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E ®

BEH T2 7 0 A F7 =22 (CAS No. 1228284-64-7) (ZOW T, KFEEE %
FHUN T A b fE R 52 B3 A A 550 L 7=,

FHIIZ W RBR AR 1. BANEm (T > b v U X, UHFE) | EDIEN
iEay UhE. b~ ME) | (EWSERYE. TaEE (T b, v URAKROS X) | 18
PEFENE (f X) | BHFEEEDAMENE (T b)) L BERAE (wTR) | 2 HfRE
(7w b)) | FEEE (7Y NEOTHF) | BmEoRBRRETH D,

BEHEMRBER)ND, BV TAA N7 o o B EIC L ARET, FICEE M
H) L e (EEEI, RS KOHRE (EEHEMN) 1RO 6z, ZH
REIZ KT DA (AR OERIZB W T & 2 5B amEITB o oo 72,

~ U A% FHWTEFE D AMERRBRIZ I T JE TR BRI f OV 0 8 AR SR EE S N A3 38
D HITEMN, AT = KX LR OBEFEREBRORE RN S | S AR B8 s
ANZALZED DL ITEZ L FHEICY - BEEZRET D2 LIERETH D
EEZ LN, £12. AN = RXLRBROFERENS, TR N T = 0 X DRI
NSRS O B R ~OAMEMEITIRW E & 2 BTz,

BFERBRAE B D | EZEM K G EM T OBFETMSEME 2 Y TV A N T =
BULEaMmDH) LikE LT,

KRB TR O N EEE RO O bi/MEIX, 7 v N 2RO EBEEMEE S AMEDRS
ABRD 9.9 mg/kg (KE/H THHo7=2Z LD, ZTHERILE LT, Zaff% 100 Tk
L 72 0.099 mg/kg (AH/H 2 — HEEIGEFAE (ADD) L& L7,

Flo, EVTIAMA RN T 2 OHEERAOKEFEICID AT HRREED H 5 HIEREIC
*9 % MEME IR/ NEERED O bR/MEIL, 7 v MW ARNERER O EE
HETHD 30 mgkg (AE/H THoT=Z &b, TNERILE LT, 28425100 T
frL7- 0.3 mg/kg KEZ SR (ARD) &% E LT,
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I. M REFEOHE
1. A%
A

2. BYESD—RA
mé B TINA N T 2
H4, : pydiflumetofen

3. 24
IUPAC
4y 3-( 7 Fu AFN)-NA b F-1- A F - N(RS)-1- A F/1-2-
(2,4,6- NV 7R T 2=/ VTFN1IHET Y —/-4-TIVRFH IR
354, : 3-(difluoromethyl)- N-methoxy-1-methyl-N-[(£S)-1-methyl-2-
(2,4,6-trichlorophenyl)ethyll-1 A-pyrazole-4-carboxamide

CAS (No. 1228284-64-7)
g 3- (7 A a AFN)N-A RF-1- A F/-N-[1- A F)L-2-
2,46- NV 7o 7 2= V)T F)NV]-1HE T —)-4-H)LRFH IR
524, @ 3-(difluoromethyl)- V-methoxy-1-methyl- N-[1-methyl-2-
(2,4,6-trichlorophenyl)ethyll-1 A-pyrazole-4-carboxamide

4. 5FHK
C16H16Cl3F2N3Oo9

5. 5FE
426.7

6. HEX

Cl @) N

Cl Cl O F

7. HAROERE

EYUTNARN Tz, YoV AR LD ST A RF BT Y —
JV-TIVIRFY I RRZKFEH T, 2 by R THRICFEET 5 a7 ik B
F BEAHEND) oo x /) o ~OE oAl ETHZ LKV EREERZTRT
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I REMICHERIABROME

%@ﬁzéﬁ%ﬁ%ﬁ [D.1~4] 3. P TINAA N T2 DT7 2= VHORFEL 14C T
=1k L7zt (LAF lphe¥ClE Y7L A T 2] LnH, ) OB T Y
)/»gm@r?% UC CHEFRL=b 0 (LR MMpyr-ClEY 7 A h7 2] &
W, ) HAWTEm SN, BEGTRERE X OREMIRE L, FrITH b 82 0nigGE
L ETRE (EBEERE) MO Y7 A M7 = OREE (mglkg Xitugl/g) ([TH#
BL7fEE L TRLT,

E 53 IR e O &SI PRI, B 1 KON 2 IR STV D

1. EMERREan B
(1) v @
@ MR
a. MEEHE
Wistar Hannover 7 v b (—#flf#ER 4 IC) 12, [phe-4ClE Y7L A h7 =
VAL Epyr-UClE Y 7 A 7 =% 5 mglkg KE (LA TR, (M TIZHBWT
MEAE] &vo, ) FHLIIHEZ 300 mg/kg RER L < 13MEC 100 mg/kg &
= AT M T IEHE] &), ) THERAES L, X% 1 mgkg
RECHEBEIFFIRNE S LT, P REHE SR S,
Lﬁlﬁf’{)}lU\ MASEYENREFH) N T A —Z 3R 1L ITRINTWD
AU HESTREIZIEL, BRI K 2 Z=ITRO 6T, ﬁﬁﬁiﬁi BT
m&@ 0.5~2 Rfil#%, mAEBICE O TS 2~8 KiHZIC Crax ([ LT,
Fo, BRORGAHEREL OFIRNE G-EIC B W T E R MEREZS 13580 B vz
molo, (B2, 3)

£1 MERVEMHEMHEFHI/NS A—F

Be 5051 & a0 RN
¥ 5 (mg/kg (A H) 5 300 100 1
PR Jié2 i i3 i JiEE i
Tmax (hI‘) 2 1 8 8
1. Crmax (ug/g) 1.13 1.17 13.0 5.8
i T2 (hr) 56.6 149 85.3 42.2
[phe-14C]
o AUCo-(hr * pg/g) | 9.77 10.0 433 121
SR
Tmax (hI‘) 2 1 8 8
ARNT v
4 Crmax (ng/g) 0.63 0.72 8.1 3.8 | 0.4632 | 0.3662
i, T (hr) 116 82.1 163 160 39.4 182
AUCo-(hr * pg/g) | 12.2 11.7 488 165 2.60 5.96
[pyr-14C] n Thmax (hr) 2 0.5 8 2
v 1 Crmax (ug/g) 0.49 0.67 7.1 3.1
Ar7xy | Tys (hr) 56.6 | 304 | 18.6 | 10.6
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55k % H RN

¥ 5 (mg/kg (A H) 5 300 100 1

P i3 i3 i3 i3 i3 i3

AUCo-w(hr « pgl/g) | 7.45 5.81 197 56.2

Tmax (hI‘) 2 0.5 8 8

4 Crax (ug/g) 0.27 0.45 4.7 2.1 |0.4392 | 0.3412
1. T2 (hr) 75.3 68.5 196 — 25.3 20.7

AUCo..(hr - pg/g) | 8.05 | 7.84 | 358 — 1.93 | 1.91

) Tmax [ZFRAL, ZAVAIMITEIE,
—HHTEF, Sl
a B r RERUSHME U7z S RER BE

b. RN
AR HRHEMERER [1. (1) @b. TIZ3 T 2R, B, 77— PRI & O — 1 A1
PR B 5-1% T2 R ORI X AR H & HL R 5-HE O JE T 81.8%~86.7%.
T 87.0%~88.3%. i HEREFEGEREORET 18.4%~25.3%, MET 48.6%~
55.9% & B STz,

Q@ o

Wistar Hannover 7 v b (—#flfHER 4 /C) 2, [phe-4ClE Y7L A h7 =
XiZlpyr-UClE Y TN A b7 = U R BRI A E THER AL LT, K
WA ek 23 320 S A 7=,

T AR M ORI T 36 1T DR U REIR EE 1R 2 ISR STV D,

PR GTREIREE 1L, W NOEGEITIB T, Tiax 3T TN, B &L O
BB Em B BT, &5 96 i 120 FRREIZICIT 4 T Olgds X OSEHE T
T U7c, FREBSTRED AT ITHERE, ARak A O G- ®IC X D BHE R EITH O b
wnole, (B2, 5)

®2 TERBROEBICETHERBMGTRERE (ug/e)

k| msae |

B Tmax 3T 2 ¥ehH. 96 X% 120 B4 v

FFI(8.56), Bk(2.45), MmiE | FFHK(0.203), Bigk(0.061), 4xifi
[ (1.46) (0.038), fii(0.025), MfiE(0.017),
FRAR(0.014), 1M 4%(0.009)

[phe-14C]
7L
ARNTzv

FFigi(10.9), &I (5.29), &g | AFH#&(0.082), 41 (0.051), fifi
(3.50), FUIRHR(2.54). DiE(2.32). [(0.039). & (0.036). Ml

M | R (2.32), Afi(2.20), BEFNEAERS |(0.020), HRAR(0.009), LM
(1.79). JREA(1.67), 1Mm4E(1.30) [(0.007). hgiEN5(0.006), FIE
(0.006)., JFHL(0.005). #%(0.005)

mg/kg
(LN

300 | Mk | AFRER(77.5). BSA(28.5). EIIEF JiFigi(6.3). Bh#(1.7). 4=1f.(0. 8).

UHAR « BBds 2 B BRWIERED Z L A — A A LS (BLTRIC, ) .

10
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ELTILA T T UEEHE (F)

mg/kg (15.5), IMm#E(13.0) Jifi€0.7), Wig(0.4), 1fn4%(0.4)
LN
100 JiFig(40.1), g6 (24.7), &I |FFlE2.7), &h&(0.7), 4if(0. 6),
mefke | i (2(\)‘.2)\ Bhe(13.5), Eg(11.6), |Mfi(0.5), MEEK(0.2), if4E(0.2)
e INEL(10.6), HUIRAR(8.9), Mili(8.5),
Di&(7.6), 1M5E(6.2)
i FiEi(9.46), B %(2.28), FIE JiFiEi(0.318), & hi(0.057), 41
. (0.905), 1M%%(0.686) (0.034), Hti(0.018). if#E(0.013)
me/kg fFh%(12.6), RIE(3.08), &g |[AFh#(0.199), 41f(0.042), fifi
ke | (2.79). IRg(1.61), FRRAR(1.60), |(0.035), Bhi%(0.034), ¥
D (1.49), ii(1.28), HafiR(1.27). [(0.011), LMi(0.010), EIE
PRE(1.00), 1M4%(0.888) (0.009). If#%(0.009)
[pyr-14C] 300 fFiEi(80.9), Brik(22.4), EIFF | IFhE(.1), BhE(1.0), 42if(0.4),
=% melke ﬁgme\%ﬁ%%ugw\%ﬁ FUIRAR(0.4), Aii(0.3), 1 4%(0.3)
ARNTxv e (13.3), Mi(9.7), FIRAR(9.5), >
g (7.7), HapR(6.4). .1f4E(6.0)
fiFig(41.9), Bhgha6(17.9), &I | FFE(3.0), FURAR(0.7), B (0.5).
100 (16.7), Wehk(16.7), Bhg(13.5), |41.(0.5), Afi(0.3), MEfE(0.2), Fl
mg/kg | M |INEL(10.5), FURAR(7.9), Mi(7.7), | B (0.2), FE#(0.2), MmH4E(0.2)
(N FaiR(7.1), LE6.8), & (5.5),
Jifgi(4.4), 1 4E(4.4)

a: [phe-UClE Y7 A b7 = VGRSV TR, R B G CETIIR S 2 IRk, METI3RE

1 IR |

MR GRECHERE & &5 8 B[R, [pyr-4ClE Y 7 v X b7 = BRIV T,

T B GRECIERE & 85 0.5 FEft. & HEBGRECIIMERE & & BeG 8 FEfE#4,
b [phe-UCIEY 7L A b7 = AR EREGRICB O CIEHRE 120 FEf#%. oo 58 Tliks

96 KFfHl %,

S

PettEER (1. (1) @a. X' b. I TH LR, # R ONEVIE QN i iR EEHERE AR

A1 (N @a ] THLNmELRE L LT, KR

7’»
—o

HARE - 5 RSN & U

PR, 3R OUEH o EEAGHITE 312,
TW5,

READOE T TN A T 2 A3FE P THRR 63.1%TAR @B Hiv, K, MHT K&
CMAEFTIXZ LA ERD N DT, WTHOREHIB W THZ < oY
RO HAL, FERE E L TR TIX, Ah-glu, C-glu., L. H X' H-sul, #T
I Ad, Ah2, D, L, P &0 Uh, fE7+TiX Ah-glu, C-glu, Ch-glu, D-glu,
Md2-cys., Mh-glu, R-glu XU S-glu, 4% Cix C-glu, F. H, H-sul, I-sul &
PN L2AZENZENGRO b,

Ty MIBIDEY 7V A N7 2O EHEAGHRE L, ORVINANLA T L
KR O = = VEOKBBIIZ X DG Ahl LY Ah2 D4Rk, @A FF U ED
MiBELIC L A3 B DR, Ol A FARIZ X A3 C ROVD 4Rk, @
7 v A EPE S KERIC X A3 E D4R @R DAL A F L BRI
Lo H, J. LEON O4&Rk, ©7 X FEGORZUC L5 F o4k

e O TZZAFHMITE 4 1TRSH

11
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ELTILA T T UEEHE (F)

&, ENBITHIE R TV v VBTG LB 26T, (B2, 6)

F3 R, ERUVBETHOEERBEY (BTAR)

M| g | B BV A
PR A e b B H B | LA B Rt =
() | 7=
H-sul(14.9), H(4.0), K-glu(1.7), Ch-sul(0.1).
" R 0-3 1 ND | emie0.9)
#0-4| 22 Uh(8.1), Ah2(5.2), Ad(4.4), Ah1(2.7),
5 ' D(2.3), E(2.1), P(1.9), B(1.3), KI[FE(27.4)
mg/kg H-sul(7.8). H(6.6)., C-glu(0.4). Ad(0.2).
NGy RN O-3 1 ND | 1100.9). Ah2(0.1). AFE(.2)
il Ah2(8.2), P(6.3). D(5.9). Uh(5.0), Ah(4.4),
#|0-4 3.9 | E(3.4), Bh1(2.1), Ad(2.0), Ph(1.9), B(0.9),
[phe-14C] AR[AIE17.0)
b il o-s| o1 |HED. Hsul@5), Kglu.4), Ch-sul(0.2),
2oy | 800 ' I-sul(0.1), KI[FE0.1)
mg/kg | 1 Ah2(5.3). Ad(3.0), Uh(2.9). S(2.7). Ah(1.5),
(LN # | 0-4 | 44.3 | Ch1(1.3). D(1.1). P(1.0). Bh1(1.0). E(0.9).
Md1(0.5), Mh2(0.4), #[F7E(10.5)
H(6.2). H-sul(4.6), Ad(0.6). Ah2(0.5),
100 JR|1 0-3 0.1 | C-glu(0.4)., K-glu(0.3). Ch-sul(0.3).
Ch-glu(0.2),I-sul(0.1), Bh1(0.1) K[FE1.7)
“{lﬁg bt Ah2(10.5). D(5.3). Ad(4.6). Ah(2.5).
#|0-4| 311 |Uh@.1)., P(2.1), E(1.7), Bh1(1.1), Ph(0.8).
Md1(0.6), Ch1(0.6)., B(0.5), #I[fE(6.1)
L(8.9). N(2.2). 0(2.0). J-glu(1.4),
JkK| 0-3 | ND | Ch-sul(0.5), Q-glu(0.4). J(0.2). C-glu(0.1).
i A [AE(10.3)
Ad(6.0). L(5.1), Ah2(3.0), Ch1(2.6). D(2.5).
5 #|0-4 2.6 | Uh(2.1), Bh1(1.6), E(1.4), P(1.4). B(0.7).
mg/kg ARFEEQLT)
N} L(4.3), J-glu(1.4), 0(1.3). N(0.7),
RN O0-3 | ND o 100.5). J0.1). FIE10.0)
il P(5.9). Ah2(4.8), D(4.4), E(3.9). Uh(2.7),
[pyr-14C] # ] 0-4| 31 |Ahl(2.5), Md1(1.9). Ad(1.4). Ph(1.0).
v 7L Bh1(0.6), #[AE(24.8)
ARNTxv L(2.1). N(0.5). J-glu(0.4). 0(0.3).
300 K103 1 ND o 1u0.1). £AEAQLD)
mg/kg | HE L(5.8), Ah2(3.9), Ad(3.4), D(2.5), Uh(2.3),
R # | 0-4 | 482 |Ah(1.1). Ch1(1.1). Bh1(0.7). P(1.0). S(0.8).
Md1(0.6). B(0.3). K[FE(.7)
L(2.9), J-glu(0.8), 0(0.5)., N(0.5),
100 Q-glu(0.2). C-glu(0.2), Ah2(0.2). J(0.1).
markg | # | % | 073 | NP | chlsu(0.1), Bh1(0.1), Ah-glu(0.1). Ad(0.1).
NG A [AE(3.1)
# | 0-4 | 31.2 | Ah2(7.5), D(4.3). Uh(3.1), Ad(3.0). P(2.5).

12
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ELTILA T T UEEHE (F)

L(1.4). E(1.4), Md1(1.0), Bh1(0.9). Ah(0.8).
B(0.6). Ch1(0.6). Ph(0.4). K[FE(8.2)

JR| 0-3 | ND |H(5.8)., H-sul(5.6). K-glu(0.5), #[FE0.4)
#|0-2 7.3 | D(0.7), #K[FE4.0)
VG2 e Ah-glu(20.2). Ch-glu(8.6). Mh-glu(6.5).
Hj 0-1 ND | C-glu(4.6). Md2-cys(3.6). D-glu(1.5).
. Md-glu(1.4), RK[FE(19.5)
me/kg Ah-glu(3.9), C-glu(3.1), H-sul(1.0),
e JR| 0-3 | ND |D-glu(1.0)., Ch-glu(0.9). H(0.7), Ah2(0.5),
Mh-glu(0.2). Ah-sul(0.2), #I[@7E(10.0)
M| # | 0-2 5.9 | D(.2), XFEO0.7)
e Ah-glu(10.7). Ch-glu(9.9). R-glu(9.9).
YJF 0-2 | ND |C-glu(9.7. Md2-cys(8.6), D-glu(6.3),
Md-glu(1.2), EK[FE(24.8)
H-sul(2.6). H(0.9). Ah2(0.1). K-glu(0.1),
[phe-14C] JR| 0-3 | ND | C-glu(0.1). Ch-glu(0.1), I-sul(0.1).
BT 300 Ah-glu(0.1). K[FE.1)
ART v melke | K # ] 0-3| 63.1 |B0.7. M0.3), KlFEEEQ.1)
{zl%ﬁg Ah-glu(5.9), C-glu(1.9), Ch-glu(1.8),
ila} 0-9 0.9 D-glu(0.9). Mh-glu(0.8). R-glu(0.6),
" ' Md2-cys(0.5). Md-glu(0.5), P-glu(0.4).
S-glu(0.4), E[FES.8)
H(3.1), H-sul(2.9). Ah-glu(2.1), C-glu(1.1).
Ch-glu(1.1), Ah2(0.9), D-glu(0.4), Ad(0.3).,
R0-2 1 ND |y 10(0.9). Bh1(0.2). Ah-sul(0.2). E(0.1).
100 D(0.1), KIFE(2.3)
mg/kg | M| # | 0-2 | 35.6 | D(.9), B(0.4), K[[EQ1.8)
(LNEES Ah-glu(11.8)., C-glu(6.0), Ch-glu(3.5).
fiE o-2 | ND D-glu(2.0). Ad-glu(1.6). Mh-glu(1.3).
1t Md2-cys(1.3). Md-glu(1.2). S-glu(0.4). K
5] 7E (4.4)
L(6.5). N(1.6), J-glu(1.1). 0(0.9).
RpO0-2 1 ND | o 100.9). KA%ER.0)
#|0-2 7.9 | D(0.8). L(0.4), P(0.2), Ah2(0.2), A&[FE(0.5)
i3 Ah-glu(20.9)., Md2-cys(6.5). C-glu(6.0).
ila) 0-1 ND Mh-glu(5.5). Ad-glu(4.0). J-glu(3.6).
H Md-glu(2.9). D-glu(2.1), Ch-glu(2.1) . L(1.7),
5 S-glu(1.6). N(0.9). K[FE(13.7)
[pyr-14C] | mg/kg L(2.4) ,N(0.7).dJ-glu(0.6), 0(0.4), C-glu(0.3),
=% R JR1 0-2 | ND |Qglu(0.1),J(0.1), Ah-glu(0.1), Ch-sul(0.1),
ART v Ah2(0.1), R[FEQ.8)
i #|0-2 6.1 | D(1.1). L(0.8). Ah2(0.2), P(0.2). K7 E&(1.0)
Ah-glu(21.5). C-glu(14.0), S-glu(6.4).
ils) 0-1| ND Mh-glu(6.4), D-glu(4.7). Ad-glu(3.9).
s J-glu(3.1)., Ch-glu(1.4), P-glu(1.0), K[FEE
(15.1)
300 |l p| 0 2 | ND L(1.3). N(0.4). J-glu(0.2), 0(0.1). K&
mg/kg (0.6)
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{NE:Y #|0-2 | 245 | P29, M2.0). KFRER7.2)
Ah-glu(4.9), Ch-glu(1.7). C-glu(1.0).
i Md2-cys(0.6), D-glu(0.5). Md-glu(0.5).
# 0-1| ND |J-glu(0.3), L(0.2), S-glu(0.2), N(0.1),
P-glu(0.1). Mh-glu(0.1), Ad-glu(0.1), #KA
7E(5.0)
L(3.4), J-glu(0.7), N(0.4), Ah-glu(0.3),
RI0-2 1 ND 0 100.2), Q-gl(0.1), J0.1). K[AEQSY
100 #|0-2 | 326 |LA.7D. KFAFEQ4.7)
mg/kg | M Ah-glu(11.4), C-glu(5.7). D-glu(4.1).
R fiE 0o-1| ND Ch-glu(3.8). Mh-glu(3.5). Md2-cys(2.3).
H J-glu(1.6). Md-glu(0.8). S-glu(0.7).
P-glu(0.4). Q-glu(0.1), 1.(0.1), #[FE(6.6)
ND : fit & f

a: R Ad 13 3 FMH. Ah i 2 #fH, Ah-glu /% 6 ffi%H, Bhl 13 2 f¥H. Ch-glu 1% 6 fi#H. Ch-sul
13 4 FEXE, D-glu id 3 Fi¥E. J-glu 1% 2 fikE, Md1 i3 2 fi¥H, Md-glu i3 3 fii¥H, Md2-cys % 2 &
$H, Mh-glu 135 fidEH, R-gluld 2 f¥E, S-gluld 2 f%E, Uhix 3fEkE. O RMEAROSREHE,

x4 BHE5RIOKMHICHITOIMBEPOEERLHY (BAUC)

S
T I R ity o
gdxz v
" 19 H-sul(41.1). I-sul(6.1), H(4.3), K-glu(3.4), C-glu(2.7).
5 ' Md-glu(2.2), Ah-glu(1.0),Ah2(0.8), KI[&7E(11.3)
mg/kg H-sul(41.0), I-sul(9.3), H(5.2), Ah2(4.3), C-glu(3.6),
RE | 2.8 | Ah1(2.5). Ah-glu(1.6).Ad-glu(1.4), Md-glu(1.2),
[phe-14C] K-glu(0.9), K[F7E(10.9)
B 7L 300 H-sul(44.1), I-sul(4.8). K-glu(3.4). Ah-glu(3.1).
A N7 = | mglkg | K 1.3 H(2.4), Md-glu(1.9), Ch-sul(1.8), C-glu(1.8),
RHE Ah2(1.5), Ad-glu(0.9), K[FE4.7)
100 H-sul(32.2), I-sul(9.2), H(5.3), Ah1(3.6). Ah2(2.5),
mg/kg | M 5.0 | K-glu(2.4), C-glu(1.8), Ad-glu(1.0). Ah-glu(1.0),
RE Md-glu(0.9), RKI[FE8.3)
F(9.5). L(7.7). C-glu(3.9), J-glu(2.9). N(2.6),
5 1k 0.5 | Ah-glu(2.3). Md-glu(1.8). Ah2(1.7). Ah1(1.4).
mg/kg Ad-glu(1.1), HE[FE36.9)
(GNEE i - F(14.7). L(8.1). C-glu(7.8), J-glu(6.7). Ah2(4.0).
[pyr-14C] ' Ah1(3.3). N(2.0). Ad-glu(1.4), KI[F7E(39.6)
BT 7L 300 F(13.0), L(6.9). Ah-glu(3.2), N(2.5), J-glu(2.5),
A M7= | mglkg | # 1.9 | C-glu(2.3), Ah2(1.8), Md-glu(1.6), Ah1(1.2),
RHE Ad-glu(0.7). EFEQ7.1)
100 F(14.8). 1(7.0). J-glu(6.2). Ah1(3.5). Ah2(3.5).
mg/kg | M 4.9 C-glu(2.0). N(1.9). Ah-glu(1.7). Md-glu(1.4).
RHE Ad-glu(1.2). E[FE21.0)

a R Md-glu 1% 2 FEEE O BAERO G FAE
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ELTILA T T UEEHE (F)

1 @ Bt
2 a. RRUEHHEH#
3 Wistar Hannover 7 v ~ (—#EHEMEX 4 JT) (Z[phe-4CIE Y 7L A R 7 = v
4 MElpyr-4ClE Y 7V A R 7 = U AR E IS AR CHER O LG LT, KX
5 OVEE R Bt 3R 28 S S v 7,
6 e 5-1% 168 ] O JR e O FEH PRI RITER 5 IR N TV D,
7 B RO REIE. MERE, BRI L OG- &L 6T, RICHEPITHt S vz,
8 BH% 24 FEHOR K OFEPYRIESRIL, TR ZVRH &5 T 16.1%TAR~
9 22.3%TAR U 43%TAR~62%TAR. i &HK 58 T 5.7%TAR~13.3%TAR &
10 U T0%TAR~83%TAR Th o7z, WTHOERERIZBWNTH, &51% 168 IFf]
11 VTR G HERED 95% L Lozt &=, (B2, 4)
12
13 =5 5% 168 FFREIORRUEDHEME (YTAR)
[phe-4ClEY 7 LA N7 = [pyr-“ClEY 7L A F 7 =
BRHR 300 100 300 100
Aokt IRF ] 5 mg/kg A mg/kg | mg/kg 5 mg/kg K mg/kg | mg/kg
(h) IR LN RE | KHE
Jii3 i3 Ji3 i3 Ji3 i3 Jii3 i3
0-24 | 19.7 16.1 5.7 13.3 22.3 16.5 6.8 12.4
PR 0-72 | 21.1 17.9 6.7 14.9 26.2 18.3 7.7 13.8
0-168 | 21.2 18.1 6.7 15.0 26.5 18.4 7.7 13.9
0-24 62 59 83 70 43 46 83 74
# 0-72 | 73.3 75.4 91.8 83.5 66.4 68.9 90.7 85.1
0-168 | 73.8 76.4 92.2 83.9 67.4 69.8 91.0 85.5
r— YR | 0-168 | 3.9 3.7 4.0 2.2 2.8 8.3 2.8 1.6
HHL % 168 0.1 <0.1 <0.1 <0.1 0.1 0.1 <0.1 | <0.1
HiLE 168 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1
HILENEY | 168 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1
T3 —H A 168 0.1 <0.1 0.1 0.1 0.1 <0.1 <0.1 <0.1
it 99.0 98.2 103 101 96.8 96.6 102 101
14 a: BEH1% 168 R O & BBt O A8,
15
16 b. REHHE#
17 fHA 7 = = — L % A L 7= Wistar Hannover 7 v k (M4 4 D8) 12 [phe-14C]
18 BTN A N7 2 Xdpyr-#ClE Y 7V A b7 = U ARAE X IZEHECTH
19 [EIf RS 2o A QN | RS e RE7 311G 7 /e Y TR g W i
20 B h4% T2 RFR O R, #R O PR 3R 6 IR STV 5,
21 AR PR IZ DN T, KRB GEETIE, 65.7%TAR~80.5%TAR TH Y |
22 TR R ORI Ko =T b, mHERGHETIX., KT

15
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ELTILA T T UEEHE (F)

1 15.1%TAR~19.3%TAR. T 35.8% TAR~40.7%TAR TH -7, (B2, 4)
2
3
4 6 ®5ZI2EFEOR. ERUVEDHEEE (%TAR)
[phe-“ClEY T LA KN T = [pyr-“ClEY 7% v 7 =
BRI 300 100 300 100
Aokt I fH] 5 mg/kg A mg/kg | mglkg 5 mg/kg K mg/kg | mg/kg
(h) LN LN K& | AE
Jii3 i3 Ji3 i3 i3 i3 Jii3 i
0-24 | 121 6.0 3.2 14.3 12.5 6.8 2.2 6.8
& 0-72 | 12.3 6.4 4.3 15.4 12.8 6.9 2.4 7.1
” 0-24 14 10 60 39 13 13 76 46
- 0-72 | 14.5 10.2 76.0 43.3 13.2 13.5 79.6 | 48.7
- 0-24 | 65.2 79.5 17.3 35.0 71.7 78.5 13.6 | 39.9
0-72 | 65.7 80.5 19.3 35.8 72.0 78.9 15.1 40.7
r— U PEEIR | 0-72 3.0 1.2 1.6 4.6 1.7 1.1 0.8 0.7
THILE 72 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 | <0.1
HALENEY | 72 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1
T—H A 72 0.3 0.2 0.1 0.1 0.2 0.1 0.1 0.1
Aita 95.8 98.5 101 99.2 99.9 101 98.0 97.3
5 a s Btk 72 B ORI O A,
6
7 (2) Sy D
8 Wistar Hannover 7 v ~ (MRS 4 L) IZHEERRAE S 7V A N7 = % 3,
9 10, 30, 100, 300, 500 K&Tr 1,000 (HEDFA) meglkg RE O HE& THEET L <
10 1L 7 HRGRERE OS5 3 3 mg/lkg AE THEIFHRNE G LT, V70X K
11 7 = O RPRENRE S v,
12 BRSO R OF RN SN 7 B RER D& G280 2 2l E Yy Ehie
13 FHIRT A—=HIRTROISICENEFNRINLTND,
14 Tax X O Tyje 1TMERE & S G-EOEEINIENEEI L7225, Chax XY AUCo- 0
15 ITFERIE 2R Lic, MRS T XA T80 7 ¢ 1JlERE L HI8<, T 2.3%
16 ~6.3%., T 4.8%~36.8%Th v, BHERMHESELRDO LN, T TV
17 ARNT7 2 OREZRGIZEDEEBIIE -7, S22, 7)
18
19 F1 EMHPEMEEZEM/NT A—2 (HEBEORVEIRNES)

&5‘ &55 ‘l‘é Tmax Cmax T1/2 AUCOHOO T%)j‘i‘j:;; ij
Ik - il (hr) (ug/g) (hr) (hr * ng/mL) %)

@ 3 Vi3 2.00 7.86 — - —

b mg/kg RE | M 1.00 76.0 2.74 296 23.0
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10 | 2.00 12.4 — — 2.8
mg/kg (AE | M | 2.00 178 2.96 820 21.0
30 | 2.00 38.9 2.76 324 3.0
mg/kg (AHE | Mt | 3.00 527 3.00 4,490 36.8
100 | 4.00 242 3.17 1,800 6.0
mg/kg (AE | M | 5.00 674 3.15 8,270 20.8
300 | 6.00 602 3.53 6,360 6.3
mg/kg (AE | M | 7.00 639 5.69 10,700 7.6
500 | 6.00 380 3.76 3,740 2.3
mg/kg RE | M 8.00 640 7.02 11,100 4.8
1,000
malkg (K& Mt | 7.00 612 4.08 7,860 2.6
HHR 3 Jii2 727 2 1.26 266
N | mg/kg KE | i 4112 1.75 361

SNl - EHEsHRT
a . Bl RUTHME L7 ik R
ff@;ﬁﬁﬁ/\/]) j_77/\/l) ? = U va A (%): [AUC & X &5‘%§§WRW]/[AUC FrRP X :&“’ﬂiigm] X100

&8 =MHhEYEREFN/NFA—4F (1 BRRERORS)

&5‘ 5B P Tmax Cmax T AUCo-« e o
715 il (hr) (ng/g) (hr) | (hr-ng/mL)
3 | 2.3 8.5 — — —
mg/kg K& | # | 1.00 76.5 2.19 264 0.9
10 JAi2 2.00 14.9 — — —
mg/kg K | #E | 2.00 146 2.99 768 1.1
30 | 2.00 17.2 — — —
mg/kg (KE | # | 3.00 272 4.43 1,870 0.4
. 100 | 6.00 34.3 3.57 391 0.2
" mg/kg K | #E | 4.00 259 2.89 2,050 0.3
300 He | 10.0 63.3 6.34 2,730 0.2
mg/kg K | # | 9.00 252 3.46 2,540 0.3
500 | 7.00 41.9 3.37 429 0.1
mg/kg K | #E | 10.0 286 3.24 3,440 0.3
1,000 | 9.00 64.5 5.85 1,100 0.1
mg/kg (AT ’
) BB G%ORER
— B EInT
a:hH 1 M7 BIZEIT S AUCo-24n Lt
(8) ¥ RD
@ R

ICR =7 A (ke 4 VD) (Zlphe-4ClE' Y 74 A k7 = > X [pyr-14C]

17
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EYTINA T =% 10 mglkg (RE (LLF[1. @) licBWT HEME] Lo, )
XX 300 mg/kg (AE (LLF[1. Q) licB\WT IEHE] v, ) THEREOE
H LT, REWoRE « &R RN I S 7,
PR OFEFR OMRFIEIE 9IRS LTV D,
RPICBWTIIREIDOEY 7V A N7 = 3RO LT, TERRBHME L
T, Ah-glu, Ch-glu, H-sul, I-sul X' L 2538 b7z,
FHICEBWTCIE, FERGE L TREEOE Y 7V A N7 2 B38D 6, F
HEaREE L CAd, Ah2, D, Sh, Uh%»N@Bo 67,
T RICBIFAE T TNA N T = O EERFHREIL. Q7 = = VO KEE
BIZ X 2 Ah KON Ah2 OA4 R, @A b ORI X 2 B 04
. @A FIAIZ L DY D KON U OER, @R DN ATF L DR
fEBRRIC L D@ H XDV L OERkE . En6izg & 7v s a Uik i
g a E&Z 2 bhl-, (B2, 8)
#*9 REUESGORKBY (%TAR)
" BLHL 4t vy
EEHAUN P55 Bl F R ﬂ LA b R =
(H) Jd
H-sul(5.32), Ah-glu(2.05),
i Ch-glu+Ad-glu(1.53), I-sul(1.3), T(0.77),
0-2|/&| ND Ch-gul(0.37). Ch-sul(0.34). Sh(0.3). Uh(0.29).
Jiéa Ad(0.22), E[FE2.04)
Uh(11.2). Ah2(7.2). S+Mh1(4.18). Sh(4.09).
10 0-2|# | 442 | Ad4.64),Sd(2.62),D(2.48), Bh(1.32). S(1.22).
mg/kg FFE(15.9)
(UNEEN H-sul(6.38), I-sul(4.06)., Ah-glu+Ch-glu
i (2.67). Ch-glu+Ad-glu(1.72), Ch-glu(1.00),
" 0-2 1R | ND | oy 11(0.85). Sh(0.5). Bh(0.22). Ad(0.21).
lohe-14C] T(0.16), AKIriE(4.65)
S 0-9|# | 10s |Un(0.7. Sd(7.32). Sh(6.22). Ah2(.77),
AT ' Ad(4.41), S+Mh1(2.55), D(2.01), #[FE(5.73)
H-sul(2.28). H-glu(1.08). T(0.61).
) Ch-glu+Ad-glu(0.46), Ch-sul(0.42),
" 0-3 1% 1 ND | o o1u(0.42). T-sul(0.23). Uh(0.21).
. Ah-glu(0.09), #[fF(1.32)
300 . Uh(8.08), Ah2(4.19), Sh(2.99), D(1.91),
me/ke 0-2 13| 488 | \1(0.99). S+Mh1(0.75)
(LN H-sul(3.59), H-glu(3.24), Ch-glu(1.72),
0-3|/&| ND | Ch-glutAh-glu(1.45). Ch-glu+Ad-glu(0.91).
il Ch-sul(0.64), T(0.4). Bh(0.38)., K[aw(1.52)
0-2|%| a7 Uh(4.88), Ah2(2.9), D(1.92), Sh(1.73),
Ad(0.84), S+Mh1(0.76). Sd(0.5)
[pyr-14C] 10 ) L(6.19). Ch-glu(1.75). Ah-glu(1.09).
Evon | make | O 2R ND ) oy 00.39). RFEG5.67)

18
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ELTILA T T UEEHE (F)

A7y | KE Uh(13.1), Ah2(11.4), Sh(6.66), D(5.96).
0-2|%# | 1.14 |Ad(5.76), L(2.41), S+Mh1(2.48). Bh(1.7). &
A& (8.73)
) L(9.35). Ah-glu(3.11). Ch-glu(2.27).
0-2 )% ND | o 107, kAE1L0)
i3 Uh(14.0). Sh(9.26). Ah2(5.35). Ad(3.75).
0-2|# | 0.58 |S+Mh1(2.25), D(1.99). L(1.48). Bh(0.97).
KA E(9.95)
L(2.17). Ch-glu+Ah-glu(0.39).
0-3|®| ND |Ad-glu+Ch-glu(0.36). Ah-glu(0.12). HK[FE
P (5.12)
) Uh(15.6). Ah2(6.73). D(5.01). L(4.74),
3(;12 0-2 % | 443 | \1(165). Sh(3.81). S+Mh1(0.9)
“{‘Eg 1.(3.91). Ch-glu+Ah-glu(1.26).
0-3|#| ND |Ad-glu+Ch-glu(0.56). Ah-glu(0.38).
i3 Ch-sul(0.38). K[F7E(3.55)
0-9|#| 369 |Uh®.76). Sh(5.84), Ah2(4.15), L(3.72),
=5 : D(2.55), Ad(2.32). K[FE(6.94)
1 ND:Ri&EhT
2 a: {t3i Ah-glu 1 3 FE%E. Ch-glu % 4 #%6, Ch-sul 1 8 f%E. Sh % 2 fi%E. Uh i 5f%E, OR
3 PARD G, KRB OBIEERD S5 B, 1Z0ORE & HEECTX 2 oT2b DI, ZOfREH &
4 DEFHEE L TR LT,
5
6 @ Hitt
7 ICR ~ 7 A (—RflfERES 4 PE) (Zlphe-4ClEY 7 v A k7 = > XiZl[pyr-14C]
8 BTN A N 2R TEAE THEERRO®&RSG LT, JREOFE AP
9 BRI S iz,
10 B 5% 168 WEfE] D JR 1 e N R1T 3R 10 IR STV 5,
11 Be Gt RE I MERE . R A R O G EICE DL &, ElCEPICHR S, &
12 H5.1% 24 B ORE OFEAFPEIRIL, N UERHER G T 13.2%TAR~
13 29.3%TAR K O 59%TAR~68%TAR. & H & 51 T 6.4%TAR~11.7%TAR }&
14 W 71%TAR~90%TAR T o 7=, MEME N OBERRIRIC X 5 213580 v o7,
15 (M2, 8)
16
17 x10 HEZ 168 HHMORRVESHEMIE (YTAR)
BRHX [phe-“ClE"Y 7L A F 7 = [pyr-“ClE Y 7 /L A N7 =
ok i | 10 mg/kg A®E | 300 mg/kg /AHE | 10 mg/kg AE | 300 mg/kg (AHE
(h) G5 i3 Jiia i Jiia i3 Mk il
0-24 | 132 21 6.4 11.7 13.8 29.3 7.1 8.8
J7 0-72 | 15.0 292.4 7.2 14.1 15.3 30.1 8.2 10.2
0-168 | 15.0 22.7 7.2 14.8 15.4 30.1 8.2 10.3
” 0-24 68 59 82 71 68 59 90 78
- 0-72 | 173.4 62.0 84.5 75.0 78.1 62.7 94.6 80.3
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0-168 | 73.8 63.2 84.6 76.0 78.4 62.9 94.7 80.6
r— Uik | 0-168 | 8.4 11 4.0 7.1 6.5 10 7.2 6.8
HALE 168 <0.1 <0.1 <0.1 0.1 <0.1 <0.1 <0.1 <0.1
HILENEY | 168 | <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1
= A 168 0.1 <0.1 0.1 0.1 0.1 0.1 0.1 0.3
HEFe 96.5 97.0 95.3 98.3 101 103 110 97.1

© 0 1 O O W b

H o H 1
NGV V)

a: BEh4% 168 BR[O & 3B DA E],

(4) IORQ

ICR ~ v & (MRS 8 JT) (ZHFEBIAD TV A 7 =% 10, 30, 100,

200, 300, 500, 750 K& T* 1,000 mg/kg RE DM & TR L < 1% 7 H H5&EHIE
O#% 5 L. XX 1 mgkg (KE CHFEEFIRNE S LT, BV 7L A M7 OMfHf
TREENHIE S L7,

IR T A—Z L, F 1L KR 121C, FREHRESNTWS,

HEIRE 1 K ORI GO 7 BRI RAERE A& 5123810 2 4 it 2R B

N
=1
N

Tmax &U T1/2 @lﬂﬁflﬁ CE %TQ'@%@%‘WK{*W%’W L/fCZIﬁ\ Cmax &U AUCO—>oo

ITIERIE 2 LTz, RN T XA 780 7 4 JfE L iR - 72, (B
2. 9
11 2mMPEVYFHEZH/NT A —4F (BREBORUVERRNES)
By o] Tes | Com Tie | AUC. | CHHZSAAT
\ BhE RASEUF ¢
ik Al (hr) (ng/g) (hr) (hr * ng/mL) %)
10 | 1.00 47.9 1.25 104 6.60
mg/kg (KE | | 1.00 44.4 1.44 83.4 4.81
30 K| 1.00 138 1.51 257 6.25
mg/kg KFE | 1 | 1.00 113 0.916 138 3.27
100 | 1.00 601 1.22 1,590 9.51
mg/kg (KE | 1 | 2.00 4492 1.54 1,540 7.62
200 K| 1.00 694 1.39 2,860 10.0
- mg/kg KE | 1 | 2.00 577 1.41 2,100 7.87
300 | 1.00 598 2.28 3,630 7.54
mg/kg (KE | 1 | 2.00 475 1.99 2,880 5.63
500 K| 1.00 591 2.30 3,470 4.38
mg/kg KFE | 1 | 1.00 447 2.47 2,570 3.07
750 M| 0.667 798 2.55 6,040 5.79
mg/kg (RHE | 1 | 0.704 681 4.84 5,830 5.09
1,000 K| 0.500 845 2.78 5,370 3.56
mg/kg NE | i | 0.500 809 6.52 4,390 2.79
2R 1 HE | 0.0833 236 0.634 156

20




S W N

© 00 IOt

10
11
12
13
14
15
16
17

2019/8/9 F 114 EREFFRERHRES EDTILA Tz VEHEE ()

| mg/kg 5T || 0.0958 | 214 | 139 | 167 | __— |

SN L
XTI NA AT XA T E VT 4 (%) =[AUC g X 5Byl TAUC gep X % 5-Frg 1] X 100

& 12 2mMHPEYPBFR/NSA—42 (] BEREEOERE)

ol e Cona Ty AUC,.. | Ml AT
Bh5 & RAZEYT 4
a1l (hr) (ug/g) (hr) (hr * ng/mL) %)
10 I3 1.00 14.7 — — —
mg/kg RE | 1 1.00 11.6 2.43 37.6 2.28
30 J4i 1.00 41.8 0.56 67.5 1.74
mg/kg (KT | M 1.00 28.1 0.604 57.4 1.34
100 Mk 0.50 80.8 2.33 358 2.18
mg/kg KE | 1 1.00 85.7 2.31 334 2.13
200 Jii2 4.00 35.5 2.98 289 1.03
mg/kg (K | M 1.00 50.2 2.85 415 1.837
300 Mk 2.00 54.7 2.19 384 0.818
mg/kg RE | M 8.00 96.8 — — —
500 Jii2 2.00 46.2 4.15 406 0.518
mg/kg (KT | M 4.00 68.8 5.35 789 0.946
750 Ji3 8.00 47.9 — — —
mg/kg RE | 1 12.0 178 — — —
1,000 Jii2 4.00 88.3 25.9 3,390 2.35
mg/kg (KT | M 12.0 108 — — —
) G ORER
— HHTET

XTI NRA FT A T E VT 4 (%) =[AUC g X TG E ]/ TAUC e X B 5-Fg 1] X 100

(5) oH¥¥
BTz NZW 3% (—8f 4 80) ISR E Y 7L 2 R 7 = > % 100, 300,
750 J T} 1,000 mg/kg (A HE o> & CHEHR 6~27 HICHREIR A& G LT, Y7L
A N7 = OMFEENHIE ST,
Al PR BN A R T A —Z 1T E 13 ITREN TV D,
Cimax X2 Y AUCo-24 DI INFHG-EDOHIN L 0 /S <300 mgrkg KELL LG
FECIZIERIEZ R LTz Toax 1% 2~24 i TH - 72, (B 2. 10)

& 13 EMPEYBEFH/NSA—4

B AUCo-
Eit*/H:?\iéHy H &LE‘% Tmax (hr) Crnax (ug/g) T2 (hr) o
(hr - ng/mL)
100 mg/k 2~8 26.4 — 344
IR 6 me/kg A
300 me/ke A 9~24 44.1 — 722
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750 mg/kg 1A 4~8 71.2 — 1,010
1,000 mg/kg 1A 4~12 79.3 — 1,140
100 mg/kg R EH 2~6 32.2 — 314
300 mg/kg A 6~24 45.5 — 471
FEBR 13 H 88
750 mg/kg 1A 6~24 73.5 — 800
1,000 mg/kg A E 2~6 50.2 — 681
100 mg/kg R EH 4~12 87.5 5.4 1,110
300 mg/kg A 4.8 118 6.4 1,560
FER 27 1 TEEE
750 mg/kg 1A 8.8 102 — 1,850
1,000 mg/kg IR 4.12 116 — 2,050
- EHTET
(6) ¥+

WA X (F—xHE, —#fE 1 80) 1Z[phe¥Cle Y7V A N7 =% 144
mg/kg fil Bt X [pyr-4ClE Y 7 /v A 7 = > % 205 mg/kg faktoO HET 7 HIH
7RO RS L, BMARNEMER 2 B Sz, Hytid 1 B 2108, R
O#IX 1 H 1 EEgRRE N, H””&Ua’*ﬂﬁiﬁ IR AR G- 11 BRI IS ERE & Tz,

BB OFRR ST REIZ TR 14 12, EWIEER 15 1R ER TV 5

BeHETREIT, JR M OV b\“C 29.9%TAR~31.5%TAR &U 46.4%TAR
~52.T%TAR B Nz, £72. FITH T 0.057%TAR~0.064%TAR 588 &
H. PR RETR 13 K 0.151 pglg T o 7=, fidids K OSEAE oo 72 B i S RE I
I, TR bm <. &K 9.37 nglg i bl

HHTFORSE L TRELOE 7NV A N7 2 DiEh, 10%TRR =25
Rt L, R F, H. L XN 3580 B 17, Bgigs X OSSRk Tlx. R
BAOEY TN A N7 =2 DIiEN,10%TRR 2 2 2 & L. Ah (I§NA) .

F () N G KOV L (Wb iasgEzEde, ) (iR 2RO o7,

(M2, 11)

& 14 BEHMPORE RS AE

St [phe-4ClE 7V A R 7 = [pyr-4ClE Y 7V A R 7 =
%TAR ug/g %TAR ugl/g
51 H 0.010 0.093 0.006 0.076
#eh.2 H 0.011 0.110 0.009 0.101
53 H 0.011 0.106 0.008 0.105
St 5 4H 0.010 0.091 0.010 0.123
#4555 H 0.008 0.079 0.008 0.138
#h56 H 0.008 0.087 0.010 0.126
57 H 0.006 0.107 0.006 0.151

aE 0.064 — 0.057 —

JiT Mgk 0.4 6.97 0.4 9.37
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¥ Mgk <0.1 1.70 <0.1 2.28
P AR <0.1 0.146 <0.1 0.144
Eb i <0.1 0.074 <0.1 0.097
Kid <0.1 0.218 <0.1 0.252
=] R BH <0.1 0.252 <0.1 0.354
T <0.1 0.188 <0.1 0.172
~“£) EBEE BT L B T,
CEHERP
= 15 BHHEIZHB (T HETRES 1 B B GTRR)
g \ Siiifan]CEay -
_— " s |
A e P Rty Rt
nele) | o,
it e | 0.122 15.7 | H(43.2)*, Ah1(2.2) 7.7
b b b
lohe-4C] | WM | 6.98 8.9 g((?(’)é))ﬁ Ah1(2.6)". Ah2(1.9), C(LA. | o
f:;:/ Bk | 1.73 0.8 | B(7.4b. Ah2(2.9>. H(1.2). Ah1(0.9) 16.6
fi 4 | 0.102 24.4 | H(9.0)», Ah1(3.8), Ah2(1.8) 14.0
fgffie | 0.221 67.2 | Ah (8.6). Ah1(5.3) 1.1
. N(28.7). L(14.2). F(11.0). G(2.6).
AR f
FLIT 0.132 8.7 AB1(0.7) 6.1
" Ah2(3.0), G(2.9%, Ah1(1.9), B(1.8)>,
[pyr-14C] Frfik 8.83 2.0 C(0.4) 52.6
=2 P - L(16.6)>, G(11.7", Ah2(2.7), F(1.5),
A hay | DB 234005 6 on T AR1(0.7) 9.2
e F(17.7). L(4.9). G(3.6). Ah2(1.2).
R 0138 | 1341 1) U NG0.6) 5.1
fgRGe | 0.240 73.8 | Ah (10.2), L(4.3). Ah1(3.3). F(1.0) 2.4
a RSy M Ol R o & 3
b RGN E S Tl
o FeHBAAETE 79 BERE OB
A2 BRI AT M OVBEER 55 D TR 2Rk
e KHNENENA. BEFE RO PR OIRAFE
f

: e HBHAATE 127 B R B

(7) =7 kY

PEJRES (Hyline Brown, —#flf 6 ) Z[phe-4ClEY 7V A v 7 = % 56.3
mg/kg filk i [pyr-4Cl Y 7 )L X k7 = % 56.9 mg/kg filB o A& T 14 H 4
7RO LT, BiRNEMRBRS K Sz, T 1 A 200, PEi
I$1 B 1ERIRE T, fas & OSHAR Tafe b- 11 ez IR s v 7z,
KB OB REIE SR 16 10, REWIEER 17T IS TV D

Bk e i84mmmR~99wm%Rﬁ%ﬁﬁ%ﬁmwu@%iWQEW@D%W%i
HEEIX 0.1%TAR Kiii Th v . IF A K OIFEF OFRRE U RBIRE 1L E N E iR K
T 0.092 % 1*0.359 nuglg Th o7,
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2019/8/9 F 114 EREFFRERHRES EDTILA Tz VEHEE ()

IP, M K OSHAR T Ol & LT RO E Y 7L A b7 = RO bT,
10%TRR Z# 2 2@ E LT, F GIELUHA) « G OFH) XUH (ad
Kagite, ) (ONE, JIE. HRAKOIEN) B8Oz, (B2, 12)

& 16 FBEHMPDRE RS 6E

Stk [phe-14C] Y7L RA h T = [pyr-4C] Y7/ A R T =

%TAR ug/g %TAR ug/g

N E <0.1 0.015~0.088 2 <0.1 0.014~0.092 2

YN <0.1 0.034~0.359 2 <0.1 0.005~0.119 2
fh J¥a <0.1 0.019 <0.1 0.019
| A - KRR <0.1 0.032 <0.1 0.022
B2 I K OVg B <0.1 0.106 <0.1 0.040
WligAE <0.1 0.081 <0.1 0.020
JH ik <0.1 0.379 <0.1 0.204

1) EEE R XD HTE,
a G IRR] P I CER I & T RURH O fi R & i/ IMIEL

& 17 BHMIZE T DS EED 1 R OHHE (WTRR)

flﬁz% FH ] 5y B

EEHTLN e | BdREe | BY T . .

(nglg) | A F7=s Rt 330
PiEE e | 0.358 3.0 H(67.8)>, Ah2(2.3) 13.0

[phe-4C] | JFE 4 | 0.053 46.5 H(14.5)», Ah1(7.1), 2.3

=A% FFlge | 0.404 5.3 Ah2(2.4)v, B(1.2)>, Ah1(0.7). C(0.2)» | 48.3

ARNT7xzr | fR e | 0.027 8.7 H(48.4)», Ah1(3.4) 15.8
fEGf | 0.101 16.6 H(29.3)>, Ah1(3.0), Ah2(1.7), 4.3

F(7.2», Ah2(6.7). G(6.6)», B(3.9),

—_— Yisge | 0.106 11.0 C25). Ah1(1.3) 18.7

o, [omEe | 0.052 26.6 | F(34.3), G(15.4), Ah1(5.5) 1.2

A hTey fiFfige | 0.210 0.5 B(3.3)>, Ah1(3.2). Ah2(0.9) 47.5
e | 0.021 4.7 F(46.3). Ah1(1.6). Ah2(1.1) 9.9
JERAE | 0.032 30.6 F(9.6), Ah1(4.1). G(3.1), Ah2(2.6) 8.4

a fhHE Sy M O R IE O A5

b fA R A S TE

c: $ehH10~13 HIZEREL BRA L72ilEk

4G 6~13 AICHIR, BA L-#te

e Mafh K ONNAS « RBRAS OIRA R

£ NBEAERG J OB 2 & e B T ARRA DR A B

¢ 5 T~13 HICEREL, BA L2tk

G (Y XL O=U ) IZBITAE Y7V A R 7 = OB 1T,
OXRDNALAT U BT = = VORI X D34 Ahl TN Ah2 ©
Ak, @A M VEOBBEC XS B LR, OF T Y —LEBRO NJLAT
IEIZ D8 C DERR, @ UNAALAT LU EOBREIZ L 2 H, L
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1 KON OERL, @7 X FEEGORAEICED2MREI F LG DA E, b1
2 Fl&Hi Z vy a Rk ORRBREE LB 2 bz,
3
4 2. HWEMERNEGRER
5 (1) &
6 B R e VAR o £/ (MLFE : Paragon) (2. KFRANCHREL L 7=
7 [pyr-14ClE> 7 A k7 = > iXlphe-“ClE Y 7L A 7 = > % 125 g ai/ha @
8 PR CRIERAMA L, 1 [EIEALEE 10 BRZICHEMNMY . 2 A HALHE 29 HEICT LE,
9 2 MWL 50 HZIZERD DR OFR 28 L T, MR IEm R i S
10 776
11 INFZ BT B I RE A e ORI IE 3R 18 IR ST 5,
12 FEREREIZE DL TR bEL< . RN TTLE, XY, BROIETH - 7=,
13 BRBHZBIT A FHEIRLENOE S TN A N7 2 THY R E LTB
14 EONCRRO LN, WIND 10%TRR R CTH 7=, BV TN A Tz
15 DOEMALITFRO o7, (B2, 13)
16
17 =18 IMNEITBITH5BHEED AR UKEY
il HH 5y
oyt -
stk | e | e | 0 B 7
(mg/kg)
%TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg
[phe-14C] | FXV | 0.338 | 91.0 | 0.307 | 1.4 | 0.005 | 1.2 | 0.004 | 3.5 | 0.012
¥y | FLE | 0977 | 84.1 | 0.821 | 24 | 0.023 | 30 | 0029 | 58 |0.057
VAN | Ebb | 1.29 83.6 | 1.08 2.8 | 0036 | 24 |0032]| 46 | 0.059
Tz #hi | 0.037 | 815 | 0.030 | 2.9 | 0001 | 83 | 0.003 | 9.6 | 0.004
[pyr-14C] | #XI0 | 0.465 | 84.3 | 0.392 | 2.7 | 0012 | 24 | 0011 | 4.4 | 0.020
vy | TLE | 1.39 705 | 0981 | 2.4 | 0034 | 36 | 0.049 | 57 | 0.079
VAN | Ebb | 153 76.4 | 1.17 39 | 0.059 | 43 | 0065 | 6.1 | 0.093
Tz #hi | 0.057 | 81.6 | 0.046 | 2.6 | 0001 | 7.8 | 0.004 | 152 | 0.009
18
19 (2) b=k
20 h< b (§0FE : F1 Shirley) (Z/KFFNCHHE L7 [phe-4Cle'y 7L A h 7 = >
21 XiZlpyr-UCIE Y 7V A N7 = % HF—HEHIC 20 mg ail/ffiy) o M & T HHEL
22 BEL ., ALBE 103 HAZICREZ L, it 30%~60% M2 7 H#lR T 2 [\,
23 200 g ai/ha OHETEIERAM L, 2 FEIEHLE 1 KO 14 HRZRICRFEZZHIL T,
24 ) A PN G iy 55 03 St X A7z,
25 b~ MR EICI T DU RE A L O I3 R 19 IR S TWn b,
26 RFP OFERE STRETE 1 X LR C 0.007~0.013 mg/kg, ZHIELLFE T 0.481
27 ~0.642 mg/kg TH Y, TELGDOWRENLIZEY TNV A T = ORE~DE
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ELTILA T T UEEHE (F)

1 WATIZ DV 2o T2,
2 BRIIBIT D EERDIIRBOEY TNV A N T2 THY, HELAHT
3 4.1%TRR., ZEZELNFET 91.7%TRR~96.6%TRR T -7=, KitmL LTB KO
4 CRBDOOLNTEDN, WTILH A%TRR K CTh o7z, BT A N7 = DR
5 TR O N7, (2, 14)
6
7 £19 FY FERRREICHEITIMEEED AR UOREY
- L)
AR | e jﬁzﬁ; S c A
(mg/kg) Ab7=es
%TRR | mg/kg | %TRR | mg/ke | %TRR | mg/kg | %TRR | mg/ke
e
phe-ic] | 103 pge | 2007
i;i %%a%f 0521 | 91.7 | 0.477 | 3.6 | 0.019 | 1.4 | 0.007 | 0.1 | 0.001
e i’i’ﬁf 0.642 | 92.2 | 0.592 | 3.3 | 0.021 | 1.6 | 0.011 | 0.3 | 0.002
ﬂi%/@ 0.013 | 4.1 | 0.001 | 0.4 |<0.001| ND ND 2.6 |<0.001
[pyr-14C] | 103 H1%
;;Z jifz%f 0.481 | 959 | 0.461 | 1.8 | 0.009 | 0.6 | 0.003 | 1.6 | 0.008
e ;fi’ﬁf 0.633 | 96.6 | 0.611 | 1.4 | 0.009 | 1.0 | 0.006 | 0.1 | 0.001
8 . mr&F  ND: Biiand
9 e EHERBESHTIC X D RE
10
11 (3) G-t
12 BRIEIEH D 72742 (MLFE : Ability) (Z/KFIANZFHEL L 7= [phe-14Cl E°Y 7 )L R
13 7 = XElpyr-UClE Y 7 v A 7 = % 134 X% 147 g ai/ha O & CTXiE
14 BAi L, AL 62 ARRICHER O T v 2228 L T, WA IEmRBR AN E
15 i S 7,
16 7272 RNTIT DU R A K O 133k 20 IR STV b,
17 K ONN T w2 OFREBSTERIEEIXZNE 0.019~0.020 mgkg KT
18 0.061~0.062 mg/kg T -7,
19 RO NT vy allBi D ETERDIIRBLOE Y TV RA N T2 THY
20 30.0%TRR~62.6%TRR ThH o7z, @@L LT B LU C 2BFRD LI, W
21 FThb 10%TRR K CThHo7-, BTN A N7 = ORMEAIZRD S o
22 oo (BH2 15)

2 P AR LR KR OEEEDEZ L0,
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2019/8/9 H 174 BERESFIATEBRES EOTILA T UEHEE (F)
1
2 £ 20 GRIZEITHMEES MR UKEY
il H R B Sy
maie | e | e | 077 B C s
(mg/kg)
%TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg
[pg‘:;C] M | 0020 | 626 | 0012 | ND | ND | 27 |0.001| 255 | 0.005
VA B %
e .. | 0062 | 509 | 0.032 | 37 |0002| 51 |0.003| 65 | 0004
[p;?;f] e | 0019 | 39.2 | 0007 | 61 | 0001 | ND | ND | 282 | 0.005
VAR %
e .., | 0061 | 300 | 0.018 | 28 | 0002 | 33 |0.002| 13.6 | 0.008
3 ND:BHIhT
4
5 B THA2E TR N7 =2 OfRERKITZ., OB T —LEBED NI A F
6 MEIZ X DM C DAL, @A b % /%@HEEF%E 2B B o4k TH D
7 EEZ BN,
8
9 3. TimAEMHAR
10 (1) FRWLTEDERFER
11 b RHOMEAN I [t (R4 R) | WEEE L OLE) | vv MEEE L CK
12 E) . WL GRE) KOWEZE L CKE) ] iZlphe-Cley 70 A 7 = 0 %
13 Bt (AAR) Zlpyr-¥ClEY 7 /v A 7 =% 0.33 mglkg i+ & CTULEE
14 L. 20E2COREFTSRM T C 365 HMA ¥ 2— bk LT, HF5MEpEa
15 BRDNFEHE S ATz,
16 IR RIS 3 T B U RE 0 A B OV i) 133% 21 IR STV 5
17 R 5y R O B BRI AR RO L, ALER 365 H &I 52.1%TAR~
18 86.8%TAR & 72 o7, HiHZEE T OKSTREITAE 365 H#%IZ 12.3%TAR~
19 46.2%TAR IZHM L 7=,
20 FEEHHE S ICB T, REMOE Y 7 A N7 = 3 365 H%IZ
21 49.6%TAR~84.3%TAR T/ L7z, i & LT B 23K 1.8%TAR#E 8 H A1,
22 ZDIENICEEORFEENRH#Y (KT 2.8%TAR) @b LNz, HHENLOD
23 FERMEWE T 14COs TH Y . i KT 16.5%TAR S8 b7z, BV 7L A M7 =
24 Y OEMACITRD Lo T,
25 IR B T A HEE L 384~1,750 H L HH Sz, (K 2, 16)

8 bHEEMRERIC I T o BT, KEREE (USDA) nBIcHES<,
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2019/8/9 FE1TAREZEEMHABREHRES EPIILA LT VIHEE ()
®21 FRUTEIZCEITA2HREESTRUS Y (%TAR)

) . | ALEREE | HEERRE - il H
R | BRBR i N v 7L 14CO .
e " A¥(A) | m4 \ B Z O > mE

A RNTxzv
0 97.4 96.9 ND ND 0.9
14 96.4 94.7 ND ND 0.2 2.5
- 60 88.8 85.8 0.8 1.1 1.9 9.5
(A A R) 120 82.5 77.2 1.3 3.4 5.3 11.2
239 70.4 63.0 1.2 6.2 11.7 | 16.0
365 61.2 53.4 1.8 5.7 16.5 | 19.0
0 99.0 97.4 ND ND 0.5
14 98.9 96.5 1.0 ND 0.2 2.4
s
- 60 93.1 91.2 0.7 0.3 0.3 6.8
HE A+
o 120 91.9 89.8 0.7 0.5 0.3 7.4
(F[H)
239 89.7 86.8 0.6 1.4 0.3 9.8
365 86.8 84.3 1.1 0.8 0.4 12.3
0 98.9 97.0 0.4 ND 0.6
-14 14 87.7 86.4 0.4 ND 0.3 7.2
[p}ti Cl L NE
vy B 60 66.9 64.9 0.6 0.3 1.3 23.0
H¥E 1+
JLA | » 120 71.5 68.6 0.9 1.2 2.5 18.4
. Ck[H)
A 239 64.6 61.4 0.5 2.0 4.1 292.7
365 58.5 55.4 1.1 1.5 5.2 27.2
0 99.6 98.1 0.6 0.6 0.4
14 94.0 91.6 0.7 ND 0.1 2.8
fibiE+ 60 88.4 86.4 0.8 0.7 0.4 8.4
(F[H) 120 86.9 84.2 1.0 1.0 0.8 8.6
239 84.0 79.4 0.8 3.4 1.7 11.4
365 79.8 76.3 1.4 1.9 2.5 14.9
0 99.2 97.7 ND ND 0.6
14 84.9 83.4 0.3 ND ND 13.7
hisE 1+ 60 62.3 61.4 ND ND 0.1 36.7
Ck[E) 120 63.8 63.1 0.4 0.2 0.2 33.4
239 59.7 58.3 0.1 0.9 0.2 38.7
365 52.1 49.6 0.2 1.9 0.2 46.2
0 98.6 96.9 0.2 0.5 0.9
[pyr-14C] 14 98.4 96.8 0.2 0.8 0.1 2.7
| Bt 60 93.0 89.2 1.2 2.2 1.5 6.9
AR | (AAR) 120 90.0 84.6 1.4 3.2 3.2 8.1
N 239 74.4 60.3 1.3 12.2 8.4 13.0
365 67.1 52.6 1.5 12.3 145 | 17.8
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ELTILA T T UEEHE (F)

/1%L, ND: it shd
(2) ¥R/ mSAEKTEREGRER
A OMmS LE [(BEE (R 4 X) | WEMHEL GEE) | v MEREE L CK
E) ROMEE+ CRE) ] iZlphe-“ClIEY 72 b7 = 0 X3+ (A1 &) 1
[pyr-14ClE 7V A h 7 = > % 0.33 mg/kg #2+ (250 g ai/ha (ZAHY) OHET
JUEL L, 202 CORFATSME FC, 30 AMZERZER LA V& 23—k L=#,
HAKREE TRFE AWK L 90 HRE A v F 22— F LT, KB
AR 2N G S T,
TSR SRR T8I 36 10 2 B AR 0 A e OV f 133k 22 IR ST b,
T EERh S TR O B BE ISR RFRY I A L, AL 120 H 212 64.3%TAR~
92.6%TAR & 727z, MIHFREOKHHEIX 7.8% TAR~32.6%TAR (ZHN L 7=,
UCOy DAL EITIE T 0.1%TAR~0.7%TAR T - 7=, HHEERHE ST T3
I RENDOE T TNV A NT 2 THY | 0 B DK 1.6%TAR 388 H i
77o BV TILANT = OBEMAGITERD SR o T,
IR K HEERICBIT AP 70 4 7 = O 3183~1,970
HCTholz, (BR2, 17)
* 22 WFRB/ERSEGEKTIEICE T ARETRES TR UL EY (YTAR)
o | ey | B9 | mme | EE B Y
R RESE ) o | B E/f S0 B |eom CO2 | e
0 99.7 96.0 0.6 2.4 0.9
.- KR 30 96.0 92.5 1.3 1.5 0.7 4.8
s | 61 92.4 89.5 1.2 1.0 0.6 6.3
B 90 93.1 89.7 1.3 0.8 0.5 7.3
120 90.6 88.1 1.0 0.7 0.4 7.8
0 101 96.9 1.3 1.2 0.7
wg H= 30 94.1 89.5 1.3 2.6 0.4 4.3
hikE 1 61 92.0 88.8 1.5 0.8 0.5 6.4
heCl ey | e [ 90 91.0 88.1 16 | 04 | 03 | 80
| =
N 120 87.8 84.7 1.6 0.6 0.3 11.2
- 0 98.9 95.5 1.2 1.3 1.0
o | R 81.4 77.7 07 | 1.8 | 04 | 132
HgE 61 79.7 77.3 0.8 0.7 0.2 15.7
CKE) | X 90 69.9 68.3 0.9 0.4 0.3 25.2
120 80.0 78.2 0.9 0.5 0.2 16.4
. 0 98.4 94.5 1.0 2.1 1.4
fi?f HFR 30 80.0 77.6 0.9 0.9 0.1 22.2
B 61 70.5 69.1 0.7 0.4 0.2 26.4
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90 69.2 67.6 0.8 0.5 0.1 28.6

120 64.3 62.6 0.5 0.7 0.1 32.6

. 0 101 96.1 1.3 2.5 0.7

[pyr-14C] i M 30 97.1 92.4 1.3 2.3 0.1 4.4
v 7L (21 %) 61 93.6 89.9 1.4 1.4 0.1 5.9
ARNTxzy B 90 93.8 — — — 0.1 7.1
120 92.6 88.6 1.2 2.3 0.1 8.3

HEARL. — abeET

(3) LIRFMAS R

B HKRGEME T OWEEE T (KE) 12, [pyr-UCley 7 A h7 = 0 %
[phe-14CIE Y 7V A 7 = > % 250 g ai/ha O HETUHE L, 20+:2°C CTHxE 16
A%t/ 77 OLE : 50 Wm2, R : 290 nm Kz 7 4 /L& —Th
N ZRRHR L C, BEEFRmE MRS Sz, £o. BT RIX N E &
iz,

BTN ANT = OREE IR 23 IR STV D,

BTN A N7 = 3R X CALELE % O 93.8%TAR~95.7%TAR 7 5 ikl
F&THED 80.3%TAR~90.2%TAR IZAELNIID LTz, i & LT B 23k
T23%TARED HNT-, /-, BT A M7 = v ORMGIIERD Lo
7, BT BBX Cld, RABKE THIZIEY 7L A N7 = 89.3%TAR ~
97.9%TAR B L=, (B2, 18)

£23 ECIILA T UDMETEEBH

BN AR X HEE ()
AT SRR X 65
[phe-14C] Rz f HRU %ﬁ%ékﬁ%%#ﬁ% 437
N 7 T ot BRI >1,000
A hTe N e FRAT X 134
gl FRU LA RGO 788
5 PIT Sk R XC 245
N RS X 89
— W1 et sl HUR BERG S 550
- IEBIESHEES 236
PRSI AT G X 387
el U HEF R HRE 2,310
5 FIT Sk R X 747

(4) TIRORAEEHAR

6 MO e [RVEEE L CGEE) | 2ov MEEEL CKE) | sEr L Ck
E) | EEEORVO CKE) | #1EO (RAR) | KO 1EEOEN 1 (45
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ELTILA T T UEEHE (F)

+@ (HE) ] ZHNT, VTN RA N7 2O RS RN i ST,

K LEICB I DWMMAEREITIE 24 ITRENTWD,

x24 BLEICEITIRBERY

(=W 2. 19. 20)

g | PE VMM et | et | b | MO | St@
gL |

Kads 36.1 30.4 11.8 16.7 35.3 21.0 6.45

Kads,, 1,640 1,790 1,960 1,670 2,210 1,170 292

Kdes 41.8 36.9 15.4 20.4 45.1 23.9

Kdes,, 1,900 2,170 2,660 2,040 2,820 1,330

Kads J O% Kdes : Freundlich W 54550 &% O 5 FR %5k
Kadsg, Jr (8 Kdesy, : AR FZSARIC L W MHIE L7 WA 5N OS5
SR EnT

4. KepEdpAER

(1) K AEHER
pH 4 (7 X ViEskEENR) . pH 7 (VU VU EREETR) UL pH 9 (7 7 BRFREIR)
DE IR N [pyr-4ClE Y 7NV A R 7 2% 0.6 mg/L 725 XU,
50F0.5COREFIEAETFT 5 AfA ¥ aX— LT, MIARSIRERN T S
7=,
EYTNAVARNT 2L, WTNORERICBW T O L E TChoTe, £/o, Y
TIVARNT = OEMITED Do Tz,
25CTOETY TN A N7 = O¥EIHIEL, WTho pHIZEWNTH 1L EE

HEE S 7z,

(M 2. 21)

(2) KRS FEHAR EERRVUBARK)
pH 7 OUREEER (U CERREMER) KOV B AR (RE, MKk, pH 8.1)
IZ[phe-4ClE Y 7 A F 7 = KW pyr-4ClE Y 7V A 7 =% 1.0 mg/L &
RAHEOWIML.,25F2C T30 HF® /v T 7 OtiafE :25.5~27.1 W/m2,
Wk 0290 nm Kfifix 7 4V Z —Th v b)) Gl U<, KSR

i S, Fo. BFETRHREX N

FNENHRNKNT 2.6%TAR, 5.4%TAR, 7.3%TAR KU 1.7%TAR

BRE ST,

BTNV AN T = TR IR L. ALEE 30 H 121213 52.3% TAR~
78.8% TAR F T L=, EXx4pmfie LT, XBHXTIIB, G. VXOW R

RO BT,

I/, BTN RA N T 2 U OBRMAITERO b o T, BEFTRRIX T Y
VA RNT 2 OHRITIEE A RO LN o T,
BTNV ARNT = ORI, REER Tl 89.1 B (HRL., BEKRG

HET299 H) . BARKFTIL 33.3 H

shiz, (B2, 22)

31
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5. TEZRBHER

KK A - B RS KOV L - 25 (&H) ZHWT, V70 A T =
ESHTRGALE & LT HEREERER (1335) BNFEI T,

ERITE B ITTRENTVD, (B2, 23)

25 TEERBHEBRAE

R R 15 HEE - (H)
5 200 g ai/ha? KWK+ - B 131
(k) (2 [a]) hRE L - B 57.3

a : 18.3%/KFnFl

6. fFHFRBHR
(1) YR BHER
ENICBWT, hEEHANTE Y 7L A N7 = 2 ortgib e & Uiz /EW
PR I < T,
FERIIBIE 3 IR S LTV D,
BTN A NT = ORI, S B 7 BRI S o/ R (XZ)
® 0.368 mg/kg TH -7,
Elo, WHMIBWT, MR, FUERIVEEHNNWTEY VA N T = %5y
Hretg b e & LT AEmak R kiR s Eim S vz,
FERIIBR 4 IR STV D,
BV TNANT = DR RIREEIL, RS RIS IO AE D
((#) » 16 mglkg Tho72, (BIR 2, 24~27)

(2) ®RIEMREHR
EYTNVANT 2% FHEREIZ 183 g aitha O & T 1 [ 2 A L7
BOFHTREE L2, DESTEINATOIEMNT, EVTAVA N T =0 %5
Mrtge & UTo VBB BRSNSk S vz,
IS (RES R OFERD) K NEO AT H (FEHE) ICBITDE TV A BT =03,
Wb ERRA (0.01 mghkg) Rificho7T. (B2, 28~31)

(3) BEMZBHAR

D v
WIS (27 oy —FXUIRNV AR A s 7Y =T Fl, —REME3EE) 12
UIIVA NI =% 15, 45 KON 150 me/kg Akt AEAT 1 H 1A, 28 HEA
TEAREOEE LT, EVTAA N T o WONCAREY Ah2, F, H. L XO'N

¢ ARRERIC BT 2 HEIIMEW IR B D D15 D LTk & 72 DR OFREE IR EE D b T S 2 o K fil
BHAST R & Fi L TR o 7z,
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NG & LT B EW RS RS Il < vz,

AERITAR 5 IR STV 5,

HHFITBITFHIET T A N7 =2 WO H KON N O e RFER X,
ZEI 150 mglkg SEHEGREIZIIT 5 0.02, 0.10 2TV 0.01 ug/lg TH O, 1R
Y F XTI b EERR (0.01 ng/g) Kl Tho7-, 15 mgkg Sl 58T
. WO bEm b iEEIRA (0.01 ng/g) K CToh o7, HEIENFL KL
K7 Y —=LAHPFTOET TV A M7 2 WITHHE H L OYN O KERREIT.
ZEI 150 mglkg fBHE G-I 5 0.20 (7 U —24) | 0.09 (EEASIGEL)
Y 0.01 (FERERAFL) uglg ThoTo, R F iy nd E&RA (0.01 pg/g)
K T o7=, 15 mglkg FEHEGRETIZ, BV 7R M7 = ROMEY H O
RRFERMEIZ, 0.01 X10.02 (WTFub 27 U—2) pglg THY, @M F LW
N ixWInsEERA (0.01 pg/lg) K TH-o7,

MFRICBITFAEY 70 A B 7 2 ONSRH Ah2, H KON L O K7EEE
1%, ENEI 150 mg/kg FAEHE GREC T 5 0.17 (BERBEREG) | 0.59 (FFg) |
0.21 (&) KUV0.10 (k) pglg Tho7z, 15 mglkg farte 58 Tid, BV
TV A N7 = AN Ah2 K OV H O REREIL, T 0.02 (I
WERENG. B2 FREMG R OUFNE) | 0.06 (IFfigi e OVEfig) &Y 0.01 (i) pgl/g <
HU, Y LIconTiEWTn b EERA (0.01 ng/g) Klcholz, (&
M2, 32)

=2 kY

PESNES (7 R 770y —HE 10 ) ey 7 7= r% 30 9 KO
30 mg/kg SO FARS T, 1 H 110,28 HMMEHKRAKRGE LT .EYVTLA M7 =
VRO H 2 50t 8t B & UT- S iEM i R akBR s 6 S hvi-,

AEEIIRHK 6 IR ENLTUVN D,

JIHZEBNT, BV TAA N7 = KOG H O KRR AL, 30 mg/kg fid
BHE5RECIIT 5 0.04 BRE) K100.07 pg/g (JREE) THo7-, 3 mglkg ikl
BT, BV AA N7 2 AXERBRR (0.01 pg/g) KiETHO ., HH H
DI KFEREMEIE 0.01 pglg (BRtE) Tho1=,

HEPIZBWNT, BV T7AA N7 2030 THoRGHIZBWTH E&RA

(0.01 pglg) KiiTh o7z, N H IZBRRLAIL OFRR TIX W31 b E =R

(0.01 uglg) KiGTH V., BIRICBIT HEHRKRKFEFMIT 30 mg/kg Gk 5REZE
7% 0.05 pglg C. 3 mg/kg fApHE G CILE &R (0.01 pgl/g) KifiTdh -7,

(B 2, 33)

5 ARERIC T 2 HEIIMEW IR RRER D D15 O LT kL & 72 DR OFREE IR EE D b T S % i K fil
BHAST R & Fi L TR o 7z,
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ELTILA T T UEEHE (F)

1 (4) #HEERE

2 BIHE 3 DIVEYFRRERER K OBIHE 5 O 6 DB FEEM TR FER D5 2 FVL T,

3 BTN A RN T =k Bl R E L LT BT B RS LD HEETE L

4 BERAR26ITRENTWS B 75R) |

5 ek, AHEERIEOREEIX., HiESINERFENS, BV IV A N T v

6 K DI % R T ST ARIHGE =2 T o HEWICHE A S,

7 T - B X 2 EEOBEHEN 2L WV EDIRED FIZiT- 72,

8

9 :26 BRPHANALENMINIEDSIILA NIz VDHEERE

[ R /NR(A~6 78%) LRI =65 Ll )
(KHE : 55.1kg) | KHE : 16.5 kg) | ({KFE : 58.5kg) | (AHE : 56.1 kg)
B
(gl NF) 21.7 16.1 25.2 18.1
10
11 7. —hREEEHER
12 BTN ANT 2 DTy FERAWTE ISR BEEER )N e S T,
13 ERIIF 2T ITRENTWS, (B2, 34, 35)
14
15 z 27T —REBEHBHSE
Y & 5N w7/
MEROHE | Biifd ﬁ%§m¢g¢5) EEH & TEH & il S
(&5 1) | (mg/kg K E) | (mg/kg (A HE)
300 mg/kg AELL E : K
B, BRI, BEROG
XF, IEm R, B
RN, BEEES . BT,
— R AR SR, KA EERIK N, B
(Irwin 1) 100 300 fizg

Hh Wist 0. 100. 300,

i M a: it 6 2,000 300 mg/kg (KELL ETHIA

h i (1) e L #%(300 % T% 1,000 mg/kg

o RE T 1 4)

% % 100 mg/kg RELL - A3
et — 100 EEh RN (5 1~6 FR
e %)

300 mg/kg (RELL L (RIE
iR 10 300 e k(s 1~6 KEIR)
" | Wistar e g |0 100, 200 100 900 200 mg/kg (R : RIEIK T
7 vk (R&r)a (B 5- 2 e[ 1% LARE)

RIETE B o

| #AKE | Wistar i g |0~ 100, 200 200 BB L

| DER, | Ty b (& m)a 100 900 200 mg/kg /A : QT MFRIE

PE| I, FE(%5 30 /~6 i),
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B DK DR (B G- 3~4 IFfH
an %), IfE EFGE S 30 5~
H 5 [ 1%)
1 —  BEREEHEIR/IMEARIIRETE 2o Tz,
2 & X LT 1%CMC KA A IV,
3
4 8. [MEEMHE
5 (1) SHEHHER
6 BTN A N7 2y (JRIEK) ©OF v b EAWT-AM MR e S 7,
7 ERIIFR 28 ITRENTWS, (B2, 36~38)
8
9 =28 AMEMRBREE (RHEK)
&5 LDso(mg/kg K H) e S
" L7k p I BRI NTER
58 : 5,000 mg/kg {AHE
G a Wistar 7 v bk +5.000 ISEMEIS T B, 5 2~3 FEf#)
it 3 pT
Sl L
#58 : 5,000 mg/kg (AHE
. Wistar 7 v TEEHMEAL T (22 51)
FEFZ b W2 5 [ >5,000 >5,000
FETHI7 L
LCs0(mg/L) WERE - S OPERER M K ER, Swli E
e EIEEETE NG T e N
e | Wistar 5 | %% Lo, IEBME R, RIES, &
MERESS 5 T >5.11 >5.11 i
HE Tl L
14 171 P o

10 /&40

11 o B FIIEIC LD Fi, WL LT, 0.5%CMC KISV ST,
12 b 24 FyfEPAZERG S

13 e 4WfEE (=7 YL

14

(V)M ZE LY ]
(TBRED) SRS PP = N RS P

[CEFHMZEANLD]
VIS4 CHe DR T OB IE A BV L7,

(FBRLY]
EELELE,

15
16 R FRORG DT v N WAtk 5 S i,
17 EHRIIE 29 ITREINTWS, (BHE 2, 39, 40)
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*x29 [EFMHHEREE (KHY)

R | Be5 LDso(mg/kg 1A &) - e
WE | R ) Fl pm m BB ST ER
58 : 500, 2,000 mg/kg AHE
2,000 mg/kg A HE : MR K #E, ATk
F % a Wistar 7 v b 500~ | FH. EEQ o), L AHDIHLT,
b e 9 T < 2,000 | ik, EEVAZQ BloA), S8
2,000 mg/kg A E TEHFIF LT
. SD 7 v b B
G | ®&pov B 2 >2,000 | >2,000 | JERLOFELH]72 L

S L

a FEMEAERIEIC LV FEME, S LT, 0.5%CMC KIEIEA AV Bz,

b PR L LT, DMSO AV bz,

¢ : 500 mg/kg REF 58 6 PLK& N 2,000 mg/kg KEFR G- 3 JLic, zhFh#EESnT-,

(2) 2EaREESERAER (Sy bk O
Wistar Hannover 7 v b (—HEMEMES 10 PT) Z AW 7- HEGRSIRE O [RE
0. 100 (D7) . 300 (HEDZ) . 1,000 KT} 2,000 me/kg RS, P - 1%CMC
KEEHR] 512 & 2 Bt s e »s 32he S vz,
B GHETHRD DB AIER 30 IS TW D,
1,000 mg/kg REHGREOME 1 61T, #5- 3.25 REfEIC, SEIRIED 7= D Y)HE
LRSI,

[W)IHEMERLY]
BESEDJFRIEAT T LIz,

[FHRLD]
HEETIE, FIROMRNOREG I A2/ THTRITERO DT 1ZNOHEHIH R M LA K
U2 R TIEIRDRRO 5N 2 L h |, MR GICBEE LI L BRI T, &
2T, SR D M RBRS AR M RO B W T, M E T ORISR
Mol Z LHEEER T, MREALDAICEHHE ST DI L ESnFE LK,

PR B RO A 2BV T BIERER GIZ X 5 BITRD b o T,

ARFABRIZFB VT, 1,000 mg/kg ARE DL i GREORECIRERC A IS, [
HREOME T B R ER R ENRBO Sl 2 &, BRI T 300 mg/kg
{RE, T 100 mg/kg KEEE 2 iz, HOLREMEMREEITRED b7z
molz, (R 2, 41)

6 7 v hEHWcEENEGRER (1. (2)] OfR, SHERGHE TP REENIFHRE L 0D 2
ENTRBINTZZ En, HFEEE MFIREOHAIBIRAED b L&A BE L, #ETIiX 300~
2,000 mg/kg A, i Ti% 100~2,000 mg/kg (KOG ENRE Sz,
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£330 HAESEER (Sybh) OTROoh-FUME
B h-RE 4 i
2,000 mg/kg {AH - FHEAL

- RIEAR R G- 6 e 1)

1,000 mg/kg (K | - BB HEIINHGEE% 1~2 | - B, WOIEE T R OREAT
LE H) (5 6 KR 1%)

- ST 1 A )

- ) R (2 6 %)

300 mg/kg A | mEFTRAL

100 mg/kg A5 mIEAT R L

SRR L

(3) AHERENHHR (Sy k) @

Wistar Hannover 7 » ~ (—#f#ME 10 ) & W 7-EEFRHIRE O (RIK @ 0.
100, 300 % TF 1,000 mg/kg RE, &EE : 1%CMC KIFIK) #5102 X 5 arErhik
PR RRER S EhE X Tz,

B CRD DB AITER 31 ITRS LTV 5

PRI B PO A I Z BV T, BRI L D8 M@%mﬁ#oto

ARBRITIB VT, 300 mg/kg RELL i 5-# T B R EE) &% mwgmt
ZED, EEMEEIT 100 mg/kg RE & B 2 B, B DR AR IR
oot (B2, 42)

&3 MEARESUEER (Svbh) QTROLON-FMUMR

B 58E i3
1,000 mg/kg A - PR 5 6 FEf%)
300 mg/kg {AELL E < RIEIK T
- [ SERED (5 6 REET%) @
100 mg/kg K HE s A L

a EHFIAEERRVS, BMERGICLDORELEI DN,

9. IR - REITxT 2RIBMER UK EREIEMEAER
BTN ANT = (JRIK) ONZW D 35 % 72 IR & OV JE R 3R 23 52
M S iz, MRICxE LT, B 1R ICRE OB E D3R (2F]) & OFREREES Wi
IO HIVTZDY, T2RFZITIZE R Uiz, RIERNEMEIIERD v o7z,
CBA ~ 7 X % F\\ 7= e JE A ED aﬁﬁﬁ)%ﬁméwﬁ% e Th o7, (B 2,
43~45)

<REHRERBRICBITAE Y 7L A N7 = O EEIZHOWNT >
AN EMRER [1. 2. A EOG)] ThiaELNZLIE, Ty b, vT A

TKHBRIIMEDO A THEES N TV D23, SRR (T v 1) OB Q10 R 2R 2 By
THEM SNIZBIBRTH D Z &b FHER L LT,
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M OA X & - 90 H &tk ERER [10. (1) ~ @) ] W

MR [12. 3)]
E72 < BEEOEMN
WITEIZ X - TRREEIZZENR

7o MR

ESIILA LTI

(2 K DU O faFn s

FiE ()

X %IST%\ ﬁ&k J:IZJ\TEEET[_J < fcﬁ 51@"?75);% )] %ﬂf\—o
nﬁ%ﬁ&()\%\éﬁ)

PSR

[x iﬂi’r

HEACBAE R N OV AE T talBR [12. (1) LTV (2) ]
O R TIHNE STV,

10. BRMSEHHAR
(1) 0 EEESESERAER (Sv )

ey s i LAY
WZBWT, HEELEY T LA T = DI EE
BOOLNDHEDL H o=,
o, EVTILARNT 2 OMPEEIZOWT, A

(Z—HL

Ed)]

MRER [11. (1) ~@)] T T v F&2HW= 2
WBWTiX, BV 7L A T =

Wistar Hannover 7 > & (—#ERES 10 PT) 2 W28 (5K 0, 250,
1,500, 8,000 &% T* 16,000 ppm : ‘FHMAEIEITE 32 ) &512X8 %5 90 H
SRR E i Sz, £, &5 2, 9, 28 KT 91 HIZHM L T,
BTN ANT 2 ORENAE SN (FERIZE 33 5H) |

58 250 ppm 1,500 ppm | 8,000 ppm | 16,000 ppm
SRR AR I 18.6 111 578 1,190
(mg/kg {KFE/H) i3 21.6 127 727 1,330
£33 ECTILALToOEMPERE (ng/mL)
PER Jii3 i3
¢ 55 %:(ppm) 250 | 1,500 | 8,000 | 16,000 | 250 | 1,500 | 8,000 | 16,000
7:00| 14.8 44.1 47.5 58.2 23.9 86.7 70.6 107
$¢5 1 11:00| 3.4 26.5 31.6 35.1 28.9 69.1 68.4 77.3
2H |15:00| 1.6 16.8 21.4 25.7 17.0 36.9 42.6 53.0
= 18:00 | 2.4 15.6 29.8 31.3 21.8 49.1 43.2 50.0
kB 7:00| 2.4 15.0 32.8 54.1 20.7 64.6 83.1 103
B | %5 [ 11:00 | <LOQ | 10.5 23.4 62.3 23.3 48.6 84.5 102
By | 28H |15:00| 0.9 9.8 30.3 90.2 14.7 37.7 63.9 67.8
I 18:00 | <LOQ | 8.3 27.7 38.3 18.1 38.2 73.8 67.2
Y 7:00| 10.4 27.5 34.8 52.8 18.9 76.9 90.5 89.8
$5011:00| 1.0 10.8 23.2 33.0 17.6 50.3 72.1 65.0
91H [15:00| 1.7 9.1 21.1 32.2 17.0 41.1 85.0 60.3
18:00 | 1.1 12.8 42.5 34.6 22.4 45.8 72.9 66.2
<LOQ : & &R A
BHREGHTRD DN EMEIT IR 34 I RSN TV D
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1,500 ppm LA b8 5-RE o i C ATkt K OV IE B B8N 2378 D72 23,
1,500 ppm 5RO TIINTFEM:Z2 R T 5 MRAELFRI ST A —2 DAL
WRBHRRM LR Do T 2 b, WL TH D EE X BT,
N

AKiRBRIZEB VT, 1,500 ppm &“Erﬁi@f’é&(ﬁS 000 ppm & 5-FE D TR
AER. HURARA M ERAEAE RS AEO b2 Lnh, EEHERTRET 250
ppm (18.6 mg/kg {AfE/H) . MET 1,500 ppm (127 mg/kg KE/H) THD &
2oz, (B2, 46)

(FR IR A B bR IE I BT 2 A 7 = X A3 BRIT [14. 6) KOV 1 25 H,)

F 34 90 BREBEIAMEMRER (Tv k) TREOON-FEHRR

&ERE Jii3 i3

8,000 ppm - PREINENHI (B 5 1 B LARR) - PREHINIHIGR G- 1 B L)

Lk - BEEERAD (G 1 H L) - BEEERA (&G 1~3 H)
- Chol H#0
- JHFHE et K OV IF B 218 0
- AR AR R
« FORAR A b Bz A AR R

1,500 ppm - JHFHE et K OVl IF B 214 0 1,500 ppm LA T

PLE - JFAEAE AR R mHEIT R L

o FLIRMR A b Rz A e kS
250 ppm EALIBIRAN

: 1,600 ppm TIFMEHFIAEZDRD GNP T2D, iR ORELEZ bhlc,

(2) 0 HEEAMSEEHEER (YUX)
ICR ~ v A (—BEMEES 10 PB) Z W 7=iRET (54K : 0. 100, 500, 4,000
} O} 7,000 ppm : SR AEREILE 35 BIR) 52X 5 90 B HE AN
AR S e, £, B2, 16, 30 X UV91 HIZEIM LT, Y7L A K
7 ORENTE SN (FERITE 36 2) |

F35 90 HREBEIMEMEHER (YOX) OFHREERE

B h5-8 100 ppm 500 ppm 4,000 ppm | 7,000 ppm
R AR I & YAt 17.5 81.6 630 1,160
(mg/kg (KFE/A) | M 20.4 106 846 1,480

%36 ECTILARTzoOLMABERE (ng/mL)

PR I it

#5-#(ppm) 100 500 4,000 | 7,000 100 500 4,000 | 7,000

| w5 | 7:00] <LOQ | <LOQ | <LOQ | 98.0 | 12,0 | 219 1.9 103

8 (hEZIMARL L THE L EAMEREREL VS LIFRLE, ) .
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ELTILA T T UEEHE (F)

t
1
B
&
1

2H [11:00 | <LOQ | <LOQ | 20.3 50.9 | <LOQ | 16.3 73.5 248
15:00 1.1 3.9 27.2 102 5.9 8.5 117 142

18:00 4.1 6.2 31.6 66.5 5.3 14.7 105 390

7:00 5.7 2.2 21.7 52.0 | <LOQ | 14.6 36.2 109

5 111:00 | 149 5.4 30.6 64.3 3.6 3.7 44.5 311
30H | 15:00 | <LOQ 2.9 25.6 43.3 1.5 15.5 27.3 53.1
18:00 2.8 1.9 17.3 38.9 1.9 32.3 42.2 217

7:00 | <LOQ 4.3 65.0 118 1.1 21.8 140 770

5 111:00 1.7 <L0OQ 111 45.2 3.4 11.1 138 194
91H | 15:00 | <LOQ 3.8 13.1 122 1.1 21.5 46.9 132
18:00 | <LOQ | <LOQ | 284 60.6 1.3 8.7 191 122

<LOQ : & BRI AT

B G TR DT B MEFT AIZER 3T IR STV 5,
500 ppm LA % GREO ECHFHax & O IE R N23, 4,000 ppm LA EF 5
T D C e et M OM 1E B BB 00 O /N E U ORI IE R 3 e B AL 7= 73 HE
@ 500 ppm £ 5-FE M OMED 4,000 ppm B 5-BETld, AFEtE a2 R~E3 2 mig £k
FHYNT A= DAL K OJRBERRAVZA LD G800 IR o T2 2 L b | ST
EleThdEBZLNTZ,
ARERIZFB T, 4,000 ppm LA _EHG-BEDOIE LK V7,000 ppm % 5-FE D T Chol
AN, RFRsk M O IEE EIEINENRBD b &b, BmEMEEITIHET 500
ppm (81.6 mg/kg {AE/H) . MET 4,000 ppm (846 mg/kg KE/H) THD L&

Z b,

(R 2, 47)

Fx37 90 BREBEAMEMERER (Y OR) TEOoN-FMEHRR

H 58 Jii3 i3
7,000 ppm - TG #4440 + Chol & OY TG /0
- JHFfE k] Ko OVl 1 22 & 0
< ANZEHRULYE AR R AR R
4,000 ppm LL_E | + Chol #8401 4,000 ppm LLF
- JHFf sk Ko OVl I 22 & wMERT R L
o NZE UM R AT AR K ®
500 ppm LA T |mMEET AR L

514,000 ppm TR ZA BEENRD LNRD -T2, BIERGORELEZ ST,

(3) 0 HEESMEEHER (1 X)
E— VR (—REMEES 4 D) W= eaukkn (J5UA 2 0, 30, 300 K&
¥ 1,000 mg/kg (RE/H ) £ 512 & % 90 H [ HE Ak B tEBR 3 320 S v i=, £ 72,
BeE 1, 28 RTN91 HICERIMLL T, BT RX N7 = U OEENIE S (6
I3 38 2 /H) |
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R38 ECITIIARTIUDOEMPEEEFRI/NT A —4

= 5B V2 i3
FRHLH
(mg/kg IAHE/H) 30 300 1,000 30 300 1,000
Tmax (hr) 1-2 4-12 4-8 1-4 2-12 4-8
Chax (ng/mL) 24.6 832 3,510 19.4 529 2,890
®51H (ng
Tz (hr) — 4.2 4.4 — 4.5 4.3
AUCo-24(hr *+ ng/mL) | 85.3 6,710 | 31,400 | 79.9 3,430 | 26,800
Tmax (hr) 1.5-2 4-12 4-8 1.5-12 | 1.5-4 4-8
Chax (ng/mL) 36.6 629 1,940 28.6 159 1,820
5 98 H (ng
Tuse (hr) — 4.9 3.3 2.7 2.7 3.3
AUCo24(hr *+ ng/mL) | 210 6,230 | 14,700 175 795 14,300
Tmax (hr) 1.5-2 2-8 2-8 0.5-4 1.5-4 2-4
Chax (ng/mL) 38.3 638 2,070 21.0 150 961
591 H (ng
Te (hr) 2.8 3.3 2.6 — 2.4 4.1
AUCo24(hr + ng/mL) | 191 6,270 | 17,400 | 94.8 804 7,020
— HHEnd

© 00 3 & Ot &~ W N

B GHETRO DB AIEER 39 IR LTV 5D,

AFRER 23T 300 mg/kg RE/H UL LR GREOHET ALP & OV TG HEN%, i
TIRERZDAEINHIAZRD bz Z b, HEEMER I & b 30 mg/kg (AHE
IHTHDEEZ LN, (B2, 48)

#39 0 BHEBEIAMEEHER (/1 X) TROONEFMHEME

B 50 Ji3 i3
1,000 mg/kg (RHE/H | « REEAEMMEIE S 1 ELE) | - S ERD (%5 1 #ERE)
- BEE RO (5 1~13 B0 R | - U v
- AR AR - ALP #n
« FFHEx, PES R OV IE B &k
< JHHRAEAE K
300 mg/kg {AFE/H | + ALP } OV TG #40 < (RO N (B 5 1 38 LA
LAk o JFRfaer, bE9 8 R OV IE B B AN
30 mg/kg K/ H mMEPT R L mIEIT R L

10
11

12
13
14
15
16
17

VBRI IR R STV RN, iR GOREBLEZ BN,

(4) 28 HEESMEREUERER (Sv M)
Wistar 7 » b (—#EERER 10 IT) &2 v 7=f R (B : 0, 10, 300 % T 1,000
mg/kg (AHE/H, 6 K/ H, 5 HEME) & 512X % 28 H A HE A MR MR )
e 7=,

AHRBRIZE N T, WTNORSGHIZEW T R

RITRO b ehoTe T L

NG, MEEEVE R IIMERE & AR O R E HE 1,000 mgkg KE/H THDH EE %

S KEILEEOZ LALERLVD (LITRLC, ) .
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bz, (B2, 49)

(5) 28 HEEEMHEEHER (REMF. Sv )
Wistar Hannover 7 » ~ (—HEHERES 5 P8) 2 VW7o iEEE [ F: 0. 100,
500, 2,000 (HEDI) KT 4,000 (HEDFH) ppm : FERRRERRILE 40 ]
BHAZ X DG F o 28 H Ml Sk w3 s 32 S vz,

&40 28 HREBIMEMERAR (KEMF. Sy b)) OFHREFERE

58 100 ppm 500 ppm 2,000 ppm | 4,000 ppm
PR AR i3 7.3 37.4 143
(mg/kg {KH/H) i3 7.8 42.5 244

ey e

HFHEGHETRO DN EEITAIER 41 IR TW 5,

2,000 ppm BEGHEDORER N 4,000 ppm & G-HEOME T, (REHEIINS], B
BOENRBDO NI Z b, ARRBRIZK T 2 WaErk &M~ & 500 ppm

(I : 37.4 mg/kg (KE/H ., M : 42.5 mg/kg (KE/H) THHEELZ LN, (&
2, 50)

x4 28 HEBIMEEGRR (REMF. Sy b)) TROONEFIEMRE

Be5-RE Ji3 i3
4,000 ppm - RN L OB AR &)
«- WBC., Neu & O Lym ¥/
« AST KO} A/G EbEE N
- Glob 84
2,000 ppm - (REEHE NN o OB EH &)
+ WBC. Neu X% U Mon 0
« AST K X A/G EbEg N
+ Glob JH4»
500 ppm PAF | FEMEAT R L BT RS L

S ML

(6) 28 HEIEAMSEHER (KEMG6. v k)
Wistar Hannover 7 v b (—BERERES 5 VC) 2 FW 72 1REE (39 G2 0.2,000,
6,000 & T* 12,000 ppm : FEIRAREBEREITR 42 2R) BEICZ 28 G ©
28 H i Ak MRk A3 St S 7z,

F42 28 HREBSMEMEHER (KEMG6. Sy b)) OFHREFERE

BH-RE 2,000 ppm 6,000 ppm 12,000 ppm
R AR R R i3 167 511 1,010
(mg/kg RE/H) i3 175 572 1,040
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KABRIZBNT, WTNORGHETLHERZEBITGED NPT b,
e B (e - b AR OB E AR TH 512,000 ppm (1,010 mg/kgiKE
[H. M : 1,040 mg/kgiKE/H) THDHEEX LN, (BHE2, 51)

(7) 90 BEEAESERER (K@M6. v k)

Wistar Hannover 7 v b (—#EERES- 10 UT) 2 AW IREE () G @ 0.
100, 300 M OF 1,000 ppmmeg/kg (KH/H : FHMKEIEITE 43 ) K5IC
E5REMW G 0 90 AR ArEE MBS £ e S -, 16 HMER, M|
B oA MCAES X EERIEL

F43 0028 HREIHEMEMAER (K&#MGE. Sv ) OEHBRFERE
BIEFEE. SHEMSEAIA Y MNIEDXEBERBE

- 100 ppm 300 ppm 1,000 ppm
mg/kg (AH/H | mg/kg (AH/H | mg/kg KH/H

SRR AR I E i3 94.6 286 954

(mg/kg AFE/H) i3 98.8 295 983

ARBRICEBNT, WTHNORGEHETHLEEEEITR O NPT 2 &0 b,
EFEVE B I & L ARRBR O fc s B CTd 51,000 ppramg/kgiRF/H (I : 954
mg/kgfRHE/H ., Hf : 983 mg/kgihHE/H) ThHHEEZ BN, (B2, 52)
VIEMEE, “HEMEEa AL MoESEEBREY

[VE)IEFEE L]
(F 43 122\ TC) 28HMI=90HM], ERENZEE 5 LEONDHD T, &Di=t ZHER
77Xy,

[=EFMBZEANLD]
FENSEAE TR OFH I A DEEL BV LET,

[(FHRLV]
FKELHBMAEBIELE L,

11. BESUHRARRUENAMERR
(1) 1 FHBMSHEEER (1 X)
E— 7 VR (—REMERES 4 ) W= eaukkn (5UA 2 0, 30, 100 K&
' 300 mg/kg (AHE/H) G2 XD 1FEMERMREMRER N FEi S -,
B GHETRO DB RIER 4 1IR3 TW 5,
AHAERIZIB T, 300 mg/kg K/ H #GHEOMERECHFAEXT, L OHIESR &
HEIMENRD SN2 b, MEMEREIIMEE S H 100 mg/kg (KE/HTHD &
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FExbhilc, (BM2, 53)

§44 1¢Fﬁﬁ'r%'| 'I nt%ﬁ (’f R) _CEIL&)'Q*LT- 'HEFEE

FEAE i3 i
300 mg/kg (A H/H - ALP. GGT K UTG - ALP #470n

« TS, eSOV IE B BN | « ATAEGSSS, HES K OVl IE B ek
- FURIRAE G, HESR OIERE & | s
i

100 mg/kg (KE/HLLT | BT e L mIEIT R L

CHEHBENEB SN TWRWD, Bk EORELEZ ST,
% D REFFEAEEIT ROV, RIERGORELE X Bz,

(2) 2 5HEESE/BNAEHEER (S H)
Wistar Hannover 7 v ~ [FEN AERREREE © —HEMERES 52 VT, 1 F-ME MR
PEBBREE « —BEMERER- 12 D] 2 W72 iREE (R, #E: 0. 200, 1,000 K& TF 6,000
ppm. M : 0. 150, 450 %X 1,500 ppm!0 : EHRAEEE LK 45 2R) &5
12 & B 2 EMEMEFM RN AR R FE e S iz,

& A5 2 FRIBHESESE/ EVAEHEER (S ) OFHREFERE

58 150 ppm | 200 ppm | 450 ppm |1,000 ppm|1,500 ppm |6,000 ppm
PR HR | T 9.9 51.0 319
(mg/kg KH/A) [ M|  10.2 31.0 102

ey e

HP G TR DR RIT R 46 (TR émm\

AR 512 K0 38 ABERE O U 72 BRI MR 2813380 Eﬂiﬁ Do T2,

1 E e MR BRI 2 3V T, 1,000 ppm ui?ﬁﬁﬁi@fﬁfﬂ?fﬂﬂﬂ’ﬂﬂﬂjﬁﬁﬂ
D HALTEA3, 1,000 ppm 858 TIITFEMEZ RmE S 5 MR ELFR) /ST A—2 D
BWIS&U\W@@%ZE’JWW%)M DOHNIRPoT=Z s, MISHEEA L THD LB X
bz,

AFERIZIBW T, 1,000 ppmPh B EHEDOHE K 1450 ppmuh&“%ﬁé@ﬁk&fﬁi
TN OB & NRO LT 2 En D, RRERICIS VT 5 M & Tk
<200 ppm (9.9 mg/kgﬁiﬁ/ H) . ME<T150 ppm (10.2 mg/kgﬁiﬁ/ H) Thdk
EZ LT, BPAEITRRD bienoT=, (B2, 54)

F&A46-1 2 ERIBHESE/ ENAVEHERER (Sy b)) TROOMFUHRR

10 Z . M2 90 H ETEEAEEERER [10. (1) ] R OB ENEGER [1. (2)] OfRICB W T,
A ERGHCIIM P REENIERIE L 725 Z LRI L s, FhE L RE O A
BIRAGRO b L #iPHAZ ZE L. Tk 300 mg/kg (AHE/H ., Tl 100 mg/kg R/ H % i e H &
L THREENEREINT,
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(EEBBIRE)
FGRE . =
6,000 ppm - GGT 0
« JFFHE ST Mo OV IE B B 1
« FEAMO AT T PR S A fh
- JITFHERAE R
1,500 ppm

1,000 ppm LA b | < AREBINMEH 5 2 3 L2
- EET R (B 5 2 LLE)

450 ppm LA I - RN (B G- 4 1 LLE)
- BT ED (B G 4 B LI

200 ppm s AR L

150 ppm mIET R L

s v
a: 6,000 ppm FGHETITH G 1L,

& 46-2 1 ERIBUSHEARBTROONFEME

GEEEMRE)
&ERE Ik i
6,000 ppm - GGT 0
- JIFfset Mo OV IE B e 0
- SRR AR R
1,500 ppm

1,000 ppm LA b | - (REESINPNHI G 5 2 3 LARE)a
- EE D (B 5 2 LLE)

450 ppm LA E - AR (B G- 4 3 LLE)
- R (B G- 4 HLLRE)

200 ppm TR L

150 ppm mIET R L

ar v
a: 6,000 ppm #GHETITE G 1 LI,

(3) 80 BRIFEMNAMRER (THR)
ICR ~ 7 A (—REMERES 50 PT) Z W= IREE (B : 0. 75. 375 &1 2,250
ppm. FEHRAEREITR 47 2R) %512 X 2 80 M ZE M AMERER N £ S U
7=,

& 41 80 BREIEMNAAMRER (YIR) OFRKERE

B 58 75 ppm 375 ppm 2,250 ppm
SRR AR R i 9.2 45.4 288
(mg/kg IKE/H) i 9.7 48.4 306

BPGRECRD =@ AT R GEEMRZE) 13£ 48 12, FlgicR T 5
IR DRI 49 ITRENTWD,
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R AT 512 B3 2 MR ZS & LT, 2,250 ppm 557 0D I C AT A Ji e Az

O DO FEAAREHE N 2N5R 8 BTz,

375 ppm LI & GREOIET/NEEFLMERFHIIIE K 2358 H 7=, 375 ppm
B 5 RECIIATHBME 2 R IR 2 O FFBLALAR F RO RO b o 72 2 & s
5, WIcEZ L TH D EEZ BT,

ARBRITIN T, 2,250 ppm $% 5HEOMERE CIARTHININH, 2 AT R4 2358
DHNTZZ Enn, MRV ITHERE S 375 ppm (K : 45.4 mg/kg (KE/H | lﬁkﬁ :
48.4 mg/kg (AE/H) THHEEXOLNTZ, (B2, 55)

(FHED AR BT 2 A = X L3803 [14. 1) ~B)] &M, )

& 48 B0 EMEMNAMEER (YO X) TROON-FMMR

(EEEMHRE)
P57t JAi3 i3
2,250 ppm - (REHININHI (B 5 1 3 LARE) - (REHDINAMEI (P 5 32 T LLKR)
- BET R (B 5 43 L) - BET R (B 5 31 3 LAKE)
o JF et B OVl IE 2 EcH

o 7INEEE RO R A A R
o QAR ZE LM e B e )| =P

375 ppm UL T [FEMEFTR AL mIEAT R L

F49 HREICETIESEREDREHE

el Mk i3
& 5-E:(ppm) 0 75 375 | 2,250 0 75 375 | 2,250
ML 50 50 49 50 48 50 50 48
JHEAM e A 2 4 6 9 29
JHEAM e 2 2 3 4 10° 0 0 0 0
*:p<0.05, ™ :p<0.01 (Fisher HE#MEFRIE)
a: ZEMEE ST,

12, £ERESHHER
(1) 2 HKEREHRE (TvF)
Wistar Hannover 7 v & (—FEHERESR 24 JC) % HW2IREE (RIR, - 0,
150, 750 K O* 4,500 ppm. M : 0, 150, 450 K& X 1,500 ppm!! : ‘¥R {AFEEL
B3 50 2R) & 512X D 2 MAVESHRBR S it S iz,

1 Z oy b2 90 H ETEEAEEERER [10. (1) ] R OEENEGHER [1. (2)] OfERIZB W T,
A ERGHCIIM P REENIERIE L 725 Z LRI L s, FhE L RE O A
BIRAGRO b L #iPHAZ ZE L. Tk 300 mg/kg (AHE/H ., Tl 100 mg/kg R/ H % i e H &
L THREENEREINT,
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ELTILA T T UEEHE (F)

& 50 2HAREHER (Sv b)) OEHREFERE

5B 150 ppm 450 pm 750 ppm | 1,500 ppm | 4,500 ppm
SESIRR AR P i 9.1 46.1 277
EIE A | 11.9 36.1 116
(mg/kg F. | H 11.9 59.1 364
RE/H) | AR | 14.1 42.4 141
SRS L

BEIY)TIL, 4,500 ppm & G-H#EO P HAOHEZISWT, AREHINIHE (%50
~T1 LI | L OVFR R kM OVl 1 B S I QNS ONE MRl e AR O Je OF
FURBR Al ERIER A, Fr AR OIEIZ I W T, RESINNH], B ER . X
OVHIR M et S ON (F B BB NN ONZ O JH R R AE R S OVRRR IR A e 1= B2 A
RBFED b2, HECBDNTIIWThOREHIZE W THEEREITRD bk
Mmolz, WREMW)TIE, 4,500 ppm $EHEED Fy RO IEICIBWT, (REEE NI
S OVEL R B IE DS . 1,600 ppm #2580 Fy HAROMEIZ IS T, (REHEI0ENH]
N OVERR DR, ZNENFEH b,

1,500 ppm E5FED P O Fr MW OMEIZ 38\ T JF#Eer M OVl (I B &0

3P BEWOHEICI T, ONEMEFMIARAR RIB23FE 8 H iz, AR Tl ik
éﬂﬁ?ﬁ@*ﬁﬁli;’éﬁméﬂfwﬁb b OO, Ttz med 5B a2 i
ROHIT, Ty MEMHWZ 90 HEHEEMEFEMERE [10. ()] 2B\ T, FHH
ER GO CHEMEZ RR T 5 MR AE(LFRNT A —FZ OZLITRD bl
Mol Z Enh, WISHELTH D LB X b,

Loz &t ARBRICH T 2 &I, BlE O/ T 750 ppm (P: 46.1
mg/kg (AHE/H ., F1:59.1 mg/kg (KH/H) | M TARERO 5= HE 1,500 ppm (P :
116 mg/kg (A=, F1: 141 mg/kg (AH) | REMWOHET 750 ppm (P : 46.1 mg/kg
RE/H, F1:59.1 mg/kg KHE/H) | #T 450 ppm (P : 36.1 mg/kg {ZFE/EI
Fi:42.4 mglkg KE/H) ThHHELEZ BN, BIEREICHTT HHEITRO b
minol, (BHE 2, 56)

(2) BESHHR (SyR)
Wistar Hannover 7 v ~ (—R£lf 24 JPB) DOIFIR 6~19 HIZ5EEIE D R -
0. 10, 30 &' 100 mg/kg K&/ H ., I - 1%CMC KiAHK) #5 LT, B4EHE
PERRBR N FhE STz,
AFRBRIZIBV T, 100 mg/kg ARH/H &GO B CARERINME] (MR 6
~T7 BUKE) 23060, BRIETIIWT oG THmr Il b

12 P KO FiBlEW) O1ET A 5 72 OB ML IE R R O HRR IR A BRI RIZOWT, BEaHE I E
fiti S TWRWDS, IR G & D% LIl L7z,
1B R E XM S ATV,
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Ntz b, KB ®EHME 1L, FEY Tl 30 mg/ke (KE/H. BIE
TIEARBR O i A& 100 mg/kg AHEH/H TH D EE 2 LT, [EHEMEITED
Lo Tz, (MR 2. 57)

(3) RESBHER (VU¥)
NZW 75 (—REME 24 P8) DR 6~27 B2 D (RIK : 0. 10, 100
F O} 500 mglkg R/ H 14, ¥EE 0 1%CMC KIEHR) #&5- LT, AR
ERL S, Fio MFE 27T BICHRIM LT, B 74 A 7 =2 OPEERNE S
- (R 51 2H1) |

x5l EDTLARTIzUOMFPRERVEYERE/ NS A —42

e 10 100 500
- mg/kg KHE/H | mg/kg{AHE/H | mg/kg KHE/H
B 2 R[4 32.4 33.1 61.9
i R EE B 5 6 IRffi 14 17.5 51.9 103
(ng/mL) | #5 12 Ffi 3.33 21.1 78.4
P 5. 25 HER 4 <5.00 <5.00 20.0
Cmax(ng/mL) 33.0 51.9 103
Trmax 2 6 6
AUCo+ (hr * ng/mL) 358 443 1,520

ARABRIZE W T, HEI LTI & bW THORGHFICE N T HmI2 835
DOHNIRMH T LG, WM M OR IE & b AR BR D i s M & 500
mg/kg (KHE/H Th 5 LB bz, a0 b o7, (B 2, 58)

(MEFMZE LY ]
U B X5 AR O e R TR W Z LIZHONW T SR TED & 9 ZREimn e
SO, BERSYAIZBHENEZI Y,

(FHR L]

KB O m A EICB W THEEZENRA LN TWER AN, HEREDZLGEIZ OV THER
S, BRRESRER (V9%) [1. 0) IR, 300 mg/kg RE/B U ERERETE, &
TINA DT = OMPREN IR AR Z LG mMEIT 500 mg/kg (KH/H Lk
ESNTEY, +R2ENBBRENHFONTWZEEZLNZZ D, HEREIZOWNT
HEICR#H T L EshE L,

14 P RPIEMRER (79F) [1. (6)] OfEF, 300 mg/kg ARHE/H LU EHLGRETIIES 70 A 7 =
YOMPRENIERIEZ T Z LN REHREIT SR ENEZEERE 2 515 500 mg/kg (A H
/B EREINT,
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(4) BESHHE (REE®WG. YU X)

NZW 7 9% (—#f 31~32 L) ORE 6~28 HIZHfRO (f# G : 0,
40, 100 X% T* 250 mg/kg RE/H ., B 1 1%CMC KIAEK) #5 LT, BAEFHME
FRR N e S AT,

KRB W T, WTNOBREGRETH BE &K ORE RIZE AT RIZERD b iv7e
Mol Z Lt Kl M & il:%b%&@ﬂub% &y ARER O £ & 250
mg/kg AKE/H TH D B2 LTz, TR bNRhoTo, (B 2, 59)

1 3. BizEMHHER

BTN RA N7 2y (JFIK) OMEZ AW EIRERERRR, ~ 72 Y R
R & PO 7o R TR RABR, b N U 2 BkE O 7o R R AR L O
< 7 A& W T2 /SRR ER DY SEhE S AT,

FERIIE B2 ITRENTWS,

=N ‘//\"ﬁ‘z%ﬁﬁu\f: in vitro Yo R s BR Tl EHEME L RIEFE F T
WERFENRBO BN, LML, 7 2R Z Az in vivo /MERRER %2 &
@%@M@ﬁ% IBWTIIRMTHY BV TR N T o AT AEERIZ B O TR
e EEEET VWD EEZ LN, (B2, 60~65)

%52 BEEEUHEBHE (RHK)
HFHAEMZEOAY FMIEDESEHKBELE
AR x5 JVPRIREE - B 5 & IEES
Salmonella typhimurium |3~5,000 ug/~ L — bk (+/-S9)

g (TA98 . TA100 . TA1535 .

s foorss | TAL537H) o

2R P . . . 7=
(BB 60) FEscherichia coli
== | [WP2(pKM101).
WP2 uvrA(pKM101)EK]
S. typhimurium 3~5,000 ug/~7 L — h(+/-S9)
I (TA98 . TA100 . TA1535 .
in | semsum | TABSTHD itk
VJZ’I'O (Z/%Hj\gl 61) [WPZ(pKMlOl)\

WP2 uvrA(pKM101)EK]
~ 2 o ERIR D7.5~60.0 pg/mL(+/-S9)
(L5178Y/TK*") (4 W[ LER)

b e @7.5~90.0 ng/mL((+S9)

%ﬁ;ﬁf 7.5~60.0 ug/mL(-S9) Atk

e (4 FERH AL PE)

340.0~110 pg/mL(+S9)
(4 FEEREALEE)
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R SO SLERRIE - B h & it
B hURER 016.1~49.2 pg/mL(+S9)
(4 BRREALVEE . 18 BEREESER)
16.1~151 pug/mL(-S9)
(4 BRALEE, 18 FFfEES2E)
Lo (R B ©9.2~4,330 pg/mL(+S9) T
BV (4 WFREALER, 18 WRHE %) 7
5.3~16.1pg/mL(-S9)
(22 MR ALER)
33.0~40.0 ng/mL(-S9)
(22 WFfEALER)
NMRI ~ 7 A 500, 1,000, 2,000 mg/kg A
IERRER | (B BEATAR) [HE#RE 45 24 KO 48 KEft4 -
(21 64) |(—RERE 7 PT) (2,000 mg/kg IREHEGREOZ)TER|
in Bl
vIvo NMRI ~ 7 & 500, 1,000, 2,000 mg/kg K&
/EZERER | CEBE D) [HE[EIRE O35 24 RN 48 BRI ot
(i 65) |(—HERE 7 PT) (2,000 mg/kg REHLGREOINZE| &
lifd|

1) +/-89 : ARENEIELRIFE T R OIEFE T
o ARBNEMELRIFFAE T, 22 FFRABIZ IV T, MIERE S0 b,

[(FRHEFEMZAE LY ]
KIZIE Ames R &/ MERABRIC DWW TH 2 fFORERDFEH SN TWVET A, T ORER
THA PR R LD, HAFIC TEERLH#K? ] LOMRz 52 it ThEh
O, @&, FEEMALTUTESITLE IDY

[FBREV]
FRBRICZIE S A LE L, THRIEE N,

K& F @bk KOG @ L UUKHFHER) OME % AW T8I R 4 7
AR, ~ 02U B E W TC B R IR AE R L O e B Y R ERE Tz
Gt (R BLE BRI NG F O F > b & W T2/ ERER 23 580 T,

FERITE B3 ITTREN TN S,

R F Cld, & MU U oR8kZ Wz 1n vitro e R B3 BR IZ B¢ REHE
PALRIEGIE T CHEERFENRB DO LN, 7y MR EZ AWz in vivo /M
R x Bz omoRBRICBWCIRETH T, (B2, 66~172)

x5 EEEFEMHEBREME (KH%)

R
WE

AR PIE S AUBRRAE - e G B RS
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S. typhimurium 3~5,000 pg/~7 L — k(+/-S9)
(TA98.TA100, TA1535,
HIRZE8R | TA1537 1) b
EREER | E coli =
[WP2(pKM101),
WP2 uvrApKM101DFEK]
i |EETIE T2 oS 116~1,860 pg/mL(+/-S9) o
. AR | ([L5178Y/TK) (4 WyRIALER) -
b kU oRER D607~1,860 ng/mL(-S9)
F 347~1,860 ug/mL(+S9)
, e (4 REREALEE, 18 MefiIES2%)
%%ﬁ i @347~1,060 pg/mL(-S9) Bos 1k 2
i (22 WEfEALER)
198~1,060 pg/mL(+S9)
(4 BERALEE . 18 FFfESEE)
Wistar 7 v k 313, 625, 1,250 mg/kg K&
| (B BA0I) [HilEI#R 145 24 J " 48 IR o
VIivo o (— /K 7 po) #(1,250 mg/kg KEERGREO|
FHNZERE
S. typhimurium 3~5,000 pg/~7" L — k~(+/-S9)
(TA98, TA100. TA1535,
#HIRZEsR | TA1537 ) o
EHRAER | K coli =
[WP2(pKM101), WP2
uvrA(pKM101)#K]
G in | BT |~ TR Y Bl 113~1,810 pg/mL(+/-S9) -
vitro | 5B | (L5178Y/TKH) (4 FER L) -
B RURER 0591~1,810 pg/mL(+/-S9)
(4 BERALEE . 18 FFfIES2E)
Qe iR T @591~1,810 pug/mL(-S9) -
N (22 FREH] B AL FE) -
591~1,810 pg/mL(+S9)
(4 WERALEE, 18 FFfEEG2R)

TE) +-89 : REFEMEALRAFAE T R UEAFAE T
o ARENETEERIFFAE T, 22 FFRABEIZ IV T MIERE 23580 b,

14. ZDHORER
~ 7 A% W2 80 WRIFEN AMERER [11. (3)] 2B W T, HETHHAERIE & Y
e DREMEEMDBRO N2 b TORAN=ALEH LT LD O
PR (A =Xk [14. (1) ~0B)] 13k,

(1) IOREAVEENAEERBFRIIRAER
EYTNARNT = OISR T 2B 2 mEr 5720, ICR ~ U & (—HEH#E
%3005, 52 KOVT HIZA 10 L& 5%) & vz 28 HRIEES (K : 0, 75
J O 2,250 ppm : FEEIRRAREIEITR 54 ) 52 L 2 i~ 2R )
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FEh S 7,

= 54 FRE~ADZEHE (YTOR) OFHKREKERSE
58 75 ppm 2,250 ppm
SRR AR B (mg/kg AR/ H) 10.0 324

B GHE TR DN 55 ([TRS TV D
(Mo S S EBRIEX

ARER 2B T, 2,250 ppm HGHETIEH G 2 B2 B /NTEFLMERT AR K
ZE o 7o TRk R Ot B N, BrdU AR E0, # P450 &40 &% O PROD
TEMEEIN R O3 F8D Hiv7c, BrdU BN 5- 7 H LA 75 ppm £ 58T
bROLNT, (B2, 73)

B

x55 IFIE~DEEHRE (YTUR) TROLNZHEE
FIEMEED A MIESETEBEBBIE

& 521 2 H 7 H 28 H

2,250 ppm |+ /DFEHCMEIF AR | - k) M O L B BN | - R & OV EE B N
- RSy ZH RN < ANEERUOWERFAIBRAE R | - /NEE AR AR K
« BrdU £Z5& 1800 - ¥ P450 EHN - ¥ P450 B0
- ¥ P450 BN - PROD &5 0 - PROD &R0
- PROD & MEHE 0

75 ppm 75 ppm * BrdU #Fa=R 40 * BrdU fFa=R 0
Uk TR R L

[(va)lsMZEE LY ]
(HEHEMNTER) T OO THH Y, + X Tx [HiEgg) Le3 8 L LTZ

[FER L]
M8 C—LFE LI,

(2) TOREEFMEEZRAN-FELAMERABFRITEER

ICR~ 7 ZDEEBITHIMZ T, B 704 N7 = OIFBIZEBIT 5305 A
PEVE RSP RRRER & L C. ATPE A&, BrdUREa%$E (MfatEingls:) (. PROD
IETE K OBRODIEMENHIE S iz, BtExtiR & LT, PBEXOEGF2HW S L7z,

ERIIESBIIREN TV

Y TINA T 2 B ERICBWT, ATPEAEORD . BrdURERRO# N
i ONZ PRODEME & O'BRODIE M DN Z8 8 S, Btk BB OPB#& 5-1F & [A)
FEDOFER NGO N, BV TN A N7 = O A ELFEE CIXPRODIENE K
BROD{EM: DD N A HHL, BV 70 A R 7 = BPRODIEM: & O'BRODEM: %
[AELZ-OEELZ LN, (B2, 74)
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ELTILA T T UEEHE (F)

1
2 =56 EILNAMIERBFERAHBOEREHME
VA IR .
B o
iR DMSO CINANT PB EGF
b 5 10 25 35 100 1,000 25
- pmol/Li | pmol/L pmol/LL | pwmol/Li | pmol/L pumol/L. | pmol/L
674,000 |588,0004 |612,000] | 567,0004 | 556,0004 | 595,000] | 548,000
ATP= —
(100) (87.0) (91.0) (84.0) (82.0) (88.0) (81.0)
BrdU 2.65 3.54 3.54 5.03n 3.991 3.39n 4.411 19.710
R (%) (100) (134) (134) (190) (151) (128) (166) (744)
PROD 21.3 39.31 36.41 11.5 3.34 40.410 77.110 B
TEPE b (100) (185) (171 (54.3) (15.7) (190) (363)
BROD 86.4 1711 1701 63.1 16.8 1611 2741 B
TEME b (100) (199) (197) (73.1) (19.4) (186) (318)
3 () : SHRBEEEHEEL 100 & LA, /24
4 1] :p<0.05, M :p<0.01 (Dunnett fiE)
5 a : HE{/ luminescence unit released
6 b : Hf7 pmol resorufin/min/mg
7
8 (3) b FMEERFMRZEZAWV LA ERBERERE
9 Bite FOEZEIFHAEZHNT, Y7L A N7 = OIS T A3 AE
10 VERM P Raabr & LT, ATPE A &, BrdUEHR (Hilatgii#is) . PRODIE
11 MK O'BRODVEMENHIE iz, BthExtigs LT, PBEXOEGF R WS LT,
12 FERIEIFRBTR OB R I LTV D,
13 b MERFRICH LEY 7 A 7 =&, 10 pmol/L £ T PB L [FEERIC
14 PROD &M KON BROD {EHA2F5E Lz, SiREICBW TR, Mlamrto - o
15 FIEPEDO NI E CH o 72, BrdU iR OB INIFED 03, MiEiEsmEiIER
16 OoNIRhoTo, (2, 75)
17
18 =51 b FEEFHRETCOERIUHARER
VA IR .
Wik DMSO BTN ANT 2 PB
s 5 10 25 35 100 1,000
- pmol/L umol/L | pmol/LL | pmol/Li | pumol/LL | pmol/L
383,000 | 362,000 | 336,000] |217,0004 | 216,0004 | 417,000 | 352,000
ATP=
(100) (95) (88) (57) (57 (109) (92)
. 0.11 0.321 0.371 0.281 0.291 0.211 0.371
vF- b
PROD ik (100) (294) (332) (255) (267) (190) (332)
. 1.15 3.871 6.80M 4.90M 3.66 3.05M 8.53M
VE- b
BROD #5E (100) (337) (593) (427) (319) (266) (744)
19 () : XTRRESEHES 100 & L-fE.  : 4 eT
20 11 : P<0.05, MU : P<0.01 (Dunnett fiE)
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ELTILA T T UEEHE (F)

1 a : Bf7 luminescence unit released
2 b . Hifi7. pmol resorufin/min/mg
3
4 # 58 E MEEFMETOERM DNA ERGEERIER
EEEN {;;ﬁiﬁ;@ EYTNVARNT PB EGF
R 5 10 25 35 100 1,000 25
pmol/Li | pmol/LL | pmol/Li | pumol/LL | pmol/LL | pmol/LL | ng/mL
ATP: 268,000 |330,000M | 285,000 | 205,000V |178,0004 | 353,0001 | 291,000
(100) (123) (106) (76.4) | (66.5) (132) (109)
BrdU fFa | 0.27 0.26 0.32 0.104 0.074 0.30 0.31 1.76M0
(%) (100) (97.9) (120) (86.1) | (25.6) (109) (116) (650)
5 O) - MHRRETEAIEA 100 & L7z, /4T
6 11 : P<0.05, MU : P<0.01 (Dunnett #7E)
7 a : Bf7 luminescence unit released
8
9 (4) EF, ¥IVRRUFY FCARIZAWVLKR—EF—FvtAa
10 YTV A RN T 2D b, T AKNT v FCARI~DOFEA AR 572
11 WIZ, B b, vUAKOT v FOCARBEI T T 2 I F LU CYP2B6DCAR)GZE
12 BN S AIA E NI L AR — =7 Z— 2 ZFHCOS- Tl IS 8 A L7z L AR —
13 HZ—T A NEMI T,
14 EYTNARNT 2 ROET VIR (B b v AKDTT v FCAR3IZxT
15 L. ENZnCITCO, TCPOBOPK, U/ v h Y~ —/) ZHW\-CAR3L KR—
16 S =7 v A OFRERIFERINTR STV D,
17 EVTNANT 2 OPRINCEY . B b v T AKRTT v hOCAR3DEFER)
18 (B2 LIZCYP2B6 7 1 & — & —{HMEALIC K D THETED L7358 b,
19 EYTNA T2 de b U AKTT v FHRCARD EHGEMEEWE TH %
20 ZEnmm@Ihiz, (B2, 76)
21
22 £59 CAR3 LAR—Z—7 vtA DRER (EILE)
T %fw EYINVA T 2
U&7 F | 1Tpumol/L | 3umol/l. | 10 umol/L | 30 umol/L
t ~ CAR3 10.3 1.47 4.78 12.6 14.8
~ 7 A CAR3 45.3 24.0 33.7 31.8 20.0
7 v ~ CAR3 95.4 2.85 14.3 36.8 41.9
23 ) RPOETIL, BHEHBEEOMEZ 1 & LRG0 &E (bR
24
25 (5) ¥ORITETAIREMRABRRFERR
26 HT SRR E DB G OWTRENT 5720, ICR~ T A [—HEMEHE#6
27 VT, MR —BEMEREA 6P (0% OM,000 ppmi% 5HEDAH3 L VT H THI & %) ]
28 ZHAWT=28 HHIEEE (JF4A : 0. 500, 1,500, 4,000} 7,000 ppm) 512X 5
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R skl s St S v 7,

fii RO EITE60 KL V6L STV D,

BEYUTNANT 2 CEGRECE VT, P450& I NZPRODYEME & UBQIG D
HINAFR® b, PRODIEMEDEMMNEAE CTh - 7=, — 5T, PCOJEME, EROD
TEME & OLAHTE M O B 72 BEINTER O b v o 7o, £ 70, P450 &I NZEROD
[EPE. PRODVEM: &K OBQIEMEIZ I W TIIMERE & & RRIRFRY 728823580 B ivT-,
ULEOFEREMNS, BV TN A N7 = U IPBHHEME L HE T+ 282~ LT
WnEBX b, (B2, TT)

xz60 vORZRAV-HFEPKBERFESARER (28 BEERSE)
e X 0 ppm 500 ppm | 1,500 ppm | 4,000 ppm | 7,000 ppm
P450 & = 0.51 0.781 0.84n 0.841 0.90M
PCO {E P 15.5 9.970 13.0 11.24 10.70
” EROD &4 ¢ 25.6 18.0] 18.4 21.2 34.8
PROD &4 © 2.77 32.71 25.6M 25.0M 42.50
BQ /&P 1.73 2.581 2.05 4.630 6.13n
LAH 7% b 4.12 5.39 10.41 10.21 14.50
P450 & 2 0.55 0.65 0.741 0.950 0.871
PCO &4 b 14.1 8.31 7.164 7.97] 6.78]
EROD &% ¢ 23.8 26.2 19.1 32.81 33.11
& PROD &4 ¢ 7.50 38.8M 40.3n 31.71 23.6M
BQ /&M D 4.31 4.28 6.38 10.81 10.81
LAH {&: b 4.19 2.91 4.13 2.141 4.22
11 : p<0.05. MU : p<0.01 (Student ® t HE)
a : nmol/mg protein, ® : nmol/min/mg protein, ¢ : pmol/min/mg protein
&6l ITOREZRAV-HEYPKBBERFEARER G, TRV 28 BREKES)
¥z 5- 411 3 H 7 H 28 H
&5 0 ppm 7,000 ppm 0 ppm 7,000 ppm 0 ppm 7,000 ppm
P450 & = 0.47 0.971 0.49. 0.991 0.51 0.901M
PCO 1& % b 12.5 8.850 15.5 10.54 15.8 10.74
i EROD i1 © 17.6 63.01 30.3 59.91 25.6 34.8
PROD (&4 « 2.21 22.210 1.70 35.31 2.77 42.50
BQ /& MED 1.70 7.55M0 1.76 9.541" 1.73 6.13M
LAH 7% b 5.51 9.90M 6.31 12.4 4.12 14.50
P450 & 2 0.42 0.76M 0.44 0.770 0.55 0.87M
PCO 1& 4 b 12.2 9.25 18.1 7.590 14.1 6.78]
i | EROD yiE#: © 43.8 85.71M 51.7 68.2 23.8 33.17
PROD &4 « 4.76 61.17 5.85 63.81 7.50 23.61M
BQ &M P 2.46 8.671 4.07 10.11M 4.31 10.87
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e 5 3 H 7 H 28 H

| LAH Y | 247 | 320 5.49 4.05 4.19 4.22

1] : p<0.05, My : p<0.01 (Student ® t FE)
a : nmol/mg protein, ® : nmol/min/mg protein, ¢ : pmol/min/mg protein

<< U ARG S AT DO F LoD >

[14. (1) ~(5)] OFERNDL, ~ v 2O FFHALIRIE K O OFAEMEREINT, ~
TASNDE T TNVA N7 2 B5I28 0 CARDIEMHEALIZ X 2 HilaigsE o JidE DS
20, FRCERLIEbDOEEX B, L, B MIBWTIEL, CARZEMAL
SH LN, BEEFMEIC T 2R TEITFEO T, YT A N T =0T
X B AT R A O B h ~O/MEHITIRW EE X BT,

(6) F=/0Y—LUPGT ADEEIZEAT HHER (S M)

7 v Mz 90 HMA G EEMERE [10. )] O/ v - DOl > 7 v
ERHWNC,. Faxr o2 8 E LI 7 a1 Y — A UDPGT iEME~DFEIZ O
THET ST,

250 ppmPh LR EREICEB VT, UDPGTIEMEDOHINAE D bivl-, (B2,
78)

(7) BREBRIVA X T—EEEADHEICETHHR (Sv F)
Wistar Hannover 7 v b OB L7-FRIEI 7 o VY —AIZEY 7L A |
7 2% 0.007, 0.1, 1.5 LTN10 pM OHETHI L T, TPO JEMEIZKT 558
BswETS iz,
WTHORIRXIZ W T S TPOTEMIZ T 2 BT b o7z, (B
2. 79)

<7 v NHIRIR AR BRI R DI AT O F & 8 >

[14. (6) XN ] DFERMND, T v F TR BTz FIRIR A g bRz A AR K
I BV TINR T 2 B HEIZ I DR~ DOEZE R EIZ L D b0 TIER <,
BT A T = OB E T 2 UDPGTIEMEDFFEIC L 5 HURIR AR /LE D
R K ZIUTE O BRI~ ORI & 5 IR E LB 2 b,
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. BAEERCEMm

ZRICHETTEERZHWT, BE TEYCT7 VA N7 =) ORSEFEEETHE %
Fhi L7,

UC THEFR LTZE YT A 72 DT v b & W =B IR PN E iy sk Bk o i 5
W13 70 < & B AR BB GREOIET 81.83%, T 87.0%. &M EHEI&5-
FEDORET 18.4%, MET 48.6% CTh o7z, RN RBIREE L, g, Bk OFEI%E T
B <R BT, B HEREIE I PR S, IR P PR R A R R R
G- T 65.7%TAR ~80.5%TAR ., = H & BBl 5 # TIIHE T 15.1%TAR ~
19.3%TAR, T 35.8% TAR~40.7%TAR TH 72, REIDET TNV A N T =
EEICEPTRD O, R, JHH L OMFEFIITIZEA ERO NPT, ik
Blo FEAH & LT, R TiX Ah-glu, C-glu, L, H )2 ) H-sul, # C/% Ad. Ah2,
D. L. P XO*Uh, EH Ti% Ah-glu, C-glu, Ch-glu, D-glu, Md2-cys. Mh-glu,
R-glu X S-glu, 1M#E Tl C-glu, F. H, H-sul, I-sul XO'L 28, N ZEN#
Sy AW

SBEEY (YXRO=U RY) AW ERNEMRBROB R, TRHTiCsIT 5 E
Ry E L TRENDED T A N7 = DIED, 10%TRR Z#x 2 #m L L
T Ah, F,. G (Ja&kxrat, ) . H ez Ed, ) . L (JaaEsat, )
K OYN R LT,

UCTIR L7 E Y 7L A N7 = v O IERNEMRBRORE R, BB ED
REAIRENDOE S TN A R T2 THY , R E L TBROCHRD S
N, W EH 10%TRRAN T - 7=,

B TINRANT = ORI AE Y & LI ENICEBIT D EM R R ER O 5 5
EYTIANT = DR RIERBIEITNE (XE) 00.368 mglkg Th-o7-, BV
WA N7 = BSHTRISACEY & LT NI B T D 1EMRERBR OSSR, ©o 7L
A N7 2 ORRFEBEIZIZONAE D (FXE) Dle6mgkgTho7o, BT TR
N7 = EGHT G EY & LT BIEWIRE AR O R, WThoREHZB W T
ERREA (0.01 mgkg) RiiiTH 7=,

BTN A N7 2 ONSREAR2, F, H, LEXONZSHSbam s L
BIEWERERER (V) OFfER., 156 mg/kgfilfH R GRCBITAE Y IV A VT 2
WA AR K CH O fe KRR I, £ E40.02 (BRIEEREN . K TR &
O . 0.06 (g OVEfi&) . 0.02 (7 V—24) pglgTh O, REWHF. NX&
DQLIZWTOFREHZ B W T EEIRA (0.01 nglg) KiiTho7o, o, V7
WA RNT 2 ROREYHZ STt Sb e & LT EEMEERR (=V FY) ©
R, 3mg/kefdBHR EREICBITAE Y 7L A BT = ATWTHOREHZI BTG
ERPRA (0.01 pgl/g) R TH Y, REHWHD K KFEZMEIL0.01 pg/g (JIEE) TH -
776

BFEBIERBAE NS, VTR N7 = UG X AT, RICRE (BN
D) o R (RS, IR RSE) ROV (EEHEMN) RO 6T,
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BIHAEI IR DR, A NE R OVEIRICB W CRIE & 72 2 BB EMEIIR D /s
o=,

~ U A% W TR AMERRBRIZ I T JECHFHERR AR M OV 0O 38 A= A8 FEHE N A3
RO BTN, A B =R LR L OBIEEERBROF RO | AR T I ER
BEAN=ALZE DD & 1TBZH, FHIIC S 72 BIEZRET 5 Z &1L F6E
ThbHEEZOLNTZ, T2, A=A LFBROER NG, BTNV A N7 20Tk
L IFHIIEE R AT D b b ~OAMFHEI RV & E 2 S,

TR TEAR R ORGSR, AR & OEEHZFIA T 5541238V T 10%TRR %
M2 H5MNHMIBD o ole, BEBYZ H W T RN IEm R O R R
10%TRR Z#H x 218#HmE L CAh F.G (o hzEde, ) HGRAEKEZET, ) .
L (JagikzEte, ) KON BZ@BO LA, Ah, LEUYN X7 v MZBWTHE
DO, R G 1T v MZBW TR Lo T2, AtkmtEsbi, 90 H
[ AN E TR M O AE TR O R, B ey 72 b7 =0 A% T
ZNLLTTHY, BamERBRiIEtEchotz, (W F X O H IX&ESY % H
WEMBBROMEER, V7NN A N7 2 L0 BEBENENLONH Y . REY
FIZOoWTITAMEBENRE YD 7R 7 = b TR0 G DD 28 H [ #i A
PEBMHBRICBWTE Y 7V A M7 2 0 R TEEREEBIIZRD LT, ERIC
BWCHBEE R @ ai#tEERmo ootz £-, R F XOH X7 > k
IZB VTR B, SHIEEENY) 2 A T AR IE ek & NG PEM R B BR OFE R &
FRBEMEITEN B2 Dvlz, LLENDG | JRIEY K OB PEY) O B iz lxt G E % &
VINANT 2y BULEMOR) LERE LT,

FlBRICR T 2 BEMEEIIR 62 (2, HERARGFICIVEEIND EEX
HILD MRS IIR 63 1RSI TV D,

RhWREEESBRIEFEMFES L, Sl on-BEEED O bi/MEIL,
7 v M E AW BRI S AMEIFERERND 9.9 mg/kg (KE/H Th o722 LD,
TNERILE LT, ZefR% 100 THRL7- 0.099 mg/kg (KE/H %2 — HEIGFR &

(ADI) &R%E LT,

Flo, BEVTNAANT 2 COHREROFGHICLY AT LMD H 5 miEE
(23 D MM B TR/ N R D 5 bR/MEIX, 7 > M E AW AENRBRO
IEFE & 30 mg/kg (AH/H CTh o7z, —FH. 7 v MW —RIEHERR IV T
/MR 100 mg/kg (A C HRBEE &R D FEO b A, 7 v MR WA
R FERBRIC BV T ST RO MENE R 100 mgkg KENME LN TWDH Z L%
MERIZHW LT, BMEEZESREFMRESIX. 7 v M AW BAERFEMER
BR o> MEFEME R 30 mg/kg (AHE/H 2 2SS A E (ARD) OREMRME T 52 &n
LBz, LER->T, THRERILE LT, Z2f%%% 100 Tk L7 0.3 mg/kg
AE % ARfD L% E LT,
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ADI 0.099 mg/kg A&/ H
(ADI g ERAE B 1@ MEFEIEIFE DN A BEA 3R
(BN HE) 7wk
(H1) 2 ]

(Bt 5 7715) IREH
(e E 1 i) 9.9 mg/kg A H/H
(2750 100

ARfD 0.3 mg/kg AH
(ARLD #%EMRILE L) F A EE R
(B FE) 7k
(H1fH) TR 6~19 H
(B 5-7515) BARHIE O
(e ) 30 mg/kg A/ H
(2250 100

<HE>
<JMPR (2018 4F) >

ADI 0.1 mg/kg A/ H
(ADI 3 ERHLE K} 1@ BEIE 56 DN A DA 3R
(B fE) 7k
(1) 2 -

(BE5-75715) IREE
(e ) 9.9 mg/kg A/ H
(R0 100

aRfD 0.3 mg/kg K&
(aRfD 3% EARMLE K} A AR
(BhfE) 7 K
(HHD) Tz 6~19 H
(FE5-J71%) SRS A
(R ) 30 mg/kg {AE/H
(e FEAR 50 100

<EPA (2018 4) >
cRfD 0.092 mg/kg {KEH/H
(aRfD % EARLE £} FEDS poE R
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(B i)
Cili))
(Fe5-J51k)
(FETE ML)
(

AR

aRfD
(aRfD 5% EFRILE $})
(B f)
(H )
(#5-J715)
(M R)
(T 246750

<APVMA (2018 4F) >

ADI
(ADI B EARMLE )
(i)
(491D
(e 5-7515)
(T &)
(e RAR 2K

ARfD

2019/8/9 F 114 EREFFRERHRES EDTILA Tz VEHEE ()

<7 A

80 J fH

IREH

9.2 mg/kg {KE/H
100

1 mg/kg (AE
SErP R R
7 v b

HA[A]

s il %

100 mg/kg A
100

0.1 mg/kg {AE/H
2 PR AR

7 v b

52 1 [H

IRER

10 mg/kg K E/ H
100

REDMIER L
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2019/8/9 F1TAREREEMFEESHES EDIILA Tz VEHEE ()
%x62 BHRICBTHIEEEESE
o Be b M BN "
i W (mg/kg KE/H) | (mg/kg KE/H) | (mg/kg K/ H) %
7w b 0. 250, 1,500, |Hft: 18.6 111 HERE < JFHERRAE IS,
8,000. 16,000 |Mf : 127 M - 727 FOIR AR A i b Bz Al
90 Hff |[ppm P A &5
dart |0, 18.6, 111,
FEMERER 578, 1,190
M0, 21.6, 127,
727. 1,330
1#£:0.200. 1,000, | : 9.9 Mt - 51.0 BERE - AR B AN
2 4£[ 6,000 ppm i : 10.2 M : 31.0 N OB AR &
MMM (M2 0. 150, 450,
1M A 1,500 ppm
PEORARR |2 9.9, 51.0, 319
R Mt - 10.2, 31.0, CGENAMEITFRD B
102 720N)
HE 0, 150, 750, | HE BENY) BENY)
4,500 ppm P : 46.1 P : 277 1 - AR K OVl IE
Mt 0. 150, 450, |P M : 116 P i — RN
1,500 ppm Fi# : 59.1 F1 1 : 364 e - FEPERT R L
P:0.9.1.46.1, |F1 i : 141 Foilf . — IREhY) - (REEHEINHD
2 i 277 il <&
ZHAER (P ME - 0. 11.9.  |JREW USEILY)
36.1, 116 P I : 46.1 P I : 277
Fi/gt : 0, 11.9. |Pi : 36.1 Pt : 116
59.1, 364 Fi i : 59.1 F. 4 : 364
Fiitf - 0, 14.1, |Fiiff : 424 Fqiff - 141 (BFHHRE X9 % s 2
42.4, 141 TR BN
0. 10, 30. 100 | K& : 30 #4100 FEhY) - (REEHEIIHD
BE1E 100 B - — il
AT FRVE - e R 7 L
AL B
7200N)
~ A 0. 100. 500, I : 81.6 1 : 630 W - Chol #4800, BT
90 H 4,000, 7,000 ppm | : 846 M ;1,480 et S OVl 1F B 4
2 HE:0,17.5, 81.6, Pl
=t 630, 1,160
M- 0, 20.4, 106,
846, 1,480
0. 75, 375, 2,250 | Ift : 45.4 1t - 288 WMERE < BRI
ppm I : 48.4 I : 306 B R
80 F % |#E : 0. 9.2, 45.4,
3 A MER | 288
B ME: 0. 9.7, 48.4, (I ~C JHF A iR A R O
306 Jei D AE B L )
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2019/8/9 HE 114 MRRFEMRESHEEE EDTLA FT UFHEE ()
B RER W B/ R N
DR R (mg/kg AFE/H) | (mg/kg KE/H) | (mg/kg A FE/H) fii %
ZAUAES 0. 10, 100, 500 RkEh4% : 500 | RFEH @ — REM Kk ORIE : %
TNI= NE . MET
ok A JlglE : 500 felR PERT R.7a L
R (AR & 1
720)
P 0. 30, 300, 1,000/ HEA : 30 R : 300 it : ALP X8 TG #
90 HH e
At AT
e pEkER M - AR EJRD I
o il
14ERg |0 30, 100, 300 [#ERE : 100 HERE 300 MERE - FEREXT. H K
b A OVHHIE B4
NOAEL : 9.9
ADI SF : 100
ADI : 0.099
ADI B E LT 5 b 2 FEIBPE P56 13 A E G & A

ADI : —HIEBEHAE. NOAEL : #E3M &, SF : Z284%%K
— = B/NENEIIRECTE o,
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2019/8/9 H 174 AEEEMRFELEES ETPIIIA M7 VEHEE (F)
x63 BHEBROKRSZHICIVETHAEEDHIHIEEEESE
BhH5 HEME N AR EREICEET S
Bl B (mg/kg A HE X 1T T RRA R D
mg/kg AHE/H) (mg/kg A XiT mg/kg (AH/H)
R g%ﬁi? 100. 300. |100
(FBCIRTR) WERE - BT, LI
R gﬁo:og\ 100, 300, |—
== =, )
(R 588 &) 1 S R
g Mt 0. 100. 300. |100
g |20
RIEIR T
Sk MERE - 0. 1000HfE). |#E : 300
Lo R E 22§%§)\'L000\ 1 : 100
RBRD ’ .
- PRI EE NP
e - F O EE) R
R 15@0;)8\ 100. 300. [100
ENTA®) ’ o " s
H 3 B B M OMRIEAR T
i : 0. 10, 30. 100|RFE4 : 30
& E AR
BEEhY) ¢ (RN H]
NOAEL : 30
ARfD SF : 100
ARfD : 0.3

ARFD 3% EARILE £

7 v NI AR

ARfD : SVES &, NOAEL : E#H R, SF : 4R

— EEEMERIIRETE R 0T,

Vot E TR b e mt T ARt L,
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FIMERREEMRELHRESE EDILA Pz VFHEE ()

<HIHE 1« AREW 53 RIS TR >
AL b4
Ah  |[EVTINALART 2Dk Fa Xk
3-(difluoromethyl)- M- [hydroxyl-1-methyl-2-(2,4,6-trichlorophenyl)ethyl]- N-
Ahl i
methoxy-1-methylpyrazole-4-carboxamide
Ah2 3-(difluoromethyl)- methoxy-1-methyl- N-[1-methyl-2-(2,4,6-trichloro-3-
hydroxyphenyl)ethyllpyrazole-4-carboxamide
Ad |EVTIALARTZ 2 DOVE RERFUR
Ah-sul |Ah Ol AIK
Ah-glu |Ah ® 77 o Ak
Ad-glu |Ad D77 o L ERAK
B 3-(difluoromethyl)-1-methyl- N-[1-methyl-2-(2,4,6-trichlorophenyl)ethyl]
pyrazole-4-carboxamide
Bh Bot FuXx Uik
Bhl |BO7 == F O KoK
C 3-(difluoromethyl)- N-methoxy- N-[1-methyl-2-(2,4,6-trichlorophenyl)ethyl]-
1 H-pyrazole-4-carboxamide
Ch |COE FaF Uik
Chl |[COT7z=V=FNAEHMOE FrF ik
Cglu |COZNVT v BRIAIR
Ch-sul |Ch Ol &K
Ch-glu |Ch ®» 77 o o fgidik
D 3-(difluoromethyl)- Vhydroxy-1-methyl- N-[1-methyl-2-(2,4,6-trichlorophenyl)
ethyllpyrazole-4-carboxamide
D-glu |D 77 v Ui aig
B N-[2-(2,6-dichloro-4-hydroxy)-phenyl-1-methyl-ethyl]-3-(difluoromethyl)- N-
methoxy-1-methylpyrazole-4-carboxamide
F 3-(difluoromethyl)-1-methylpyrazole-4-carboxamide
G 3-(difluoromethyl)-1-methyl-1 H-pyrazole-4-carboxylic acid
H 2,4,6-trichlorophenol
H-sul |2,4,6-trichlorophenyl sulfate
H-glu |3,4,5-trihydroxy-6-(2,4,6-trichlorophenoxy)oxane-2-carboxylic acid
I 2,4,6-trichloro-3-hydroxyphenol
I-sul |2,4,6-trichloro-3-hydroxyphenyl sulfate
J 3-(difluoromethyl)- V-(2-hydroxy-1-methylethyl)- V>-methoxy-1-methylpyrazole-
4-carboxamide
J-glu |J DT NVT v BBRIAIR
K 2,4,6-trichlorobenzyl alcohol
K-glu |3,4,5-trihydroxy-6-(2,4,6-trichlorobenzoxy)oxane-2-carboxylic acid
L 2-{[3-(difluoromethyl)-1-methylpyrazole-4-carbonyl]-methoxy-amino}propanoic
acid
M N-[2-(2,4-dichlorophenyl)-1-methylethyl]-3-(difluoromethyl)- N-methoxy-1-
methylpyrazole-4-carboxamide
Mh |EVT7AART7xrOf7an, B Rafg ol
Mhl |[MoOE Fafx ik
Mho N-[2-(2,4-dichloro-6-hydroxyphenyl)-1-methylethyl]-3-(difluoromethyl)- V-

methoxy-1-methylpyrazole-4-carboxamide
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FIMERREEMRELHRESE EDILA Pz VFHEE ()

AL ==2
Md |EVT7AART7orOfiZen, Pk Red Uil
Mdl MOT7xz=LZFNLHALOTE FaF K
Md2 [MDOYE Roxik
Mh-glu |Mh ® 27 /L7 v L EREE A
Md-glu |Md ® 7 /v 7 a U giaa ik
Md2-cys |[Md2 D 2T A AEE
N 2-{[3-(difluoromethyl)-1-methylpyrazole-4-carbonyll- amino}propanoic acid
0] 2-[3-(difluoromethyl)-1 H-pyrazole-4-carbonyl]- methoxy-aminolpropanoic acid
P EYTINAA RN Oz, B RaXxl ., FARAFILR
Ph |POE FaFik
P-glu [P DO Z V7 o iBinaik
3-(difluoromethyl)- N-(2-hydroxy-1-methylethyl)- N-methoxy-pyrazole-4-
Q carboxamide
Q-glu |Q D77 o EEfAE
R Cofizmm, b FrF iR
R-glu |[RDOZ L7 o ok
g 3-(difluoromethyl)- NV -hydroxy- N-[1-methyl-2-(2,4,6-trichlorophenyl)ethyl]
pyrazole-4-carboxamide
Sh SOE Faf g
Sd SOYE FaFx ik
S-glu |SD7 N7 v fEfaais
T VYOI NA N T 2Dz an, FTAAFL, B RaF Uik
U B TNVANT 2 DT AXT IR
Uh |UdOE Rk
v 3-{[3-(difluoromethyl)-1-methylpyrazole-4-carbonyl]-methoxy-amino}-butanoic
acid
W 3-{[3-(difluoromethyl)-1-methylpyrazole-4-carbonyllamino}-butanoic acid
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%174 EREEM

RESHRER EDIILA Tz UFHEE ()

KK 2 FRATMESES TR >

[/NEFPELFERE 20 ]
(FHRRED) L X =B ERONTNNORICLTZIEINBWEBWET, [FAFEE? &1L

I By
A/G Lt TNT I TaT ) Uk
al HR Sy & (active ingredient)
ALP TIVIIVKRAT 7 B —F
AST TANRTGXUET I ) N T AT 27 —8
(= NVE I VBAXY el 7 27 17— (GOT) |
ATP TTF )= R
AUC SR B AR T i f
BrdU 57 0E-2-TAXF LY TV
BQ RN FAXRTFX )V -OTXTFTFT—E
CAR THEMET v Ro A Y vl P2 =2 RIKD A #HE
(constitutively active receptor) VNEFHFIZEE o A > MCHES X FEBIEF
Chol L AT a—)b
CITCO 6@7DF7::M{iﬁf&&d&ﬂ%79~w®ﬁwﬂw?tF
08 4-C 7 ma R V)T F TN
Cmax e
CMC HIVIRF VAT — A
DMSO VAF VAR F YR
EGF R R T
EROD T XLV T 4 -OT=FT—E
GOT wa&iWL§VX7I§—f‘ ‘
[=y-Z V%IV KT AT FHZ—F (yv-GTP) ]
Glob V=) N4
LCso PRSI
LDso B
LAH 70U R 12-KER(LEEE
Lym U RER SR
MC AFEra—2A
Mon BERHL
Neu I EREL
P450 F F 7 v— 2L P450
PB T ) VER—)L (F YT N)
PCO 7SV b AV CoA A F v & —+
PHI B AAE AN DI E T B
PROD RURFULINT 4O TR FT—F
Tz T 2R
TAR b (LB o Re
TCPOBOP |1,4-EZ[2-(8,5-7unt’) vax)|X Y
TG N Z7VUtEY R
T max % e i B R ]
TPO RISV A v 2 —F
TRR TR B H Be
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UDPGT

YYo=V NI AT 2T —F

WBC

ERIkzY
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F1TARRREFAESHER

<Hlk 3 TEMRR B G (E) >

ELTILA T T UEEHE (F)

(RZES 7Rt (mg/kg)
(%Jztaijﬁﬁ% ft%ﬁ fﬁﬂﬁ = %4 PHI CC TR T
(ZIHTERL) ES7FE (g ai/ha) ([a1) (H)

FEHtE AT eKfE S
7 0.126 0.120

183 FL 2 14 0.084 0.082

21 0.073 0.073

7 0.368 0.358

N F 170 FL 2 14 0.111 0.110

(72 h) . 21 0.112 0.111

(L) 7 0.203 0.198

SRk, 27 4R FE 171~178FL 2 14 0.156 0.155
21 0.075 0.072

7 0.203 0.198

183 FL 2 14 0.124 0.124

21 0.069 0.068

7 0.069 0.068

N FE 183 FL 2 14 0.023 0.022

(% ) 21 0.022 0.022

(L) 2 7 0.191 0.188

opk, 28 4EFE 170 FL 2 14 0.100 0.098
21 0.089 0.088

FL. 77 7 L4
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F1TARRREFAESHER

ELTILA T T UEEHE (F)

<HIHk 4 - (EWIRREAEREGE  Gi#dt) >

1YEM 4 PR (mg/kg)
(E2)) AR i & [EEq PHI .

R " . | =A% gV
OstrEED | 1E% | (gaiba) | (@) (R) SINART
. (B KA

20 0.07

23 0.12

45 0.02

44, 48, 53, 58, 62 0.06

29 0.04

33 0.07

32 0.05

33 0.19

Ck[E) 52 0.07

20 + 2

(X&) 900 FL 22 0.09
2015 4= 29 0.05
16 0.16

47 0.04

21. 27. 32, 36, 42 0.13

19 0.22

40 0.06

28 0.10

33 0.08

74 0.02

20 0.17

23 0.11

45 0.05

53 0.05

29 0.03

33 0.11

32 0.04

33 0.12

?\32 - 16 0.15
Ck[E) 52 0.04

20 + 2

(X&) 900 EC 22 0.08
2015 4% 29 0.10
16 0.18

47 0.06

32 0.09

19 0.23

40 0.06

28 0.12

33 0.16

74 <0.01
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F1TARRREFAESHER

ELTILA T T UEEHE (F)

1YEM 4 P (mg/kg)
(=) AR & [ %% PHI .
IR " . v 7 Jd
OstrEED | 1E% | (gaiba) | (@) (R) AT
S (e K AiE)
41 0.12
39 0.06
38 0.06
48 0.07
/bsz 50 44 0.06
(HF %) 44 0.04
12 + 2
(£%) 200 FL 41 0.10
2015 4F 47 0.03
40 0.03
46 0.12
48 0.06
45 0.04
29. 36, 41, 47. 51 0.23
39 0.05
38 0.04
48 0.06
o 44 0.04
C;ifff) 150 EC 44 0.02
(#%) 13 + 2 41 0.10
2015 4 200 EC 47 0.02
40 0.04
56 0.12
46 0.04
48 0.06
35. 40. 45. 49, 54 0.05
36 0.82
49. 54. 59. 63, 68 0.52
21 1.1
28 1.7
16 1.9
?fié 150 FL
CK[E]) 27 0.43
12 + 2
(Z%) 200 FL. 52 0.08
2015 4F 24, 29, 34. 39, 45 0.26
45 0.04
21 2.6
26 0.59
44 0.19
36 0.76
59 0.18
?‘ii 150 EC
Ck[E) 21 0.98
12 + 2
(ZF) 900 EC 28 3.0
2015 4F 16 1.9
27 0.22
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2019/8/9 H1TAREBEEMAESHESR EDIILA Tz VFHEE (F)
e 4, PR e (mg/kg)
(=) Hip i1 EIES PHI . k
GHBTERD | ES% | (gaiha) | (&) () EYTMAD T
S ¢S FN()
52 0.08
34 0.31
45 0.08
21 2.2
26 0.72
44 0.10
36 0.55
47 0.20
42 0.09
jﬁ%\\ 150 FL 41 0.46
B F%) 9 + 2 50 0.23
(220 200 FL 40 0.15
2015 4 -
48 0.58
42 0.07
48 0.11
36 0.46
47 0.11
42 0.20
jti\‘ 150 EC 41 0.66
B F5) 9 + 2 50 0.15
(£2) 200 EC 40 0.14
2015 4 :
48 0.30
31, 38, 42, 46, 51 0.06
38, 43, 48, 52, 57 0.07
30 0.08
43 0.39
18 0.08
28 0.14
22 0.21
24, 29, 34, 39, 44 0.06
e 7, 11, 16, 21, 25 0.30
(>|<)i 150 1 46 0.10
16 + 2
(X&) 200 L 23 2.1
2015 4= 33 <0.01
19 0.73
16 1.3
52 0.24
29 0.39
27 0.42
28 0.20
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2019/8/9 HE1TAREBEEMABTRHKER ETIILA Tz VFHEE ()
TEM4, P (mg/kg)
(=) Rk i B EIE= PHI . i
B | 35 | (gaiha) | (AD () S
S, (B K M)
30 0.12
43 0.51
18 0.08
28 0.12
22 0.16
34 0.06
e 16 0.27
(>|<)i 1505 46 0.14
16 + 2
(X%) 900 EC 23 1.5
2015 4 33 0.41
19 0.94
16 1.5
52 0.24
29 0.48
27 0.54
28 0.36
40 0.17
28 0.68
51 0.13
37 0.59
e 54 0.09
(B ;f 150 39 0.44
12 + 2
(X% 900 FL 52 0.14
2015 4 46 0.22
36 0.14
56 0.28
61 0.19
42 0.11
40 0.23
28 0.66
51 0.15
37 0.66
e 54 0.09
( Jf 150%¢ 39 0.26
12 + 2
(X%) 900 EC 52 0.20
2015 4 36, 42, 46, 51. 56 0.16
36 0.15
56 0.32
61 0.18
33, 38, 42, 47, 53 0.09
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2019/8/9 HE1TAREBEEMABTRHKER ETIILA Tz VFHEE ()
RVES 7 (mg/kg)
(=) ®E | WmE | EX PHI — \
Griresln | e | (gaiha) | GED) (1) A
AR (KA
28 <0.01
28 <0.01
31 <0.01
31 <0.01
28 <0.01
31 <0.01
31 <0.01
29 <0.01
Sk 28 <0.01
EobAHZL 125 FL 28 <0.01
CKIE) 20 + 2
(+5) 12511 30 <0.01
2015 £ 31 <0.01
30 <0.01
30 <0.01
29 <0.01
32 <0.01
30 0.01
19. 25. 29. 33. 38 <0.01
20, 26. 30, 34, 40 <0.01
29 <0.01
28 <0.01
28 <0.01
31 <0.01
31 <0.01
28 <0.01
31 <0.01
31 <0.01
29 <0.01
r fﬂr:zﬁ’ L 125 EC = et
CKIE) 20 + 2 25 <001
(+39) 125 EC 30 <0.01
2015 47 31 <0.01
30 <0.01
30 <0.01
29 <0.01
32 <0.01
30 <0.01
29 <0.01
30 <0.01
20, 24, 29. 35, 42 <0.01
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2019/8/9 HF 1714 AREFEMRERHRER

ELTILA T T UEEHE (F)

Ve 4, P4 iE(mg/kg)
() B o PR B EES PHI N \
Griran | 125 | (gaiha) | (@) (H) EYTMAD T
et (e KA)
H“\/(jk)—/ 150 L 31 <0.01
» 3 + 2 30 <0.01
(159 150
2015 4F 28 <0.01
2N /(i;/ 150 EC 31 <0.01
- 3 + 2 30 <0.01
(+5) 150 EC
2015 4F 28 <0.01
7 <0.01
1, 3. 7. 10, 14 <0.01
7 <0.01
. 6 <0.01
L ;i?gfil, 125 FL ! =01
. 1, 3. 17, 10, 15 <0.01
CKI[=) 12 + 2
(-5 + Rl ) 125 FL 8 <0.01
2015 £ 7 <0.01
7 <0.01
7 <0.01
7 <0.01
7 <0.01
14 <0.01
14 0.02
14 <0.01
14 <0.01
14 0.03
7. 10. 14, 18, 21 0.37
14 0.29
14 0.01
. 14 0.09
SN 9200 FL 14 0.06
CKE)
. 21 + 2 14 0.01
(F5) 200 F1 14 0.03
2015 4 :
14 0.03
14 0.01
14 0.04
14 0.03
7. 10. 14, 18, 21 0.02
14 <0.01
14 0.01
14 0.03
14 0.03
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2019/8/9 F 114 EEBEEMAESHES EDIILA LTz VFHEE ()
e 4, PR i (mg/kg)
((E5)) KR {6 B 1%k PHI .
o » X EYTIA RN T 2
OHTEND) | 1E% | (g ai/ha) () (H) () -
S it 4
14 <0.01
14 <0.01
14 <0.01
7. 10, 14, 18, 21 <0.01
14 0.01
14 0.17
14 0.13
14 <0.01
14 0.06
g
. 200 EC 14 0.05
Ck[E)
(750 21 + 2 14 0.04
2 EC
2015 - 00 14 0.01
14 0.02
14 <0.01
14 0.02
14 0.01
14 0.02
7. 10. 14, 18, 21 <0.01
14 <0.01
14 0.03
14 0.04
5 14 0.06
ZAED
200 FL 14 0.04
CKE)
e 5 + 2 14 0.05
(R ) 200 FL 10, 14. 17. 21 0.09
2015 4 7. 10, 14. 17, )
14 0.06
o 14 0.05
ZIED
200 EC 14 0.04
CKE)
R 5 + 2 14 0.06
(i 7-32)
200 EC 14 0.10
2015 4
14 0.02
) 14 0.05
AN ? 200 FL 15 0.06
(%)
e 5 + 2 15 0.03
(i 7-32)
200 FL 15 0.05
2015 4
14 0.02
) 14 0.03
e 9 200 EC 15 0.06
(%)
et 5 + 2 15 0.01
(P +-32)
200 EC 15 0.02
2015 4
7. 10, 14, 17, 21 0.02
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2019/8/9 F 114 EEBEEMAESHES EDIILA LTz VFHEE ()
VEW 4 erE i (mg/kg)
(=) AR i & [ %% PHI .
o y . EUTNAARNT 2
OSHTERD) | 1358 | (gai/ha) () (B) () -
S it 4
. 7. 10, 14, 17. 21 <0.01
T 200 FL 14 0.24
CK[=]) .
(ol 7-42) 5 + 2 14 0.06
200 FL 14 <0.01
2015 4
14 <0.01
. 14 <0.01
T 200 EC 14 0.22
CK[E) :
(ol 742) 5 + 2 14 0.03
200 EC 14 0.02
2015 4
14 <0.01
. 14 <0.01
2 200 FL 15 <0.01
(15 4) .
(17 42) 5 + 2 14 <0.01
200 FL 15 0.01
2015 4F
15 0.09
. 7. 10, 14. 17, 21 <0.01
LA 200 EC 15 <0.01
(15 4) .
S 5 + 2 14 <0.01
(F1-39)
200 EC 15 <0.01
2015 4F
15 0.10
14 <0.01
14 <0.01
7. 10. 14. 17. 21 <0.01
5OFL
N 14 <0.01
B o v " 14 <0.01
Ck[E) 15 <0.01
» 12 + 4
() 50 L 14 <0.01
2015 4% N 12 <0.01
50 L 14 <0.01
14 0.02
15 <0.01
15 <0.01
7. 10, 14, 17. 21 <0.01
14 <0.01
50 EC 14 0.02
+ 14 <0.01
by AY
%af%w 50 EC 14 <0.01
(H 12 + 4 15 <0.01
- EC
2015 4 50 14 <0.01
+ 12 <0.01
50 EC 14 <0.01
14 0.01
15 <0.01
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2019/8/9 FH1TAREZEHEMFAELSHES EDIILA b7z VilEE ()
YEM 4, PR (mg/kg)
(=) AR fEHE [ %% PHI .
IR " . BTN A NT 2
UobTEGD) | B8 | (gavha) | (m) (B) . Ng) =
Fe i e
15 0.01
7 <0.01
7 <0.01
6 <0.01
7 <0.01
7 <0.01
0. 3. 1. 14 <0.01
R 117 FL
Fho Lo N 7 <0.01
(7|<) 16 117w 5 7 <0.01
B2%) 7 <0.01
2015 4F " 6 <0.01
117 FL :
6 <0.01
7 <0.01
6 <0.01
7 <0.01
0. 3. 8, 14 <0.01
6 <0.01
6 <0.01
6 <0.01
0. 3. 7. 10, 14 <0.01
. 125 FL
XL x N 7 <0.01
7 F5) 10 125 3 7 <0.01
2 . 0. 8 7. 11, 13 <0.01
2015 4 1951 7 <0.01
7 <0.01
7 <0.01
7 <0.01
0 0.78
0 2.3
L&A 900 L 0 2.4
CK[E]) 0 0.51
(Z3E) 8 " 2 0 2.6
200 FL -
2015 4F 0 4.5
0 1.2
0 3.0
0 4.4
0 5.5
J—T7 L XA 0 1.7
200 FL
CKE) 00 0 7.7
(3£38) 8 " 2 0 3.5
200 FL '
2015 4F 0. 1. 3. 7. 10 9.7
0 11
0 12

7




2019/8/9 F1TAREREEMFEESHES EDIILA Tz VEHEE ()
1EM 4 PR i (mg/kg)
((E5)) AR & [E1E=Q PHI .
IR w . BTN ARNT 2
GohTEED | 3% | (gaiha) | (m) (H) (% ﬂg) =
S Jii A
0 9.2
0 13
E5nAZ S 90011 0 16
CkE) 0 13
(Z3) 8 " 2 0 14
. 200 FL
2015 4F 0 12
0 7.5
0 9.7
0 4.8
0 5.4
0 3.9
v}z 1
\D J 200 FL
CKE) 0 4.3
(Z¢3) 8 " 2 0 4.5
. 200 FL :
2015 4F 0 26
0 2.7
0 8.1
0 0.08
0 0.11
0 0.27
0 0.28
0 0.08
b= b 125 FL
CK[E) 0 0.08
- 12 + 2
GR%) 195 L 0 0.16
2015 4 0 0.20
0. 3. 7. 10, 14 0.23
0. 3. 7. 10. 14 0.08
0 0.04
0 0.13
0 0.08
ey 0 0.37
125 FL
CKE) ¢ . ) 0 0.17
CR5) 195 L 0 0.06
2015 4F 0 0.26
0. 3. 7. 11, 14 0.08
& (9756) L 195 FL 0 0.09
o 3 + 2 0 0.14
CR3) 195 L
2015 4 0 0.26
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2019/8/9 F1TAEEREHEMABELHES EPITILA T VEHEE (F)
1YEM 4 P (mg/kg)
((E5)) AR & [ %% PHI .
o y X EYTINA RN T
OHTEND) | 1E% | (g ai/ha) () (H) () -
FE i AF
0 0.11
: — 0 0.16
AT — 195 7L
CKE) 0 0.07
6 + 2
CR3%) 195 L 0 0.15
2015 4F 0 0.08
0.1, 2. 6,9 0.17
0 0.16
Y~—AA> - 0 0.06
D=
0 0.10
CK[H) 6 + 2 0 0.21
CR3) 125 FL ‘
2015 4E 0 0.18
0.1, 4, 6,9 0.06
0 0.14
0 0.11
0 0.11
5 0 0.16
EX R 195 FL
CK[E]) 0 0.11
10 + 2
%) 1951 0 0.26
2015 4F 0. 1. 3. 6. 9 0.12
0 0.11
0 0.23
0 0.19
14 0.37
7. 9. 14, 19, 21 0.39
14 <0.01
14 0.16
L L3 14 0.61
SHSED 900 FL
CK[E) 14 0.37
o 12 + 2
(52 200 FL 14 0.05
2015 4F 14 0.51
7. 10, 14, 18, 21 0.20
14 0.30
14 0.77
13 0.16
20. 25. 30. 35, 40 0.19
25 0.03
7 30 0.18
ff 4 125 FL
CKE) 31 0.09
8 + 2
(fli+) 200 FL 31 0.03
2015 4F 29 0.17
32 0.02
20. 25. 30. 35. 40 0.04
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2019/8/9

F1TARRREFAESHER

ELTILA T T UEEHE (F)

YEM 4, PR (mg/kg)
(=) AR & [ %% PHI .
IR " . BTN ARNT 2
OHTEND) | 1E% | (g ai/ha) (=) (H) () -
FE i AF
30 0.05
25 0.05
Ay 30 0.18
ff‘%g 125 EC
Ck[E) 31 0.10
8 + 2
(Fi 1) 900 EC 31 0.02
2015 4 29 0.17
32 0.02
30 0.02
29 0.05
29 0.19
31 0.69
31 0.14
30 0.02
Ay )
. 125 FL 29 0.46
(B F#)
) 13 + 2 31 0.05
200 FL
2015 £ 30 0.04
31 0.09
30 0.35
29 0.15
30 0.10
30 0.03
29 0.06
29 0.05
31 0.06
31 0.12
21. 25, 30. 35. 41 0.03
i —
. 125 EC 29 0.33
(I F#)
FET) 13 + 2 31 0.03
200 EC
9015 4 00 30 0.05
31 0.07
30 0.24
29 0.06
20, 24. 30. 35, 41 0.11
30 0.01

FL . 7 a7 7 VAl EC: FA
THE D PHI @ 5 5, KRFEEE 25807 B

AR RS T O FEIH 2> B RIE S S i H 2K
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2019/8/9

F1TARRREFAESHER

ELTILA T T UEEHE (F)

<BIHK 5 : BEVEREABRBRE (W) >
O FIT KOS IR
= BT
%fu‘/l' to\yjﬂ/){ - ﬁf Eaﬂﬁ(ug/g)
okl &ERE | BIA R H N
(8) -4
HROAE | SFEME | FoRAE | SEIIME | FoRME | FEME | oKl | S fE
1 — — — — <0.01 | <0.01 — -
3 — — — — <0.01 | <0.01 — —
5 — — — — <0.01 | <0.01 — —
7 — — — — <0.01 | <0.01 — —
1o ﬁrff/kg 0 | - | — | = | = J<o01]<001| — | -
It 14 — — — — <0.01 | <0.01 — —
17 — — — — <0.01 | <0.01 - —
21 — — — — <0.01 | <0.01 — —
24 — — - — <0.01 | <0.01 — -
28 — — — — <0.01 | <0.01
1 <0.01 | <0.01 — — <0.01 | <0.01 — —
3 <0.01 | <0.01 — — 0.01 | <0.01 — —
5 <0.01 | <0.01 — — 0.02 0.01 — —
7 <0.01 | <0.01 — — 0.02 0.02 — —
L7t 45 mg/kg 10 <0.01 | <0.01 — — 0.02 0.01 — —
fil ket 14 <0.01 | <0.01 — — 0.02 0.02 — —
17 <0.01 | <0.01 — — 0.02 0.01 — —
21 <0.01 | <0.01 — — 0.02 0.01 — —
24 <0.01 | <0.01 — — 0.02 0.02 — —
28 <0.01 | <0.01 — — 0.02 0.01 — —
1 <0.01 | <0.01 ND ND 0.06 0.06 | <0.01 | <0.01
3 0.01 0.01 ND ND 0.09 0.09 | <0.01 | <0.01
5 0.01 0.01 | <0.01 | <0.01 | 0.10 0.08 | <0.01 | <0.01
7 0.01 0.01 | <0.01 | <0.01 | 0.10 | 0.09 | <0.01 | <0.01
150 mg/kg 10 0.01 | <0.01 | <0.01 | <0.01 | 0.09 0.09 | <0.01 | <0.01
fir 14 0.01 | <0.01 | <0.01 | <0.01 | 0.09 0.08 | <0.01 | <0.01
17 0.01 | <0.01 | <0.01 | <0.01 | 0.09 0.08 | <0.01 | <0.01
21 0.02 | <0.01 | <0.01 | <0.01 | 0.10 | 0.09 | <0.01 | <0.01
24 0.02 0.01 | <0.01 | <0.01 | 0.10 0.09 | <0.01 | <0.01
28 0.02 0.01 | <0.01 | <0.01 | 0.08 0.07 0.01 | <0.01
15 mg/kg | 14 - — — — | <0.01 | <0.01| ND ND
AR fil kst 28 — — — — <0.01 | <0.01 | ND ND
. | 45mgkg | 14 — — — — 0.01 | 0.01 | <0.01 | <0.01
fir 28 — — — — 0.01 0.01 | <0.01 | <0.01

81




1
2
3

O Ui

2019/8/9

F1TARRREFAESHER

ELTILA T T UEEHE (F)

2
ok o P A fiE (ug/g)
A | BSRE | ERELH . F H N
(H) =
T RAE | P | B RAE | SPIIE | S KA | PR | SR | R fE
150 mg/kg| 14 | <0.01 | <0.01 | <0.01 | <0.01 | 0.08 | 0.08 | <0.01 | <0.01
fi 28 ND | ND | <0.01 | <0.01 | 0.09 | 0.08 | 0.01 | <0.01
15mg/kg | 14 | 0.01 | 0.01 — — 0.02 | <0.01 | — —
fi At 28 | 0.01 | 0.01 — — 0.01 | <0.01 | — —
7 Y— | 45mg/kg | 14 | 0.04 | 0.03 — — 0.02 | 0.02 — —
A fi 28 | 0.04 | 0.04 — — 0.02 | 0.02 — —
150 mg/kg| 14 | 0.14 | 013 | ND | ND | 0.06 | 0.06 | <0.01 | <0.01
fi At 28 | 020 | 016 | ND | ND | 0.05 | 0.05 | <0.01 | <0.01
—: ofrEd ND: fitishd
@ Ak ONEN 7k R fiE
75 (uglg)
e 51 EZ7mAT Ah2 H
==
S KB | I | e KA | PRI | S A | P | S KA | P
15 mg/kg filk} - - - - - - — —
i 45 mg/kg filk | <0.01 | <0.01 | — — — — — —
150 mg/kg fil#t | <0.01 | <0.01 | — — | <0.01 ]<0.01 | — —
s ) mg/kg ﬁf]ﬂ 0.01 | 0.01 — — ND | ND — —
i 45 mglkg Fk 0.06 | 0.05 — — 0.01 | <0.01 | — —
150 mg/kg fi#t | 0.11 | 0.08 — — 0.01 | <0.01 | — —
pr— 15nuﬂkgﬁ?%F 0.02 | 0.01 — — — — — —
s 45 mg/kg fk} | 0.06 | 0.05 | — — — — - —
150 mg/kg fi¥t | 0.17 | 0.10 — — | <0.01 | <0.01 | — —
15 mg/kg il | 0.02 | <0.01 | — — — — — —
B FRENG | 45 mg/kg ikt | 0.04 | 0.02 — — — — — —
150 mg/kg fi#t | 0.11 | 0.05 — — | <0.01 | <0.01 | — —
15 mg/kg &F} | 0.02 | 0.01 | 0.06 | 0.04 | <0.01 | <0.01 | — —
il 45 mg/kg fAkt | 0.05 | 0.04 | 0.36 | 0.22 | 0.03 | 0.03 | ND | ND
150 mg/kg fi#t | 0.12 | 0.09 | 0.59 | 0.56 | 0.08 | 0.07 | <0.01 | <0.01
15 mg/kg fiik} — 0.06 | 0.05 | 0.01 | 0.01 | <0.01 | <0.01
B hik 45 mg/kg filkt | <0.01 | <0.01 | 0.24 | 0.17 | 0.05 | 0.05 | 0.02 | 0.02
150 mg/kg fi#} | 0.03 | 0.02 | 0.58 | 0.41 | 0.21 | 0.17 | 0.10 | 0.08
—: ofrEd ND: fitishd
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1 <k 6 : SpEMIRR B (PESRE) >

vl PR fE (uglg)
Bk B 5R BEH2 | BTNV A N T =2 H
(H) B RAE SEYE | ROKME | CERE
1 <0.01 <0.01 <0.01 <0.01
3 <0.01 | <0.01 | <0.01 | <0.01
7 <0.01 | <001 | <0.01 | <0.01
3 ma/kg filf} 10 <0.01 | <0.01 | <0.01 | <0.01
14 <0.01 <0.01 <0.01 <0.01
17 <0.01 | <0.01 | <0.01 | <0.01
24 <0.01 | <0.01 | <0.01 | <0.01
1 <0.01 | <0.01 | <0.01 | <0.01
<0.01 | <0.01 | 001 | 001
7 <0.01 | <0.01 | 001 | 001
e 9 me/ke i} 10 <0.01 | <0.01 | 001 | 001
14 0.01 0.01 0.01 | 001
17 0.01 0.01 001 | 001
24 <0.01 | <0.01 | 001 | 001
1 <0.01 | <0.01 | <0.01 | <0.01
0.03 0.03 0.02 | 001
7 0.03 0.02 0.03 | 0.03
30 mg/kg £} 10 0.03 0.02 0.04 | 0.3
14 0.03 0.02 0.04 | 0.3
17 0.03 0.02 0.04 | 0.03
24 0.03 0.02 0.04 | 0.3
5 gk S 21 <0.01 | <0.01 | <0.01 | <0.01
28 <0.01 | <0.01 | <0.01 | <0.01
\ 21 0.02 0.01 | <001 | <0.01
9 me/kg fIk} 28 <0.01 | <0.01 | <0.01 | <0.01
" 21 0.04 0.03 | <001 | <0.01
o 28 0.03 0.03 | <0.01 | <0.01
\ 31 <0.01 | <0.01 | <0.01 | <0.01
30 mefke filf} 35 <0.01 | <0.01 | <0.01 | <0.01
38 <0.01 | <0.01 | <0.01 | <0.01
42 <0.01 | <0.01 | <0.01 | <0.01
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vl PR fE (uglg)
Fawslt B 58 BHRH | YT RARNT H
(H) B KAE SEYME | BRORME | CFERE
21 <0.01 | <0.01 | <0.01 | <0.01
3 mgfkg filft 28 <0.01 | <0.01 | 001 | 001
\ 21 <0.01 | <0.01 | 002 | 0.02
9 me/kg fIk} 28 <0.01 | <0.01 | 003 | 0.02
o 21 0.01 0.01 0.06 | 0.5
28 0.01 0.01 0.07 | 0.5
\ 31 <0.01 | <0.01 | 005 | 004
30 mefke it} 35 <0.01 | <0.01 | <0.01 | <0.01
38 <0.01 | <0.01 | <0.01 | <0.01
42 <0.01 | <0.01 | <0.01 | <0.01
3 ma/kg filf} 28 — — — —
9 mg/kg faft 28 — — — —
- 28 <0.01 | <0.01 | <0.01 | <0.01
A e 31 <0.01 | <0.01 | <0.01 | <0.01
30 mefke filft 35 <0.01 | <0.01 | <0.01 | <0.01
42 <0.01 <0.01 <0.01 <0.01
3 mg/kg filkh 28 — — — —
9 mg/kg fi ket 28 — — — —
N 28 <0.01 | <0.01 | <0.01 | <0.01
il 30 m/kg fkH 31 <0.01 <0.01 <0.01 <0.01
35 <0.01 | <0.01 | <0.01 | <0.01
42 <0.01 | <0.01 | <0.01 | <0.01
3 ma/kg filf} 28 <0.01 | <0.01 | <0.01 | <0.01
9 mg/kg filk} 28 <0.01 <0.01 0.02 0.02
i 28 <0.01 | <0.01 | 005 | 005
‘ 31 <0.01 | <0.01 | <0.01 | <0.01
30 me/kg FTEY 35 <0.01 | <0.01 | <0.01 | <0.01
42 <0.01 <0.01 <0.01 <0.01
3 mg/kg fikh 28 — — — —
9 mg/kg fi ket 28 — — — —
- 28 <0.01 | <0.01 | <0.01 | <0.01
30 m/kg fkH 31 <0.01 <0.01 <0.01 <0.01
35 <0.01 | <0.01 | <0.01 | <0.01
42 <0.01 | <0.01 | <0.01 | <0.01

— OET e KRG B
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%174 EREEM

HERHRER

ELTILA T T UEEHE (F)

1 <BRE T HEEBIE>
[ R /NRQA~67%) T hit i (65 ML)
o FREAfE | (UK : 55.1kg) | (KE : 16.5kg) | (IKE : 58.5 kg) (56.1 kg)
s (mg/kg)| ff IR f IR ff| EHE ff B
(g AN/R) | (ug/ NB) | (@ ANTH) | (ug/ AR [(g/NTB) | (ug/ AMH) | (g/AN/B) | (ug/ N/H)
INFE 0.358 | 59.8 21.4 44.3 15.9 69.0 24.7 49.9 17.9
A - R ERERG | 0.02 15.3 0.31 9.7 0.19 20.9 0.42 9.9 0.20
4= - il 0.02 0.1 0.00 0 0.00 1.4 0.03 0 0.00
e 2O
SR 0.02 0.5 0.01 0 0.00 3.4 0.07 0.4 0.01
Z DR L
8 - A & ARG
I r— 0.02 0.4 0.01 0.1 0.00 0.4 0.01 0.4 0.01
B
Xl 21.7 16.1 25.2 18.1

C REMORRREIX, HEE SN TOLDEHE - BRI X287V A b7 = OWRFERBED 5 5
RREZHW (] HI#E3) |
Mff] PR 17~19 FORMEPHHE - SERE (B 83) ORI S RMEIIE (g/A/

H)

MBI

CRBELE OEMEREN D RO E Y T A T = OHEEERE (ng/ AN H)
- RO OMIEARILEICBI T 2 S EDEREMIT, fk e L TR SNAERICBIT A2 E Y 70 2
N7z OBRREEZE LT, SEMERERR (V) O 15 mgkg fEHEGEICB T2 E Y 702
7 = ORREREE AV (B8 BIK5)
M ONEDOMFE E /BT 5B EM R AL, SR L CRIH SN AEMICBITAE Y 7V A T =
VOBREMEEEE LT, SEMEERR (=U M) © 3 mgkg fEHERGHICBITHET T A R
7 =V DORKFERBEE W (BB e)
- [ 2oMEREHS] RO [T OMEREZILE - HiA & IR & TS Big s RHES ] 22w T
i, FOHEEBREOFE HICHWZERREMO 5 b KiEE v,
A B M OVELLE, 15 mglkg FAEHER GRECBIT D EY 7L A F 7 = RN G EERA (0.01 pg/g)
K ThoTolz, BIEOFHEIZH W 2hoTz,
s BROFOMFZ AT DEEWIL. 3 mgkg fARHEGRECBITOE Y 7L A R 72BN
HERERBR (0.01 ugle) K CTh o=z, EBREOFFEIZHW R T-,
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1

10

11

12

13

14

15

BRI IC DWW T CERE 31 4F 4 A 17 AAHTREATEE A/ 0417 26 11

%)

EVINA T =y RBBAEOME R OER CFR 3041 H30H) Y

P H T N URAE, AR TE

SYN545974 — Pharmacokinetics of [Phenyl-U-14C] and [Pyrazole-5-14C]-

SYN545974 Following Single Oral and Intravenous Administration in the Rat

(GLP) : Charles River (F£[E) . 2015 4, RAFE

SYN545974 — The Absorption and Excretion of [Phenyl-U-14C] and

[Pyrazole-5-14C]-SYN545974 Following Single Oral Administration in the Rat

(GLP) : Charles River (J£[E) . 2015 4, RAFK

SYN545974 — Tissue Depletion of [Phenyl-U-14C] and [Pyrazole-5-14C]-

SYN545974 Following Single Oral Administration in the Rat (GLP) : Charles

River (J€[E) . 2015 4, RAFE

SYN545974 — Biotransformation of [14C]-SYN545974 in Rat (GLP) : Charles

River (BE[E) . 2015 4, RAO%*E

SYN545974 — Pharmacokinetics of SYN545974 in the Rat Following Multiple

Oral and Single Intravenous Administration (GLP) : Charles River (J%[F) .

2014 4, Roak

SYN545974 — The Excretion and Biotransformation of [Phenyl-U-14C] and

[Pyrazole-5-14C]-SYN545974 Following Single Oral Administration in the

Mouse (GLP) : Charles River Laboratories Edinburgh Ltd. (Z£[E) . 2015 4=,

RN

SYN545974 — Pharmacokinetics of SYN545974 in the Mouse Following

Multiple Oral and Single Intravenous Administration (GLP) : Charles River
(E[E) . 2014 4E, RAE

SYN545974 — Oral (Gavage) Toxicokinetic Study in the Pregnant Rabbit

(GLP) : Sequani Ltd. (G£[E) . 2014 4, RKAFK

SYN545974 — Metabolism of [14C]-SYN545974 in the Lactating Goat (GLP) :

Charles River Laboratories Edinburgh Ltd. (3Z[F) . 2015 4, RAFE

SYN545974 — Metabolism of [14C]-SYN545974 in the Laying Hen (GLP) :

Charles River Laboratories Edinburgh Ltd. (JZ[E) . 2015 &4, RAFE

SYN545974 — Metabolism of [1*C]-SYN545974 in Wheat (GLP) : Charles River
(Z[FH) | 2014 4F, RAF

SYN545974 — Metabolism of [14C]-SYN545974 in Tomatoes (GLP) : Charles

River, 2014 ., RAFK

SYN545974 — Metabolism of [14C]-SYN545974 in Oilseed Rape (GLP) : Charles

River, 2015, RAFE
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17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

SYN545974 — Aerobic Soil Metabolism of [14C]-SYN545974 (GLP) : Smithers
Viscient (ESG) Ltd. (F[E) . 2015 4, RAFK

SYN545974 — Anaerobic Soil Metabolism of 14C-SYN545974 (GLP) : Smithers
Viscient (ESG) Ltd. (3:[F) . 2015 4, KRAFK

SYN545974 — Soil Photolysis of 14C-SYN545974 (GLP) : Smithers Viscient
(ESG) Ltd. (%[E) | 2014 4, Rak

SYN545974 — Adsorption and Desorption of 14C-SYN545974 (GLP) : Smithers
Viscient (ESG) Ltd. (J[E) . 2018 4, RAFE

SYN545974 O LHEWAEREGEER (GLP) : — W EIE M2 E LA TR |
2015 4, RAk

14C-SYN545974: Hydrolysis in Sterile Buffer at pH 4, 7 and 9 (GLP) : Smithers
Viscient (ESG) Ltd. (J[E) . 20154, RAFE

SYN545974 — Aqueous Photolysis of [14CISYN545974 (GLP) : Smithers
Viscient (ESG) Ltd. (3:[F) . 20154, KRAFK
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2t 2016 . RAFK
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2015 4, Roak
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2016 4, Roak
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2015 4, Rk
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Xath, 2016 4, RAFE
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Kath, 2016 4, RAFE
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SYN545974 — Magnitude of Residues in Milk and Tissues of Dairy Cows
Following Multiple Oral Administrations of SYN545974 (GLP) : Charles River
Laboratories Edinburgh Ltd. (J%[E) . 2015 4, RAFE

SYN545974 — Magnitude of the Residues in Tissue and Eggs Resulting from
the Feeding of Three Dose Levels to Poultry 2014 (GLP) : Syngenta Crop
Protection, LLC CK[E) . 20154, RAFK
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SYN545974 — Modified Irwin Study in Female Rats (Single Oral
Administration) (GLP) : Envigo CSR Ltd. (Z%[E) . 2016 4£, RAFK
SYN545974 — Evaluation of the Cardiovascular System and Respiratory
Parameters in the Conscious Rat using Telemetry and Whole Body Bias Flow
Plethysmography (Oral Administration) (GLP) : Envigo CSR Ltd. (3%[#) | 2016
£, RAK

SYN545974 — Acute Oral Toxicity Study in the Rat (Up and Down Procedure)
(GLP) : CiToxLAB Hungary Ltd. (/N> H U —) | 2012 &, KA
SYN545974 — Acute Dermal Toxicity Study in Rats (GLP) : CiToxLAB
Hungary Ltd. ("> # U —) | 20134, RAFK

SYN545974 — Acute Inhalation Toxicity Study (Nose-Only) in the Rat (GLP) :
CiToxLAB Hungary Ltd. (/x> AU —) | 2013 4E, RAFK

R#% F — Acute oral toxicity study in rats (GLP) : Bioassay Labor fur
biologische Analytik GmbH (K1) | 2009 4, KA

&% G — Screening Acute Oral Toxicity Study in the Rat (GLP) : Harlan
Laboratories Litd. (¥[E) . 2008 4F, KAF

SYN545974 — Acute Oral (Gavage) Neurotoxicity Study in the Wistar Rat
(GLP) : Harlan Laboratories Ltd. (A1 A) | 2015 4, RAFK

SYN545974 — An Abbreviated Acute Oral (Gavage) Neurotoxicity Study in the
Female Wistar Rat (GLP) : Harlan Laboratories Ltd. (A4 &) | 2015 4, K
INFe

SYN545974 — Acute Eye Irritation Study in Rabbits (GLP) : CiToxLAB
Hungary Ltd. ("N U —) | 2012 4F, RAFK

SYN545974 — Primary Skin Irritation Study in Rabbits (GLP) : CiToxLAB
Hungary Ltd. ("> H U —) | 2012 4F, RAFK

SYN545974 — Local Lymph Node Assay in the Mouse (GLP) : CiToxLAB
Hungary Ltd. (/x> U —) | 2013 4F, RAOFK

SYN545974 — A 13 Week Toxicity Study of SYN545974 by Oral (Dietary)
Administration in Rats (GLP) : Charles River (Ji[E) . 2015 4E, RAFE
SYN545974 — A 13 Week Toxicity Study of SYN545974 by Oral (Dietary)
Administration in Mice (GLP) : Charles River (¥[E) . 2015 4, KAE
SYN545974 — 90 Day Oral (Capsule) Study in the Dog (GLP) : Sequani Ltd. (3%
E) . 20154, RAK

SYN545974 — 28-Day Dermal Toxicity Study in the Wistar Rat (GLP) :
Harlan Laboratories Ltd. (A4 Z) | 2013 &, RAFK

3% F — A 28 Day Dietary Toxicity Study in Rats (GLP) : Charles River
Laboratories Preclinical Services (F[E]) | 2015 4, KAF

RE G — 28-Day Oral (Dietary) Toxicity Study in Wistar Rat (GLP): Harlan
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Laboratories Ltd. (A A Z) . 2010 4F, RAFE

¥ G — Repeated dose 90-day oral toxicity study in Wistar rats;

Administration in the diet (GLP) : Experimental Toxicology and Ecology BASF

SE (KA>) | 2009 &, KAFK

SYN545974 — 52 Week Oral (Capsule) Toxicity Study in the Dog (GLP) :

Sequani Ltd. (&[E) . 20154, KRAEK

SYN545974 — 104 Week Rat Dietary Carcinogenicity Study with a Combined

52 Week Toxicity Study (GLP) : Charles River Laboratories Preclinical

Services (F[E) | 20154, RAFE

SYN545974 — 80 Week Mouse Dietary Carcinogenicity Study (GLP) : Charles

River Laboratories Preclinical Services (J£[H) . 2015 4, KRAFE

SYN545974 — Oral (Dietary) Two-Generation Reproduction Toxicity Study in

the Rat (GLP) : Sequani Ltd. (F=[E) . 2015 &, KAFK

SYN545974 — Oral (Gavage) Prenatal Developmental Toxicity Study in the

Rat (GLP) : Sequani Ltd. (GE[E) . 20154, KAFE

SYN545974 — Oral (Gavage) Prenatal Developmental Toxicity Study in the

Rabbit (GLP) : Sequani Ltd. (Z&[E) . 2015 4, RAE

fR3#1% G — Prenatal Developmental Toxicity Study in New Zealand White

Rabbits Oral Administration (Gavage) (GLP) : Experimental Toxicology and

Ecology, BASF SE (K1) | 2009 4, RAFE

SYNbH45974 — Salmonella Typhimurium and FEscherichia Coli Reverse

Mutation Assay (GLP) : Harlan Cytotest Cell Research GmbH (K ) | 2014

F. ORRE

SYNbH45974 — Salmonella Typhimurium and FEscherichia Coli Reverse

Mutation Assay (GLP) : Harlan Cytotest Cell Research GmbH (KA /) | 2012

£, RAK

SYN545974 — Chromosome Aberration Test in Human Lymphocytes /n Vitro

(GLP) : Envigo CRS GmbH (FA ) | 2013 4£, RAFE

SYN545974 — Cell Mutation Assay at the Thymidine Kinase Locus (TK*") in

Mouse Lymphoma L5178Y Cells (GLP) : Harlan Cytotest Cell Research GmbH
(KAY) | 20134, RAFE

SYN545974 — Micronucleus Assay in Bone Marrow Cells of the Mouse

(GLP) : Harlan Cytotest Cell Research GmbH (KA1 ) | 2014 &, RAFE

SYN545974 — Micronucleus Assay in Bone Marrow Cells of the Mouse

(GLP) : Harlan Cytotest Cell Research GmbH (K1) | 2012 4E, RAFE

W) F — Salmonella Typhimurium and Escherichia Coli Reverse Mutation

Assay (GLP) : Harlan Cytotest Cell Research GmbH (KA ) | 2014 £, K

NG
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i) F — In vitro Chromosome Aberration Test in Human Lymphocytes
(GLP) : Harlan Cytotest Cell Research GmbH (K1) | 2013 £, RAFE
3% F — Cell Mutation Assay at the Thymidine Kinase Locus (TK+*) in
Mouse Lymphoma L5178Y Cells (GLP) : Harlan Cytotest Cell Research GmbH
(RAY) | 2013 4, RAFK
3% F — Micronucleus Assay in Bone Marrow Cells of the Rat (GLP) : Harlan
Cytotest Cell Research GmbH (R ) | 2014 4, RAF
W) G — Salmonella Typhimurium and Escherichia Coli Reverse Mutation
Assay (GLP) : RCC Cytotest Cell Research GmbH (K1) | 2007 &, KA
*
i) G — Chromosome Aberration Test in Human Lymphocytes in Vitro
(GLP) : Harlan Cytotest Cell Research GmbH (K1) | 2009 /£, RAFE
3% G — Cell Mutation Assay at the Thymidine Kinase Locus (TK*) in
Mouse Lymphoma L5178Y Cells (GLP) : Harlan Cytotest Cell Research GmbH
(KA>) | 2009 -, RAF
SYN545974 — A 28-Day Dietary Liver Mode of Action Study in Male CD-1
Mices : CXR Biosciences Ltd. (Z£[E) . 2015 &4, KAFK
SYNb545974 — In Vitro Hepatocyte Proliferation Index and Enzyme Activity
Measurements in Male CD-1 Mouse Hepatocyte Cultures : CXR Biosciences
Ltd. (BE[E) . 2015 4, RAK
SYN545974 — In Vitro Hepatocyte Proliferation Index And Enzyme Activity
Measurements in Male Human Hepatocyte Cultures: CXR Biosciences Ltd. (3
E) . 20154, RAK
SYN545974 — CAR3 Transactivation Assay with Mouse, Rat and Human
CAR : Department of Veterinary & Biomedical Sciences, Penn State
University CK[E) | 2014 F, RAFE
EX-vivo Enzyme Analysis of Liver Samples Taken at Termination of a 28 Day
Dietary Study of SYN545974 in the Mouse : CXR Biosciences Ltd. (J%[F) |
2012 4, RAFk
SYN545974 — Effect on Hepatic UDPglucuronosyltransferase Activity
Towards Thyroxine as Substrate After Dietary Administration for 90 Days to
Male Rats : Leatherhead Food Research (F[E) . 2014 £, RAFK
SYN545974 — Effect on Rat Thyroid Peroxidase Activity /n Vitro: Leatherhead
Food Research (J¢[E) | 2014 ., RAFK
JMPR:"Pydiflumetofen", Pesticide residues in food-2018 evaluations. Report
of the Joint Meeting of the FAO Panel of Experts on Pesticide Residues in
Food and the Environment and the WHO Core Assessment Group on Pesticide
Residues. p291-318 (2018)
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US EPA: Pydiflumetofen. Human Health Risk Assessment for Foliar Uses on
Cereals (Wheat, Triticale, Barley, Rye, and Oat), Quinoa, Corn (Field, Pop,
and Sweet), Cucurbits Crop Group 9 (Including Greenhouse Use on
Cucumber), Fruiting Vegetables Crop Group 8-10, Small Fruit Vine Climbing
Subgroup 13-07F (Except Fuzzy Kiwifruit), Peas and Bean Dried Shelled
Subgroup 6C, Leafy Greens Subgroup 4-16A, Leaf Petiole Vegetables
Subgroup 22B, Peanuts, Rapeseed Subgroup 20A, Soybean, Tuberous and
Corm Vegetable Subgroup 1C, Golf Course Turf, and Ornamentals (Including
Greenhouse Use). (2018)

APVMA: Public Release Summary on the evaluation of pydiflumetofen in the
product Miravis Fungicide. (2018)
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