFH—E (GGT) Btfian s b7z, GGT BERIZA S
NighoTz, ®EEE (DEN #5-04) (Zxf L, 258 (DEN+Y V7 7 =108 5)
T GGT GHERBEE DI A DR - T, BRI UR AR b oo FREE L HE
T 750 ppm G CTHEIZIEMN LT,

mRNA FHL A7 % RT-PCR A Clk, ®IREEIxI L, 375 ppm UL EEEGHETIE
Cyplal 13, &F5EETIE Cypla2 &\ o T AREBER G T OF B2 BUEEMMA A2 b
7. DNA & MEEEER D OGGI DI 750 ppm G5 THEITHIMN LT,
Erce5. Por, Txnrdl, Sodl. Gpx2 &\ \>T-F{iA kL A& s - D3I, kTR
BEL B ERECEI R DN -T2, D 2 7 v Y — LEEERSE ORI, X IREE
EREGRECEIIA LN o T, (BR 13)

(2) Y OREAVREIREIZ K DHERO
ICR~v A (f10~20 VIL/RE) 12, f{ =3 —2 a  OHMTIAF L= a7 2
> (DMN) % 18] 3 HEREVENE G- L, 20 1 %ML Y7 7 =/v% 0 i 1,500
ppm OIRFETEHETEZ 18 X 26 HEFERIET, Y37 7=1r07at— g v
TERM R ST, ISR A 7=, FEBRBALA 5 I T A S0 BIkR L7z,
DMN+ 7 7 =/1 13 L 26 BB SRRV T, GGT BHEROER & & Hic,
W OO TR LRI A b v ABEGERT- (Cyplal, Por, Txnrdl, Sod1) ® mRNA
HELOFBRMEMB A O NT, £, MR V7 T =00k 26 BEHS L7-#EIZ
BT, @ DNAH D 8t RuXx T4 77 v (8-0HAG) BENEGEITHY
MMUT= In vitro D~ AT 7 1 Y — A bREA SN DIEHIEEOHIETIL, P37
7 ZIVOAFAE T ORISR OF BEREARIN A G-, (B 14)

(3) IV RERAVEEREIZ & HHEROG
Figi a5 UIER L7z ICR ~ w7 A (I 8 UL 10 IL/EE) 12, /A = =— a »OHNT
DEN % Hi[rfEFENEE G- L, ZD% Y7 T =% 0 XiE 1,500 ppm DR CET ek}
Z 20 WEHER ST, FHIEEEICRET 2 LA b L ABTEER 1% S T fn - DR
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BDSRET ST,
DEN+ 27 T = WGBTS T TS (BWEKL O A) ORABERAHE
(ZHIAIN U 7=, BRI OB s 7B 0AT Tl JHHIEIERE SN 3V €L Cyplal KO Txnrdl
LD A b L ABEEG - O BN EmN o T2, BR{LAY DNA EEEEE - TH D
Oggl OMHMEZRIEBBENIAOINT, THR M=V RAEZRET LU H Y RERTTHD
Trail DFBUIAEIIKT L, (&M 15)

(4) gptdelta TR ZRLV-EHER 11

gptdelta ~ 7 A (B6C3F1 &, MEKES 10 PU/EE) (12, ~ 0 A& HWZREMN AERERC
JEG 3 b HEO Y 7 T =V % 13 RS- (0 3% 1,500 ppm) L, ¥
7T = )VOREN AMEFF ORI Z BRI E LT, FFs%O gpt O SpirdZER & L HicTF
TV — VBROSHEE (TBARS), 8-OHAG, 7 uE5 4%+ v U Y (BrdU)
AR DMHIE S ATz,

BGREOMERE BT, IR R LA~ TBARS REIIZL 20 7= DIZx L,
DNA Dt %773 8-OHAG = OA E 229N & OV NEEHU U O FTFHBTEIE R 23 2 H 407z,
FEHEOMET, BrdU fkR K OITEEO A EREAEN I HIZH, FETIIA B0
o7, [REEC, BEHEOMETIE gpt BRENAEICLF L, GCTA FF 2=V g
ZRPETHoTZ, HETIL gpt BRI < Spi AR RRIIMEMECLRALITA B
7270 f:o

EFEHDIC L ZORERIE, v T "/v@%*éﬁ%'riﬁiﬁm:#%%w:ﬁ bIHZ &
&—EL, 8 OHdG T T = OXEERVIZED GCTA F T U ANRN— 3 VEREH
BYHILEBET DL, AL \tﬁﬁmﬁkki@ 8-OHdG %A T DML, e A%
AT HAREMEN S D L BRI N, (B 16)

(5) FESORBEMFIZDOVTOER

kD~ 2% TR G X AR 11 (D), @), Q) JoxEHENG, P37

T =V~ T XL T R — Y 3 EEER R LRI ST, gptdelta v U
A AW FRERTT. 11, (4) 1T, Ml E $12 8-OHAG IREDOF R /I, MEDIT gpt
EHRBD FHANRD BT, ZNHDFERND PV T = VDI AT D—DI1E,
TEMEREFE 24 U T R 2B R R JED SHEP O FTREMEDS B 2 HALTZ D3, JHIEEEOFE
BP0 2 B 2RI IS B L 7e o T,

B ZeRE S AERLEMTHESIX, ~ v AZ AWz 18 /A BN AR
[11.6. (1) JI23V T 500 ppm HGEEOHEZIWTENAMEDRD vz 2 & FFEE
BRSPSk 2 B 7RIS D72 o T2 2 & R ONE G ERBR (11, 4. NIZRE#E L
7= 1n vitro KON in vivo ifBRERNECIEETH D T Enn, U7 T =V D3 ANE
IXERE 72 BREEIZ IS < b DO Th 5 TRk 3D TR &I L7z,

11 SO FEEREFETOT- D DHH & L THW -,
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IT1. EFFEE O
(1) JECFA ¥
JECFA 1%, 2000 4FiZ, A X% iz 12 2 A et 0 5 m4E Chol @ E
F12#5< NOEL 0.71 mg/kg A5/ HIZ 24455 100 2@ A L. ADI % 0~7 ug/kg 1K
H/HR2ZEFEL TS, (BRI

(2) EMA ¥

EMEA (%, 1999 £4£iZ. A X Z v iz 12 7 H [iigtEER8k > NOEL 0.7 mg/kg &
B/ A2 24550 100 %3 r?ﬁﬁﬁ L. ADI # 0.007 mg/kg /AH/H LR EL T\ 5, (B 4,
5)

(3) Z=IMEAF DT

SEMEREE - SilibE (Department of Health and Aging) b FWEZ4)R (Office
of Chemical Safety) 13, 2004 2, T v FZ& M= 24 0 H BHEBMHEEEFE D AMEORS
ARIZI1T 5 NOEL 0.2 mg/kg (KH/ HIZ 20445458 100 ZH L, ADI % 0.002 mg/kg
(KE/H LERE LTz, (BHR9)

Z D%, 2005 F1Z, [FRINEA X &2 iz 12 20 H BHEMEREERERIZ B T b7z I
#% Chol @t%.'ﬁmilﬁnﬁ,ﬂ;ﬁﬁaﬁ ZBWTCRIMTH D03, A X &2 HV = 90 B d i mat
BRICBWTH B LTALNEFIATHDLZ LD, ZofE Chol @ EFIZHESL
NOEL 0.7 mg/kg AE/ H 222 24%4% 100 Z#/H L, ADI % 0.007 mg/kg {K5H/H & 5% 7E
LTW5, (&f12)

12 JECFA #HiliE (B 3) OFSCTIE Img) &72> T 473, JECFA database (ZFf17) Oftik
TIE “0-0.007 mglkg bw” & 72> TWDH Z EMD, Tpgl OREE Ebh s,
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IV. Bm@E g

Z v W= O&RSIC ié%ﬂ@b SRR OFERN G . V7 T = )LORIERITA
< EHRI80% EB 2 b, FITHIE, Bk NiklZ oA L, R GRAZIZE T
HERRCA3 MG Uiz, E7288IZ MET1U, MET-4U X (* MET-5U Th-7-, HO#KE
RRCIEL, EITRF D HHR S 7z,

FEARBRORER G, AT A 8E 56 B OB 7 7 = kTN MET-4U
75§?|°ﬁ‘€t|j Sz,

FHFMEAROFERN D, U7 T =V OFEIZ L5880 T, FITREIIEHE], Chol
ER KOV~ OFE (AR, HlsOM X OFEX B &) ThoTo,

~ 7 A% A2 18 A MRS AMEDFEEERIZE VT, 500 ppm & GRED
(ZHEDS A WD) WO BT,

KRR ﬁ%#%@&%@%ﬁﬁ#%%ﬁ?ék DT IV DR AN
BB RIS < O TiE e <. BIEOREILAEE &l L7,

AT A T ERRBR OFE RN S | ﬁ@%:%ﬁﬁmmﬁ FE VA LIRS A3 A D LT
3, BRSO EENTBEMI BRI DT AR ETHLIVTW e, AR
Lot

FHEEMERBR ORI D, R BIROHETALIIZEET, 4 X2 /M- 90 HEHR
SRR ERRBRIZISIT B 100 ppm (BET 2.7 mg/kg /AE/H ., T 3.5 mg/kg K/ HIZFH
) YL EEEHETA B Chol XUV VFEOHEINTH Y . NOAEL 1% 20 ppm (KT
0.61 mg/kg IRE/H, WET 0.71 mg/kg IRE/HIZFHY) Thoiz, —J., L0 EMORER
ThHA X &N 12 22 A RHEMEEHERICIBW T, 150 ppm (FET 4.4 mg/kg A/
H MET 5.1 mg/kg R/ B IZHEY) DL BB GREOREIZ D 7 Chol DHEINA A 51, NOAEL
I%. 25ppm (HET 0.71 mg/kg (KH/HIZHY) Th-olz, mslRIZBOTHRIZA LI
72 Chol NN ®95 NOAEL & L Ci, LY E#HORERTE 5172 NOAEL @ 53
W THDEEZ, V37 7=/ NOAEL % 0.71 mg/kg (KE/H & 425 Z & )N T
&% LW L=,

VT T =@ ADI OREIZYS T2 - Tid, 20 NOAEL IZ24f%5 & LT 100 %1
L. 0.0071 mg/kg (AH/H X ET 5 Z LI TH D EB X b,

VILEMNS, o7 T =)V OB MERRZESTLIZ OV CiX, ADI & L CROIEA
HIZENmEYEEZLND,

UV 7 =)L 0.0071 mg/kg A&HE/H

BRI OWTIL, Yrke MR R 2B & A ESEEED I L 217 9 BRICHERR 32 2
EET 5,
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& 22

JECFA. EMEA. MBI R UBRXEZERPYRAEEREFTRERICKE T 2REHBROESIEEFOLER

R (mg/ke (AE/H)

o Behm EPINE= o
mE | R (mg/kg {KE/H) JECFA EMEA SN B ﬁn”ﬁi\ii‘fﬁiﬁmg%”
~7A |18 AR |0, 10, 100, 500, 1,500 |1.1 1.1 1.1 HE 1.1, M 12

BYEFENE/ S | ppm GREEES., HE: 0, |~ Frfi~ oD 5 JARIEEESE, IFAmNE | IFRIaEst Rk OMaRibs (1) |
VNV 1.1, 12, 59, 210, M : AER R OV | Bz oDt | (REEHE NN (HERE)
0, 1.1, 12, 65, 200) FRUA AR (M, 500 ppm)
Zv |28 HH 0. 5. 30, 300, 1,000 (#&|— 5 —
farkErE | &5 b4 B R D W T 4
()
90 HfH 0. 5, 25, 125, 500 ppm |1.6 1.6 M- 1.6, M- 1.7
dfiatmt: | (REFR G, #E: 0, IREEHS ] (k) IREEHIIIAME] (1) Glu DR (MERE) | AR IS
0.31, 1.6, 8.0, 33. I : O (1)
0. 0.31, 1.7, 84, 34)
24 7°AM |0, 5. 25, 125, 500 ppm |125 ppm ME: 1.0, ME: 1.2 |0.2 (1997 4F) I 0.97, M 1.2
MRS GRETR G, 0, IREZL, FFE L OWENRD | FEH AL Wb Rz ot 3R IE & | IREINEORD ()
NV 0.19, 0.97, 4.8, 22, #ff : |EBHAHYZ( L (HfEREE) FEIN AN
0. 0.23. 1.2, 6.0. 26) FEM ANESE
2 HRESE |0, 5. 30, 200, 500 ppm | —EEME : 30 ppm 30 ppm 30 ppm — PR 2
(REE#5-) REDEAL BlLEM) O R EHE N | (RERINBNH] & OMEAH 2 )
AEEEME © 500 ppm KOMBEREOWY | AbH I
IRENY) © 200 ppm IHEW) : 21
(REE RN ENEERY NN

34




wAEFME |00 1. 5. 25, 75 GGEMIRE |(REW) -5 l@a% 25 BEW) 5
H#e5) IRERINE DR JRIE m@mbuﬂnﬁﬁu
SN 25 “E*f%;'% DIEELHA JRIE : 2
FE VAR ORI, B FARIE | BN m@ﬁ%@ﬁ%
DI, R OFLIERIEIC
& BRI O
{ —rﬁ/f
oYX |34 |00 1. 3. 10, 30 (GBI | REMY 3 l%b% 3 REW) - 3
n#5,) {REHINE DR JRIE (S EEEE ]
AT - 10 (vl iﬁ% FEIR 2 10
Je AR EE DD K OViE{ i J& A B AR K OVEA LI AE
FEIZ X B B ZE B OEN AT E I
A4 90 HfH 0. 20. 100, 500. 1,500 |0.61 — I - 0.61, M : 0.71
farEErE | ppm (REESKS-, HE: 0, | M4E Chol OEINN, FINZIRK Chol XN U NRE AR IN
0.61, 2.7. 14, 42, Mt : | OVEEMEOFHERARE AR A 1) . AISZRMARROZENE (7 |
0. 0.71, 3.5, 17, 42) (1) [EE_E RGBT R % £ D RIENE
ZAvOEN ()
127224 0. 5. 25. 150, 750 ppm |0.71 HE:0.71, ME:0.77]0.71 M- 0.71, M 5.1
el (REESR -, H#E 0, 14 Chol DHEAN (1) i #E Chol o Z5{k| i Chol DI (H) . —fBeIk

0.16, 0.71, 4.4, 23, M :

0. 0.15, 0.77, 5.1, 23)

()

REDZAL K QML iR AL 1) /%
T A =2 —0%H) ()

SR ADI (mg/kg {REE/H) 0~0.007 0.007 0.007 0.0071
NOEL : 0.71 NOEL : 0.7 NOEL : 0.7 NOAEL : 0.71
SF : 100 SF : 100 SF : 100 SF : 100
TSN ADT 3% EARIVE R} A X120 H MR | 4 X 12 22HA B8 | A X 12 2>ARHENE| 4 X 12 A RlErEersA8
PP ERBR AR
ADI (mg/kg A/ H) 0~0.007 0.007 0.007 0.0071

/7 EIBREREE DRI OTO WA, — @ BRSO R 2 ShTu7Zan i
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<BIHK 1 - KE/ ORI >

WA b4

MET-1U | N(4,6-diamino-5-cyanopyrimidin-2-yl) propionamide

MET-3U | 2-(4,6-diamino-5-cyanopyrimidin-2-ylamino)-3-hydroxypropionic acid

MET-4U | 2,4,6-triaminopyrimidine-5-carbonitrile

MET-5U | 3-(4,6-diamino-5-cyanopyrimidine-2-ylamino)propionic acid

<HIHK 2 . REEFHH>

W& KR
8-OHdG 8t NuXiTrAXxI 77 /v
Ach TeFLay
ADI — AEIGFA &
Alb TIVT I
ALP TINHVRAT 72 —F
Bil U E
BrdU TRETAFITI TV
BUN JRIGEFR
Chol IV AT Ha—/)b
Cmax R
Cre JVrTF=
DEN xFar=hraJrIv
DMN VAFN= b r YT I
EMEA RN R R AT
GGT VI INE I N T AT FZ—F (y-GTP)
Glu Jna—2A (M)
Hb ~EZrerE (feFEE)
His EAHZ I
HPLC iR v~ N T T 4 —
Ht ~~ 7 Uy ME
JECFA FAO/WHO & [FRI& SRz ik
LCso FREBOIRE
LDso Sy
NOAEL Bl
NOEL A &
T TH R
TBARS F AN — VRS E
T.Bil )
TG cNUZUERY R
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TLC

HWEs/a~v N7 44—

Trmax

A e B ]
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<ZHE>

1.

10.

11.

12.

13.

14.

15.

16.

17.

b, WIEORREYE (MEF 34 FEAEERE 370 %) O—EA2UOET 51
CERk 17 411 A 29 BANT . BT 75 499 75)

National Center for Biotechnology Information : PubChem CID 3081364

https‘//pubchem.ncbi.nlm.nih.gov/compound/3081364#section=Top

JECFA: “Dicyclanil”, Toxicological evaluation of certain veterinary drug residues

1n food. WHO Food Additives Series, No. 45, 2000

EMEA: “DICYCLANIL”, Committee for Veterinary Medicinal Products, Summary

Report (1) 1999

EMEA: “DICYCLANIL”, Committee for Veterinary Medicinal Products, Summary

Report (2) 2000

EMEA: “DICYCLANIL (Modification of the MRL for fat)”, Committee for

Veterinary Medicinal Products, Summary Report (3) 2000

77w REREFREAL, SOKE IR, 1998 4

FAO: Residues of some veterinary drugs in foods and animals. Food Nutrition

Paper, 41-13, 2000.

SEMEFHEHE R - National Registration Authority for Agricultural & Veterinary

Chemicals, Chemical Residues Section, Evaluation Report, 1998

FAO: Residues of some veterinary drugs in foods and animals. Food Nutrition

Paper, 41-15, 2003.

Moto M, Sasaki YF, Okamura M, Fujita M, Kashida Y, Machida N, et al: Absence

of in vivo genotoxicity and liver initiation activity of dicyclanil. The Journal of

Toxicological sciences, 2003 Aug; 28(3): 173-179.

Australian Government Department of Health Office of Chemical Safety: ADI

LIST, Acceptable Daily Intakes for Agricultural and Veterinary Chemicals,

Current as of 30 June 2014

Jin M, Dewa Y, Kawai M, Nishimura J, Saegusa Y, Kemmochi S, et al: The

threshold dose for liver tumor promoting effects of dicyclanil in ICR mice. The

Journal of toxicological sciences, 2010 Feb; 35(1): 69-78.

Moto M, Umemura T, Okumura M, Muguruma M, Ito T, Jin M, et al: Possible

involvement of oxidative stress in dicyclanil-induced hepatocarcinogenesis in

mice. Archives of Toxicology, 2006; 80 (10): 694-702.

Moto M, Okamura M, Muguruma M, Ito T, Jin M, Kashida Y, et al: Gene

expression analysis on the dicyclanil-induced hepatocellular tumors in mice.

Toxicologic pathology. 2006; 34(6): 744-751.

Umemura T, Kuroiwa Y, Tasaki M, Okumura T, Ishi1 Y, Kodama Y, et al: Detection
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