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L

HHEROFZRA (49 217 4] (CAS No. 1616678-32-0) IO\ T,
BHEE R AW TR A RGN A2 35 L 72,

FHIZ AW BR AR 1. BiANEm (T b, PELRT=T M) | HEMIEN
Eway OKFB) . TEEFRE . atEsEtE (T b, v U AKOS X) | diEMEmRE
P (Z > 8 | BEEtE (X)) | BEBEERENAENE (T ) | BRAE (=
TR), 2WREBEHE (T v b)) | BEENE (T NERUHX) | BREETH D,

BREEERBRERNS, XYY 207 o W EIC X DT, FICRE BN
H) L iR HRERRAEREE) o BB (A BRI RSE) K OWRER  (RERSE)
2R BTz, F A, BIERBIC KT D8, AT BN OB am TR0 b
o=,

BB RO BIEY) ., SEY N ORI O ZE I G E Z 4% X
T 4 v (BULEMDORH) EEE LT,

B TR O N EEERO O bi/MEIX, 4 X2 AWz 1AEMEEFEERBRO 5
mg/kg KHE/H ThoToZ b, THERILE LT, Z4aff% 100 TFRL7Z 0.05
mg/kg A/ H 2 FrA — HEBIUE (ADD) &% E L7,

Flo, ARV ANLT 4 VOHEREOZRGEFEIZE D AT D AEEMED & D miE 2
X9 % MEEME IR/ DEERED O bR/MEIL, 7 v M AW R ER O
25 mglkg KE Tho7oZ &b, THREMBAE LT, ZofFE 100 TERL7Z 0.25
mg/kg FEZAMSHEHE (ARD) ERELT,



I. Mt REFEOHE
1. A%
syl

2. BRSO —HA
ML AXV S AT 4L
4, . oxazosulfyl

3. 24
IUPAC
4 2-[3-(mF L 2R =L)-2-° Y DL]-5-(F Y 7 LA a AF L
AVIR = V)-1,8- R AR — L
%4, 1 2-[3-(ethylsulfonyl)-2-pyridyl]-5-(trifluoromethyl-
sulfonyl)-1,3-benzoxazole

CAS (No. 1616678-32-0)
g 2-[3-(=F ALK =N)2- 8 D=5 (R Y 7 vFa XAF L)
ANVTR VR FF S — )L
¥4, 1 2-[3-(ethylsulfonyl)-2-pyridinyl]-5-[(trifluoromethyl)

sulfonyllbenzoxazole

4. 5FK
Ci5H11F3N205S2

5. 5FE
420.38

6. fEEX

7. BAROEE
FXH AN T 4 id, FERAEFEHRASIRIC L VB SN e A T 5%
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BAITH 5, EHEFIZIRHATH L2, HRE, BALVE, F a7 HEIIH LK
MR R AR, Al REEEHEICE S < REREHE DI - W GEsm) | I
N B PEW S ORI A~ D SRR E D ERE A 2 STV D, M TOXRERIT 2 S
ALTVRUN,



I. REMICHEIFBBROBE
FHEGEMAR [I. 1~4] 1%, AFXF Y AVLT A VDT = = VEORFE &) —

12 14C THEEFE L7=b o (BLF Tphe-ClA T4V A7 4] Lo, ) XiFEY
UNED 2R K6 LDKFEE UC TR L7 b D (LT Tpyr-14ClA 4> 2L
T WD) HHWTER IV, BGTHERE R OREIIRE L, FFICkr D
IR AT RE (B EIETEE) DA TV AL 7 4 LORE (mgkg X
nglg) ([CHABE L7-fEé L TRLTZ,

HE1 53 TR R L O BRI IR 1 RO 2 IR ST W5,

1. BIPERPERRER
(1) v bk
@ MR
a. MABREHD
Wistar Hannover 7 » b (—HHfERES 4 JT) (Z[phe-14ClAFH Y 217 41
Z1lmgkg&AE (LT [1.(1)] I2BWT MEAE] W9, ) XiE 80 mg/ke
RE UUF [1. (1] icbnwT & &vwH, ) THERROESG LT, Mm
i EEHERS I SV TR BT S T,
MAFE S EIRE A 8T A —H X, R LIRS TWD,
EAERGHICB VT, Tha (MEHAERICIEITRE L, AUC IFIERHERS
BECKT U CHELRBL LN TH -7, £/, mik/ Ry, KHERE
BETIE 0.67~3.67, mABEKGIETIX 0.62~5.78 TH V. BREFAIZHINL 7=,
PERNZ L DBE R AT oo Tz, (B2, 3)

F1 MEHEYIHREFHINSA—F

A [phe-14ClA X4V 2 /L7 4 )L

55 1 mg/kg K 80 mg/kg K

PRI Ji3 i Ji3 i

Tmax(hr) 1 1 24 24
Crmax(ug/g) 0.199 | 0.235 17.7 16.4

Ty2(hr) 20 19 15 15
AUCo- (hr * ng/g) 1.60 1.73 747 669
AUCo- (hr * pg/g) 1.69 1.83 751 672

a s BIBIEIC L RE LI C B TRE 2R A i i TSR g
HifR TEAETHY . 1 &80 mg/kg KEHKGEIZHOWT,
FHNFH 0~T72 B KO 0~120 B O %2 7=,

b. RiRE
AEYT P EREER [1. (1)@b. 1 THONTMEN RIS — I 21 OFR

UHAR « BBds 2 B0 BRWIERED Z L A — A A LS (LLTRIC, ) .
8



HEENOREE SN 5% 48 R OWINRIL, KA ERSHEORETL 2 &
89.4%. Mt T2 Lt 80.7% Tho71-, (IR 2, 3)

@

Wistar Hannover 7 v b (—BEMERES 12 JT) (Z[phe-14ClA K4 27 4 v
PR E I EHE CHERE OBE LT, RN AmatBR s 3246E Xz,

T B M ORI C 3 1T DR BN REIR 1T, R 2 1RSI TVn 5D,

B I RE D AT IR 5B OB N L OMERNC X 2 BHE 2 21T b, R
T REIE BE 1T, Tmax 1T TIZALE OIE >, FTHE. B0 O bl il s < 38
DO, WTHOEGEICE W THEE 168 KEl#ZIZENY S 7z S ae ik
0.5%TAR LA F CTH-7=, (B2, 3)



x2 IERESRVERICETLIERBHRSEEREE (ng/g)

(63
il

Trmax 3"

#5168 Frfi#%

mg/kg
(NG

iz

H(3.34), /IEQ2.73), AFE(1.92).
BB (1.19), Bh#0.621), T
(0.420). fiEN5(0.373), H 4R 15(0.285).
KI50.281), FEN#(0.236). B
(0.223). fiti(0.178), /[LMi(0.176), I
1500.171), KE MK OFfE(0.170), 1
#2(0.157), ZH FIR(0.151), iMnEk
(0.134)

FEH(0.046), FIE(0.022), [MmER
(0.018), H4KM5(0.018). ATNiE(0.015),
R i#(0.012), 1% (0.008). E5
(0.008), AK(0.007), /N5(0.005), H
6(0.004) . M4 (0.003). B #(0.002).
KB} O E(0.002), K5(0.002),
Jiti(0.002), Wl (0.002), H(0.002).
4% (<LOQ)

H(5.38), /I5(4.38), Fg(2.47),
5 #(0.855), FIIF(0.730), KI5
(0.429). 515%(0367). FHIKAR(0.309),
N (0.288), AEAG(0.262), IR
(0.192), fi(0.176), %E FHR(0.158),
T (0.158), DMi(0.154), IfmER
(0.142), 1Mi%(0.141), KEK ORE
(0.136). 1M4%(0.130)

FRR(0.054) . 1fLER(0.022), FTh
(0.016), 1M#%(0.010). BE(0.008).
B H%(0.006), MEfiE(0.004), fiti(0.003),
B #6(0.002), /IE0.001), Mg
(<LOQ)

80
mg/kg
(LN

i3

fENG(191). E15(69.3). H(66.2), KX
15(62.2), /IM5(58.8), fiTliE(46.9).
BB (43.3), EhE(22.8), Fh#(20.0),
FURAR(16.6), FIEA(13.9), KEK
O JE(13.1), Afi(13.1), LMg(13.0),
28 FAR(12.9), AEAR(11.8), X
(9.8), ##4(9.8), M.1E(9.5) K5 H.(9.2),
EE(9.0). [fLik(8.6). B H#H(8.6), I
BR(8.0)

MmER(1.8), AFlE(1.1). Mmik0.7), &
i§(0.6). 1AM OFE(0.2), Ml
0.2). /ME0.1), IMAE(<LOQ)

JENA(105). BMH(78.4). Ki%(45.3),
il (42.0), /M5(34.3), B (29.9),
H(28.8), A HM#L(17.5), HUIRAR
(16.6). Mg(16.4), BhK(15.7), Jp
B(13.7). (KB ROEEQLTD, i
(9.1), FIEMAREB.9), LIKEG.7), BT
JR(8.7), MER(7.6), Mik(7.0), IfmiE
(6.6)

FORAR(1.8), MER(1.6), FFiE(1.4).
1% (0.8), B igk(0.7). Mig(0.3). 1A
ELOEE0.2), Hi(0.2), Mm4E
(<LOQ)

R ER G TR 1 RR%, SRR SR TR 24 R
<LOQ : 7E RS
HILEIINEM 2R <,

S

RBEOFERYRMEER [1. (1)Da. ] 1281 D &5-1% 48 FFESUT 72 B D JR
K OVEE, Iy PRERER [ 1. (1)@b. ] 128617 2 5-1% 24 BEMIOHT, 5%
24 WFH X% 48 FE DR L OFENF N AaER [1. (1)@] THE L AL/Z s,
Tt b OV Mg I T AREMIRIE - a8 BallBR s 520 S v,
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PR, 3K OB oo FEAHWIEF 312, . FFIE K OV g o R H
ERAITREIN TN D,

R 7 v 7 7 A AT, BRI L O G- B OE O NI ERINC X 2 BHFE 70 721
P BRI T,

PRM OB I BV TR DT VY 207 4 Vi En ., FERHY
ELTCROYCOITNT v BRIGEERNED HNIEN, D, FEOG 235389
S, R TIIRBILOF XV 27 4 AR S, FERBME LT C
DO LTI, A, B, D, E. FAXUGRRO LN,

M4, & OV g R D By & LT REALD A Y 2V T 4 L DIE),
MAEHFT A KO C, gk O g+ C© C BNl bivlz, ZDIEH, gk O
T Corvrm  fgBiuagk, D, FLAOGHRRD LN,

Z v MZBITDHAFY Y 217 4 O FERFHRIIT, O Y 2 BOKERL
IZE D C L OYD OAERIE NG C D77 v s iiofsk, @
ZF Y — VB OISR N OBZAUC L A A KOV B Ok, @=F /LA
NWRZNWVEDO TNV EFH L ALEIEEL, VAT A v, FTA—NANXIANT T —
NMBREDRAICE2RE E. FAXORG OERTHDI EEZONT, (B 2,
3)
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#3 R, ERVEAHDOETERHY (WTAR)

BEC | A XY
IR | e HE |MERD | RURH | BERD | AL Rt
(hr) 7 4L
PR ND |C-gle(4.4), C(2.3), D(2.1), F(0.1)
4 | 0748 0.3 C(25.2)2 . D(5.9). G(4.4)2, B(3.0)2, A(1.0).
B ' F(0.3). E(0.2)
e JR b ND |[C-gle(7.3), D(3.3), C(2.7)
#Db | 0~24 0.2 [C(1.3). D(1.1)
! ARy ND |[C-gle(16.8), G(4.9). D(3.5), C(2.4)
mgfkg JR | 0~48 | ND [C-gle(6.7). C(5.7). D(2.5), F(0.2)
[phe-cl | H % | ot | og |C(28:67.G(4.9)72D4.2).B(3.9A0.6).
Z ¥ =5 ' E(0.1)
AT 4 AT ND |C(4.1). D@3.4). C-gle1.2). G(0.3)
v #Db | 0~24 0.1 |C(0.9). D(0.8), A(0.1)
AR ND |[C-gle(10.8), G(3.1). D(2.3), C(1.8)
JZis ND |[C@4.1), D(2.1), F(2.1), C-gle(1.5)
M| 0~172 C(16.8)a, B(7.72, E(6.6)2, G(6.2)a,
80 ¥ 1" Ip(3.8), F2.4). A0.6)
me 7 ND |C(6.1). C-gle(3.6). D@4). F(L.5)
i3 * 0~172 7 ga C(21.3)2, D(5.5), B(5.4)2, G(4.9)2, F(1.7),
: E(1.5)2, A(0.9)
[pyr-14C] ) e IR ND |C-gle(3.6), C(1.5), D(1.3)
iy . 0.92 [C(22.3)2, D(5.7)2, G(4.6)2, A(1.7)2, F(0.3)
ANT 4 I?ig R 0748 ND |C(5.5), C-gle(4.9), D(1.3), G(0.1)
U . 3 0.4 [C(29.6)2, D(5.2). G(4.8)2, A(1.4)

ND R SNT gle: 707 asBaAk
@ : VRN

b JEYF R ERIERER [1. (1)@b. ] THLARE

12
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x4 M, FERERVERERTOEEZREY (ue/g)
" BRE | A%
A | &G 51 BB W | AL S L]
(hr) | 74V
0.25 | 0.05 |A(0.08). C(0.03)
] 1 0.04 |C(0.05). A(0.04)
4 0.01 |C(0.02). A(0.01)
0.25 | 0.23 [C(0.90), D(0.25). G(0.05)., C-glc(0.01), F(0.01)
HE (PR 1 0.08 |C(1.08), D(0.39), C-glc(0.01)
4 0.04 |C(0.51), D(0.14)
0.25 | 0.13 [C(0.17). D(0.05), G(0.05), F(0.01)
) | 1 0.06 [C(0.34), D(0.09). G(0.02)
4 0.02 [C(0.18). D(0.04)
mg/kg
i 0.25 | 0.02 |A(0.12). C(0.05)
] 1 0.01 |C(0.06). A(0.02)
4 ND |C(0.02). A(0.01)
0.25 | 0.79 |C(1.54), C-glc(0.39), D(0.13)
e | g 1 0.17 |C(1.24). C-gle(0.35). D(0.20)
4 0.03 [C(0.27). C-gle(0.12). D(0.10)
0.25 | 0.31 [C(0.23), C-glc(0.08). D(0.02)
[phe-14C] B 1 0.13 [C(0.37). C-gle(0.11), D(0.03). G(0.01)
&9 4 0.02 |C(0.10). C-glc(0.03). D(0.01)
AT 4 4 1.1 |A@2.5), C(0.7)
v miE| 24 2.0 |A(6.3). C(0.8)
48 | ND |ND
4 7.4 |C(10.0), D(3.3), G(2.7)
M| FFlg| 24 | 12.4 |C(11.2). G(6.6). C-gle(1.4), D(1.2)
48 ND |C(3.5)
4 6.3 |C(2.4), C-gle(1.5)
20 | 24 | 12.6 |C(2.8), C-gle(1.5), G(0.6)
48 ND |C(1.8)
mg/kg
e 4 1.1 |A@3.9). C(0.8)
migE| 24 1.3 |A(3.5). C(0.6)
48 | ND |ND
4 10.1 |C(15.8), D(6.7), G(2.3)
ME | ATl | 24 | 10.7 [C(13.6), D(2.9), G(2.4)
48 ND |C(4.1)
4 6.2 |C(3.3), C-glc(2.0)
| 24 7.8 |C(2.9), C-gle(1.7)
48 ND |C(2.0)
ND : it SnT gle: 77 v U BRAA
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@ it

a. RRUEFHE#

Wistar Hannover 7 v b (—

EMEMEST 4 V)

IZ[phe-14ClA K4 A7 4 L

FIEAER L IZEHET, Xlpyr-4Cla 4 2L 7 4 L &K B CHRR
D5 LT, R OVEE R ERER 23 S0 STz,
FERIIR B IR INLTVND

B G- REI, ?Q’—?;E&UﬁﬂiaﬁW) BV NS

PERIIC

s Pl 2N AN

ElEPICHE
M7, PRI T, B 5% 48 BEH O R K O P PR3, HET
80.3%TAR~93.5%TAR, T 86.3%TAR~91.8%TAR Th o7z, Fiz. FEXH

~OBHFEOHRITR D Lo T-, (B2, 3)
&5 BE5%RI168EHFEORREUVESRHME (YTAR)
g O [phe-14Cl4 %4> [pyr-14Cl A4 %4>/
I AT 4L AT 4L
P g 1 mg/kg IRE 80 mg/kg KN 1 mg/kg AT
PERI Vi3 i3 i3 i3 1 i3
R 12.3 19.4 13.8 15.9 11.7 16.7
. 82.5 76.8 86.3 81.4 84.1 77.5
&t 94.8 96.3 100 97.3 95.8 94.3

) [phe-l4ClAFH > 207 4 VOBHERGEIZBWT, #5% 1 H ORISR

MERE L HICEREBARE CH o722 D, BHER G L Rpyr-14ClA x4 2L

74”®ﬁ%;&5%(i IS D F

RB;t chE it

BRI T G S e o 72,

N =2 — L&A L7 Wistar Hannover & v b (—BEMERES 4 PL) (2
[phe-14ClA XY 2L 7 ¢ VAL E CTHRERE O &5 U, JEH S HEERER A3 3 i

i,

I IREOFEPHRERIT, R 6ITRSNLTWVD

RV HEMER1E 41.4% TAR~61.1%TAR T&H ¥
o Tn, AFRERI ONT IR K OFE R HEERER [ 1.
BING, FGHHEREIX

2. 3)

14

RN

iy éiﬁ%fﬁé
(1)@a. ] |
(N2 L CEPICHER SN D & %z ST,

IR LN

SSIDRAE Lik: i

(ZH



x6 WE5RABERMOES. RERUVEDH#E (hTAR)

P55 1 mg/kg (AHE

ezl 1 i3

[iERa 61.1 41.4

R 26.4 37.8

£ 4.1 3.5
= A 1.9 1.5
THILENEY) 1.0 0.3

it 94.5 84.5

(2) ¥%

WHYX (TVT 4y aP— 0, #1808 (2, [phe-4ClAFH > R
N7 4 VX [pyr-14CIAF % 2L 7 % 11.1 melkg fiBtOHET1 B 1 [E],
5 HEIA 72085 U<, SR NEmRERN I S -, it REOEE
X1 H 2E, MEIEFRESERNEONC 1 BIH#%S 0.5 B, 1 KHE. 2 B, 4
IRFfH]. 6 IRFfA], 8 IRFfE], 10 IFfH]. 12 R M O 24 Wefilf% . £ lias M OSEAR T Hof&
b 10 PR T 12 BRI e EnEs i s -,

F B OB B RRILER T2, AP O GTRRIEE 8 12, LR 9
RSN TWND,

BHEGREZRB W T, ERIKOEWNIC L D2HERZTRB D LN o T, FhHlk
e EicEmpPIcEtt S, BE5% 5 HREICIR, ERXOEHHIZEAZN
4.2%TAR~6.2%TAR, 32.7%TAR~38.5%TAR K 0.1%TAR HEit X7z, F
H OB EREIX. 3.7%TAR~4.2%TAR & H L7z,

fideas S O (P, Bk, AR OIERG) P OF A i sedR B, ARG O
b <. mK 3.64~540 ug/lg THH . WO TR OB lg CTrino 7=,

figers S OSHAR TP NS A TP OWNT IS W TS, B IEREL D A
SANT ANTHY . ZOEPCNREHY C KO H, BITHEORRFENHY
RO LT, WINE 10%TRR Kifi Th - 72,

FXH 2L T 4 LV OWILY FITB T S TEAFRKIT. O YU BROKEE
BIZ L AREM C DR, @=F VA NVKR= VIO T V2 FF a1 X A1~
MHODERTHDEEZ LN, (B2, 4)
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x7 BEHDPOEZEKITEE (%TAR)
o [phe-14ClA %+ | [pyr-14ClA x4
AV 4V AT 4V

PR 6.2 4.2

# 32.7 38.5
o — VPRI 0.7 0.2
HILENEY 12.8 12.6
JEEEN R 0.2 0.1

AR 0.1 0.1

FL 3.7 4.2

JH Mk 4.2 4.7

T fik 0.1 0.1

Al = 6.4 5.0

JIEN; = 25.9 17.9

Al 93.0 87.6

a: BIHIZRRED 9.8%. HRI 39.8% & FNFHRE LT

x8 EihniEEMETEE (ug/g)

HE SN,

AR [phe-14ClAFH > 2 L7 ¢ )L [pyr-14ClA X4 27 ¢ v
1[EH#& . . ) o . .
B Ti% AP 7=l T1% AP T—)
. oy < 2l < < s
450 (hr) PRHY PRHY vt PRHY PRHY v
0~24 0.186 0.132 0.144 0.222 0.157 0.175
24~48 0.357 0.241 0.268 0.449 0.273 0.312
< 48~72 0.477 0.292 0.342 0.587 0.328 0.393
72~96 0.610 0.331 0.415 0.646 0.395 0.472
96~
0.683 0.735
106/1082
0~24 0.019 0.015 0.013 0.018 0.032 0.031
24~48 0.052 0.034 0.038 0.034 0.036 0.032
HIE 48~72 0.087 0.040 0.050 0.063 0.037 0.040
[LTE2y 72~96 0.067 0.047 0.051 0.107 0.062 0.052
96~
0.085 0.060
106/1082
0~24 0.375 0.961 0.879 0.630 0.781 0.808
24~48 1.41 1.31 1.41 2.00 1.82 1.17
FLHERG | 48~72 1.71 1.69 1.68 2.33 2.49 2.66
[H] 5y 72~96 2.09 1.13 1.19 2.42 2.11 2.30
96~
1.77 4.03
106/1082
/#4570

a: [phe-4ClAF > 2L 7 4 VFE- T 106 FEf#], [pyr-14ClA FH > 207 ¢ A4 5ClX 108 K]
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F9 FEMITHITHHKBHY HPLC ) (ug/s)

. . R | M | A Tl H
L v . .
PR ﬂ FOHRE | Hisy b | AL C H KFEE | FRIE

7 4L
p— 168 4.61 3.06 | 0.012 | 0.297 | 1.25 | 0.014
' (98.7) | (65.4) | (0.2 6.3) | (26.5) | (0.3
0.624 | 0.582 | 0.010 0.032 | 0.021
X ik 0.649 ND
il 96.1) | 89.7) | (1.5) 4.9 | 3.2
| 0.316
i 0.313 | 0.304 0.009 | 0.003
1153 )
[phe-11C] | py | 0302 1 99.0) | 062 | " | NP | @8 | @o
Fay e 0.331
ANT 4| | BT 4.85
A 5.15 4.97 0.180 | 0.037
v R 4 ND ND
g | | 540 | oq 6 | (95.1) 3.5 | 0.7
K 5.40
sl a 0.415 0.413 | 0.382 ND ND 0.031 | 0.002
(99.6) | (92.1) (7.5) 0.4)
PR [6.2] [6.2] [0.4] [0.3] ND [5.5]
3 [32.7] | [21.0] | [9.1] [3.3] ND [8.6]
o 508 3.87 2.53 | 0.017 | 0.140 | 1.18 | 0.068
' 97.2) | 63.7) | (0.4 3.6) | 29.7 | (1.7
0.632 | 0.593 | 0.014 0.025 | 0.039
Ex Hs
al 0-676 1 935 | @rm | @ | Y | a7 | 6.2
fih i 0.315 0.278 | 0.275 0.003 | 0.003
[pyr-14Cl | py [ FI | 0282 | g0 oy | (g75 | NP | ND 1 o) | (0.9)
FH B | 0.249
AT A | e BF | 4.46
W " Cemm | ate 4.06 4.02 ND ND 0.037 | 0.020
Wi - (99.3) | (98.4) 0.9 | (0.5)
K 3.64
_ 4 42 . )
oy 0.479 0.465 | 0.428 ND ND 0.037 | 0.007
(98.6) | (90.8) (7.8) (1.4)
PR [4.2] [4.2] [0.3] [0.1] ND [3.8]
E [38.5] | [23.1] | [8.1] [1.6] ND [13.5]

(): %TRR []:%TAR ND: &+ /: & ERL

a: 1| B#E5% 72~96 Bl o 7 — Vi Eh R HW b v,

b Pl e T 7 — PR A A T,

o EEORRERFYOAFHT, B—koORKMEIE, [phe-ClA x4 AT 4 W GRECE
B O 0.239 ng/g(5.1%TRR) Th - 7=,
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(3) =T +Y

PEYRES (Bovan, —H#ME 10 3P1) (2, [phe-14ClAF ¥ AL 7 ¢ L% 13.9 mglkg
fa B X x [pyr-14ClA 4> 27 ¢ L% 13.1 mg/kg fAEtOHET1 H 1[0, 14
H D 720 E L, BiiRPNEMRERD M Sz, IR OEIE 1
H 28], MKIAGEANEONC 1B H 5 0.5 IRefi], 1 RFE], 2 R, 4 FREfE,
6 M5, 8 MR, 10 B[], 12 R KLY 24 Bi#4 . #leds & ORI TR &% 5 6
RFfZ ICE N E NI S v,

BB O R ST REIZER 10 1T
12 1T RSN TWD

BHRGREZRBWT, ERIKOEWIC LD BHERZIRD LN o T2, B5hk
STEEIT 74. 7% TAR~83.9%TAR A HEMt 4 HITFE 0 & v, IR FR 88 HUH RE TR BE 13 %
5.9 BRRICEFEIRRBICE L, BH% 9~14 HIZ 1.01~1.51 pglg i@ H iz,

g M OSEAR TR OFR B A REIR X1, BB CRe b mi< . &K 5.33~8.01 pglg
ThHY, WNTEE, REBEII TR T,

g K OSHAR HP I ONTIRFR O W TFUCBW T Y, EERDIIRE( LD A F 4
ANT 4 THY . ZOEFENGEHY C KO H 23, HIEEORFEERHD
RWOLNTZN, WTh 10%TRR Kiifi TH - 72,

AW AT 4 VOPFEINFRIZ BT D EEHRREE X, OBV U U BROKERL
12X B C D4R @ F L AR = VD T H F A A L A EY
HoAkThsdrEEZLNTZ, (HM2, 5)

L IR O GTRRIEER 11 12, REmIEER

# 10 HHBPOEZHRSTEE (%TAR)
— [phe-“C]ﬂ‘%‘H‘ [p}ir-MC]ﬂ‘ﬁ’\**j‘
S ZIVT 4V S ZIVT 4
PEt 83.9 74.7
HbE 3.2 3.7
Ir— YRR 1.3 1.3
B 2.2 2.3
JFF ik 0.6 0.6
ENpE 1.1 1.3
A 2 1.3 1.4
HERS = 1.0 1.3
R = 0.9 3.2
aEt 95.5 89.8

a: JENHIZARED 2.8%. fhAIE 53.6%.
FNEFRE L CHE SN,

18
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£ 11 Db DEEMETEE (ug/g)

gl he-14Cl A 4> r-1ClAF
FURHERER H v X/lx]7 e /ljj- [pyX/I/]7 P /ljj—
O I T = N e
1 ND 0.069 ND 0.061
2 0.105 0.213 0.118 0.143
3 0.205 0.381 0.232 0.263
4 0.418 0.480 0.439 0.582
5 0.612 0.668 0.562 0.654
6 0.794 NA 0.316 0.610
7 0.906 0.916 0.440 0.763
8 0.999 0.985 1.24 0.858
9 1.09 1.02 1.44 0.853
10 1.15 NA 1.35 1.01
11 1.06 1.31 1.17 1.06
12 1.12 1.10 1.44 1.11
13 1.14 NA 1.51 1.13
14 1.16 1.28
ND : &g NA: BB L /@47l
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#z12 KRHEHEPORBEY HPLC Ho#T)  (ueg/g)

- " R | M | A Tl H
Rk PR i | ma | van | o H |RREE 7%k
7 4L

- 0 56 2.50 1.39 | 0.021 | 0.051 | 1.05 | 0.021

' (97.8) | (54.3) | (0.8 (2.0) | (40.5) | (0.8

fin | MO | 0.204 | 0.365 | 0.361 0.004 | 0.016

ND ND

| IR | 0.558 | (95.7) | (94.7) (1.0) (4.3)
[phe-1C] BT | 6.49

F¥4%> | 5 = 6'05 5.90 5.82 | 0.047 ND 0.035 | 0.018

ANT A | B : (99.0) | (97.6) | (0.9 ©0.6) | 0.3
L N | 5.33

1.05 | 0.997 | 0.013 0.038 | 0.003

o 1.12 (93.6) | (89.1) | (1.2 ND (3.4) (0.3)

BE [83.9] | [72.9] | [22.8] | [12.7] ND [37.4]

o 5 80 2.76 1.64 | 0.020 | 0.140 | 0.958 | 0.008

' 98.7) | (58.7) | (0.7) (5.0) | (34.0) | (0.3

| MfB | 0.233 | 0.377 | 0.373 0.004 | 0.008

ND ND

| A | 0.536 | (97.9) | (96.8) (1.1) (2.1)
[pyr-1C] BF | 7.39

F¥H | g - ' 6.98 | 6.85 0.133 | 0.164

ANT 4| Hﬁf’ 80l Lot | s | NP M e | @)
5 N | 6.02

1.25 1.20 | 0.013 0.035 | 0.062

o 131 (95.3) | (91.7) | (1.0 ND (2.8) (4.7

BEN) [74.7] | [65.7] | [30.8] | [8.7] ND [26.2]

() : %TRR []: %TAR ND: I T

a: 13 HAFRI L VPRI O 7 — VB v b7,

b T OUR ([phe-4ClA 4 27 4 MEGREO L) 137 v T 7 —BhitiE % & i,

o EHEORFERBFYOEF T, B—mr O KMEi, [pyr-4ClA ¥4V 27 4 VEGRIZET
2 i @ 0.180 ug/g(6.4%TRR) TH - 7=,
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2. WEYERNEMRER
(1) K%

IREBEHNTHR Y B LK (B : =2 e B V) 12, [phe-4ClAFH > 2L
7 4 VX [pyr-14ClIA F 4 AV 7 4 V% 300 g aitha #5 L < 1% 900 g ai/ha O
BT, I BRERNICKEAEE L2, 300 gai/ha LXK CI%, A 84 H# (
FERIUY) 12238 2, LB 118 AR (REICHER]) 1220k, bk, b b Kk
OMRE A, 900 g ai/ha ALERX TiX, AH 30NN 6 BHRICEKEREZ, TNTH
BRELL C. AE RN TE m RRBR A S S T,

BB O RSTRE A L O IIL, R 1BITRINTWD,

BN FER OB O E BT RERE 1L, R CTRbL AL, KW TRDL, b
I DINAT I > 7o, AIEEHO LK TiEm bK<, 0.0262~0.0279 mg/kg Th -
776

FERSE LT, KRENDOFFH Y 2T 4 ABREKT 95.9%TRR (ZEHEES,
RLER 3 W) . N A 28 11.4%TRR (L3S, PRIBREE) . ThEhid
BTz, ZOEFENMIBEORFERFY DB SN2, Wb 10%TRR K
W CHoT,

KRBIZBIT DA TV AT 4 VO FEERBHFERIL, T — VEBOIKS
FRIZ X D A AR TH Y | D% S BITHiE%E% T, BRI IR K
BICBVAEND EEZ BN, (2, 6)
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& 13 FHMPOBFARIMRUKEY (ng/ke)

_— - wrkeE | w4y Tl H
R PR e | mey | van | A | kAEe| s
7 4L
T 16 1.14 0.760 | 0.0846 | 0.120 | 0.0260
v ) (97.8) | (65.3) | (7.26) | (10.3) | (2.24)
” 0.0235 | 0.0061 | 0.0001 | 0.0000 | 0.0027
ZK 0.0262
(89.7) | (23.3) | (0.30) | (0.08) | (10.3)
0.202 | 0.189 | 0.0015 | 0.0099 | 0.0245
y Friik 0.227
[phe-14C] = (89.2) | (83.4) | (0.67) | (4.36) | (10.8)
XY A _ 0.456 | 0.358 | 0.0405 | 0.0400 | 0.0715
HRERE | 0.527
Az | TR 86.4) | 67.89) | (7.69) | (757 | (13.6)
=%
10.8 10.9 0.557
| AL 3 11.4 ND ND
o - 95.1) | (95.9) (4.90)
w6 | 9298 2.06 1.82 0.100 | 0.153 | 0.219
(90.4) | (80.0) | (4.48) | (6.77) | (9.59)
FREB 2.26
1.13 0.710 | 0.106 | 0.112 | 0.0468
fio b 1.18
" ©6.1) | 60.8) | 8.97) | (9.20) | (3.91)
_— 0.0279 0.0260 | 0.0025 | 0.0000 | 0.0000 | 0.0020
(92.9) | (9.05) | (0.12) | (0.03) | (7.06)
. 0.128 | 0.117 0.0053 | 0.0299
ty IRk 0.158 ND
[pyr-14C] 811D | (74.2) (3.36) | (19.0)
F X _ 0.291 | 0.212 | 0.0403 | 0.0210 | 0.0622
B EC | 0.353
vz | TR 82.4) | 60.1) | (11.9) | (5.9 | (17.6)
==
= 12.1 11.5 0.109 | 0.413 | 0.684
HE| AL 3 12.8
- . (94.6) | (90.2) | (0.72) | (2.98) | (5.36)
JLE 6 | 38 1.24 1.13 | 0.0818 | 0.0476 | 0.136
(90.2) | (81.6) | (5.92) | (8.45) | (9.84)
FRAES 1.54

( ):%TRR ND: HHXIT /: o0& nd

o EORFENRBEWO G T, By DR NEE, [pyr-14ClA 4 217 ¢ VAL X TALEL

3BT S N 2IEE D 0.197 mg/kg(4.94%TRR) TH - 7=,
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3. TiEAFEMER

(1) FRAEKLTIEDERAER
AL (KD KL, 25COMRSRFETT14 HMZ LA v FaX— kLI
#%. [pyr-14ClA 4% 27 ¢ )V XiZlphe-14ClAFH > A7 4 /L% 0.3 mg/kg
WO RBE TR L, 182 HMA v F 22— bk L TR T3 g ay sk B 23
Fhi S ivic, £, WE LI [pyr-4ClA F 9 AL 7 4 L X [phe-14Cl A% 4
VANT 4 VEFERRICIEA L, 112 BREA ¥ a2 — M 290 HEX DR IT 5
iz,
ISR K T HEIC 3 1T DU RE A8 M OV i 1%, &R 14 IR ST 5
FEBEALE X T, RELDA TV AV T ¢ uid, Y4 H O 100%TAR~
103%TAR 725, R THIZIE 86.9% TAR~91.4%TAR F T L=, %5
iy & LC. A DNIRBRIE THRIZ 8.09%TAR~8.41%TAR 386 H A7z, /KJE D Jith
BEIE., ALFEY H D 1.10%TAR~1.70%TAR 75, #RBERF& THHZIE 0.08%TAR~
0.13%TAR % T L7z, 14CO2 1 LFER & THFIZ 0.01%TAR~0.03%TAR 78 &
iz,
BE EEXICBWT, RENOA TS AT o i, A 112 B#IZ
93.0%TAR~95.7T%TAR 58 H AL, 77 A D3 Fe K 2.86%TAR 7 8 b7,
ﬁﬂ%@ﬁi@ BIFDHAXY Y AT ¢ VORHEE LEIE, 925~1,060 H

mémﬁ_o
ﬁﬂ%@*i@ BIFDAFH Y 2T 0 VO FEESRRRIT, X —L
BROBRRICE 20 A ODERTH Y . RAEMIZ COITHRINDI1EN, Hlit

FRIIZHLD 3A iﬂék%z%ﬂto (ZM2, 7

2 WTHNORBRICBN TS, HIE USDA 7335 <,
23



14 HFREGEKLIRICE T HBARITMRUSHEY (ATAR)

e |
BEE | B | A% %it@ fjj’; A || MCOs | DR ;’;E
X | (H) oy
0 101 | 103¢ | 0.25¢ | ND - 0.07 | 051
45 101 | 102 | 065 | ND | 0.00 — 0.74
[phe-iCl7 | | 28 | 99.6 | 989 | 215 | 020 | 001 — 0.96
XA AL 56 | 99.2 | 98.0 | 3.83 | 0.27 | 0.02 — 1.26
7 ANV 182 | 97.7 | 914 | 809 | 021 | 003 | 007 | 2.39
W | 14 | 969 | 980 | 058 | 0.35 — — 0.94
112 | 93.7 | 957 | 2.86 | ND — — 1.42
0 98.6 | 100¢ | 0.72¢ | 0.71¢ | — 0.15 | 0.72
| 7 97.2 | 981 | 0.75 | 0.69 | 0.00 — 0.94
pyr-sCl | PR | 28 | 979 | 967 | 235 | 067 | 0.00 — 1.20
XA AL 56 | 962 | 949 | 432 | ND | 0.01 — 1.48
7 ANV 182 | 942 | 869 | 841 | 056 | 001 | 0.07 | 2.96
s | 14 | 989 | 986 | 050 | 1.40 - — 0.87
112 | 975 | 93.0 | 1.83 | 1.64 — - 1.22

ND: s d —ofrsnd

ar Bl AT DO RF FE RSy D EFHE

b FEEREOKIE AW S| Ate . 1/4 BANRBELERZ ITHRIE S L7,
o KREDHE L DEE

(2) BRWETERERTRER

WL (KW OKRGEEEZRKREKED 50%ICHEL, 256 COREEMET T
14 HEZ' VA v Fax— |k Lz, [pyr4ClA x4 27 ¢ )L X iX[phe-14C]
F¥H Y ANVT 4 V% 0.3 mglkg FzEOHETHUELL, 182 HREA % 2X— |
L CHAA EE T EmRBR N £ Sz, £70. W@ HE I [pyr-14Cl A F 9
L7 4 VX phe- UCIA XY 2L 7 4 LA FIRICIRA L, 112 HEA > F 2
— MO X IT b7,

R I BT 2 BN L O EIE, & 15 IR STV 5,

FERFENFX Tl3. REDOA XV 207 1T, ALY H O 100%TAR~
101%TAR 725, R THIZIX 95.2% TAR~98.4%TAR & 72~ 7=, 5/ i
& LT, ANRBRK THICHR K 4.61%TAR~4.7T7%TAR #2 7=, 14COq TR
BRA& THFIZ 0.38%TAR~0.51%TAR 38 HiL7=,

W THEXIZBW T, REMOA XV 207 ¢, W 112 HEIZ
99.6%TAR~101%TAR 8D H L, 70 A 3 KT 2.19%TAR 78 b7z,

R HEICB T 54X 2L 7 ¢ L OHEE R, 2,460~5,870 H & &
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H e,

ﬁ%%i@ BIFAFXH Y 2T 4 VDO FESRRRIT., X —LEED
BAZUC L B0 A DR TH Y . Btz COL I fES A 1ED, fHFRE
WZHL D A iﬂé EEZoN, (B2, 8)
® 15 WFRMTIEICHITHAMETRED TR U Y (%TAR)
| LR N
o " +# | AxH !
2 : ol ) 1 gv |
R B PR i | 2 | A KR €O | AH R
X | (H)
7 4
0 103 101 | 026 | ND _ 0.04 | ND
;; 28 100 | 999 | 1.78 | ND | 0.12 - 0.52
[phe-14ClA4 | P _
e 56 101 102 | 244 | ND | 0.18 0.61
- 182 | 999 | 984 | 461 | ND | 038 | 0.03 | 0.93
| 14 996 | 983 | 072 | ND — — 0.48
112 | 988 | 996 | 2.19 | ND — - 0.61
0 99.8 | 100 | 046 | 0.74 -~ 0.07 | ND
?F 28 99.8 | 983 | 203 | 038 | 0.15 - 0.61
[pyr-11Cl4- | % 56 | 991 | 980 | 254 | 024 | 023 — 0.70
xygy =z | B
- 182 | 970 | 952 | 477 | 051 | 051 | 0.08 | 0.94
| 14 100 101 | 0.84 | 0.80 — — 0.38
112 | 99.7 101 2.17 | 0.53 — — 0.61
ND: BHHEh+ — :ofhrand

a Bl AT DO RF E RSy O EFHE
b FEEREOKIE AW S| Aite . 1/4 BAVRBELERZ ITHRIE S L7,

(8) TiEmAERE
SREOENEE [ MVEEE ) L L (OFE, OF&E) . v b

BHhit (&

K

sHER

25

) ROWt (Eig) 1 Rz
B HWMAEREIT, £ 16 ITRSNLTWD,

B i A akBR N ot S 7=,
(2. 9)



&16 BSLEICHITIRBRERY

R Kadsg Kadspy, Kdes Kdespg,
v NEHEE L e 11.4 522 13.1 601
B +Da 6.3 208 5.8 193
®+0O 10.3 2,350 11.2 2,490
v NEHE L 18.3 511 22.8 638
W+ 3.6 645 5.4 1,090

Kadsp J () Kdesp @ Freundlich OWE SR M O S15R%L
Kadspoe 2 TN Kdespo, 1 AHEIRFE G A RIZ LV HIE U7 RS RE O ERE
a KK 133

4. KepEdREER
(1) hnkofEEER
pH4 (7 = afEmERR) . pH7 (U UEERERENR) T pH 9 (R U ERRERETTR)
DB IREBE IR, [pyr-14ClAFH Y 2L 7 4 L% 1.0 mg/L & 725 K 512
L. 50CORESMTTH HMA & a2 _X— F UL THIKRG RN I S iz, £
7o, pH9 (R UEEFEER) OWEEERIZ, [pyr-14ClA x4V 217 4% 1.0
mg/L £72 2% XU L, 25°C, 40°C X 60°CDR5AT CThcds 30 HIFA v F =
AN— |~ U TR fiaklii Hs 56 < v 7z,
pH 4 KON 7T OFFEEIRFIZBN T, XYY 27 0 WHT & A EofRET
WETH-T,
pH 9 OFEEE T TIX, AV 207 0 VITRIFIITIK SR S v, FELS
ity & LT, ADRKT 79.2%TAR (60C) iBd bz, AFH Y A7 4D
HEE L, 200CT638 H, 25°CT 268 H &Ex Hiiz,
FHXH ) 2T 4 VO EENIKRGIRERERIT, A XY — VRO L 50
MADEKRTHD EEZ LN, (B2, 10)

(2) KRS EHR EERRUTBRK)

WE U EEREER (pH 7.00) K OWAE HARK (pH 6.87) 1Z[pyr-14ClA4F >
AT 4 VX Z[phe-UClAFH Y A7 4 )% 1.0 mg/Ll & 725 X5 IZRIM LT
%, 261 CCHRE 14 IS/ 707 OtE : 22.6~23.8W/m2, T
0290 nm Kiiix 7 4 V2 —THhHv ) ZBE LT, KPR s
iz,

FREE e VBRI B W T, XYV 207 4 L OREITFEL) T, R
THHZIX, BEE T TlE 97.8%TAR~99.7%TAR., HR/KT TIL 81.9%TAR~
86.6%TAR #8 HiLiz, oL kimiE. i RKEERT T 1.9%TAR, HRKH
T5.2%TAR @D LTz,

AW AT 4 VORISR T D HEE R, BEER T 331 H

(RRREZFRGEHEME T 1,000 H) . BAKH T 52.6 H CGRREZF KRG L
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BiET156 H) Tho7-, (BB 2. 11)

5. TIERABRFER

KUK A& - g (K KOVPRE L - 3L (T3E) Z2HW T, x84y 217
A VROV A % Tkt g b & & LT R R B 3 520 X vz,

ERIIE ITIORENTWD, (BR 2, 12)

F 17 TIREBSABRNIE

HEE (B )
kiR R = = FXH S ZNT 40
FXY VAL T 4L R Ab
e K A - 7.9 9.5
6iﬁﬁ% 900 g ai/ha
GNERN ) MEET - 3.2 3.4

()

CRIA (XY R 4L 8.0%) & ffE
b A Y R T 4 VRO A AR AL T 4 VITHE LD A&

6. FMEZREHAR
(1) EMEBHR
KRGz FAWT A 27 4 VR ORE A 2 08 b e & LI Ew
PR BR N it S vz,
FERITAK 3 IS TV D
T XA AT 4 VO KRB, SofEin 108 HZICINHE L72fGh 6 D
0.47 mglkg THY . ATEE (ZK) 2BV TE, EEER (0.01 mgkg) AR
Thot=, KW AIE., WThoREHZ BT, EERA (0.01 mgkg) A
Thole, (W2, 13, 14)

(2) BEMZRBHR

@ BEHF
WAL (RAVAZ A FE, PIRRE - M 198, &G/ — Bl 3580) (2. A%V
VANT 4V 28 B R0 (RAER 0. 1. 3 LT 10 mg/kg filkRs) %
5L, A N R L ORRR T O A 5 2L 7 4 VB SIS am e Li-
SIEM R BN i S vio, LB 1 B, &5 1 H, 3 H, 5 H, 7H
10 A, 14 A, 18 H, 21 H, 24 A& 28 HIZ 1 H 2 (A, figds & ORI
B b 24 FFRILINIZ . 2R E B Rs v7z,
FERITAK 4 IR TV b
FITFHIZBNT, XY 27 4 VO REERIEIL. 10 me/kg SilBHH Y £
H#ET 0.38 pg/g. 1 mg/kg B Y # 58T 0.03 ng/g Th o7,

3 OARRBRICRIT 2 MEIE, 1EWIRERER D D15 O N B EY OFRE IR EE D b T S 2 FoK ik
AR L R L TR o Tz,
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o N ONHER I Z BN T, XY 2V 7 4 VO REZEIL. W ofs
FEIZB W T ORI CRRO B 41, 10 mg/kg falBHE Y & 58T 2.82 nglg. 1 mg/kg
fABHR S & 5/E T 0.36 ng/lg ThHho7-, (B2, 15)

Q@ ERZR

FEONGES (V= U T T4 b, xHHREE M5, # 58 Bt 1520) 1o, A%
P2V T 4 v E 28 HRENEEE (K : 0, 0.2, 0.6 %O 2 mg/kg filkh) #5 L,
IS DN JEE B ONAER T O A AV T 4 VSRS A & LT-SEY
PR I < ivTo, IS G- 1 HAEl, &5 1 H, 3H, 5 H, 7TH., 10 H,
14 H, 18 H, 21 H, 24 A KLU 28 HIZ, lgas Xk ORI T A&t G-HZIC, £
BRI ESNT,

FERIIBE 5 IR EN TV D,

PIHZBW T, ATV AT 0 VOB KFEEEIL, 2 mg/kg il BHE Y £ 5-8%
T 0.30 pg/g. 0.2 mg/kg fEHE 2 & L5HET 0.03 pg/lg Th o7,

lges M OSERRTP Ic B W T, XYY 2T 4 VO REREIL. WTho®#kh
BB W T O TR H AL, 2 mg/kg BIEHH Y & 58T 1.04 ug/g. 0.2 mg/kg
FAEHA Y B /LT 0.26 pglg Tho7lz, (B2, 16)

(3) ANEICB T SRR EEEE
F XV AT 4 VD AIRKIRIZB T D FRERE CH DK EMED I ET
R OKPE PEC) K OVEMRMRE (BCF) %I, MO R KHEEERE
ENEH ST,
F XY 27 4 Vv OKE PEC 1X 0.22 ng/L, BCF 1% 42.9 GHHEHE) . A0
HEIZ BT % RHEEFEREMEIE 0.047 mglkg ThHo71=, (B 2)

(4) HEHERE
B 3 DIEM R SR, B 4 Je OV b D& FEMFRRE R O 43 BT eI DN fa 45
(BT DR KRHEEREEEZRNT, IFY Y 207 V2 RIS E & L
BRI BT O ERS N HHEERRENE 18 IR STV 5 (il 6 Z2 ),
B, AMEEREOREIL, BEUIHFEINTMEHNTENG, xR
VT 4 N ERROFER 2R AR T, 2TOBMAERICHER Sh, 2o, &
I~ DI S ERLO R RHEEFRE AR L, L - FEIC X 57888 BRI
N IR EDRTED TITAT- 7,

¢ ARRBRICRIT 2 RIE, 1EWIRRRER D D15 O N B R OFRE IR EE D b T S 2 oKk
AR L R L TR o Tz,
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F18 BmHMALERSINDIFFHIYRAILT 4 ILOHEEERE

[E] R E) /NE(1~6 7%) VAR i (65 kL 1)
(A% : 55.1kg) | UKE : 16.5kg) | (K : 58.5kg) | (A : 56.1 kg)
B 37.8 30.0 41.8 29.6
(ug/ N/H) ) ) . '

7. —HREEHER
—REEEEERIZ OV TR, 2R UTCEBHIREE N 2o T,

8. SMEMHAER

(1) 2SR
F XV 2T 4 VIR E T AT R ER S i S s,
FERIZER 19ITRENRTWD, (B2, 17~19)

x19 F[ESHHARERBE (RiK)

B 5 By Fli LDso(mg/kg 1K) . .
i PER] - % it i RS IUTER
58 : 300, 2,000 mg/kg {KHE
2,000 mg/kg IKE : B EEMK T
Wistar Hannover K OMRJEFHOBEN S 2 H)
o a 7 v b 300~2,000 |300 mg/kg IRELL | : HEHE & OV
It 9 pu W E (B E 2 i ~3 H%). &

i (&5 2 FEfil~2 H#)

2,000 mg/kg (A H TEHIFELT

Wistar Hannover

TRz b VA >2.000 >2.000 |[GEREOBETH]Ze L

BERES 5 P

Wistar Hannover LC50(mg/L) Iﬁ:ﬁtﬁ . jﬁ&ﬂ% /\ %%FE' ﬂ&% {Z’K
B r l/wv-

A e Sk o o BRI 25

HERERS 5 I ' ' 2.03 mg/L CHET{i
[ FEhpdd
a: PRSI KX DR, S LT 0.5%MC KRB AW BT,
b . 24 BFfE BAZERLFT

D4 B (L A)

(2) 2mESHHER
Wistar Hannover 7 v & (—HEMEMES 10 PT) Z W2 HEGREIRE O (RIE
0. 25, 200 K% TN 400 mg/kg (R, EEE : 0.5%MC KIFK) Beh12 X D2k
R PERBR N L6 X7z,
FEEGHETRO DN FEAT AT, £201TRENTND
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PRSI ERL AR 2RO A IS B WV T AR GIC L 2R BT b o7,

AFBRIC VT, 200 mg/kg (REELL B3 G- HE O MERE CTAIEAR T, B B Sk
VENRDO LN &G, BEEREITMELS b 25 mgkg FETHLLEEZXH
niz, M2, 20)

F20 EFESESR (Svbh) TROONEFEEMRE

B 5RE JAi3 i3
400 mg/kg A - FETC(1 ) TR, IRER. ERIRIKT
 HRER N OV BRI T N OV
- %R K T (FOB) - BEFLEHE R GERIZRIRRERI D)
(5 4 FfE1%)
200 mg/kg IRELL b | - HiiE S - (RIRIK F(FOB) (% 5- 4 BEREI#£)
CREBIIEIGR S 7 B RO | - BRESHERD FOB)(#%5- 4
14 H) REfE)
- LA R GEMZRRERIZD)
(¢ 5- 4 WeRI#%)
- RIEAL T (FOB)(# 5- 4 Wefi1#%)
- HES B (FOB) (% 5- 4
RERI1%)
25 mg/kg N TR L TR L

§: 400 mg/kg FEKGHE TIIMEHEAEETLRVD, MERGICLOEELEZ DN,

9. IR - REITxT RIBIER UK ERIEMAER
NZW 7% 72 iR K OV BRI MERBR N e S iz, 2 ORGSR, IR
BT LT, I <R ORITEMEDFED BTz,
Hartley E£/VF v k% H 2 B ERAEMRER (Maximization ) 2Nk S,
fRIIgtECThH o7z, (B2, 21~23)

10. BESHSEHERAR
(1) O BRESMEEEE (Tv )
Wistar Hannover 7 v & (—#EHERES 10 PT) & HW2IREE (B - 0, 150,
550 K TN 2,000 ppm : FERAEREITE 21 M) &512X 5 90 H M HH 2
PERRBR S Tt S 7z,

F21 0 BREBEIMEMEHER (Sv b OFHREERE

B h5-8 150 ppm 550 ppm 2,000 ppm
SRR AR 1 9.42 32.7 116
(mg/kg A FE/H) i 11.0 39.5 129

FREF TR b EEATRIT, K 21ITRENTWD,
AFRERIZ I T, 2,000 ppm #52-5-F DO MfE-E T OEMERTMISAE RS 235860 & iz
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D mEMEREITMEE L 550 ppm (F: 32.7 mg/kg (KE/H | 1 : 39.5 mg/kg
KE/R) ThrEEZXON-, (HMR2. 24)

F22 90 BREBIAMEMERER (S k) TEOo=FHEHRR

B 50 Vi3 i
2,000 ppm - HLERTE (B G 1 LA . G 1 L), Rk
- REHE N & OVE EE &R (&5 1 LI L O EGR 5 1
(&5 1 FELLE) T LARE)
- PT Jy OV APTT #E R - BEALESE R (BE5 1~2 )
+ GGT, T.Chol }2O° BUN Eg/n | - K 588040 il o OVE €5 & 8/
- E SR (51 M LL)
- ONE M TR AR K - RBC. Hb } O Ht g
S E ERENCE Y + PLT } O Lym #41
- PT X O APTT % £
- GGT. T.Chol. TG K ONLAiE
BRNN I
-+ Glu A
- et 2 ONE B S AN
- ONEMERFRIE AR
- RS B RIS
- PHBARTE iR ZE AL S
o FLIR AR A B b Rz AR e k8
550 ppm LA T mIERT R L mIEIT R L

S HENAEEER RV, RS ARELEZ LN,
NN T TN RE RN 2T VI LD AT TF Y RN R T AT LHEER S LT,

(2) 0O HEEAESHHE (THR) °
ICR v~ v A (—REMERES 10 PT) Z VW78 (5K : 0. 1,750, 3,500 KX
7,000 ppm : FERRAEREILER 23 2 0) K528 D 90 HEHEMEEERBR A
FEhE S T,

#&23 90 HREBEIMEEMEHR (YVX) OFHREERE

B HRE 1,750 ppm | 3,500 ppm | 7,000 ppm
SEV R AR B i 229 464 894
(mg/kg AHE/H) i3 267 509 939

KRG TR AT RIT, R 24 TS NTW5
1,750 ppm LL B8 5 REDREREC/NE AL réﬂfr-fﬂﬂﬂaﬂﬂjwjm D BT, 3,500

S hEEEEHEELVD CITRL, ) .

6 18 72 H N AMERER (=7 2) [11. (3)] O ERERR & L THEM SN2 GLPRERTH U |
R A, AR FROMRA K QYRR LI S AL TWVZRWS, BN A RTA4 & FE L TND
Z& [11.(3)] THE S TORW IR PRI A & O A L P RORRAT S S S LTV 2 &
5. RHMEEE L7z,

31



ppm L& G OMERE Tl #2795 MR AL ri /3T A — & OV
MR FEOEERNRD LR Te 2 LD, JEIsHE Wtﬂ@é LEZLNT,

AFRERIZ I T, 3,500 ppm LA GHEOMEME CREHBFENRO N2 Lo
5. MERVEEIIMERE S ¢ 1,750 ppm (M : 229 mg/kg M—VE/EI\ Mt - 267 mg/kg
KE/H) ThrEtEZLN, (M2, 25)

&24 0 ARBSMEEHR (YOR) TROONE-EUEMR

BeG8E VA3 i3
7,000 ppm - HERE Y BN - BRI (B G 1 E L)
- JHR SR R ONEE B AN - ALT #0
- FRRAR A B b Rz AR AR K - AT M OV B EE N
- NEE AL IR K < NZEHR R AR AR K
3,500 ppm PL b | - BEIEF SR G 7 H LK) - B (G T L)
1,750 ppm mIEPT R e L RO A 72 L

SRR BRIV, REREGICL B LEL LN,

(3) 0 BB MEERER (1 X)

E—7 VR (—HEMERER 4 T0) AW ek O (RIK 0, 3. 10, 50
KN 150/100 mg/kg RE/H ) #5012 £ % 90 H RS FEMERER 23 S5hE S 7,

B GHETRO DB AIE&R 26 RSN TV D

ARERIZB VT, 10 mg/kg RE/H LA BB GEEORER O 50 mg/kg RE/H L E
BHFEOMET ALP ¥0, /NEROEFMRIERERRD b2 &b, s
PEEIIMET 3 me/kg AE/H, MiT 10 mgkg (AHE/A THH LEZ BN, (B
2, 26)

7 > 150 mg/kg AR/ H B GREICE VT, FG 1IEICE LB K OMKERD % R T B 253
DOHNTZZ EnD, 859 I EG A2 P LT, #4512 A5 100 mg/kg (KE/HICEH S
7=
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&2 90 HHEBEEMSMHR (1 X) TROON-FMMR
5 HE I i
150/100 mg/kg - Alb A KON AIG HAR T - ORI (e - 2 1)

NGRS

- REED %G 1 08) S i OYEER
B 5 1~3, 12 #)

 NBERUD AR 82 a

3 mg/kg {KEE/H

mIET R L

. GGT K1
. TP %0} Alb J5b
50 mg/kg A/ H - ALP 540
us PP O B
= NFERE R B AE K
10 mg/kg /K T/H | - ALP #/i1%1 10 mg/ke PR/ 0 ELF
oL F - M R OV B R S IERT LR L

: 10 mg/kg RE/H &% 58 CTIIREHAA EZE T2 WA, RIKEGORELEZ S,
§2 B A= O SR =l ARV *ﬁﬂi?&ff@%ﬂ‘k%z 5T,
aﬂOmM@W%W&@ﬁfilm@ﬁf 1D B2 b, [FEAE T ALP X ONTFE SO EEIZE6H
b,

(4) 0 HEESMHESHERER (Sv M)
Wistar Hannover 7 v & (—#EHERES 10 PT) & HW2IREE (B 0, 150,
550 K O 2,000 ppm : FARRAEIEILER 26 2H) K512 XK 2 90 H [HIH R
e MR N S S ATz,

F26 90 BREIBAMEMHESESAR (Sv b)) OFHREERE

e 58 150 ppm 550 ppm 2,000 ppm
SE R AR B 1t 9.49 35.2 124
(mg/kg {AE/H) i3 11.5 41.3 133
KRG TRD b RIEE 27T IR TV 5
AR B M A I B WV T, IR 51T & %Zﬁi.“ IO N2 o T,

AFERIZIBV T, 2,000 ppm &% G- BEOMEME TR EATE R O, IRIEE DGR
b=z Lnh HEEMEEITMEE S & 550 ppm (M : 35.2 mg/kg {KE/H ., M -
41.3 mg/kg (AE/H) THhHEEXOLNTZ, (B2, 27)
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& 21 90 HiEESMAESMERER (Sv k) TROLON-FHERR

B 58E JAi3 i3
2,000 ppm - BEATENR O HE G 7T HEL | - BREITEIR O FEE 5 B L
KR, IRER(R S5 7 H L) M), IRERAR G 4 BUR). %
S REBEINIG L OB R | SR G 4~12 A)
($e5- 1 HLAKE) . M@tﬁﬂuﬁn%mmgﬁﬁi %%
(B 51 L)

- HIER S (FOB) (8 5 4 i
KON 13 38) Fo OV Hit BRI Rk
L (FOB) (3% 5- 2 KA T8 4 1)

- IR B A 2 7 EIN(FOB) (#%
5. 2 )

- B3SEBEHMEFEOB) (&5 2
P, 4 MO 13#)

550 ppm UL F BT R L T R L
SRR RAE EEIT RO, REREORBLEZ ST,

1. BUSHHERRURELS AR
(1) 1 EHEESHERR (41 X)
=R (—REERER 4 VE) B W= 7RO RIK 0, 1, 5 %OV 30
mg/kg RHE/H) 52X D 1 FERMEMEFMERRD Tl S v7z,
B 5 TR DT BT AITER 28 I RS LTV D
AFRER | L:m\f 30 mg/kg R/ H & HHEOMEMET GGT #NS, /INFER L
R RENGBO b Z End, MEME &I S L 5 mg/kg (KE/H ThH
LHEEBEZONE, (ZH2, 28)

&28 1FREEMEESESHR (/1 X) TROOIEFEMRE

i i3 it
30 mg/kg A H/H « ALP O GGT #5/m - ALP O GGT #5/m
+ Alb J8iD - JFfser M O EL R BN
« JFHEer M OF L EE BN < INBE DM A AE A S
- NBEADPERT AR AE K S
5 mg/kg (RE/HLLT | BT AR L TR L

D MEEHFRA BTV, MIARGORE L EZ ORI,

(2) 2FMHEESESE/ RPAMHEHAER (SY )
Wistar Hannover 7 v ~ (G823 APERE « —BEMERESR- 51 DU, 1 4ERJ1EMEFEIERE
— eI 21 V8) A RV 72iREE (JBR 0 0, 100, 300 & TF 1,000/600 ppms? :
YRR E TR 29 2 R) K512 K5 2 FMNEMETEME/E 0 ATEGFE S ER 2N FhE
iz,

8 > 1,000 ppm BEGHEZIBWNT, #1536 WLARRIZ, RTHREEIZ ) LT 20%F2 5 O AR EEHE N 2338
DO ENnD, BE 61 HERRIZ 600 ppm (228 Iz,
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&29 2FREEHEE/EVARHFSHER (Sv ) OFHREERE

58 100 ppm | 300 ppm 1,000/600
ppm
. L | HE 3.87 11.7 40.5
TNy
LR R R B BB AR i3 4.93 15.6 45.2
(mg/kg (AHE/H) 1 44 Jid 4.46 13.6 44.7
TP ERE | ME 5.80 18.7 59.2

KEGRETRD DI R GERSEMIRZ) 133 30 IR TV 5,
1,000 ppm £ G-HEORET, FENRO BAHIZED 4/561 5] (7.84%) [xHFEEE @ 1/51
1ﬂu9m®]%@EMKoﬁﬁ£mw% YET—4% [0/51~2/51 f] (3.92%) ]
EAENZ BRlo 723, FEEHFRIOA EZITFRO DALT . BRI AR K O o i
e 0 8 A= A58 B 0D BN SV B 3 A O&ﬁéf@ﬁﬁ%mﬁmﬂmb%hﬁ@
ok:k#%\ﬁ%&@mié%éfi@w&%zahto

300 ppm LI EEGREOETHURIR 2 0 4 REMEOH G FHINCH B /23 A4
OHMAFRD BT, MR ZE L L CEWEE TRO LN BLTHY | K
REBEOXEHETHLROLND = &&Uﬁ%ﬁ%awtif@ﬁfmwgmn%
ROBEPRE THSTZ LD, BMERGIZED2EETITRVWEE I NI,
AGRER I V%‘1mmmmmm&5ﬁ@%%fm&iﬁﬁ@%k DD 5
Nz Lot HEEVERIIMEE S & 300 ppm (g : 11.7 mg/kg (KE/H | M : 15.6
mg/kg RE/H) ThHDEEZX LN, EBAMETRD N oTz, (BR 2,
29)

(AR RS DM IR R A e B R F B R DI A 1 = X N2 LTk
[14. (1)] &)

# 30-1 2FMIEMSE/RELAEHERR (Tv ) TROONE-EHMR
(EEBEMRE)
B 5B JAGE i3
1,000/600 ppm - AREHMINEIR G 1 ELE) K | - REEIMIEIGR S 1 B L) &

OMEE BERvD (B 5 1 B LLRE)
- T.Chol #8400

OMEE D (35 1 3 LLRE)
- et aFRLE b

o JFHE T KON R B AN - ONEMEFFHIA AR A
 FURAR A R b R AR ARk S - JPBLRTR R ZE LS
o OB A AR S

300 ppm LL T BIEPT RLe L PP RLe L

§ HPRABEIT ROV, BiRER5IC X
a: TN T T =G h e N 2 — VT
b 1 AEMEMEEMEREO A TERD b, B5OHI

B 54 1M

35

%7 %E%K%ﬂt
V) NEVT VR RV RT ATF o LRSI,

ZBE LB kL B2 bz,




x30-2 1 EMEESER (Sv b)) TROHONFHEHRR

(EEEMHRE)
B 8¢ Jii3 it
1,000/600 ppm - REEEININEIGE G 1~8 ) K O | - (RE NI (5 G- R ) &
B RO G 1 ) OMERT &R (B 5 1 L)
- T.Chol ¥4I - Bt TR 2
o JIFAfse K OV L B N - ONEMERFRRAE S
- ONEMEAFRARAE S - JRBARDE R ze faql s
300 ppm UL F AT R L BIEAT R L

CRREPTFIA BTV, AR SICL OB EE I LN,
a: T T —Ye i R /:L%—/I/}yir” LD AEDTFTY RN RTAF o L HEERENT-,

(3) 18 MNAMEMNAMERER (THX)
ICR ~ 7 A (FEMNANERE . —REMERES 52 DE, 1 ERIEIERMERE « —BEMERES
12 J8) & HWiiREE (JRK : 0. 70, 700 &U 7,000/5,000 ppm? : F-¥IFR{AFEEL
3% 31 2R) &5 KD 18 2 A MIZE N AMERER ) £ S hv -,

F31 18MARENSAMRER (YOX) OFHREERE

B 58 70 ppm 700 ppm 7,000/5,000
ppm
. JA(2 7.51 76.9 770
\’<7j‘) J Y
T T T 74.0 730
(mg/kg (AE/H) | 14ERFEM | 8.01 79.2 833
TR i 7.84 80.5 793

%Eﬁﬂfmb%mtﬂﬁ%%iﬁ32_réMTm

R G-Z &0 FEABEE DOIEIN U 72 IEG MR 22 M@%hﬁ#oto
iﬁﬁm%wf\memmmmm%5ﬁ®%%1¢%$wﬁﬁﬁ@%k H
IR AR E IR KRR L Z s, EEMEEITMERE S+ 700 ppm
(%-m9mwgmﬁm M : 74.0 mg/kg (KE/H) THDHEEBEZ BN, B
AEITFRD Bz oz, (B2, 30)

CFFF 560 B A A e ON FRIR R A e B Rz AR AR R D38 45 A 1 = X A 2B L T
[14. (2)] &)

9 FEMAMEED 7,000 ppm BEEEICIBW T, HETHLE RO, METEFHNRBD SN2 LD,
HEV TP 5 67 WL, MEI3H S 52 #LLKEIZ 5,000 ppm ([ZEE X7,
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& 32-1 18 MARRMNAMEER (Y IOR) TREDoN-FHEHRR

(FEEEMRE)
e 5RE Jii3 it
7,000/5,000 - FELC RN 2 - HLEREFE RO EOH NS 2
ppm - WEEDOEN T LK)
- PREEGINPNEI (G- 3 i LAKE) - REEINENEIGE G 10 3 LK)
o NIE U T AR AR K o e M OV L B N
- IR BRI R KON B NG | - ANE RO A AR AE R
(7S DA - BEBEIR B R IER
- FRRAR A b R R AR RS - FRRAR A b R A AR K
700 ppm LA F T R L T R L

a: SERNFPEIR IS & & 2 bz,
S REFERARER RV, MERGICI OB LB ONT,

x32-2 1FMIEMENEE (VX)) TROON-EMERR

(FEEEMRE)
& ERE iia i3
7,000 ppm - BLEDIHEN - (REEE IS (B G- AR
- PREHINPNHI (B 5 R ) 8 - R K OVEE B B o
- NEEHLOE R AR AR K 2 - NEEFLE TR AR AR K 2
- JPEIDEIR I E R K
700 ppm VLT sl R L T R L

SREFERA BRIV, MERGICI OB LB IO,

a Pt 2R 5 BRIk AR ZAE 2B ST = 7 A 2 72 90 H RS TR [10. (2) ]
(2B T, 7,000 ppm G TH#EMEZ RS 5 MIRAALFR) ST A —Z OEALDFED BIIR)->
ez e, ISR L B b,

12, £ERESHFAER
(1) 2#HRAREHAR (Fv )
Wistar Hannover 7 v ~ (—#fMERES 24 V8) 2 W72iRET (UK - 0, 50,
200 &Y 700 ppm : EERAEIUE TR 33 ) HEIZ XK 5 2 ARG
Fh 7=,

33 2MHKEIEHR (Sv ) OTFHREKERE

&HRE 50 ppm 200 ppm 700 ppm
. JAi3 3.09 12.3 43.1
SRR R PR ki3 3.77 15.4 53.4
(mg/kg AHE/H) . i 3.90 15.5 55.0
Fueft e 4.38 17.8 63.6

BBREGRETRD b3 RIdE 34 IS TV b,
P 4% 700 ppm # 5-FEDOHERK ) 200 ppm #EG-HEOMET, FFHEkRE M OB B4
INRFRD Bz, etk &2 R 2 W B BN B b e o= 2 b
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Mo, BmEFRERITIEWEE b,
700 ppm F5HED Fr VB O1E TR 7 BESE T H s OEIEDS
Tt e OV E B 3ERD BTz A3,
HWRHEATHD EEZ BT,
ARV T, BEM) Tk P RO RECTIIFMERT ITEE O b T,
B HHEO P AR OHER D Fy Wﬁ@ﬁﬁiﬁ?ﬁ@%bn%ﬁﬂﬁﬂ&Uﬁféﬂizﬂw
VR Eh#) ClE 700 ppm $5¢5-8E D MERE TR E I INH % 20358 60 Emt i,
5. HEFEMEEITH B K ONEEN OERE S 200 ppm (P : 12.3 mg/kg R/
H. P : 15.4 mg/kg (K&E/H ., F1 : 15.5 mg/kg KE/H., Fi i : 17.8 mg/kg

@%@%
b %Eb%@ﬁ@témﬁnﬁ%ﬂ

700 ppm
SER D

KE/H) THDHEEZ LN, BHHREICKIT 2B D e o Tz, (B
2. 31)
#=34 2HEKBEHER (v ) TREHON-EMFRR
\ %ﬁiP\yﬂiFl %ﬂFl /u . Fo
B i i i i
700 ppm | 700 ppm LA T < UK CEHE M | - REEEININE] K | - R EEEININE] MK
TR L (&5 0~1ELL | OMERFERD [0 5:3i8e/5 %
) K ONE 6l & - HRAR AR B
WA (HE 0~17 FRRAE S
H LLRE)
Bl - Rk K OVE EE
) BN
) - ONE TR AR
j(§
- HURAR A M R
HORLAE K 8
200 ppm TR L AT R 72 L mEFT R L
UF
700 ppm mitmﬁnﬂﬂﬁ%u - REHDINH] - REHINPNH] - REHDINH]
Vs RSy BESE T H - EHERE K OV
L) ﬁ“ﬁ% R
¥ | 200 ppm | FEMERT R L IR R L TR L TR L
IR
SORERRA BTV, RIRBREORBELEZ ST,

(2) #ESHAR (Sy )

Wistar Hannover 7 » b (—#Flf 23 PE X% 24 JB) O4Elk 6~19 H

0 (R : 0, 6, 20 0" 60 mg/kg A/ H .

i tas|

YRR S LT,

FEEGHETRO LN
ARFRERIZIB T, 60 mg/kg AT/ H & 5-HE D REEHAY) AT MM e OME A &

B B, JBIETEWTNORGREICIEW T b KRG 0
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W ﬁﬁ

(Z R S

I - 0.5%MC KIEHR) &5 L C.

IR LN




ol Enn, EEME] i@ﬂ?@f“ 20 mg/kg KE/H . M5 T 60 mg/kg &
H/HThDEEZ DN, BFEMEITED N7, (/R 2, 32)

&35 RESBMHER (S ) TROoNFHEHRR

Be 5B ISSL7) fa R
60 mg/kg (K E/H - (REBININE R 6~9 H) | 60 mg/kg (AE/HLLT
K OB B D G R 6~12 | BEpT A 72 L
H)
20 mg/kg (KE/HLULT | mEfT R L

(3) RESHHR (VUX)

AARA@OFEY X (—#EE 24 P 25 PB) OFFIE 6~27 BIZs&HIRFED (F
K :0, 2, 6 &0 20 mg/kg RE/H ., I : 0.5%MC KiFHK) #5 LT, B4H
PEERBR S FEhE X7z,

BB HRE TR DB ERT ALIZER 36 1RSI TV D

20 mg/kg AT/ H % 5RO REMY) 2 ] THRENZD th 23, (REIEINEN S &
OB RIS A E B 2 b,

ARV T, 20 mglkg R/ H & 5-HEORENY) CIREHINMNEH N &
W RRTIRAERNRO N b, ﬁﬁz'fﬁ%&iiﬁ%&@ﬂﬁﬁ &t 6 mglkg
KE/HTHD EEZ DN, EEHITRO N7, (B2, 33)

&3 RESMUER (VYF) TROONFEURR

FGRE REY) fia 2

20 mg/kg K/ H - EQ B, R 22 H KON 25 H) |- RIKE
- IREBININHIGEE 6~9 H LK) &
OEEE i) AR 9~12 H LI

6 mg/kg RE/HLLT | mERT R L mIEPT R L
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1 3. EBEEHHER

F XAV AT 4 )V ORME E AW IR IR E R, Ty A =— AL AL —
Jifi FESRARAE SR (CHL/IU) % V= in vitro YooK a2 N OV » & v
7= in vivo /MERRER DY il S vz,

AR RIIR STIOREN TV D LBV ETEMETH T EnG, XV R
T 4 MCEBEET RN D EE X LN, (B2, 34~36)

& 31 EaEEERREE (RiK)

AR K5 LBRREE - 55 it
Salmonella typhimurium |156~5,000 ug/~" L — b (+/-S9)
IR ’(1‘1?1958?; ;I‘QE;OO\TA1535\ -
25 AR .o ) =
FEscherichia coli
L (WP2 uvrA #)
1 vitro F A=A NLAZ—JifiH |D31.3~125 pg/mL (+-S9. 6 iF
Yo g [ SR AR AHE 2 AR 18 IR A IEEAE
mims | (CHL/IU) i) =
LR
©32.5~75.0 ng/mL (-S9, 24 K
[ AL BB AR A E )
Wistar Hannover 7 > k  [125, 250 & O 500 mg/kg A&
(B HEHRAD) (125 K O* 250 mg/kg (R 5-
invivo | /MERER | (—RE#E 5 D) REHLEIRR O35 24 BTG ERER., | Ptk

500 mg/kg KB 57 HilalRk
O35 24 J O 48 W ELED

1E) +-89 : [HHTEMALRFIE T L OIEFET

14. ZOMORER
(1) FEDKHBRFESAR (Sv M)

v bRV 2 FEREEREESAEMGRER [11.(2)] 2BV T,
1,000/600 ppm ¢ 5-F D MERE T O MEFFRIFLAE R A3, 7T RUIRIR A Bl b REHE R AE
RKOBPBO -2 & x5, Wistar Hannover 7 v b (—BEMERES- 10 PT) & W
727 BSOE 14 AREE (5K - 0 208 1,000 ppm : “F¥MRIAEREILE 38 &
HR) BT X 2 R I R 5 8RR 0N JehiE S A7z,

Fx 38 MHEYKBBRFIEHER (v ) OFHRFERE

. 1,000 ppm
Bl 7 HREEG 14 HR#S
R R AR E R & i3 45.8 54.4
(mg/kg RE/H) ki3 54.1 59.0

BRERECR T D3P Aid3E 39 12, MigH Ts. Ta O TSH BEE X 40
(2. TS SR AR R TE MR 13 3% 41 12, FFlETR P450 @ mRNA b B33k
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422, FnEihuranTnbg,

1,000 ppm #5-HETIEL, 7 HEL OG5 T, ML ST EEENNE O 5
AT BETIEL Ta, Ty e O TSH IR BE IR IR 5-12 L D 522300 B2 i o T2 I8,
METIX 7 BRI GREO TSH 2B\ T, Mt A BEREINNRO bivlz, Mk
BEREOMERET CYP2B1/2, CYP3A1, CYP3A2, UGT1A1 XU UGT2B1 @
mRNA FBEOTLHENRD i, HEHEE & Ty 7V 7 v VTR AEERTEED TTED

RO, (B2, 37)
=39 HEYKHHEBRIFIERR (Tv ) TROHON-EMHFMR
B 5 HEH)
B GRE 7 14
YAl ki3 J4i i3
1,000 ppm | - REE OS] | - RKEEE IS | - AKREENBDH] | - A 0
MOEBEHER | MOEBHEERE| MOEHER| LKOEHEWH
- FFECEESM | - HFEEEERN
F40 MmEFT;,. T,RUTSHEE
B 58
s &?ﬁ'ﬂﬁ'ﬁ it T
0 ppm 1,000 ppm 0 ppm 1,000 ppm
7 0.5+0.1 0.5=0.1 0.6+0.2 0.7£0.1
Ts (100) (117)
(ng/mL
ng/mL) 14 0.4+0.1 0.5=-0.1 0.7+0.1 0.8=0.2
(125) (114)
7 36.2+17.5 34.0+-6.2 25.5+9.3 28.6--6.2
T4 (94) (112)
(ng/mL)
nemm 14 30.5+6.5 29.7+ 4.1 21.0+4.0 24.725.8
97) (118)
7 5.2+2.3 4.120.9 3.0+0.8 425137
TSH (79) (140)
(ng/mL
ng/mL) 14 5.0+2.0 5.7+2.0 2.9+0.7 3.220.7
(114) (110)

OWIEx REEE 100 & LE2SHA 0
* : p<0.05(F ki E/Student 1% Welch @ t ki 7E)
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=41 RS EYKHHERENE
& B ERE
5. Jii3 i
HIEIEH 19
i 0 ppm 1,000 ppm 0 ppm 1,000 ppm
(H)
193+9.9* 249+ 71.9*%
. 7 203+10.1 189+12.2
S9 X L XU E (95) (132)
(mg protein/g liver) 239+49.0 260+115
14 213+7.1 211+11.7
(112) (123)
0.24+0.074%* 0.18+0.072%*
, 7 | 0.12%+0.042 0.06+0.013
(pmol/min/mg (200) (300)
S9 protein) 0.28+0.079%* 0.23+0.107*
14 | 0.15+0.047 0.13+0.071
(187) 177
45.4+13.8%* 41.1+12.1%*
] , 7 | 23.8+8.68 11.8+2.34
UGT %M | (pmol/min/g (191) (348)
HE Ty liver) 66.8+18.7** 55.4+20.7**
14 | 32.0+10.4 28.3+14.9
(209) (196)
574+174%*% 315+92.7%*
. 7 330+113 90.3+19.6
(pmol/min/ (174) (349)
liver) +963%* 4 199%%
14 | 465+127 981263 9224+130 450192
(211) (200)

OPNITRIBREZ 100 & L72BA O
*: p<0.05, **: p<0.01 (F #E/Student Xix Welch @ t f7E)

Fz 42 FFfigid PA50 @ mRNA 24T HE R

B 5/
7T &ﬁﬁﬁ I i
1,000 ppm 1,000 ppm
7 * *
CYP2B1/2 226 150
14 179%* 131+
7 401%% 597
CYP3A1
14 347 448%%
7 1 1
CYP3A2 68 75
14 179% 139
7 *%
UGTIAT 255 185
14 911+ 188+
7 239** 121
UGT2B1 39
14 294%% 126

A II R REER 100 & L7385 OfE
* 1 p<0.05, **: p<0.01 (F #E/Student X% Welch @ t {2 1E)
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(2) FEDRBBRFTEHR (TVX)
~ 7 A% HW2 18 s HZE S AtEsRER [11. (3) 112k, 7,000/5,000 ppm
P& G- HE D MERE T /INEE Hp UV TR R AR R R OV iR A e b Bz R R R 2338 60 B 4
7226, ICR v A (—REMERES- 10 ) ZH = 7 HE AN 14 H BIRER
(R 0 LTR 7,000 ppm : FERREEREILE 43 /) &5 X 2HFEDHR
AR T e S Tz,

& 43 HEDRBBRFIEAR (YVR) OFHRFERE

. 7,000 ppm
BAHE 7 BHE#&G 14 HH# 5
PR R | 669 770
(mg/kg K5/ H) i 829 840

B GHECBIT DI AITR 44 12
(2. Il R S AR RTE R 1T 46 |
4712, ZNENRINTND

7,000 ppm FH5HETIX, 7 HREILL o5 T, #EREE b % & O E SN
DAY} _/J\;%Elﬂ'uriﬂﬂﬁlﬂaﬂekﬁ WD BT, BETIL Ts, Ta e O TSH IR
BHIC X DEEITRO bR o705, METIX 14 HREESHO Ts 2B W THEE
%E’Jﬁi‘fotﬂ/}%wh&)%hto iR 5ROl T Cyp2bl0, Cyp3all KX
Ugtlal, HI|ZHET Ugt2bl @ mRNA BELOTUENE D b1, MEHEE § S9 &
NI EBEOHENME N Ty 7 V7 v AR A RERTEME DO TLENR D b, (B8 2,
38)

. MyEF Ts. T4 O TSH EEIXFE 45
. JFlE P450 @ mRNA fi#HTHE 135

x4 PFEYABBERFESAR (YOR) TRHoN-FMEHRR

43

e 5 R (H)
B HRE 7 14
Ji3 i YA i3
7,000 ppm CREEINE | - RESINE | - IRESINE | - ARES I
Wl OVMEEE | P R OVE | WIS ROV Y ROV E
IR ISR (iSRS (HiNSe
o BF AR RS R | o BFHESRE MO8 | - BFRE SR M O | - BFHE SR B OF
UL E &8 | LhEEH Er BN LE B AN
o CNTEHLODE | - NTERROME | - N EEROE
CNZERLME | IR R FHHI R AE K FHFRI R AR K
FHHI R AE K - R R A R
b R i e
K51 )
S METERIAEBEEITRON, BERGICLAREBELEZ b,




FA45 MmMEHR T, T, RO TSHIRE

B ERE
7 *{‘“fﬁ? i T i
0 ppm 7,000 ppm 0 ppm 7,000 ppm
0.6+0.2 0.7+0.1
7 0.60.1 0.7+0.1
Ts (100) (100)
(ng/mL) 0.7+0.1 0.6+0.1*
14 0.6+0.1 0.7+0.1
(117) (86)
28.2+9.1 30.3+5.2
7 24.5+6.5 30.3+7.1
T4 (115) (100)
(ng/mL) 27.4+5.0 30.7+7.2
14 27.9+6.0 30.8+5.9
(98) (100)
2.2+0.5 1.7+0.4
7 2.0+0.2 1.8+0.4
TSH (110) (94)
(ng/mL) 2.1+0.4 2.3+2.0
14 2.5+0.6 1.7+0.4
(84) (135)
OPIERHREEZR 100 & L7234 OfE
* : p<0.05(F FE/Student X% Welch @ t i 7E)
5 46 Bl EYKBERIENE
& B 5-7E
5. JiE2 i3
) E1E H H
] 0 ppm 7,000ppm 0 ppm 7,000ppm
(R)
SO 4R . 9028.8 2944 18.2%* 9034 13.6 226+ 14.0%*
A B — O. — .
V¥ THR (111) (111)
. . —+ *% + %
(mg protein/g liver) 14| 198+9.0 222788 198137 | 1089
(112) (109)
0.10+0.019 0.13+0.042
, 7 | 0.10+0.020 0.10+0.026
(pmol/min/mg (100) (130)
S9 protein) 0.18+0.028 0.13+0.035
14 | 0.16+0.032 0.12+0.031
(113) (108)
21.8+4.94 28.8+9.77*
] ' 7 | 19.5+4.46 19.6+5.82
UGT i1 | (pmol/min/g (112) (147)
FE Ty liver) 39.2+6.41* 27.8+7.84
14 | 381.5+7.44 24.9+7.41
(124) (112)
52.6+15.5 60.9+21.4%*
. 7 | 42.0+9.64 32.7+10.2
(pmol/min/ (125) (186)
liver) 104+17.5%* 61.5+16.7**
14 | 66.5+16.6 42.9+10.9
(157) (143)

OWNITHRREER 100 & L7256 Off
* 1 p<0.05, **: p<0.01 (F #E/Student X (% Welch @ t {2 1E)
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F 47 RFHEA P450 0D mRNA 25 R

&5
miemp | B i
7,000 ppm 7,000ppm

7 1,760* 164*
Cyp2b10 ’

14 781** 164*

7 542%* 230**
Cyp3all

14 634** 192%*

7 165%* 169**
Ugtlal

14 164** 176**

7 124 146*
Ugt2bl

14 128 168**

BT et AEA 100 & L7284 OfE
*: p<0.05, **: p<0.01 (F #E/Student X1 Welch O t & 7E)

<IFH R EABR O £ & o>
[14. (1) LN(2)] OFEEREPG, Ty RO~ T 2 ZH iz 90 H 2=
PERRER [10. (1) KON(2) i ONZIEMEEME K OFE s AMEaBR [11. (2) KTV(3) ]
THRDONTNFIBERE, AV 27 o A EHEIZE Y CYP XY UGT @
mRNA FELF ONZ UGT IETEDTLENTR O LTz Z &6 | IR R 7
Iz J: HbDEEZX BN, £z, FRRAR R RIE, UGT {EMED L
WO BT LS| T AREIIE RS LI L2 PRI V' AARETTHEI
9, ZJJT% 77 4 — Ry IR T 2 ATREMEDS B 2 BT 0s, B A )
= A LERIZIZE S 2o T2,
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. BMm@EET(d

SBRRICE T T-E R 2 W, B T 217 4 1] ORI %2
FEhi L7,

UC CTHEEGR LAY AT 4 VDT v N & AW T2 B IR PN IE Ay akBR O G 5
OGS SN AXTT S ALT 0 VOWRIRT, KAERSHOBETO R LD
89.4%. METH 7 < &b 80.7% Th o 7o, FRHE BRI X, THILAE DIZ)>, T,
BN S ORI bz i < RRD DTz, BHHREIL. H5-1% 48 Rl DJR L UV#E
HZ, HET 80.3%TAR~93.5%TAR, M T 86.3%TAR~91.8%TAR 72 HEi X1,
FCFEPICHR S e, IRECHIEHHFIZB W TREILDO A XV 207 4 VTR
ST, FEMRFHME L TCROYC DI IVT a i sEmnidd Hiuizixn, D,
FEOGPRED LI, BHTIIREDOAFH Y AT 4 VRO L, EER
e LT CnBHLNTIEN, A, B, D, E, FXTUG RRD LT,

UC THEG LT A XY 207 4 VOEEBY (YXRO=U b)) ZHV-k
PIEm RO, ATREICH T 2 FERDIIREILDOFT TV A VT 4 L THY |
10%TRR % H 2 2 RH#WILERD b e o7z,

UC THEFR LA XV 207 4 LV ORMIENEMRBROMSR, HEBNREOE
BRI RENCD T T AT 4 L THD, 10%TRR Z# 2 521G E LT A
MKFEOZEEESR (PRI TR Lk,

FXA Y ZNVT 4 VRO A Z ikt Gk a W & LT AR R BR OFE R
FFRA Y ZANVT 4 T DONT, I RFEEBEITRD 50 0.47 mgkg TH Y | A

(ZK) 2B\ TIL, EREA (0.01 mgkeg) K Tho7-, WA X, WTh
DOFRBHZFBNTH, EERS (0.01 mgkg) K Th o7,

TP AT 4 VBT GALE Y & LTS E R R (LA K OVESH
) OFfER., XYY 2T 4 VORRIEEREIX, WHLAF T 10 mg/kg fEHEY
BEHECI T 5 2.82 pglg (BN TH Y. FEINE TIX 2 mglkg flEHE Y B 5812
BiF5 1.04 pglg (iFhgk) ThHo7z,

RAMFEIZBT DA XYY 2T 4 VO KRHEEFRE X 0.047 mg/kg Th -7,

BREEFEMERBRAERN S, XYY 27 o VI X D2, EIRE N
) o (HMREAEREE) o HRAR (AlE ERAIEAER) R OMERER (RikSE)
IZRRD B ITe, FANE, BIHRRIC KT B, AR OREEEITFRO b
o T,

T PR N Ay ik BR & OB PEEN ) 2 WO T2 RN TEMRBR OFE . 10%TRR %8 %
LB E LT TARRDLNTEN, 7y MZBOWTHROLND Z E LD
TEME BRI B DTV TR OREBHIBW T H EERAR (0.01 mg/kg) Kt Th -
T2 einn| BEY., SEY K OB ORGSR E L A X A7 ¢
v BUbEHOH) LFEE LT,

FlBRIC R T D BMEMEEEILR 48 12, HERRAERGHEIZI VAT D REED &
5 MRS TR 49 (TR EN TV D,
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KRR OB REO O bR/IMEIL, A X & vz 90 A MHiEEEERR
B 3 mglkg (KEH/H Th o7, 1 FMEMEFEERBRICE W TEEMEE 5 mg/kg
KE/AIFBOLN TS, ZHTHAEREDOEICEIS2 O THY , L0 B IS
N 1R MEREERERO 5 mg/kg KE/H A XOEHEMEELE L THRYTHD &
BN, LTeRo> T, BMEEZERIT, TREBHILE LT, Z484%3 100 T
Br L7- 0.05 mg/kg (R H/H 27745 — E!%EE&E (ADD) & &E L7,

Flo, XY ZLT 4 VOHERROERGEICE D AT DA REMED & 5 Bk

(RS D R TR N EE RO O bR/ MEIEL, Ty bR W a R E R
B 25 mglkg RE TH -T2 &b, TR ERBHLE LT, 2% 100 TERL 7=
0.25 mg/kg AEZ AR AE (ARD) L&RE LT,

ADI 0.05 mg/kg AT/ H
(ADI 3% EARALE £L) 18 FE BB
(B F) A X
(1)) 1 4E[H
(B 5-J51%) 51 e AR
(2 ) 5 mg/kg (AH/H
(AR ¥0) 100

ARfD 0.25 mg/kg A
(ARfD & EARHE L) ARt E MR
(B FE) 7k
(H1fH) HifH]
(B 5-7515) g g H
(M) 25 mg/kg K
(2R 100
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=48 BHRIZBTLIEESHESE
— #hH& M /N R "
D AR (mg/kg KE/H) | (mg/kg {KE/H) | (mg/kg KE/H) fi% v
0. 150, 550, 2,000 |/ : 32.7 o 116 MERE - OB MERT
00 i |PRm I : 39.5 I : 129 e AR 2
2 M- 0. 9.42, 32.7,
e S
Mt - 0. 11.0, 39.5,
129
0. 150, 550, 2,000 |/ : 35.2 i 124 MERE © FLR AT )
90 HfH |ppm W 41.3 ;133 KOV IR
fiart  [#E: 0, 9.49, 35.2, &
E S 124
R | ME -0, 11.5. 41.3.
133
0. 100. 300, e 117 I : 40.5 MERE © OB AT
1,0000/)., M : 15.6 M : 45.2 A AR A
1,000/600(#) ppm
FED PMERE (& 28 A PE LR
9 4R {i%:{)o\ 3.87, 11.7, LORSY A WA
BN 0 403, 15.6
T ANE 45'2 YTy e
OF &R R LA 2 T
1 E e E TR R
_ I 0. 4.46, 13.6.
7>k 44.7
Mt - 0. 5.80, 18.7,
59.2
0. 50, 200, 700|HEY BEMW BlEhy
ppm P i : 12.3 P : 43.1 (NG PINEN DN
P£:0.3.09.12.3. |P I : 15.4 P i : 53.4 OVE £ foji ) 55
43.1 FiHE : 15.5 F1 7 : 55.0
9 ik P #t:0.3.77.15.4, |F1iff : 17.8 F. 1t : 63.6 IREY - (K
R 53.4 S <&
= Fi i : 0. 3.90. |'Z&EW IREh
15.5. 55.0 P :12.3 Pt : 43.1 (L BE 12 %t
F. it : 0, 4.38, |PIf: 15.4 P i : 53.4 LREITRO B
17.8. 63.6 F. /4 : 15.5 F1 /4 : 55.0 PARAN'RY
Fi : 17.8 Fi i : 63.6
0. 6. 20, 60 !@b% 20 RE) : 60 REY - (kY
R BRIR - — BN K OEEE
=D
AN FaE - BwERT A
PR %L
(f Tﬂ:/ nij
&’)Eﬂhiib\)
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e B b M o/ E -
i e (mg/kg (AHE/H) | (mg/kg (AE/H) | (mg/kg KE/H) fii % v
0. 1,750, 3,500, |/ : 229 M - 464 WERE « FLHRS TR
7,000 ppm M 267 i 509
00 AR 10 999 464
[isY
e A
i : 0. 267. 509,
939
0. 70. 700 . |Mit:76.9 M - 770 BERE /NI AL
7,000/5,000 ppm | : 74.0 i 730 P R A B
-2 FEDS AMERE - FOR AR A il B Rz
0. 7.51, 76.9, A Am A
770
;2;‘55‘? i 0. 7.27. 74.0. (6 2% Ak 13 38
gy | 730 DB
o 1 AERIEPERRERE |
10, 8.01, 79.2,
833
Mt - 0. 7.84. 80.5.
793
0. 2. 6, 20 l@h% 6 I@WJ 20 KEY . (RERY
R JEI i <&
| FEAEEE fE R AR E
yAVES St
(f Tﬂ:/ ni]\
&‘JE;WZM\)
90 H 0. 3. 10, 50, HE ;3 1 : 10 MR - ALP 450,
2 150(#E) | i : 10 I - 50 /INBE L T
S 150/1000) e A K5
74X R R
L eepgpgpg | O 1s By 30 MERE - 5 MERE - 30 %ﬁfz& : GGT b
A n /NEEFLE
JHF R A K 5
NOAEL : 5
ADI SF : 100
ADI : 0.05
ADI 3% EAR LA B A X 1 AR R
ADI : #FFA—HERE NOAEL MR SF: R

— SRR T E/NE

1) %/J\

PEREIX

RETE ehhoi,

rﬁf%( y)%nf;ffiﬂl\i):ﬁ%%ua I_/f\—o
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x4 HREEORSFICLIVETHAREEOHLIENTES

=
e MR N A S B AR EIC
L BV A " B BTy KA > kD
300, 2,000 i . —
ZE TR
_— M - HEER SRR R OV
PRI 0. 25, 200, 400 MERE - 25
RBR MERE - (RIBAR T FRE S R

ARfD

NOAEL : 25
SF : 100
ARTD : 0.25

ARFD R EMRILE EL

7 v bk rhi R

ARfD : 22 HE NOAEL: ®&EME SF
— EEMNEIIRE CE o T,
D iR TR N ERENT R AT L.
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<HURE 1 - A o) I TR >

ALY g b4
3-(ethylsulfonyl)- N-{2-hydroxy-5-[(tri-

A NANH fluoromethyl)sulfonyllphenyl}pyridine-
2-carboxamide
2-amino-4-[(trifluoromethyl)sulfonyl]

B FNAP
phenol
5-(ethylsulfonyl)-6-{5-[(trifluoromethyl)

C 5-OH-S-1587 sulfonyl]-1,3-benzoxazol-2-yl}pyridin-
3-ol
5-(ethylsulfonyl)-3-hydroxy-6-15-[(tri-

D 5, 6-OH-S-1587 | fluoromethyl)sulfonyl]-1,3-benzoxazol-
2-ylipyridin-2(1 H)-one
2-{5-[(trifluoromethyl)sulfonyl]-1,3-

E S-1587-SH o ]
benzoxazol-2-ylipyridine-3-thiol
N-acetyl- S (2-{5-[(trifluoromethyl)

F S-1587-MA sulfonyl]-1,3-benzoxazol-2-yl}pyridin-
3-yDcysteine
S-(2-15-[(trifluoromethylsulfonyl]-1,3-

G S-1587-cys ) .y g .
benzoxazol-2-yljpyridin-3-yl)cysteine
y-glutamyl- S (2-15-[(trifluoromethyl)

- .
H 77 &A?:j_/ sulfonyl]-1,3-benzoxazol-2-yl}pyridin-3-
RSN
yDcysteinylglycine
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<HIHE 2 0 FRAE SE IS FR >

I )
KPE PEC | /K PEENEY)# E T I BE
ai Hihksy & (active ingredient)
AIG TNTIvITaT Y vk
Alb TINT I
ALP TNV IRAT 7 HX—F
APTT TEMALE > b e AR T T AT IR
AUC FEM I B R T A
BCF AR R AR
BUN MRIR 23
Crnax e =
FOB BEREBIES Al
GGT y'ﬁ“/lx&ci/lxl:ﬁ‘/§71?“—o*lf o
[=y- I NVH IV KT AT TFH—F (y-GTP) |
Glu T a—Z (i)
Hb ~NEZBEY (MA%ER)
Ht ~<v 7 Uy ME
LCso PR AR T
LDso PEEE &
MC AF e —A
P450 F k7 v— . P450
PHI BAAER N DINEE TO HEK
PT ZA=T = e
RBC PRI EREL
T EESS A
Ts F)a—FK¥Afue="
T4 W = SV
TAR b (LBl i me
T.Chol |#=alxATFTo—
TG NV ZURY R
Tmax I e e B i IRF ]
TP WEEE
TSH FOIR I AR V&
TRR TR i RE
UGT DUV )NV R T AT 2T —F
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< BIRE 3 . 1EW 7% B ol Bl il >

e 4,
Gy AT EBAL)
SR i -

Y
Bk
S
5

*

i &
(g ai/ha)

[
%
(Gl

¥ il (mg/kg)

s
AT 4 )V

R A

e | CPEIE

7K A
(Z2K)
Rk 28 4 E

300 GR

125

<0.01 <0.01

KA
(BIK)
Rk 28 4F JE

300 GR

125

0.02 0.02

<0.01

VT
(Fab &)
Rk 28 4F

300 GR

125

0.30 0.30

<0.01

K i
(LK)
R 28 4 E

300 GR

101

<0.01 <0.01

<0.01

KA
(HI£)
Rk 28 4 JE

300 GR

101

0.02 0.02

<0.01

7K Fd
(Fa &)
SRR 28 4FBE

300 GR

101

0.11 0.11

<0.01

VT
(ZK)
Rk 28 4F

300 GR

108

<0.01 <0.01

<0.01

N
(HI£)
Rk 28 4 JE

300 GR

108

0.06 0.06

<0.01

KA
(Fib )
Rk 28 4 JE

300 GR

108

0.47 0.46

<0.01

KA
(Z£)
Rk 29 4F JE

300 GR

134

<0.01 <0.01

<0.01

K i
CHIK)
FpR 29 4

300 GR

134

<0.01 <0.01

<0.01
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<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01

<0.01
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<0.01




¥l (mg/kg)

URZES [A] R

o & | y | PHI S A
(igig) g(yMMH%)m) AT 4 L

- % el | FHME | RefE | CFHE
K Fi

(i 5) 1| 300GR | 1 | 134 0.13 0.13 <0.01 <0.01
SRR 29 4F B

IKF

(LK) 1 | 8006R | 1 | 122 | <0.01 | <0.01 | <0.01 | <0.01
SRR 29 4F BE

7K Fd

(B K) 1] 300Gk | 1 | 122 | <0.01 <0.01 <0.01 <0.01
SRR 29 4F BE

VT

(Fib5) 1] 300GR | 1 | 122 0.26 0.26 <0.01 <0.01
SRR 29 4F

K Fi

(LK) 1| 3006% | 1 | 121 | <0.01 <0.01 <0.01 <0.01
SRR 29 4F B

IKF

CBY k) 1| 3006% | 1 | 121 | <0.01 <0.01 <0.01 <0.01
SRR 29 4F BE

7K Fd

(Frb o) 1| 3006k | 1 | 121 0.09 0.08 <0.01 <0.01
SRR 29 4F BE

) ai: Azhpksy &

GR : Kifl (HZhiksy 3.0%)

C = 5 SRR O B0 E RIB R I <& L ORI L7
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<B4« RPEWIRE BRI WALE) >

e 5 AEHREH 2 .
Sk (m:jig iy | T PR (uglg)
1 <L0Q. <LOQ. <LOQ
7 0.02. 0.02. 0.02
1 14 0.02. 0.02. 0.03
24 0.03. 0.03. 0.03
28 0.03. 0.03. 0.03
1 0.02. 0.01. 0.01
7 0.06. 0.04. 0.05
FLit 3 14 0.06. 0.05. 0.06
24 0.06. 0.06. 0.07
28 0.07. 0.06, 0.07
1 0.06. 0.05. 0.07
7 0.16. 0.16, 0.22
10 14 0.19. 0.20. 0.26
24 0.20. 0.26. 0.38
28 0.22. 0.24. 0.35
1 0.01, 0.01, 0.02, [0.01]
il A 28 0.04, 0.05, 0.04. [0.04]
10 0.23, 0.18, 0.14, [0.18]
1 0.30, 0.30, 0.36, [0.32]
e 3 28 0.82, 0.86, 0.78, [0.82]
10 2.54, 2.82, 2.68, [2.68]
1 0.18, 0.13, 0.14, [0.15]
JHF ik 3 28 0.39, 0.43, 0.40, [0.41]
10 1.34, 1.24, 1.88. [1.49]
1 0.03, 0.03, 0.03, [0.03]
R Mk 3 28 0.08, 0.10, 0.08, [0.09]
10 0.24, 0.24. 0.40, [0.29]

Kl - 3 EHOMER] T — & . [3 EHO - E]
a: T EBIR SO HEK

<LOQ : E&RSR (0.01 pgl/g) Al
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<Pk 5 : SPEMRE RS (PEINES) >
e 5 FREHRELH a .
St (m;ig by | TR PR (uglg)
1 <L.0Q. <L0OQ. <LOQ
7 0.01, 0.01, 0.02
0.2 14 0.02. 0.02. 0.02
24 0.02. 0.03. 0.02
28 0.02. 0.03, 0.02
1 <LOQ. <LOQ. <LOQ
7 0.04. 0.04. 0.04
p 0.6 14 0.07. 0.08. 0.08
24 0.07. 0.08, 0.09
28 0.08, 0.09. 0.09
1 <LOQ. <LOQ. <LOQ
7 0.14, 0.16. 0.17
2 14 0.21, 0.26, 0.30
24 0.21. 0.26. 0.30
28 0.20. 0.27. 0.29
0.2 <LOQ. <LOQ. <LOQ. [<LOD]
A 0.6 28 0.01, 0.02, 0.02, [0.02]
2 0.04, 0.06, 0.05, [0.05]
0.2 0.06, 0.07. 0.05, [0.06]
HEN (B2) 0.6 28 0.21. 0.23, 0.24, [0.23]
2 0.48, 0.79. 0.70, [0.66]
0.2 0.22, 0.26, 0.18, [0.22]
JH ek 0.6 28 0.40, 0.44, 0.48, [0.44]
2 0.89. 0.89, 1.04, [0.94]

Bl BB (B4

2 (G oH%)

<LOQ : E&RF (0.01 pgl/g) AKiifi
a BEHBHIA D O HEL
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<BIRE 6 : HEEEIE >

ESIENRS ) NRE(A~67%) LaRiH =k
2 Bl | (KT : 55.1 kg) (A : 16.5 kg) (&% : 58.5 kg) (A : 56.1 kg)
Jre (mg/ke)|  ff R ff e ff R ff B
(g/ N/B) | (ug/ N1B) | (g/ N1B) | (ug/ NB) [(g/ NB) [(ug/ NTB) | (gl NB) | (ug/ NTH)
I 0.047 | 93.1 4.38 39.6 1.86 53.2 2.50 114.8 5.40
B A ERERG | 0.36 15.3 5.51 9.7 3.49 20.9 7.52 9.9 3.56
2 - i 0.18 0.1 0.02 0 0 1.4 0.25 0 0
4o Z DA,
PN 0.36 0.5 0.18 0 0 3.4 1.22 0.4 0.14
- A ERERG | 0.36 42 15.1 33.4 12.0 43.2 15.6 30.6 11.0
B - FFlig 0.18 0.1 0.02 0.5 0.09 0 0 0.1 0.02
B - 2D
A 0.36 0.6 0.22 0.3 0.11 0.1 0.04 0.4 0.14
Z DOt oD ek
WELEE - A
ERERG &I | 0.36 0.4 0.14 0.1 0.04 0.4 0.14 0.4 0.14
& B & 2
i
- fbpﬂ 0.07 18.7 1.31 13.6 0.95 19.8 1.39 13.9 0.97
Yzl
5 - Fhi 0.26 0.7 0.18 0.5 0.13 0 0 0.8 0.21
e T DM
Ay 0.26 1.9 0.49 1.2 0.31 2.9 0.75 1.4 0.36
ZTOMDOFR X
oo FHA &R
5 & HFl & 0.26 0.1 0.03 0 0 0 0 0.1 0.03
figk & £ FHR oy
A 0.03 | 264.1 7.92 332 9.96 364.6 10.9 216 6.48
2N 0.03 41.3 1.24 32.8 0.98 47.8 1.43 37.7 1.13
ZTDOMOFE X
Iy 0.03 0.3 0.01 0.4 0.01 0.3 0.01 0.3 0.01
EF 37.8 30.0 41.8 29.6
KT, ATRER (LK) ORT—EAREBRARE THo72720, BREOHEIZED TV (&
MR ORI 3)
Mff] Rk 17~19 FORLEIEE - HIEHE (B8 39) O RICESSAMLERE (gNA)

MBI

CEREEN RO T-A XY AT o VOREEEIE (ng/ AN H)

<A (A L RENT. ITIE K OV o FIFRSy)  #l. 3 (A LAENT. ITFlE K OV o I 5y) &
OUNDOFRRREIL, ke LRI SN EMICBIT 24X 2L T 4 VOKRBIEEZBE LT, &
PEMIRREARBR OB/ NER GBI DA XV Y AT 4 VORKFEREE AT (B8 I 4 KO

5)

RO . WELATAR B HEE R 00 B H T - B R 2 IR 00 [F) R 0D L4 L T N

© Z ORI K O OME & ORI T 7R EIT. WL K OPEIIRIC LR 2 H#EE R
BEORHITHWIREBED 5 bR KEZ Z LT,
s BB ORREIE, BORHEERR IEE Tz,
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18.

A S EE R S DWW C (BRITAE 6 A 19 B AT EA S EE 38 AR 0619 265 9
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BIH RN FxXH 207 00 GRRAD (2019 4) - EEFERS
AT

Metabolism of S-1587 in rats (single oral administration) (GLP) : {£&{b
At 2017 45, RAFE

S-1587 : Metabolism in the Lactating Goat (GLP) : Envigo CRS Ltd. (Z<[H) .
2018 4, Rk

S-1587 : Metabolism in the Laying Hens (GLP) : Envigo CRS Ltd. (3%[H) .
2018 #, RAFK

[14C]S-1587 : Metabolic Fate in Rice (GLP) : The Institute of Environmental
Toxicology. 2016 &, RAF

[14C]S-1587 : Metabolic Fate in Flooded Aerobic Soil (GLP) : The Institute of
Environmental Toxicology. 2016 4, HR/AFE

[14C]S-1587 : Metabolic Fate in Aerobic Soil (GLP) : The Institute of
Environmental Toxicology. 2016 £, RAF

[14C]S-1587 : Soil Adsorption/Desorption ( GLP ) : The Institute of
Environmental Toxicology. 2016 &4, R/AFE

[14C]S-1587 : Hydrolytic Fate (GLP) : The Institute of Environmental
Toxicology., 2015 4, RAFK

[14C]S-1587 : Photolytic Fate in Water (GLP) : The Institute of Environmental
Toxicology., 2016 £, KA

B TG B S OKHIREEDIF5RER) (kT 7 /2 h— v 2RS4,
2016 4, RAFK

S-1587 FahiAl 3 Kk AEMERERER (GLP)  —MF:EN B AW W
2. 2017, RAFK

S-1587 FahifAl 3 Kk AEWERERER (GLP)  —fRF:MEN B AN
2. 2018 4F, RAFK

S-1587 Technical Grade : Residue Study in Lactating Cow (GLP) : The
Institute of Environmental Toxicology., 2018 4, FR/AZF

S-1587 Technical Grade : Residue Study in Laying Hen (GLP) : The Institute
of Environmental Toxicology, 2018 &, RK/F

Acute Oral Toxicity Study of S-1587 Technical Grade in Rats (GLP) : &1k
PR, 2016 4F, RAFE

Acute Dermal Toxicity Study of S-1587 Technical Grade in Rats (GLP) :
RAbFRA S, 2016 4, RAFEK
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20.
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22.

23.

24.

25.

26.

217.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Acute Inhalation Toxicity Study of S-1587 Technical Grade in Rats (GLP) : {*

AL AR, 2016 4, RAFE

S-1587 Technical Grade : Acute Oral Neurotoxicity Study in Rats (GLP)

The Institute of Environmental Toxicology. 2017 &4, R/AFE

Primary skin irritation test of S-1587 Technical Grade in rabbits (GLP) : {E

AL A, 2016 4, RAFE

Primary eye irritation test of S-1587 Technical Grade in rabbits (GLP) : I

RALFHRA S, 2016 4F, RAE

Skin sensitization test of S-1587 Technical Grade in guinea pigs

(Maximization) (GLP) @ FA b PSSt 2017 4, RAK

S-1587 Technical Grade : Repeated Dose 90-Day Oral Toxicity Study in Rats
(GLP) : The Institute of Environmental Toxicology. 2017 &, RAF

S-1587 TG-like : Repeated Dose 90-Day Oral Toxicity Study in Mice (JE

GLP) : The Institute of Environmental Toxicology. 2016 %4, KA

S-1587 Technical Grade : Repeated Dose 90-Day Oral Toxicity Study in Dogs
(GLP) : The Institute of Environmental Toxicology. 2017 &, KAFE

S-1587 Technical Grade : Repeated Dose 90-Day Oral Neurotoxicity Study in

Rats (GLP) : The Institute of Environmental Toxicology. 2018 4F, R/AF

S-1587 Technical Grade : Repeated Dose 1-Year Oral Toxicity Study in Dogs
(GLP) : The Institute of Environmental Toxicology. 2018 -, HK/AF

S-1587 Technical Grade : Combined Chronic Toxicity and Carcinogenicity

Study in Rats (GLP) : The Institute of Environmental Toxicology., 2018 4+,

RINFR

S-1587 Technical Grade : Carcinogenicity Study in Mice (GLP) : The Institute

of Environmental Toxicology. 2018 &, R/AF

S-1587 Technical Grade : Reproduction Toxicity Study in Rats (GLP) : The

Institute of Environmental Toxicology, 2018 4, RK/AFE

S-1587 Technical Grade : Teratogenicity Study in Rats (GLP) : The Institute

of Environmental Toxicology. 2017 &, KA

S-1587 Technical Grade : Teratogenicity Study in Rabbits (GLP) : The

Institute of Environmental Toxicology., 2017 4, KA

Reverse Mutation Test of S-1587 Technical Grade in Bacterial System
(GLP) : (bRt 2016 4, RO

In vitro Chromosomal Aberration Test on S-1587 Technical Grade in Chinese

Hamster Lung Cells (CHL/IU) (GLP) : fER b7kt 2016 4F, RAK

Micronucleus Test on S-1587 Technical Grade in Rats (GLP) : {FA&{bFREK

=ft. 2016 2, RAK
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37. Study for Effects on Liver and Thyroid induced by S-1587 Technical Grade in
Rats : fEAb5RAS A, 2018 2, RAK

38. Study for Effects on Liver and Thyroid induced by S-1587 Technical Grade in
Mice : {EAALFHRA S, 2018 4F, RAEK

39. Wk 17T~19 F O R MELUEE - HiltEfd CGKF - Rafdfsa g aiEs
Fr e - B RS R, 2014 422 H 20 A)
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