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E N

Y= AR I FREEATHD [y FHF L] (CAS No.
881685-58-1) Z 2T, KHMRABRAIES % AW TEMEREFAL 2 £/ U,

S FH U R EBREGR L. B iANERS (T v b, PERE=DU M) | {EBEN
B UhE. BEE) | (EEEYE. EaEEE (7 v MRS X) | EREHE
= (Fy b)) | BERE (X)) | BESEERENAVENRS (Ty ) | BEAE (=
vR), 2HAREM (v M) | BEEE (Ty PROUYE) | BEEEFORR
R TH D,

SHBERBRERID, A YEIFAREIZIZEET, Ei2hE GEIIMHED X
O (FFfRfeiE, EERM, FmitERITRES) RO o, MREER
VEEEHITRD bk o T,

Z v b OMECHTFRETRIRIE R O TS PIBEARIE OFR AR M U 23, BiEiERR

THETRECKERENMEONTE Y, BEOREMFIIEEEEIZILZ D LFE L
<, FHMMcMUEVEEERET A LIRFRTHE EZ LD,

2 ARERMRABRIC BT, B EERMMR 0L b R TERBOET A
B b,

HAEBHERR (T2 b) 2BV T, BEBRCEEORO LD HETEILEBERT
BRERBRBO NN, GHRERED ORI, —F., BEBERR (VX))
WRWTIHE 400 me/ke B8/ A DL EoEAET/NMEERARR D bhiz,

SRR TEHONEEERRD S LR/MER T v MW 2 ERBEFEMRERA
%ﬁéﬁ%@55m@q¢ﬁﬁﬁ%ot:&ﬁ6 ThEBHILE LT, 2253 100
TE L7 0.055 mg'kg (FE/H % - B EIGFE = (ADD L@BE L.



I. FREREROME

1. Fig
FREA

4

. ARG D—RE

A VEFHF A

JE4 : isopyrazam

3. L%
IUPAC

N4 2syn- Bl 3-( TN u A F)0)-1- A FNA-NI(1RS4SRIRS)-1,2,3,4-

e

TRIFERROAYTREN14-AF ) FTEL B AN]ET S —
N4 TR F T I RO 2anti-BElE 3-(X7 A v AFA)-1-AF L
-N[(1RS4SR9SR-1,2,34-7 5k Fu-9-A4 VR EA-14-2 & /)
TRV ANET A IR EY I F ORA

mixture of 2 spmisomers 3-(difluoromethyD-1-methyl- V-
[((1RS,4SR,9RS)-1,2,3,4-tetrahydro-9-isopropyl-1,4-methanonaphthal
-en-5-yllpyrazole-4-carboxamide @ and 2  antfisomers  3-
(difluoromethyl)-1-methyl- N-[(1.BS4S5E 95E)-1,2,3,4-tetrahydro-9-
isopropyl-1,4-methanonaphthalen-5-yllpyrazole-4-carboxamide

CAS (No. 881685-58-1)

L

4. FH

1HEZ Y —NVd BRI R (PoArde 2AF L)1 AF 0
-N(1R4S59R-1,2,34-7 F5 & Fr-9(1- A FNLTFN)1,4- 2 & ) F
TE VLB ANE, (gyn BER) RO 1H-E5 Y —A-4- R
I R3(CNFaAFA)L-AFA-N [(1R4S95:1,2,3,4FT hS5 . K
2-9(1-AFNEFN)14-AF JF T Z L -5A 0], (anti BiEE)
DAY
: A mixture of 1H-pyrazole-4-carboxamide, 3-(difluoromethyl)-1-
methyl- N-[(1%,4595)-1,2,3,4-tetrahydro-9-(1-methylethyl)-1,4-meth
anonaphthalen-5-yll-, rel- (syn-isomer) and 1Hpyrazole-
4-carboxamide, 3-(difluoromethyl)-1-methyl-N-[(1£4595-1,2,3,4
tetrahydro-9-(1-methylethyl)- 1,4-methanonaphthalen-5-yll-, rel-
(anti-isomer)

Coo0HasF2N3O



5. aFk

3594
6. MEX
F © E F 0 E
F ] N F | N
N"‘N\ NHN\
syn {& anti {&
7. MROER

AV EFHEAZ, 1990 ERBLIZI LVt (AL R) ko THESH
e Z = ARRY I FRIGEMICET 5REATH S, (FRBEEI v =
KU 7 OBTLEZRDEZ 0 BEEEIL Tivbb an s BHKERELZRET
HZEWLDIRIRMSREICEER LT, EAEEERTEOLEL N TS, ¥
Gk BEU #E., KE, =a2——F - FE, 10 PETEEIN TS, S,
ABF—=D T UAREOEFE (IR, KE, AT TE) BRENLTND,



I. ZLEICROIBBOBRE
BEROEMRER [T 1~4] X, A Y ETFVFLOEZ Y —LBO b (LDREE 14C
CTHEERER L6 (BT Tpyr-MClA Y ESHFA] LS, ) | AV EFHF L anti
BEEOE S —/RO b ORFE UC CIEZRLELO (BUF lpyr“Clant-
AVEFFA] LD, ) ROT7 == VEO2TORER UC TH - IZEHLZY
O (L Flphe¥ClA YT FL L), ) FRAVWTERBILZ, BERREEROUR
HHIRE L, fRICHT D B3R VEEIRT YT ACIRE Ui, REMWSEEH R
CREESERIFINNEK 1 R 2 IREA TN S,

1. B9 REGRR
(1) v b
D BN
a. MmEEER
Wistar 7 v b (—BEMERES 13 I8) 12, [pyr-14Cl1 Y ¥ 5 ¥ 5% 1 mg/kg (K&
AT O Tz T HERE] o, ) XL 76 mgkg RE (EUF[1. ]z
T ImHEl v, ) CTHEREDERE L, mMPREEBIZ QWL TR S,
21 & MR EYEREEA ST A —F3E LIZRENTW S,
W EREICRB VLT, 20 & Mo RMEIRICER L REI R o7,
Coax XV AUC 1T, IZIEHEIZHBE L THIML 7=, HHICBT S Crax KT AUC
IR 1.3~2.5 B0 T, MECILEED B DA L Y WO LSRR N
e (BRI, 2)

F1 2MEUVMEPENEEFH/ NS A—L

A il i3
#5-B(mg/kg 4 E) 1 75 1 75
el i3 i H i3 HE i i3 ]
Tumax (hr) 3 3 3 4 6 3 3 4
Cumas {pg/g) 0.0750 | 0.126 | 6.31 | 122 |0.0857| 0.160 | 7.56 | 17.7
Tz (hr) NC 481 | 868 | 6.21 NC 4.60 7.52 NC
AUCos(hr * pgl/e) | 1.00 162 | 96.9 | 210 | 1.14 1.44 | 81.4 | 207
AUCo..(hr - pg/e) | NC 1.67 | 987 | 211 NC 1.49 | 827 | NC

NC : B RE CE TR CE R o T,

b. iRE
- HEERER (1. (1) @b. ] TR L5 48 BFEICBIT AR, BB O
— I ANCRITAEEBHRERD AN, 4 Y ETV AORLFREH 48 BHl DK
INEIEHET63.7~72.9%., BB TE63.1~714% +EHH a2, (R 1,

A - BBERVBRWAREQCZ L2 —AXEWS LITHU) .




5)

@ H2f

Wistar 7 v b (—Flf#E 15 D) (Zlpyr4Clas Y EZVAZEHARE LI
EHETCHRERO®RS L, Xid Wistar 7 » b (—F 21 IT) iZ[pyr-14Cl1 Y ¥°
FYLAREARETRERD (4 HE) BELTERASMIRSI SIE, E=,
RECHE PSRRI, (D@a. licHW-ihinE# 5 168 FEEHBICEFZ LT, R
22K O B REIREE DS IE S i,

TS X UHERRIC I 1 SR I RERE LR 2 IR S Tn 5,

W5 BfE & b HET 96 I OB BCHENE X 0 IRWEM BB bz,

168 BFh1t: D BB HAHEIL-2 T 0.586 uglg LA T TH - o, HFE DS O

~OEBEMIIRD LN T,

(7}/%15]!\3\ 1\ 3\ 4\ 8)

#?2 FERBBRUHESICHSIT2BEMSTEREE (ug/g)

BE5E
(ng/kg 4E)

P
il

Tmax 'fﬂ-i}i a

5. 96 L b

O B E

i3

L (6.16) . ATIE (0.551) |
B (0.310) | BT (0.196) .
% (0.088)

HEE (0.303) . FRAR (0.040) |
RFig (0.030) . BIB (0.013) .
®ig (0.012) | 1B (BEHE)
(0.008) , W& (0.007) . H—
J1 A (0.007)

HALE (7.04) | AFEE (0.677) |
& (0.397) . BI® (0.356) .
fels CEEE) (0.351) | B
fg (0.204) |, BIE (0.179) .
BRAR (0.164) . (Do (0.145) |
B (0.132) . Mmig (0.125)

L (0.223) . JRE (0.028) .|
EIE (0.019) . A& (0.015) .
HORIRR WD (BREE)
(0.012) . BEE (0.007) . H—
#1 A (0.007)

75

WILE (636) . ATEE (53.5) .
B (17.0) . BFHRE (16.1)
F (141) |, B (13.8) . &
—H A (7.76) | NaRh (BFJEH)
(7.20) . BER& (6.62) . Mig
(6.43)

HikE (29.3) . FlE (2.16) .
g (0.596) . f&RA (BEE)
(0.584) . H—H 2 (0.482) .
AR (0.437) . Eh& (0.258) .
21 (0.219) . FIRAR (0.190) .
B (0.149) . OB (0.133) . M
4% (0.126)

HE (621) | HERS (BABH)
(58.0) . JITH& (35.5) . BI'®
(28.2) . PPE (23.7) . FE
(20.2) | P (16.6) . B
(15.2) | ffi (10.3) . Z—H
2 (9.98) . M4 (9.94)

Frilg (0.579) . HIEE (0.441) |
JERS (BRAME) (0.426) . JRHE
(0.217) . A—7H A (0.201) .
BIE (0.113) . &g (0.106) .
21 (0.082) . Ehg (0.072)

R oW

HALE (0.683) . JThE (0.164) |
& (0.058) . H—A A (0.043) |
2Mf (0.016) . EIE (0.016) .
fERE (0.012) . FRAR (0.012) .

10




B’EE #

(mglkg 8 | Bl Trmax {F30T @ 5. 96 BSAAE b

A

a: AR TRES 6 HRE. RAERETRES 10 BRE#E

f (0.007) . & (0.007) . fuiE
(0.008) ‘ '

b : RIEREO D T2 %
/: EEERE L

@ i

REOHEP PRI, ()@a ] CERENZREUE, JBH HER R
[1. (HD@b. I TR EN AT, REFEZORROEFHHAE. (D@d. 1T
RS iR, 3R OEH SO B EREB R 1. (D@a. ] TR iz g
BPREE LTIREBIIRIE « EEFEBRAEE I,

mag, R, EETIEHFIZBT 5 REMITIE S IREINTN S,

F 7o, Ay EERE (B REMEEREERR) . (D@c. ] TR SR
ROREH ZEE e L TREMWEE - ERBFRBRAERK I,

i RMEEREEFERICB T A RECETFFERBBIIR 4 (SRS Twn
%o

FAA DTt MiF R OO PIENIROONEDHTH T2, e
F5EDT 25 EEORBEYIRE S s,

RETIIIERSEBETH - 2R, IR EELAED Nz, BT
IR B I D v SEBREGECH o, BRI TREBRA RS LI o )8
HETERON 2oz, £, T NBRAFAERIEG, BT AR a4
HEEIGHBOREHRELBD b,

ZOXIIEMERRD BN D00, Ty FOFERHIREK RN, HE B
TR EE SRR PDL L TREIER T, O4 V7 v EAQIE, 2/3Tey s
BB OAEEL. NEA FAALR OKEBED B VR L BE~DORE, @R LTk
BGIANRRNED N7 a0 AEESOIMBERE L ThoT, (R 1, 9)

F3 miE, R, ERUVEHICETA2TEREY GTAR)

TN Ratoll KR I it
mE | pik B%E | ar | mmesmm | 5¥a
ENEY)
JiilRir:y
1 i3 (3 % 0% 6h) ND | S(0.062), U(0.013)
M | BE " i 5 0007 | Ls©059, N(©.046). P(0.027),
HEER | &0 @xWGeh) | S(0.010). M-sul(0.004)
mifE
75 i (3 % 0 6h) ND | S(5.07). U(1.26)

11




i 4fE Ls(10.1), N(7.50). M-sul(0.261),
1 g moren | 9982 | P0.215). $(0.108)
R ND U(4.65), T(2.84), V(2.79). 1(2.37).
e (0-48h) S(1.51), P(1.26). I-glu(0.58)
# 0.40 T(23.4). P(10.1).1{(9.96), K(8.08),
(0-48h) ' Q(3.69). U(3.43), M(2.96)
1
FR ND P(10.4), M-sul(3.32), P-sul(3.12),
(0-48h) S(2.95). 1{2.72). UQ.78)
3
£ 0.48 P-sul(16.2). P(15.9), I-sul(7.74),
REUE (0-48h) ' M(7.56), B-sul(7.26), 1(2.40)
Rk R 7 U@.79). V(1.98). T(1.61),
B o5y | NP S(1.30). P(0.97., 1(0.59).
i3 I-glu(0.56)
# 0.96 T(16.5).1(12.1), P (9.03), S(7.74),
(0-48h) ' U(7.60). K (6.85). M(3.84)
75
R ND P(5.61), M-sul(3.97), P-sul(1.78),
(0-48h) I(1.51), UQ.23), S(1.02)
i3 % M(21.8). P(12.3). P-sul(9.30).
1.37 | B-sul(8.60), M-sul(4.78), C(4.17),
(0-48h) T-5ul(3.83)
. [-glu(13.5). B-glu(11.9). C(5.32).
H . ND | U@4.81), D@77, T(4.31),
) (0.5-24h) P-glu(3.76)
it JilZha ND M-glu(20.9), P-glu(9.11).
B HaE (0.5-24h) B-glu(8.46). I-glu(5.25)
St ER R B-glu(27.8). S-glu(7.42),
1 B ND | M-glu(6.43), I-glu(5.33), D(4.05),
75 (1-48h) P-glu(2.66)
RE7+ M-glu(36.1), B-glu(12.6),
HE (1-48h) ND P-glu(6.63), T-glu(2.75)
" R U(4.82).D(3.14). I(1.77). V(1.75).
iii;ﬁ R . e (0-24h) > ND{r1.a7). P(L19). I-glu(0.97)
gy | BV * P b | P@3:4.107.2).K(14.1),Q(7.59),
) (0-24h) = T(3.02)
ND : BH&ELT a: EHEE (14EBFHE) 1% 0-24 KR

12




x4 BHERMEGFHLEEERICBT AR BUETICE T SEEXKSEM (WTAR)

£y
. RNy . E> e }
=2l R | b Es
EilkiE (nglkg {5E) PERI | B[] %Z RHH
= loasn| ND E(ff.Ezg)éé(lgg\s)mo.vs)\
[pyr-14Cl1 > glu(0.64), )
o5 2 B-glu(18.5), T-glu(13.8),
v BByt | 1-48h | ND | U(4.53), M-glu{4.36).
e P-glu(3.09)
P(4.64). U(2.95), V(2.61).
[pyvr-11Clans: W |0-48h| ND T(1.16), 1(1.02), S{0.97)
o 75 S-glu(13.0). B-glu®.1D.
17ETY JE¥ | 1-48h | ND | T(4.96). M-glu(3.49). T-glu
(2.37). P-glu(2.37)
ND : g & d *H = a— VARG T CEBRE R
@ it
a. RERUKSEi

Wistar 7 v b (HEHES 4 1T) 12, [pyr-4ClA Y 7 P A2 EMEE L I3H
AECTHBERHRO®RS LT, RECE NI ERAER S,

FE1% 168 Ieflc BT 2 R R CEPERRIIR 5 ITmEN TN D,

HERA®RE Lz Y SV AOHRERER CHEICKEER O LS
ZIXRD o ofs, 5% 48 IFHEIZ 90%TAR UL LA RIEHICHEME S H, E
SRR I EP Th o7,

(ZHE 1, 3. 7)

#5 1BE5R 168 BREICHITIRRUEDRHME (FTAR)

®’REE

(mg/kg 4 E) ! &
431 HE M HE HE
FK 19.6 271 13.3 - 17.5
= 83.0 77.8 79.4 78.56
— VPR 3.3 1.9 2.9 44
AR+ — T A <0.1 <0.1 0.1 <0.1
A EIIES 106 106 95.7 100

" BB L TERI U 7 i B R & 2 e

b. RE ekl

fEEH = — L ERA L Wistar 7 v b (—#fERER 4 PT) 2, [pyr-14Clv
Y EZFAEEHARENIE A& CHER RS LT, B PoRleRERRS i <

‘f'r
o

51 48 I ONR{, KETEPRERITIER 6 IR T D,

13




WO A BERER O & b PRI Ch V. ETEIEHEBIIEN P TH

o7, (BHE1, 5)
F6 5% BBEORT. REVGEDE#HE (YTAR)
RrEE
(mg/ks #E) ! 7
1Bl i3 i 1 it
RS 57.9 47.6 54.7 57.0
R 14.9 15.9 7.3 13.6
# 26.4 35.7 27.3 21.2
e+ B 0.1 0.2 0.2 0.2
Ar— DU 2.4 3.3 1.6 2.7
F—J A 0.1 0.2 1.1 0.8
BEIR R 102 103 92.2 95.4

c. Btk (MEGEREEMEERER)
JHEN =2 —VLEHFEALL Wistar 7 v b (—#EMERES 4 I8, = A Elpyr-14C]
AT Y AREFOHED S 7 IT) {2, [pyr-14Cl4 YV 5 ¥ A Xitlpyr-14Clant-
A VT Y h% 2 mglkg REILE AR CHRERED#RE LT, IR H R ER S

Efi X7,

5t 72 BE O, RECEPHEMELZR 7 IR TS,
G BN BT RHR B DM R BTG D Do T, BEBERUWE
ANZ A0 b FHRIIEL)TH Y | FEMER TR Th o7, (B 1,

6)
#£7 EB5E2EBEHORBT. REUEFHEHRE (%TAR)
E [pyr-1Cl4 Y &5 ¥ A [pyr-4Clant-+ Y EF ¥ A
BE5E
(me/kg 53) 2 7 2 7
PE R i 3 i3 HE i i3 i3 HE iic3
RE.#H 56.3 48.9 58.0 41.6 38.3 56.1 36.5 61.1
BR 1564 26.0 7.6 7.0 22.1 12.2 16.3 15.9
, # 23.8 19.8 34.1 48.3 32.5 28.3 38.3 20.4
ik + A <0.0 0.0 0.1 0.0 0.0 0.1 0.1 0.0
= VPRI 1.1 1.5 1.2 1.8 3.5 2.1 3.2 1.3
F1—F A <0.1 0.2 0.1 0.1 0.2 0.3 0.2 0.2
el =R 96.8 96.4 101 98.7 96.6 99.1 94.5 98.8

14




d HEESHRORREUKPHER
Wistar 7 v b (—F&# 3 IC) Z[pyr-4Cl4 Y SV AR ERECKERD (14
BE) &5 LT, RECERYEMBABRNER Sz,
AE R 14 FEE% 24 KA ORROCERIHERIILR 3 ITmEshTWD, (B
B 1, 8)

&8 5% U BEORREUVEPHRE (YTAR)

LB (mgkg A H) 1
#5515 (j=) 1 14*
bR 19.7 21.6
oy 47.9 88.6
o— VHEER 2.51 2.89
e 70.1 113

% 14 B EOEE., 14 B HiCREEN RIS T 2EE& L LTREATVD,

e. FEKHE
Wistar 7 v b (—#EMEHES 4 [T) (Z[pyr-14Cl1 Y ¥ F ¥ L% 2.5 mglkg FE
X% 250 mg/kg FE CHER AL LT, KBRS Eit S iz,
5.1 48 B DR, ERUFERFPEIERIIR 9 IEREN TS,
AV E Y ADOFERF~O PR RE TR 5 B R CHEEOZEN I b 5
2TRHBREHCTH Y, 48 HFORIEIEN 0.05%TAR KA Thote, (B
B1, 7

9 KE5RABBHEOR, BERUVERPHHE (KTAR)

wEE
(mg/kg ) 25 250
HER i3 $HE i3 i

[ 17.4 24.7 14.0 180
% 77.9 70.3 68.2 49.3
e CO: <0.04 <0.04 <0.03 <0.04
L T <0.01 <0.01 <0.01 <0.01
o~ DY 0.33 0.84 0.62 1.73
B + NA 0.51 1.51 3.39 6.14
T —H R 0.14 0.20 0.31 0.71
Y R 96.3 97.6 86.6 75.9

® F—brSOFIZ74— _
Wistar 7 » b (—#HE#EHES 4 IT) [Tlpyr-UCl1 Y V7 A% 2.5 mg/kg (K1
XX 250 mg/kg ARECHEENFRE L C.A— I P47 T 7 4 —ic L 50
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MBARE ST,

A — N IF VAT T T 4 —IC L DB RED AL, SRR SRR
TP LT\ e, BB 2 Bl TR < BREPICoT L7228, 48 R e
DFEBHATERIIED TELS, ZORBLIHEERCE TR, gL TR
BTV Thotz, (BHI1,7)

(2) v¥
@ W&
WEY X (BREFRE) (W) iz, [pyr-14CloA Y 5 H A (synlanti k=95 :
5) K Ulphe-¥ClA Y ' FF A (synfanti th=95: 5 RV 70 : 30) % woliefalbly
720 29~45 mglkg WML, FO&REG L T, BpRNEMRBRSFER I,
T ORBE MR RIS PR OB b LT 4 BREICER
WREIZ 72 o 7z, MR OB SR XATIE T 0.33~0.6 pnglg, &HET 0.14~0.19
pelg ThoiEd, HiR, BEVERCHH T 0.04 pg/g LT Thoz, W J
A, I, SRR CET T, ERENEKR 44%TRR, 17%TRR. 256%TRR
B UN32%TRR #® bniz, £, FW G SHFE TR X 21%TRR §#88 bk,
(W 76)

@ K Fs

WIEYX (BFERE) QL) o, ¥ —VRORESR 4C THERLE
AR DFEMMAR) REM Fs 28RS 720 19 me/kg @iRIIL, 7 HIRIR D&
5 LT, S ENEGRBRNS I S i,

FRA T O FERE O RE T TR (0.44 pglg) R (0.25 nglg) #BR\\T 0.05 pglg
UTFTHY., FsiZBHTRLEL (6.2%TRR, <0.01 pglg) . F0fhofigkd
Tk LA%TRR LA F CTh oz, TERBMILI THA. B, TR, BRI
HTCENENEK 56%TRR, 36%TRR. 36%TRR. 38%TRR K * 33%TRR 2%
bz, (&R76)

(3) =91~V ‘

FEBNEE (RFERE) (16 FD) T, [pyr-4Clr Y B F¥ b (syn/anti =95 : 5)
B QRlphe-14ClA Y ¥ F Y A5 (synlanti tb=95: 5 KTV 70 : 30) ZECIRFRIY -~
D 11mgkg HML, 7 BEREORE LT, BENEMABRIER S,

BINOREYBETEENL 7 B BICEEREIZ o7, BINGL SO M REE
HOREITATEE (0.12~0.16 nglg) BT 0.03 pglg LA FChH oz, INEF DA
Y ESFALORIS T X EREH 34~49%TRR (<0.01 pglg) BX 6.6~
12%TRR (<0.01 pglg) . BRE T4 Y E TV ARRESATREM J OHH8 7
~29%TRR (<0.01 pg/g) DLz, FEUHEERIZRBIT 5 ERBEMTHEAEY
THotz (5.9~18%TRR) , HFlET D4 ¥ ©FFAROKH#HY J 13 1~2%TRR
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Thotk. (BRT6)

N

. {EPpHRESER
(1) %

/INE (BT : Tybalt) 12, [phe¥C]A Y EF VP A S (syrfantith=96.4 : 3.6) .
L < ilphe-4uClA Y 5 A A (syn/antitb=1704 : 29.6) Xixlpyr-14Cl1 v
5L (spnlanti =954 : 4.6) % 125 g ailha ®FIET. BBCH31 (& 1
FRkiEs) . BBCH39 (IRZEHBH < BEH) . BBCH69 (BR{EHK TED) EhEh
LE, 53 EFEEHMAML, 2 [EHAHE 13 HE (HEEMEH~ LD (o321
T, RN 46~48 At (BB CXERUTDLL (bAZEET) #HEML
T, D ERNEGFRERD EZ Sz,

INERBRICRIT 2 BEARERE IR 10 o, TERFERBEWIIER 11 1IRE
hTuna,

WAL OB HERIT b S I < @B b, ZETIHE» -7, BEK
BHRE D RKEB TR AR B DE Wiz b 59, BULEmTH Y, Rty it
Fs, IRWT G BELNo7, ZO0IE, b5 T D HBSREBH Hd, 10%TRR
EBAZAREMIRD N2, (R 1, 10)

£ 10 NEFHHPITHITEBREBRSNERE

HhiEy Fhi
L hN BB | HEE Tl g HHZRE

mglkg mg/kg %TRR mglkg %TRR

%3 7.09 6.46 98.9 0.065 1.0

) )[JP?;E g 2B 20.8 21.6 96.1 0.855 3.8
“&E | 0058 0.050 89.5 0.0058 10.5°

— L 6.18 6.17 98.7 0.081 13

PRty b 20.2 19.1 95.3 0.921 46
z% | 0.059 0.050 86.1 0.0079 13.9

(phe-4C] s 475 491 99.5 0025 [ 05

s A P 14.1 13.0 97.0 0.414 3.1
%% | 0031 | 0.0258 78.6 0.007 214
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F11 MEFRHEPICETELTERBEAHD

R R
] . g | f
EE =g 4 ; Hj
©s D Fs G H | xFAz | &E
A
[phe- bb mgkg | 155 | 0.472 1.64 0.652 | 0.495 267 | 0.855
UC)A %TRR | 68.7 | 2.1(1.6) | 7.3(5.2) | 2.9(2.3) | 2.2(1.8) [ 11.9 3.8
JES - mg/kg | 0,037 | ND | 00007 | ND ND | 0.0087 | 0.0058
PAS %TRR | 65.6 ND 1.2 ND ND 12 10.5
[pyr- . mgkg | 12.1 | 0.540 1.94 0.760 | 0.320 | 3.8(3.4) | 0.921
U4 %TRR | 60.7 |2.7(2.4) | 9.7(7.0) | 3.88.4) | 1.6(1.4) | 2.40 4.6
JET - mg/kg | 0.030 | ND | 0.0008 | 0.0003 | 0.0013 | 0.010 | 0.0079
%TRR | 53.3 ND 1.4 0.5 2.4 17.7 14.4
[phe- b mglkg | 8.56% | 0.241 1.02 0.374 | 0.201 1.95 | 0.414
uClA %TRR | 64.0® | 1.8(1.6) | 7.6(6.5) | 2.8(2.2) | 1.5(1.3) | 14.6 3.1
S - mg/kg | 0.0212 | ND | 0.0004 | 0.0002 — 0.003 -| 0.007
A A %TRR | 63.2¢ ND 1.3 0.5 — 84 | 214
( YNoERasE: LTRHENTUTRR
ND : g Ehd
—TF—&kL

a: gmf, ang@HRIKITFELEZRN, BICERTERI SO EEMEE U CiN#
b:LCMS/MS LY synlanti e EBRERR LI L 2 A, BAAAEIEE OB TRERBERONA
not,

(2) RES

HES (Ml syrah) (&, [phe-¥Clof YV FHF A (gyn: anti=69.5 : 30.5)
B QRlpyr-14CloA Y TV b (syn: anti=69.1 : 30.9) % 400 g ai/ha DHET 1
[FIZEFERANIE L, A 21 A%l _éf@;&-%*t%}%&o HOTEZRMLC, 4
WHERNEGRBRBRE I N,

5L RERVECBT SEEBHBEEILR 12I1ITREhTHDS

SEDORERVEDKEREDORESIE T b= b U AKThHIL é:h Vit
OEFBEZ SO THRESEHLEHmTH o7 (BRE : 89.4~90.3%TRR. ZE .
86.4~91.2%TRR) , REFOELRMH#WE LT G KU Ds B ELETRKXT
1. 7%TRR Fs 8% K 1A% TRR R bz, 10%TRR %28 2 TR S
IR bR d o To, B E e BHE A O synlants EEITOIRRT & LRE L TR
xR e hote, (BRI, 11)
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Kt

12 SESITRITAERERNERE

= AT %
1EEE " B U HE R il H 7R
mglkg mg{kg %TRR mg/kg | %TRR

[phe-14C] i 0.156 0.126 982 | 0002 | 1.8
VES YA -

g 7Y 3 11.0 10.8 98.5 0.187 | 1.7
[pyr-14C] i 0.147 0.145 98.6 0.002 | 1.4
ytcn-— N‘\A .

1IETTE 3.77 3.70 98.3 0.068 | 1.8

(3) LA R

L&A (547 : Mona) (2, [phe-4ClA ¥ 5 F A (gyn: antr=69.7 : 30.3)
B Qpyr-14ClA 2V ¥ F ¥ (syn: anti=69.3 : 30.7) % 125 g ailha OHET
BBCH40 LR ($8%8 42 A4%) . BBCH42 (#% 53 H#%) . BBCH46 (¥%7HE 63
) ZzhEh 1E, 53 EEERMOIE L, B0 3 KT 14 HRICEZ
B LT, FiErLEMAR S EE v,

L& AT BT SR MARREIIR 13 10 BB REMITER 14 ITREShTW
B

B MER 14 A % ORISR RETEEIE 0.217~0.316 mglkg T - 7o, Bt
DREFET ' b= b UAOKTHIH &, DR OFERMEIC OV Th R I38
{tamThoT. 10%TRR 2B2 TRD LI RBMIE Fs (AHEED) T
o e, SR BB, BULAWASED LIRBIASENT 5 250
bhi, (BR1, 12) .

£13 LAREICBTSEBRSTEERERE

ALERE HAH A fhH#
s R TR B fih 48 filantsAics
(R) mg/kg mg/kg | %TRR | mgkg %TRR
[phe-14C] 3 1.61 1.51 96.9 0.048 3.1
A YETHFA 14 0.316 0.279 89.8 0.032 10.2
[pyr-14C] 3 1.47 1.48 96.4 0.054 3.5
A4 JETHFA 14 0.217 0.187 85.1 0.033 14.9
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#F14 RENE14BREBOLEZICEITHERERSEY

[phe-11C] [pyr-14C]
A A ETY A AV ETHA
mg/kg %TRR mg'kg %TRR
AV ETHA 0.108 34.8 0.100 45.3
Ds+G 0.018(0.018) 5.8(5.8) 0.011(0.011) 4.7(4.7)
Da 0.005(0.005) - 1.6(1.6) 0.002(0.002) 0.8(0.8)
Ls 0.002(0.002) 0.7(0.7) 0.002(0.002) 0.8(0.8)
Es 0.008(0.008) 2.6(2.6) 0.004(0.004) 1.9(1.9)
i‘tﬁ Fs 0.053(0.050) 17.1(16.2) 0.031(0.031) 14.1(14.1)
*i H 0.012(0.012) 4.0(4.0) 0.008(0.008) 3.7(3.7)
R 0.009(0.009) 2.8(2.8) 0.006(0.008) | 2.8(2.8)
W NA NA 0.008(0.008) 3.7(3.7)
Y NA NA 0.002(0.002) 1.0(1.0)
RS 0.049 16.0 0.042 19.4
RFEE 0.002 0.5 0.004 1.8
Fisifanlz iy 0.032 10.2 0.033 . 148
(DARREEE LTRESNI: b OOE
NA : 434783

WSR2 A YT FADOFERBREIZA Ve EALEOKBIERRE Y

7 aBROKEBILE R RESEDOER THoT-, 1ENCETY —LEBRO NFAFL
(b2 DOBEBEREHEESET I FEESORELE 2 b,

(4) MM

- TEiZ[phe-14ClA ¥ ¥ TV AR Ulpyr-11Clf Y BT A% 360 gailha DR E

. THAE L/-tH, A 30, 90 RTR300 AR, V&R, IWEETIHEEIEMT

LT, FRARCERAEDERRL T, MpErEMRBRSERI N,

BIEEDIZR T D R RBEHEREERR 15 ITREhTH 5,

A Y ETF LTI 30 BEO L X ZAROHE (R) o, £hEh 13%TRR &
*26~34%TRR 8% B L7z 23, 48 90 A2 TOEM T 3%TRR LATF & 742
27, '

R, Y aeEE2ate) BLax, hE (XE) RUHS (@) oy
TENENHEKT 35%TRR, 21.7%TRR R} 47%TRR, Fs (Ja&EE &) A
INE(FEE, ERETDLL) IZBOWTENEFNZEKT 18%TRR, 13.8%TRR &
TN 17.6%TRR B Huiz, 1E0Z 10%TRR # 82 TRHE SN E-REMIIRH &
nipihote, (HHE76)
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F15 BAEENICHTIBAEDRMERE (ng/ke)

e m%ffﬁ Lax | e | hE b)) |8 @D |25 0B
[pyr-14C] 30 0.02 0.02 0.92 0.05 —
A% 50 0.03 0.02 0.88 0.05

Yo 300 0.02 0.02 0.71 0.04 <0.01
— . F—=FRL
3. AN
(1) R EtRPENBRRO
Bt QEE R AA R) T (R A 2) R BB (7 5 2 2) iz [phe-14C]

AV EFF A (syn: anti=73.4:26.6) % 0.1Tmgkg iz LD L5 (TR,
THEEIKGEBSEAKE (pF2.0) fIMIZHHE L, 202 COMERT T 369 A
AvFas— LT, HEEHEGRBR SR S i,

R RIC B A0 120 HBOSRYHHITE 16 12
T LITIZAREN TN D,

4 DO TIED 0~120 HIZR T 2R HOHREDEIN L 89.2~100%TAR, 5
I (A4 R) @ 180~369 HiZE DEINEIL 84.2~92.6%TAR TH ), UL X
N ARED KBS A Y IV A THh o, TESMRMIL Fs T, Fs OREE
Fa bt Eiviz, Z DIED N A F A bk Ls L U# O BHEE La 6B O b,
Fio, FEEREY gt (R4 X)) | WELROHBEEELTRO AT T M
A OBEBRRIEE T,

RN EBEHIZBIT B4 Y ETFVAOETBELSMRIEILA Y 7o A EOKEE

. B RO

ILTHot. <A 7“—72{1%& LTEZ YV — VRO NBLAFAALRED b,
(ZH8 1, 13)
#16 PFEMNTEICHTINIE120 BEOSBMHH (YTAR)
T3
AN
AR Bt GiE) | BL Aq %) | BEL | BOEEL
A VT L 79.6 447 73.1 61.0
Fs 2.5 12.6 5.0 18.7
Fa 0.3 ND 0.1 ND
Ls+La 0.1 1.2 0.6 0.1
ND : #HE7*
#17 FRMLBIZBIT52E&TEOEEN
158 Bt (FEE) | Bt: (AAR) Wiz L Wb EE
2R (R) 592 121 349 231
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(2) FEHIFPARRRD

4 (R4 2) 2 lpyr-UClo Y ¥ 5 & (syn: anti=69.4:30.6) % 0.168 mg/kg
B ARBEDICAEL, TEKSEFEBAKE (pF2.0) MAYIZHEL, 20+
2COBEETT 360 HEA % =2~— LT, LR EMRBREIZm I,

HFRA LRI BT D0MMaIER 18 RS T 5, :

HRMEET T Y ETFATEOHCRED U AE% 360 HIZiX 2.61%TAR
FECHEAD Uiz, EELGEDIIFs RVY Thotz,

A VETFAOEBELREITA Y o LV EOKBILER T 2 R4 08
HThol, TNOIESbICHRIN, BRI TCOBEMESND D, XiT
FEATRE RS PICASA ENT,

PIEHHIT 40 B EEE I, (BE 1, 14)

& 18 FRPTIRIZHTL0EHHM (%TAR)

RimHE (H) 0 14 80 120 360

£V EFHA 93.4 67.2 26.8 15.3 2.61
syn/anti 70.9/29.1 78.2/21.8 | 78.7/21.3 80.2/19.8 | 81.2/18.8

Zf Fs 0.00 11.4 19.8 12.4 2.16

” Y 0.00 0.57 5.21 9.23 5.38

FFE* - 0.00 15.1 25.7 27.4 19.3

&5t 93.4 94.2 77.5 64.5 29.4

1002 NS 0.06 1.95 3.25 22.7

R 0.27 2.07 174 25.7 58.3

BN 93.7 96.3 96.8 93.5 110

NS :#gl L

*

: BT 4.75%TAR Ll DS fRmi Y ISfEE Lo iz,

(3) FANLRWPAMBIRS

YRR (RE) | BEL (R4 X, 288 RUMBEREL (770 R)
{Z[phe-4ClA Y ¥ F ¥ A (gyn: anti=69.7: 30.3) % 0.17 mg/kg #2E& 725 X
B L, HEASERABAKE (pF2.0) HAXIZHELT, HFRMWEMLT.
202 COMERT CI 361 A4 Fat— LT, EEFEMRRNERm I iz,

4 FEO BRI A BB REORIREIX 91.9~105%TAR TH Y, E S
T HRBEDORESEA Y ETFATholz, A VTV AIERHIZED L, 4
B 123 A14I21Y 48.4~87 6% TAR B bz, g Fs iXth2izHEimL, 123
H#iZit 23.6%TAR Bt Shiz, EEIENTH Y, 14CO: DAERLRITHER
HMAEB LT 19%TAR L FTH -7,

L 141 B~976 B LB Enz, (B 1, 15)
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(4) HFeat/fEmay iR EaRRR

e iEEE - @EED Zlpyr4Clo Y ¥ Z ¥ A (syn: anti=69.4:30.6) % 0.17
mgkg BeE LB X HICE L, Ak 2EEAEKE (pF2.0) HYICHHEL
T, FERHEMET, 20:2°COREETT 30 BEA ¥ a2— b Lz, RIS
T 20:2°COBEHIT 90 AL 3% 2~ — b L THRAEERA) L EE @ fr R
PR S iz,

AR HHREDEIRIE 92.0~95.8%TAR Th-o7-, EMBEMEEIIRERT
463%TAR T 86%TAR LLEASHH Sz, “CO: IXEKMEHFBERICREX

(023%TAR) TH-oizZ &5, BRGNS MET Tk UCO: ¥ TR E Ny
EEZ b, i SN BURRO RIS Y ETFATH Y, BRI
E% LT 2 < 80%TAR LA THERS Lz, S & LCit, BREAOZME B bamE
[ZFs 8 3.51%TAR B E N, Z D% L 2~3%TAR TE{L Lizho e Z Lin b,
Fs I3#RMEHT CRELE LD,

RN LED EEEREN, (BB 1 16)

(5) TREBEXRIBERD

Bt (AAR) Zlpyr¥ClA Y5V A (gyn: anti=70: 30) %, #fRtiE

(R ROMBTHE (KOEE : pF2.5) 2 181~142 g ai/ha A8 L, 20x2C
T 21 Bt T (PHEEHEE iR 5 36.7 Wm2, 18 T3 36.0 Wm2,
WEHPE : 295~800 nm) MRS U C LR m Lo MERERN T Sh i,

s 21 BEEIEA Y BT W AR 18T 68.3%TAR £ Tl Liz—F, B+
BWTIX 93 8% TAR B bz, FREHETISMEY E LT, X (HX 8.0%TAR)
BEOW (BK54%TAR) B#RH LTz, BETHRE Cidlpyr-14Cl14 Y ©F ¥ A
XEZETH T,

RSN BT A R, 42.0 B CREFME 198 A) LEHINE, &
T T, A Y EF TV AOBRRSMARD T, ERHIIRD Enid ol

(B 1, 17)

(6) TiRMEEIRERO :

iR+ (RAR) iZlphe¥ClA Y T WA (syn: anti=73.7 : 26.3) %,
133~136 g ai/ha {LBR L7-1%, 2022°CT21 BRI & 57 (EHNEIMEE
40.7 W/m?, JEEHFE : 300~400 nm) M L TTHEREIS AN EHi i
Yl

A4 Y EFF AL 21 BEIZIX 724%TAR 2B Uiz, £z, 14 FRORREH
SR EAES, WITNLEM T 3%TAR LT Thot, BETRHRE Tix
[phe-1ClA Y T ¥V AIRETH o,

/ryt“?*fAO)liiﬁ,ﬂﬁﬂi\ 359 H (CGREEWAE 188 H) LEWM&ENhE, (B
M1, 18)° : :
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(7) TGN/ FHEAER
AV EITYLERNT, 6 BEOLTE EYEIEL @E) | EL CRKE) |
Wt CKE) . it (RAR) | #WEbELt CkE) RUHBEESEL (75
R) ) BT HHEREMERRNER SN,
Freundlich OW SR Kaas it 11.6~51.8. AERZBEZHRICL VFELEZW
BRI Koo 13 1,730~4,120 Toh o, HEBIEFRE Kes i 18.1~68.3, AHEE
FREARIZL VL L ERBERE Kaesoe 1% 1,950~6,240 TH o7z, (BHE 1, 19)

4. KpEMEER
(1) MK REHER

pH4 (7 = R ER : TRAROA) | pH5 (BEEEEENR) . pH7 (U B

EliE) RO pHY (R UEEENR) &R EER I [pyr-14Cl1 ¥ 7 ¥ A
(syn: anti=91.3 : 8.7) # 032 mg/L L 25 L3 IZHM L%, 49.720.02°C
(FHRER) X 25.3+0.1°C (KRB TFHERABRTIX5 FRE. zlia?rtﬁﬁﬂi 30

HMA ¥ a— b LTIAKGHERBR S Ei S iz,

[pyr-14Cl1 ¥ EZF AL BRBRELE TR C. 2 TOpHETLETHY
AER 30 HMEEBOBINEIL, pH5~9 T 91.5%~95.6%TAR ThH-o7, F
HERBE UARRIZE T, 10%TAR 282 2 2fIERd bz -,

B REENRO OB o7z, FERHIIRO oo, (B 1,
20)

(2) KhiHRER (BEARTVERK)

WA R (pH7.0) ROBEEAK MK GEE) | pH7.37) i
[phe-4Cl1 Y ¥ FF A (gyn: anti=73.4 : 26.6, 72.6 : 27.4) XiX[pyr-11ClA
YEFWL (gyn: anti=69.3:30.7) 2 05mg/L &2 X HICHEMUIE, 25
+2CTHRE29 BRFE /77 OLME : 26.2~28.1 Wim2, #&HiH : 300
~400 nm) B UKo RN IH X his,

W IR DHERESIER 19 RS hTWS

BB OBV D LT Y E7 Y AIIEERICED L, BRRKF
TL OB A Ui, BT L B RKT CORBIGENIRS, ShL L
Cloyr-MCHERME B X RO W SRR I 7o, [phe-MCUHER AL bIXRE X
AT PRI Dy o 7o, BERTR K T, 4 Y EF FAIRWT RO EETH -7,
WTNHERBRHIMZE L T, BESYD syn/anti lRIZZLITRO N2 do T,

A Y ESTAOEESFEREIX, 73 FEGOBRRAICLZ X KU W DA,
ﬂEﬁEL?’L?Ia}bf’ﬁ‘@ﬁﬁ@i{hﬁ‘%’\@/\ﬁ@‘@%oT:o Z LG DR TR A

ZUCO ETHMRENB LD EBZ BT,
A VT AOEBKP TONRUNIL 5483 B (RHEFHRE 176 H) . BRK
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O YRiEL 4.2~4.9 7 (ﬁmﬁ%ﬁ&% 15.2~16.4 H) tEHIIhE, (R
1, 21)

R19 KRBICHTHMMETEES T (WTAR)

1=

o Bk FRAT B 4K 0 1 3 6a/70/8 | 129/14/15f | 25g/29b
%

4 A YVESF¥FA | 103 — | 100 | 958 94 4f 5.8
| B FEMEmSY 1 0.0 — 0.0 0.0° 0.0 1.8n
N eHD AEPETESY 2 0.0 — | o0 { o0 0.0f 0.0t
N UCO2 — — 0.0 0.2¢ 0.7 2.2h
% A4 VEF¥L | 100 | 943 | 65.0 | 3260 | - 21.6° 12.2h
3 B %k HBHEESY 1 0.0 0.5 2.4 6.7° 8.7 11.0h
j; (EH7.37) | BHEELS 2 00 | 06 | 28 7.1° 5.9¢ 4.7h

: 14002 - 0.0 0.5 3.0 8.4¢ 14.3h
< A4 JEFHFA | 103 — | 992 | 89.1¢ 63.1f 71.9n
| AR W 0.0 — 1.0 11.5¢ 14.8¢ 10.9»
LL\ (OHD X 0.0 — 0.0 4.7¢ 7.4f 4.4n
N 14C0; — — 0.0 0.7 1.3 1.5h
X A VEFHFELA | 102 | 927 | 60.0 | 31.6e 20.24 9.6¢
CL'“.J B #k7k W 0.0 43 | 154 [ 275° 31.9¢ 36.48
& | (©H7.37) X 00 | 1.1 | 53 | 1290 16.84 20.18
- 1002 0.0 0.1 0.7 3.44 9.9¢
— RREERET a~h : :’c:n?cm)are%r AR
5. TRAFER
SR U BN R8N 2o T,

6. EEBREER

(1) (EHARKER

WM W T, RE, DERTCATFEERW, 4 EFF A, K# Fs RO
Fa 255t gfbai & Ui i8R sin S,

BRIIBE 3 IRENTW S

T S -RABRC BT 5 A /1:°3"U“A0)%j@§%ﬁ51 AT 30 EIT'ﬁ ZUNHE L -
KE (EF) TRHLNE 0.504 mgkg Tho iz, ¥ Fs DERRBEFREIZ, #&
i 45 HRWCWFE L =/E (BFE) TRHLILEZ 0.056 mgkg THY, EM Fa
ICOWTIHETEERARE TH -2, (R 1, 22)

(2) BREMRBEE
INEOEEEFIZA VTV A (symfanti =70 :30) % 375 gai/ha DHRT
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3 EZEIEMATNIE LTz BB G, KE, LA CARTIEI AT D 2L T, A
VETHEL, KB Fs ROY 290tk w&%%ﬁ%x&%%mw_o

FEEITAIRL 4 1 ;'ﬂ“éj’b'c[/\%)

A VESHAZICA LA (RE) T0.01mg kg B OHNEENE, WTRO
EMICE N CH ERRIRE Th o7, TRIICET 2RHW Fs ORKXBRIE
i, B 60 BRRICHE AT Lo kE () TRHLILE 0.031 mg/kg T, 1%
MY OB KRIREMEIL, A7 60 R AT LIIE S RAZ ) TRO bR
0.06 mgkg TH-7, (B 76, 77)

(3) WEMRBKE

WILEA (BRETRER) (—BE3M0) 24 YTV A (gynlanti =170 : 30) %
0.545, 1.53 KU} 5.09 mg/kg (FE/B (FEHTERE 15, 42 KR T* 140 mgkg) T
28 BRIRE LT, 4 YETPFARDREMY J 20055 L U SEnEE %R
PSEHE S i,

RIS RS TV D

A4 Y EFFLERICA Y EFFAROREY § O8HEZRRTENEN
0.17 R 2.0 ugl/g (iFhg) #tbhahiz, (BH 76)

7. —REIEBER
BRLUICGRHIRRRA 2o Tz,

8. MIENRERR
(1) BIEREER
AV EZFLREDT v b AV AMEBERRA R Sz, A& 20
mRENTWD, (BRI, 28~27)

20 SHHEHEREE (GF)

B5 | Syn/Anag LDso (mg/kg {AH) e
s b BT p” i BREINTER
Wistar 7 > b B, OEAL. BEEF. EHEIRR
928:172 lsﬂfgg |T_L’./ >2,000 ﬁEt‘BﬂJiﬂi ;
S, Wi, SEHEE,. EEIRH.
HEBAGL, MEEAGE, BE#E, Bl
. - - W, HFEIBOKEHNED R
%51 |69.7:30 | Vistar 7> f BEE | ks amae, % - ERoN
o 12 G 2000 | jewyr L
2,000 mg/kg EETHETH (5/7
BB 2)
Wistar 7 v k : SEE, EAL. S, EEILH
100 : 0 11;’”5%/ >2,000 | gprpiize L
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MR, MEAr. EE, EEL
0 100 Wistar 7 v b 310 K OEBAEL
: I 7 pT 550 mg/kg FELL FRE TR
4]
I L. MR, G EhET
50 : 50 Wls;ér 7k 310 | BRORERME
7 L 550 mglkg HELL E T
Wistar 7 v b FEAR B UBETfil7z L
b .
Bz | 92.8: 7.2 Wies 5o | 5000 | >5,000
o LCw (mgll) | BT, BAEOENL. M.
WA | 928 . 7 | Vistarz > kb HE, (R R
ffEE 5 T >5H.28 >5.28 B L

a 1 0.5%CMC AKEFRIZERE

¢ : Aerosil #iEh0, 4 H#Fﬁﬁ%‘éﬂi%g

b B/ BEOEEKTAL—R M UTIESREEIC 24 BERIBAZERE T

Rt Y RO Fs 7 v b &2 AW -2 o 3B R i éé’bf:\a FERIXE 21

IRENTHD, (BR 1, 28~29)
F21 SHZEOSHERBEE ($3Y)
B » ShirE ”ﬁ?myggﬁ) BRSNEER
Rt Wistar = » h 2,000 sE, HEAML. B
Y i 5 I | L
R L lWistar vk 29,000 SER R OFET 72 L
Fs i 5 T '

a: 0.5%CMC /KIERIE® LT 5

(2) SEmERERR (v M)

Wistar 7 » b (—HEHEHES- 10 [IR) & 7 BEEERERE 0 (i ; BAEEE syn:
antr=92.8 : 7.2 ; 0. 30, 250 % ({2,000 mg/kg FE) ®EIZL D EMMHERENE
RERPEE Sz,

EZREFTROONEEFTRIZIR 22 IR ENTHER, £2T—BETH-
Too Eo, BHICEE L BRREASENELIIREO bR T,

ABRBRIZBWT 250 mgkg BEL FREHOMME CHEEETENEOLRE
DT, WEMEIIMEREL D 30 mgkg FETH D EEL BN, AtEEEMEZ

RBLhRNoE,

(M 1, 30)
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=22

REREEERAR (Sv k) TR

Hiohf-FEMR

REH

1

e

2,000 mg/kg K=

- EHERD

250 mg/kg FEE E

s TEEMETS M5 EAS Y [EIEE

18

CTEEMETS, mH5. LHERY
BB, BEEAS

© KBHE BT

- (R E RN

- BRENE (BIERE FL
A5 OB, LD ERY
[1%) B>

30 mg/kg FE

BHATRR L

BHFTRRL

S FEEEFED LA TVWARWA, RIERGORE LI Uk,

9. R - BIICH T HIMIER U R MBI
A VBT P LRED NZIW 7538 % v 7 ARBIB M B O 8 RS AR 23 55 &

T, & DR BE R IRMEE DGO S =2y, REREERBD bhiad ot

(M 1. 31, 32)

CBA = U ARV BRIEERRR (RETY) 3 fiRBRE) SRS, 1Y

ES P AMIRBRIELEE R LM ST,

10. EAMEEER

(1) O EMESEEERER (T M)
Wistar 7 v b (—HEMEM#EA 12 [IT) 2 HW7=iRE (RE (synlantitb=92.8 :

7.2) :0, 800, 1,500 &T%6,000 ppm : THIARAEBIEILFR 23 28) B5i2 L
% 90 HFREAETEERERS I S i,

(ZH 1, 33)

#&23 90 AEEIMEMEER (S v ) OFNREERE

®EE (ppm) 300 1,500 6,000
ERREERE W 21.3 106 463
(mg/kg FE/R) it 93.8 118 484

HREHTHED ONWHEERTRIEER 24 ItREsh TIN5,
AFBRIC BT 1,500 ppm SALE 53O MERE T/ NE LT HIRRAS K E 2358
B o0 T EEEEIIMR & 6 300 ppm (H 21.3 mg/kg (KE/H | 1 23.8 mg/kg

{FE/R) ThdEBERLLIE,

(ZRE 1, 34)
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&24 00 HEERMFESER (Sv k) TROLIWFEMR

R o HE ik
6,000 ppm < AR EHRINFH] - REPRRET
- fEAL R « Chol {0
- REFFIERIET « GGT XU ALT #8810
- GGT, AST i F RY DA, Fe—LHEN
- CK #3/n
cFRY DA, Y E—AROY
An '
- R R UMk B B2l
1,500 ppm BAE | - ATHES, FER O IER &S - {EEIEANNH]
- NEEROME AT ARSI - AR R
- TG Jizb < TR Ul IE B RN
< /NEEROERF AR AR K
300 ppm RS L IR AR L

(2) 90 EMEAERERR (v )
iR OBZERR L BT A2, Wistar 7 v b (—BEMERES 10 T)
ZRWIR (BIEQ : RBiE (syn/anti =92.8:7.2) RUORIED : FIR (synfanti
t=69.7:30.3) :0, 100, 250 KX 2,000 ppm : FHHRAEFREITE 25 SH)
BE5IZL 5 90 HEHESMEFERBRMAER S,

& 25 90 HEERMSUER (T v b)) OTHREERE (ng/kg (AE/8)

i 5% (ppm) 100 250 2,000
/43 8.30 20.3 159
D -
i3 9.87 24.1 193
i 8.94 20.8 163
@
i3 9.49 24.2 197

KR GHTHRDOONEEERTRIZE 26 inEhTW3,

gynjanti BARFICORLIBEICBO T, REEBREGICLAHEIFRHETHY,
EMEF T 0 7 7 A MR ERET R - 72, 2,000 ppm BEEOQMEREC/AEER.LE
JFIRAB RSN b DT, ERESIIMHE S b 250 ppm (BRIED : #E 20.3
mg/kg AE/H, #f 24.1 mg/ke F8E/H, BRAEO : I 20.8 mg/kg FE/H | H 24.2
mg/kg (KE/H) THHEEBL I, (BR1, 35)

MEEREEALEERLVD (UTED) &
SRREELZLER L L THEBELALESE (UTRE) &
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#26 0 BREZMEHEER (S v b)) TROLW-FEMR

#EFED e
i i 2 i i
2,000 ppm | * FFRUHCRARE | - EHENEE - PR OWIEER | - (REEINmE
s, JWERUYHEE | - REHRET | Z8M0 - READIRET
==l » Chol ¥7N cNEROMERE | - IFLEROWESR
« /NEEAUUPERTAR | - Glob HEAD BafER B8N
JajER - AIG AR c INZEPRETEITM | - /NIRRT AR
* FFEERUWIEE | flaZshkifk RIER
B0 « /NBE R AT A
« INEEHR UM AR Fuzefadl
N AR X
« /NBERRHEFTAE
fazepail
250 ppm SHRALL - | BHEFRAL BEFAZL B R L
LUF

(3) 28 EMELMRERR (5v M) <SHEH>
Wistar 7 > b (—#EHEMER 5 ) W EEE (RIK (syn/anti th=92.8 :
7.2) :0, 300, 4,000 %TF 8,000 ppm : EHREFINEILE 27 2R) BEI- &
% 28 A EEEaMEEHRBR I E iz,

#&2] 28 HREE[EFERR (S v F) OFHRFERE

5 (ppm) 300 4,000 8,000
TR R ic3 29.4 393 793
(mgllg FRE/R) it 28.1 390 721

FZREHTHRD DN EERTRIIER 28 IR ENT NS,

AFRERIZ BT 4,000 ppm LA L35 FE0MERHE T/NEF L OMERTHBARIE K ZE 2558
B O T EEN R & % 300 ppm (4 29.4 mg/ke (KTE/H | # 28.1 mg/kg
RE/A) THrEEZBNE, (BRI, 36)

#28 28 BMEAMENEHER (v ) TROGAALEEHRR

5 i3 fH
8,000 ppm - FFEE R CYHIEE RN « GGT B U U o A0
4,000 ppm A E | - EREHRAIANE] < (AN

- FEEE RS - {EEL B RS
- TG Bz - + Ure, Chol. U 88N
- ANEERRLUE TR SRR K - NEEOE TR RE R

W EHMBENEHSERER L U,
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| 300 ppm B B

§: BIAMAERIESEE SN TRV, RIEREORE L F Lic,

(4) 28 HMESMEEERER (v ) <$%EH>
Wistar 7 & b (—FEHERES 5 L, %BREE 15 D 5 b 9 x5 1 HEIZ &)
ZRAWEIRE (RIE (syrfanti tb=89 : 11) : 0. 100, 500 & T 2,000 ppm :
R AERERLR 29 2R) #5225 28 HEIESMEMRBR S T S iz,

%29 28 EMESMSERE (Sv b)) OFYREKERS

#5% (ppm) 100 500 2,000
TR RS i 9.1 46.1 175
(mg/kg FE/H) i 9.6 481 191

%J"ﬁ’%‘-ﬁ?’( 18 b TZEMRT RIGE 80 loRah T 3,

2,000 ppm B H-FEOHEHE TR P450, EROD & X PROD &4 O BN A, 500 ppm
B 5.5 PROD EHEQBINARD biL, HEDRHEROFELH DI LB
RENTE,

- ARBRIZIVT 2,000 ppm REFFOHET/HE R LEFMIRE SRS, R
CHERAIHAED BN 0T, WA - b 500 ppm (4 46.1 mg/kg
RE/B, M 48.1 mg/kg fRE/H) THHLEA DN, (BE1, 37

F30 28 HREIFERMEFEEER (Sv b)) TROLIEERRR

R HE i3
2,000 ppm - TG i _ - (R EEE NI
» Cre, CK 70 « Ure /0
- s, HhR OMEIEE RN :
« ZNEE RO IT AR AR R
500 ppm DL F | #METRAZL BHETRRL

(6) 90 HRMESMEIERE (1 X) @
b — Z VR (—REMERES 4 J0) 2RV h AR 0 (K (sy/anti th=92.8 :
7.2) :0. 30, 100 FTF 300 mg/kg {AH/H) %‘z-’i &% 90 B MEAMEEERR
NS iz,
EBRGHETHED DB RIIR 31ITREh T3
RSB 330 T 100 mglke A5 E/ F BB SREDMERET ALP BnER ALz
DT, WEERITMRE S D 30 mekg KE/HTHHEELX LN, (BB 1, 38)

s BHIR A E V- hEEEEE L.
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#£ 31 90 HREEZHHHEHER (X)) OTROoN-HEHRE

BE# i i

300 mgfkg KE/A | - WENEDE . BAEE (LAE | - hEEIHH

Y /BB | Bhox, BRER | - SEEE
7= + TP, Chol KU kU & Ajid
CEEIER, YA, BB LS | - [RELERD
DX B R, R RSO | FUB#E ST R OLEE
Wk, TERbE, BUEDE EIE

- RN

- SRR

- PLT #8m

+ Alb, TP, Chol jgi»

B (B#EET) HLEEHM

100 mg/kg &&E/H | + ALP HEi0 « ALP 50

oLk -JF (BEE &) BMROMER | - Alb
BIEins

30 mg/kg {AH/A | BUHRTR2L BHETRARL

§ R ERICTEEZERRD LN TWRWA, BRiERS O LML=,

(6) O HMEAERERER (1X) @
E— VK (—BEMERER A D) 2 7= h e VA (UK (syw/anti =69.7:
30.3) :0, 10, 30 KU} 250 mg/kg AHE/A) FEIZL D 90 H MHEAMEREERR
3TN X417,
ERERE TR BB Rt 32 IRER T3,
AFERIZ BT 250 mg/kg RE/A#5HEOME CHEERMNMRNERED Hh
e C, EEMREIIMEAREE b 30 mgkg (FE/ATHBLEEZONE, (B 1,

39)

#32 WEMEREENER (/X)) QTROONHERR
B hEE Jiid i

250 mglkg fAE/H | - FRHE . JYE
- BEITE) (8. BORMREBEE | - AREEINDH
M, R, §IR Y ROREBTE) | - EHEERD
 JEEMEDIET
- (R EHE NN
- BEEERS

30 mg/kg E/B | BUEETRAL TR L
T

(7) 90 BEMEEEMFHEREERER (Sy )
Wistar Z > b (—HEHERES 12 10) ZHW2iRE RS (synlanti =928 :
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7.2) :0, 300, 1,500 K T¥6,000 ppm : EHREERELE 33 28H) BEHIC X
% 90 H M SR EERBR S B X iz,

& 33 90 HEHEIBMMESERR (Sv ) OFHREERE

# 5% (ppm) 300 1,500 6,000
TR IR T B i3 20.3 98.0 382
(mefkg FE/H) e 24.9 114 168

AFBRIZRB T, ETIIHRAERSIC L 228IRD LT, #TiE 6,000 ppm
5B CEEM NG R CBEERD SR b0 T, SRR CARRR
D= AR TH D 6,000 ppm (382 mg/kg AE/H)  #ET 1,500 ppm (114 mg/kg
AE/H) THdHEZAONE, EEMEMREEITIRDONRPoT, (B 1,
40}

(8) 28 HMEAMERERER (KEBY. Sv )
Wistar ¥ v b (—BEMEREE 5 C) 2\ =igeE (R Y : 0. 2,000, 6,000
T8 12,000 ppm : EEHIREERELFE 34 2M) #5510 X5 28 AMESMEEE
AERA T = Tz,

F34 28 BREEIJEFERR (KBWY. Sv ) OFHREERE

#58 (ppm) 2,000 6,000 12,000
TR B R E HE 175 497 1,020
(mglkg /) e 176 595 1,110

ABBRIZ BV TR L 2 B3RO b ho k0T, BEERITAR
BOEBAETHS 12,000 ppm ( : 1,020 mg/kg E/A, H: 1,110 mg/ks
FE/H) THALEZEZLNE, (BRI, 41)

(9) 28 HMEAMERERE (KIN¥WFs, Sy M)
Wistar 7 » b (—EEHERES 5 D) %2 BV i-iEE ((REMh Fs : 0, 300, 4,000
K TX 10,000 ppm : EEGEEREITE 35 ) &5k 5 28 BFIHESMEEM
BN EM I,
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&35 28 ARERMHEEFER (KEWFs. Sv b) OFHREERE

58 (ppm) 300 4,000 10,000
Sk i B HE 27 370 927
(me/lg 45/ ) s 29 388 906

FREHTROONIEERRIIR 36 ITFREN TV D,

4,000 ppm Ll BE GO T PROD {514 U PASO 8 MET 1 g ¥ D
& % B, 300 ppm LA BB E#EOMERE T EROD 80, HETHE 1 g 47~
W DF Ry &N, HET PROD FEHEEINAERD Hiv, EOGHBERFER D
HI BRI,

AFRERIZIBV T, 4,000 ppm LA L 5-BE e C/NEE R LIERTHIIE RS A58
DD T, EHEERIIMERE L ¢ 300 ppm (4 27 mg/ke (RE/H ., 1 29 mg/kg

FE/H) THHEEZLNI,

(BEW 1, 42)

#36 28 AMEREEHEFR (KBYFs. v ) TROOALEEMR

k5 HE i
10,000 ppm - Glob 40 U AT A
4,000 ppm LA E | ¢ AR RO E RN - FFHER e O L BN

- NEEFLLME AT RIBEAR R o ANEE L TR AR RS
- BRI S Bk R R R AR RS
300 ppm mET R L BHHRRL

§: FERETRO LA TRV, BEHREORE L HE L,

11. (REEERREUSENSAEER

(1) 15£MRERERR (11 X)
E— VR (— RS 4 PT) o e R0 JRIE (gyn/anti =928
7.2) :0, 25, 100 ZTr 250 mg/kg (KHE/H) #EiZX D 1 ERREFEMEREBRMN

i i,

EAR R TR HNILBIERT AR 37 IR ENTH S,
ARFBRIZ I T 100 me/kg E/B LI EREROHEEET ALP B2, HETiR s
b I B K UL E BRI ST N0 T, MBI Y b 25 mgke

FE/BTHDLEEZ DN,

34
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#3717 | FREHEERER (X)) TROLL-EHEHMERE

BB i3 i3
250 mg/kg A HE/H - FEELER D - AR E BRI
« AR Bk R - AT ER
- GDH. ALT 3D - Alb, TP 54>
- TP il
100 mg/kg AE/R - (EEIBINIH] - ALP ¥
LAk « ALP #4870
« Alb 382>
- JFHns S B OB E BN
25 mg/kg #EH/A BHRTRR L BT R L

§:100 mg/kg (KE/H B EH TG ERICHFEEZERD DN TWRWHE, BFREORER LA LT,

(2) 2 MRt/ ENAMGSER (Sy k)
Wistar 7 & ~ (GESABE ; —BEMERER 52 VT, BYERE ; 1 & SREmE 12
ML) & vz igel JR1E (syn/anti bb=92.8:7.2) : 0, 100, 500 }T* 3,000 ppm :
TR AEEREIIER 38 ) BRI LD 2 FERIBMESEME/ZEDS AL ERBRNE
HiZ i,

38 2 FRREFE/ENAMEBHESEER (Sy b)) OFHREERE

#E58 (ppm) 100 500 3,000
TR R E TR Vi 5.5 27.6 174
(mg/kg RE/H) i 6.9 34.9 233

HIERETIRS LN FBMERT RIT#R 39 12, TENEREL OG5 NEREO
FABEE IR 4012 FFHRERE R O e OB AR EIIR 4L I TN S,

iR 5 BET A SRR ZE & LT 3,000 ppm AEOMHE T 7= PERE RO
FF R BRI 0D 36 A A5 DS BN U 7=, 3,000 ppm BEDH#E T i B AR A Ia i BiE o
FAEBESEM U220, fiEBEREREDLN TRV £ b, BEKREIC
LARETIIRWwEE L BN,

ARER TV T 500 ppm LA LI EREOMERE CHEEME T RIFHREZESED 5
e, EHEMEEITMEES D 100 ppm HES.5 mgkg EE/H ., H 6.9 mg/kg &
B/IH) ThHhrEBzbNE, (BR1, 44) :

(AP E R T B NIEREORAICE T8 A 7= X AR [4. (1) ~
(2) 1R)
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#39 2 FRMBERE/ ESAERRHAFEBRTCROoNBIEMR GRERERE)

W5 1 i3
3,000 ppm - (AEEHENNM - FAEERD
- B EROEMPDHEET - BEIBAHIET

« Hb, Ht s>

* Lym. Mon #i4>
- TG el

« ALT #80n

- ALP g

s ANEPG TR A AR
- BBRIRE Y 2 _ERIR IR i Bk 2 T

« Hb, Ht XU*RBC g2, PLT #f

yili

+ Chol 0. Glu &

- GGT #n

+ ALP, AST i

s RU DA TR, AT T

A, Cre BOURSEEEM

500 ppm ZA L - GGT Hin « (BRI
- ANEHLOME TR AR ZE fadl < REFZNREKT
- ANBEAROMEATRR AR AR A « TG. Bil i#s
- R BNTARA R o /NBE AL F AR AR AR K
« R BT L
o /NEE ROV ATHE B R f SR TR
- BIRAERAARRILE
100 ppm mUETRZL BHTRRL
=40 FEANRRERVFENRBEORLHEE (28
58 (ppm) 0 100 500 3,000
WBEEK 52 52 52 52
TE N IRRAE 0 1 0
FE R 2 15**H#

Peto B27E : ** : p<0.01
Fisher f7E : # : p<0.01

#4 FHERRERVCFERECREEE (289

PR i i
5% (ppm) 0 100 | 500 3,000 0 100 | 500 3,000
BBV 52 52 52 52 52 52 52 52
R HE R AR AE 1 0 0 3 0 1 1 11 %%
Jixe ik 0 0 1 0 0 0 1

Peto #E : ** : p<0.01
Fisher 27 : # : p<0.01

(3) 18 hAMBERAERR (T2R)
C57BL/10J:{CD-1 =7 &2 (—BEMERES- 50 B) 2 W=iBEE Bk (symanti

=928 :17.2)

: 0, 70, 500 KK 3,500 ppm : FEHREBEIEILR 42 2R)

Gz K5 18 A MRS AMERBRBER S iz,
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=42 18 HARRNAMER (TOR) OTEHBREFERE
5% (ppm) 70 500 3,500
i & I 7.8 56.2 433
(mg/kg AE/H) i3 9.9 74.9 554

HHREHTRD OB RIZR 43 RS hTn 3,

IR 5B U O AR oI L7 EBMRE RS b v,

ARERBRIZIB T, 3,500 ppm RS FEOKE CAEEIMNHIZEDS, 500 ppm LA E#
EfEDHEC/NERIHEFMRIE RS SR bz, EEMERIIHET 500 ppm

(56.2 mglkg {F&E/H) MT 70 ppm (9.9 mg/keg (AE/H) THHEEZ LN,
EBIAETRO Do, (R 1, 45)

%43 18 HMEMRAALRER (RYR) TEHLNEBEFE CEESBLSE)

BHRE i i

3,500 ppm - IR 3 - RN
- {REEEEINIH) - fF (REZEEEde) #xf, EER U
- REEZ R IEEEHEN
- JF (ESEEASTe) EOCHEER | - Sk - WIE R NGRS/ ME
HEn R e 7 vy — Ul ARTEE
< /NEE R AR AR AR R « [BEE b7 TR IME
- BIRERIE - BHIK - fRiEn, R U EESRD

e a7y —URAARHEITLE

500 ppm 2L L | 500 ppm AT - BRI R
B RRL < NEEREME AT AR AR AR

70 ppm TR L

12, ERBERITER

(1) 2iEAKBER (Sv M)

Wistar 7 & b (—#EMEEES 26 L) ZAWZiEE Rk (gynantith=92.8 :

7.2) :0.100.500 R TF 3,000 ppm : FHREFREILFR 44 ) BECL5 2
HARBERMBERSEL I, .
# A4 2HEREESR (Sv b)) OFSREERS
R HE B
#5# (ppm) 100 500 3,000 100 500 3,000
IR NE P At 8.3 41.2 250 9.3 46.6 277
(mg/kg (FEH/R) Fy fiAX 9.5 47.8 289 10.2 50.1 301

37




HHREGRETRD DI EERRILE 45 RSN TH D,

ARRERITBWT, S8 T2 500 ppm LA B EBE  MEiET/NIERLMEONE M
FFHaIE R RS b, 2B Tk 500 ppm LA ¥ S EEMHEHE TR, &
CHITEEERENARBO b0, —EEICH 5 R EixEEIc BT
W & b 100 ppm (P #E : 8.3 mg/kg {RE/A . P HE: 9.3 mg/kg AE/Q ., Fiif -
9.5 mg/kg FE/H |, Fiilff : 10.2 mg/kg K&E/R) | REH T 100 ppm (P # : 8.3
mg/kg RHE/H ., P M : 9.3 mg/kg AE/B ., Foi: 9.5 mg/kg KE/H, F1if: 10.2
mg'kg AE/H) THDHEBx bz, £/, 3,000 ppm REREIZBWTEREK
DET GRS b oD T, BRI 3 5 B 500 ppm (P #:41.2 mg/kg
{AE/B . P . 46.6 mgkg FHE/H ., F1H#: 47.8 mg/kg fR8H/H | F1 ¥ : 50.1 mg/kg
BE/H) THhHEEZBNE, (BR 1, 46)

#45 2HEHARFEHER (Sv b)) TROhEERR

. ¥:.P,LHE R H.F. R/ Fe
i HE i 1 i3
3,000 ppm | - AERINEE | - HEEEKT - EEHEANINE] | - FRRESE, RO
- FBEEKT - BEEERES | BEEET | fEEEHEN
- BEERNENE | - TRER, BEROY| - FRN, bR | - BEEEOCHILEE
< fFHERE, RO | #IEERREN OMIIEEE N | B8
MIEE RN « e B OV E - JRERL, FE R,
iR R OCHIEER
SRR T EH o2
| & . SR OWIE - JEHEt B ML
&h =1 Blwd :
i - BRI - EEREOES
500 ppm - HURIRAMERT, B | - FEBEINEE |« hsELM | RN
B E BROHIEEER | - DZEOO | NEMAT IR | - SR T
yili BHEITRREIER | R o INBE RN
o« INBEHLLESON MERFARITAE K
EERAER
100 ppm BHMRRL BEHITRA2L EHEFTRARL - BEERTRAE L
3,000 ppm | - EEEEINIHI AEENME] | - FEEINIG] | - EEEENH
« ERRAYEEEIE | - FFHERISS, ERR | - FRMERS, PR
: CHEEEHEM | CHEEE
2 - FEERH O EE
& | 500 ppm - s, R | 500 ppm LLF 500 ppm BAF . fFHE%fss, bR
| AL UEEEEREN | BHFRARL EMFRAL | CEEEEREN
100 ppm | BERRARL BHETRAL

Y HBERICHEERRD LN TRV,
§HEHERICHEEIRRED LR TV,
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(2) RERERR (SvF) O

Wistar 5 v b (

H=92.8:17.2)

—REME 24 PC) DR 5~21 HIiZ
: 0, 20, 75 U250 mg/kg /A, B : 0.5%CMC KEBER)

K5 LT, BAEBERBRERE S,
HIRGBETHRD DNEBMUFRIIR 46 RSN TN D,
AFBRIZIB VT, 75 mglkg RE/A LA OB TIHIETEEREK TSR,

R TIIBILEEF T

s (R (syn/anti

2HENTF-DT, EFEMEXEEYE IR T 20 mgke ﬁg-

B/ATHD LEADN, BAMEIRD ORI, (BE 1, 47)

#F 46 FHAEBUERER (Sv b)) OTROLN-FMHEMR

BBt F B 51
250 mg/kg &/ R - e ) - (KA E
- {EEBEINAE EARERE (55 2. 4. 6 ZAHEME,
- BEHERT FEo2RHES, FREK. F4
HHES)
- R IRFE T SREEAN
- B FERFET EEMN
75 mg/kg FE/B L E IRV EEERT < ELEBIE (B8 3. 5 HMEER
U EEHEE L) WO Ak ek
WE R SEAHE
- AT e g
20 mg/kg 1A%/ B | R R L BT RAZ L

(3) REBUEER (SvF) @
Wistar 7 v  (—EEEIRIE 24 IT) QR 4~20 H 28GR D (RIE (syn/anti
.0, 20, 75 B} 200 me/kg AAE/A . YL : 0.5%CMC K¥E

=69.7 : 30.3)
) w5 LT, REFERBAERS N,

B GHTRDOONEFBEFTRIZR 4T ICREN TS,
ARBIZB T, 75 mglkg FE/A L E OB THEERMIHE DS, KBIR T
KAFEEENRD 60T, BHEEREIIEEY R PRIE T 20 mgkg FEH/HTH

D LB AL, BB

uau\&) Bj’[/fi hro ﬁ..o

(B 1, 48)

k41 HREFHEER (Syb) QTROLL-FEEMR

58 #HENY IV
200 me/kg (& &/H - JEEMIL. SR, LE EABIE (5 5. 6 BEE.
%1, 2 IFMEfR, EEVE. P2
)
- RIARSSHEL R E 47 I 51 D ER AN
75 mglkg E/ALL - - (R EE AN - EiFE
- BEEET CE VIEIE (BEE . & 3 FHEE)
20 mg/kg &/ A BRI L FHITRAZ L
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(4) RERMEER (V¥ O (AEREER)

b Z ¥y (—FE 10 IT) OFE 4~27 BIZ3EERD (R (syn/anti
=928 :7.2) :0. 100, 200 BT} 400 mg/kg EE/H ., ¥ : 0.5%CMC K&
R #&ELT, BeESERBRAERIN,

400 mg/kg RHE/BREROKEI 5 FlCLEFRBXRIEN, £ERE 2 FT/MB
ERARH B, 3 H 1l CraiEpEEgE, i}ﬁ@%%%ﬁ@%fzﬁcoﬂ\to

ARBICB W CREY TIIRER S L IFEIRD LT, BIET/NBERE
YDF'E&’) LD T, EEME] iﬂ@]%’(‘ﬁiﬁﬁﬁ@%ﬁﬁgf%é 400 mg/kg {FE&E

. BBIRT 200 mg/kg BRE/H CHD B2 iz, (B 1, 49)

(5) RERERR (VYF) @

b I ¥ ¥ (—REM 5 L) DR 4~27 BICHEEIERND (FE (gyn/anti
1h=92.8:72) :0, 600, 800 XU 1,000 mg/kg (AE/H., ¥A#H : 0.5%CMC K
Yeik) B5 LT, BABMERBRNERL XL,

BFEREHTHED OB RIIR B LRI THS

WA E G ORI /NMERPSED b, A ﬁ%ﬂﬁﬁ%ﬁﬁ‘t « NIRERDSERD &
-2l MIERER., IREIEERZR. f(ﬁﬁ(maﬁ:ﬁﬁﬁﬂﬂﬁﬁﬂ XK R I

OWTRPREEZ SN, REEORT RIZARNI/NMBERDFRD Sied - AFIR

WHBE I, FRFECIIRIBMI/NMERED Svid o o 1 FloIRIRICE
EOARNEBEERERPEEINZOATH T2 b, RkREORE LS

Z b,
AREBRIZB VT, BE CIIHREREICE 6%@ 23RO LT, 600 mg/kg &
E/HU LR GEEOBIR C/HMEERSED L= R CARRD

EEHETHDS 1,000 mg/ke RE/H, BRI TIX 600 rng/kg EE/HARMNTHDS &
EZzbhilz, (BR1, 50)

F48 REZMHERAR (DYF) OTROLMEEMR

58t i i
1,000 mg/'kg A/ B 1,000 mg/kg FE/B LT s B DR I EIGR Y 2 F
FHIT R L T HREE DN, EEEREE

n GEREABORES, fEE
ROEHEFOBRE, FEEETHR
AlE{e*)

800 mg/kg FE/B L I

600 mg/kg AEH/H LI E _ - /NARBK

* HBERRZ L

* RS BRI K

- BAKRERRE ORI RE
- AR ER

S FEREIRDLILTWRWEA, BERSFORE L L,
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(6) REEERR (YY) @ (ARRERR)

NZW % (—BEHE 10 [T) OFFRE 7~28 BIZHMER D (EiE (synfanti b
=92.8 : 7.2) :0, 400, 700 B T* 1,000 mg/kg K&E/H, B : 0.5%CMC Ak
) BE LT, BRAFERRNRERL SN,

HHEREHTEDONEBHEITRIIR 49 7 ER TS,

400 K 1X 1,000 mg/kg 8B/ H B 5O T Fh 1 CREEERD I
WE L BEDSED Ui, e & F iz, $72, 400 LT 700 mg/kg (AE
IBBRERTERER 1 FINKEEL, Zhb08micB 0 THEERDPED S
lce 1,000 mg/kg (WE/AFEHORIZICA L Z/MEKIE, FEETED LN
Rl todS, RBRERR O RE % LESEE THE L2 L bRiERGORE
& W Uiz,

AHBIZBNT, 400 mekg FE/A L RESHOBEMW TGS R OHESR
BN AS, 1,000 me/ke (R B/ HEHORIECEAESRARD b0 T, 5
PRI REN T 400 mg/kg RE/A AR, BBIE TR 700 me/kg FE/B THDH L E
bz, (BE1, 51)

R4 RESUHER (VUF) OTROLNI-HEEHR

Fe5 B BEVY &R
1,000 mg/kg &8/ H - E0IE L & (14 - ERAR IR T NS
- REARRIRIR BN - EiRE
- BUN #/n - S FEHFE CNREKS)
c IR (AR E )
IR DIREAL IR TR ALK
- IBFE/ N BRI
700 mg/kg FE/ALLE | - $EEE (1 #1) 700 mg/kg {KE/BLLT
- R E AN BHETRAR L
- BRI
« FFRRRTAR R
- INBERR M AT AR 25 Rk
« [FHlR S U =o— 45 22 jaf gz
400 mg/kg IFE/A LA E | - &% (145
- fEE (1 #0)
- GGT L&
ARl R O E BN

S HEERBROLN TV

WA, ik G OREE Il L,

P BEEOSHAFEIEEIN TV, RERSoRE S Hl L,

(7) REBEBER (VYF) @
NZW 73 (—HE 25 IL) D#ER 7~28 HIZHFEIRED (R (syn/anti b
=92.8: 7.2) :0, 30, 150 KT 500 mg/keg KE/H, ¥ : 0.5%CMC A¥K)
BE LT, REFEARPER S,
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K4 ERECTRY DI FHERTRIIE 50 IR EN TN B,

500 mg/kg IR/ F - E5REQ M 1 FIASIEIE 24 BIZFT L,

500 mg/kg RE/H#SHOIR BRIz A LI /MRERIC DWW, L AIO AR DFE,
ThoHrboo, BEFHEHAR (V3F) N2 6 1ickB\Th, 1,000 mgkg &
B/ B CRBEEEEMARD LN TS Z L b RER G & OBEEITS
ETERNWEEBZ OGN,

AFRERIZBW T, 150 mg/kg ﬁiilEIJ;LJ:&“Efﬁ%@@J%‘C“Eﬁ!ﬂﬂ@ﬂlﬂk%ﬁ\
500 mg/kg AHE/AFEHORIET/PMREENRED DO T, EFEEIIEH
#C 80 mg/kg AAE/A. BRIECit 160 mg/kg FEH/A TH D &5‘%2_ bhiz, (&
HE 1, 52)

#&O0 REBEHR (VYY) QTROGNLFERR

b iis RE i

500 mglke {&BE/H FET (141 : - RAE

« {EEH Bp ) - S\ FEH (VNERER)
< NEROMEATAIIZE AL (R~
&5 )

 FFfA Y a4 ze ki

150 mg/kg AE/H LI E | - RS R UMb B BB NS 150 mg/kg E/BLLT
Wiis il v EHEATR2L

30 mg/kg FRE/ B BT RZL

§: LEEOFMUBIIEMEINTWRWE, BEREORE L YE L,

ARG (VX)) O~@N2. @)~ D] TRONEFRIZITR/KICL S
B RD ol D, BRAESMRR (V9% 0B 2 ESMERITEIYH T 30
mg/kg BE/A, BT 150 mg/kg BE/ATHD LEZ Bz, 400 mg/ke (KE/
B O EREHORIBICR W T, /NRERSHED b, 2k, BEBERR (Vi1¥)
OCRD LN LEHRXBOEMIO~OOABR TIIHERENRP27ZDT, F
RO & X LR o T,

13. RERERR
(1) RERERR (RE)

AV EZFLAREOMEAZHWEZERERERRER, ~oRXV 0 74+—< TK

2 b MY oERHRR A BV n vitro REERERR, AV ETFAET v
W5 L TO in vive lin vitro it UDS #HEE T o O FREMREZ Wiz

B S F i S,
FERIIERS[LIZAREINLTINS, .
SETEMETHTZ b, A Y EFTVACEBEERRZNLDEEZ B,
(&M 1, 53~61)
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=51 BEEUHHREE (REF) .
R PUE S WERE - 5B b S
Escherichia coli 1EB : 100~5,000 pg/7
( WP2/pEKM101 %k |V} (+/-89) (ZL—F
- WP2 uvrA/pKM101 ££) )
HiRER | Salmonella typhimurium | 2 B : 5~5,000 pg/7” V-h N
grEskEra | (TA98,TA100.TA1535| (-89) (FL— i) . 2t
T TA1B37 #%) 100~5,000 pg/7" V-
(+89) (FL A vFa
—3g viE)
E. coli (WP2/pKM101 % | 1 EE : 3~5,000 pg/7" v-}
TRWP2 uvrApKM1018R) | (+/+589) (7b— RE)
wmzes: | S typhimurium 2 EH : 10~5,000 pg/7" V- .
pEeamay | (TA98.TAI00.TA1S35 | b (+-89) (FLrrx| [
KR TA1537 #%) 2rt—i g ViK)
E. coli (WP2/pKM101 X | 188 : 3~5,000 pg/7" v—}h
TRWP2 uyzAIpKM101#%) | (+189) (7 L— hE)
wRzEs | S tphimurium 2 [A]18 : 3~5,000 pg/7" V- .
gEstme | (TA98.TAI00,TA1635| (+-89) (FrAv¥a| RE
BN TA1537 ) NR—3 g )
n DAY T g 1EE :0.63~30 pg /mL
vitro (L5178Y tk*) #Eia (-S9) . 2.5~50 pg/ml
(+89)
- . 2EH : 1~20 pg / mL
J‘f;%?%% (-89) . 55~30pg/mL | it
RERB (+89)
3EE : 2~25 pg/ mL
(-S9) . 15~40 pg/ml
(+59)
TOAY T 1[EH : 2.8~44.0 pg/ mL
(L5178Y tk) e (-S9) . 5.5~88.0 pg / mL
BinF5EA ' (+S9) B
EERARD 2 [EH :0.7~44.0 pg / mL =
(-89) . 5.5~88.0 pg / mL.
(+59)
t FFEMEMY o Bk | 1[EE : 20~40 pg/mL
(-S9) . 20~50 pg/mL
(+59)
ReERmy 2EAE : 10~20 pg/mL '
= (-89) . 20~50 pg/mL fe

(+S9)
SLERRERS ¢ 3 BERI 0L 20
ReFTE]
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R FSE-d ERE - REE e R

b ALY o SBRAEL | 1EH : 16.9~51.7 pg/

mL (-S9} | 29.6~90.5 pg

{mL (+S9)

LAERE 2198 : 3.0~16.0 yg / mL
R b (-59) . 25.0~75.0 pg /

mL (+89)

SAERRERT : 4 BRER & DT

22 W)

M2t

in Wistar 7w b (—BEEE3 | 2,000 mg/kg AE (FEH|E
vivo/ B PC)  (REZEATHIAR) FIRO®E, #4&: 0.5%
in UDS &g = CMC KEsi, FTHAEE (=i
vitro 2. 16 BEEE)

Wistar 7w b (—FHE DS | 2,000 mg/kg & (R HE
in D e BB E., Bk : 0.5% |
vive | EEER OMC A, BEAfer : | B
24, 48 BERRE)

i) +/- 89 : RMHEMLRTEETRUHEEFEET
EHESNZREORMEEL a: svn: anti=92.8 : 7.2, b: sym: antf=69.7 : 30.8, c: syn : anti
=86.2 : 13.8

(2) REBERER (KW .

AV ETFLAOTE L L THBECLEARORHMY KT Fs 20T, M
FROERERERRAR, <7 AU 74— TKEBREUE b L SR
R in vitro AR ERBMAER I N, BRIIES2ICRENLTED,
WFHORRIZBWTHEETH -, (BE 1, 62~67)

& 52 AEEENABREE (KB

WERE AR FOE-3 AEIRE - G E GRS

E. coli (WP2/pKM101 |1[E8 : 3~5,000 pg/7" v
B O WPZ wwmd/ |-} (+-89) (FL—
‘R | pKM101 #k) ~EE) '
RER | S typhimurium 2[EB : 33~5,000 pg/7 [=2iG
g | st | ( TA98 . TAL00 . |1k
Ay n # TA1535 R USTA153785) | (+-89) (FL A%
Y| vt ar—y s Vi)

BET T AN T 1EH, 2H8

. (L5178Y t&) ik 110~1,760 pg / mL
%ﬁyq/j‘ﬁ ’ R
e (+/-89)

ERIR
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e R POE < UEERIE - R E5& EES
b MR Y o NERKERE (1 EIB : 5756~1,760 pg /
mL (-S9) . 328~1,006
SN pg fmL (+59)
£2E 2@EH : 575~1,760 ng/ | Bk
ShER mL (+/-S9)
ILHHEERT (4 B H D W
VX 22 B
E. coli (WP2/pKMI101 |1 [EH : 3~5,000 ug/7" v
X Y WP2 gwdl |-} (+-89) (FL—
HIm2e | pKM101 &%) ki)
SREE | S typhimurium 2 [EH : 33~5,000 pg/7’ [
sEs ( TA98 . TA100 . |v-h
TA1535 B C'TA1537#K) | (+/-89) (FLA 3
al—irg ‘/?f)
wEr | VPRI TA— 1 EE : 50~800 pg / mL
K& | . (L5178Y tk*) kg (+/-S9) i
Fs vitro| T 2[4 8 : 25~400 pg / mL
R (+/-89)
b hFEMIR Y o8Bk | LER : 171~522 ug/
mL (4+/-S9)
B 2[@B : 31.8~522 ng /
3 mL (-S9) | 171~522 pg | [atk
sy /mL (+89)
AERRER - 4 B B B W
1% 22 BEFE
14. TOHOBEK

2 FERBHEEM/RE B AMRROFERER (v ) [11. Qi8N CRD bR
HRAIRNE B O F E NIEIR R OR LR FRHO BT, LTD A I =X AR EH
=iz,

(1) FHRREOREA D= XLIZNT HEH
@ Fv FrEAVERAREAREICE D 14 AMERMFRFARR

Wistar 7 > b (—#EHE 30 IT) % /= 14 B RERAE (RE (synfanti [£=92.8
: 0. 500 & TX 3,000 ppm : LERAEIEIL 0, 58, 327 mg/kg AE/H)

7.2)

BEAZ K D IERBRT AR ZE & i,

500 K U 3,000 ppm ¥ TG BE RN K O L EBBIMER AR D 6 iz, &
7=, ¥ P450 & &. PROD /5L T EROD &S HEM L 7=, 3,000 ppm D 3 A
[RS8 CHEMIRE R ORBOWEM, 7 HERT 14 H S8 T/HEERL MR
MRAERAFT|O bz, o, ITiRO BrdU &iieiafk (S MiEkiEs) X,

3,000 ppm O 3 HRBREHTHBEICHEM L, FROZBOENEBMT T,
H 1, 68)
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@ 3w MERIFHRZERCEREER URDRNERENORN

Wistar 7 » ML D & b - BEEITHEIA 2 AV CHER L 2 AT B g
L— R, AV ETY A (spoanti £=928:72) % 1, 3, 10, 30, 65 KU
100 uM B2 T 96 KRAIALE L, P450 &R UHHIIEFE OB ERESRE S iz,
Bttd e LTPB AW bT,

AYETFARITE Y, [FHIE BrdU Sz oz vz PROD R}
BROD & EFBFBOH NI b, A Y ETFF LI PB LRRIZT v M
#ifah o> P450 (CYP2B) ##BE L. MMBAEEL AT LB 0N, (B
1, 69)

@ E MEXFFHERERV-HEENEER CERCHBRENZRT IRH
b b (57 WitE) 2 bie bR E WV TERS L2 g in B S
Tl— NI, A VTV A (synlanti =928 :72) % 1, 3, 10, 30, 65 &
TR 100 pM 2 C 96 FFRIALEE L, P450 54 & OYHIREFE O B EE SRt S,
BHE R & LT PB AR Wb,
A4 YT LALLM E O PROD fEHICHELS RIZX$, BRODE
ME ERXREZENDL, A Y EFHFAR, PB LREICE MAATF O P450
(CYP2B Xi& CYP3A) #3HE&E 3 55, MRMEREIIF IRV EZ L DNE,
(BE 1, 70)

(2) FEANBREORE A H =X LIZHT AN
@ HRBHKES v FERAVNEFERARE
| BREOFEIZBITALRA half AREEEFTR~5 72012, SIRHBHE S » MR
5T ERKOAEEEZ RS L,

Wistar 7 v b (—EfHE 6 T (SPEFHERREY) ) 214 Y ¥ TV A (syn/anti
th=928:72) % 3 ARMEKEED (5EHA 0, 300 mgkg (KHE/B ., B -
0.5%CMC-Na) &5 L., BBNEHI iz, BHERRE LT 1Ta =F =/ R
P TA—ABHEVLRE,

AVEFTLAEEICLY, BHABROBETRCHEEDOETHMEITD LI,
FEHRSRCLEERICIIEEZRII IR STED T, AV ETF AT A s
YEFEERFIRWEE LN, (BE1, TD)

@ b FEEFHERZERAV IR FAFVaRBEKSEERR (/7 vitro)
v b (hERa'HeLa-9903%) #HfERE#E 7" L — MIA Y ETFF A (spplanti th=

6§ & b HeLa-#lfizt h— R baF v aZBHEERTA L 727 —ETF v/ flarA 77 b (23
TEEA T T =T B R TARF aF 3 VEROET 2 Pz =2 X by RERYIS R
T—H—) BRI
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92.8 : 7.2) % 10°M~1012M O 8 R (DMSO k) TAOFE L, 24 KFRHEE
L. AVESYAD invitrolBiT 5 "R R o285 Ea (ERa) ~
DFERIEOFEARN STz, BESRE LT 1B-=F ==X b T P4 —us
Anbitz,

A4 Y EFSHFATITNTHRORABIZEBO TS ERe~DFESHEEZRE S, InvitrolZ
BOWTxR haFUreRE~OEAEEERE LRZNbDEEZBNE, SR 1,
72)

(A =XL@BEDOELD)

A Y EFYTLAREIZLSD CPY2B OFEIZ.PBIZL 5 CYP OFE Y —1 L —
FLTEY, PB LEBOAA=XATT v MIFHlaRELZRESEREEZD
iz,

AV ETFAIZA b UkEiEER S RN EBR DI,

(3) 28 EMEAEEERR (Tv )

s BRI O EMRBR L LR 570, Wistar 7 v b (—BEMERES 5 T,
XTERRE 3 D) RV iR (BREQ : KK (synlanti k=504 :49.6) | #{FED :
Eik (symlanti k=100 :0) RUREQ : & (syn/anti tE=0:100) : £h
Z¥u 0, 500, 2,000 % U 5,000 ppm : FHREBEREITIR 35K BEIZLD
28 A EEAMEGE AR (R EM R PEBm I,

#&53 28 HEEIEEERER (5v b, HEREKRBLRER) OFHREERE

i #EE (ppm) 500 2,000 5,000
HE 44.7 181 456
©
i3 44.6 198 372
TR SRR R H 47.0 179 449
® :
(mglkg FHE/B) | g 168 182 459
b4z 43.8 170 407
®
in: 44 .4 183 372

5% HRETED I B RILE 54~56 IKR SR TS,

DR OBREIZE T L IFEWABESE (CYP. EROD, PROD) FEH:HIN
R DI, WFROBRKICE T bR IR S ORI (NERLE
WAE ) (o B, RS BRI TR bh o T, (B8 1,
73)
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& 54

28 HMBRERMESR (Sv ) TROLAHEEHMRE

— R iEO—
5 i i
5,000 ppm - BEFM, VB
- FEAR R
- RBC #/n
- Alb, TP i
2,000 ppm LA L |+ AEEEANSNGHI < (R EHEANHNH]
: - JFLE R OV IE B E AN « Chol ¥hn
- FFEe R OV IEE S
o /NEE RO AR R A R
500 ppm o INIE R AT R AR K TR L
F5ob 28 HREIBAMEMHER (Svy b)) TROHOLEHEUMR
— R EG—
RER HE i
5,000 ppm + WBC. PLT, Lym jgiz> « (R EIEANENH]
- ALP i « Chol, H1/-3 77 AESHN
2,000 ppm LI E | © AR, LR U IEEEEMN « JNBERLUEATRIBR AR R
' - FFiEs, RO IEE RN
500 ppm o ANZE LM AT AR B AR K wHETR L
F#56 28 HEEZGEEER (Sv b)) TROOLEFERR
—IRIEG—
BERE . i3 i
5,000 ppm - SEEHER D - &AL
« RBC £ - Hb, Ht 30
- PTiER
- GGT. ALT g0
- VgAY LB
2,000 ppm LA E |+ EEMEIDAG A
- TG {5 % OF GGT #8A0 - ASEHE NN
- SRR
- Alb, TP igi»
» Chol #8710
« JNFEPL O BRI AR K
500 ppm < ANEFLOERTRIIEAEK - APTT 4645

 BFiext, PR UMEIEE BN
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I. &FREERRME

BRRICBIT BRI EFAWTERRE A Y &5 A ORSERETME EE L,

UC CIE# LA Y ETVFLADT v b EAVWEEMEANEGRBROBR, RO
HEa3nfA YV EFVAOENRIEIIEAET 63.7~72.9%, mHAET 63.1~
T14% L BEH ENTZ, T T EEIZHPD LT 3~6 B TH Y. FOHMPIE
BTGRP Uiz, BE% 48 IERFILANIC 90%TAR DL EASR#EHIZHEM S,
B~ OBERBERNIA Do T, FEIRIRISIIEY Th o, EBEAHWIT
A V7 A, 0IXEE S e BOKEBILETH Y | IBH TR Lk
RO 7 s v VEERATRY, REPFCBOTX, MTRERAES, BT
R UBHEENZEDO N,

YXRC=U U EFHOEEHENEGRBROBR, Y TEIHR#Hm G KT J
A, =T b UTIRAHS J N 10%TRR #E 2 TR,

WHEREGMRBOBR, BERAREORIESIZHIEAHm T, 10%TRR ## %
EREIEL Fs (RAEEZET) Thol, BIEMIZEWVT 10%TRR %8 % 7o
WMIFs BECY (WWTFhibisgkiadt) Tholk,

AV ETVA, K Fs XU Fa 20868 & Ui /EmR g sinasEst
CTEE Iz, 1Y BT FAORKBEREHEIX, RE (XF) ©0.504 mg/kg ThH-o
Tro 1SEHD Fs ORKRREMIT, /E (EFE) TRHLNE 0.056 mgkg T,
W Fa iz DWW T2 TERRRARB TH o7,

AV ETHFL, Rt Fs ROY 20t @bam e LB IEMBEE RN
THEM S, EPBCBIT2RREBREL, Y ETTFAIXICA LA (B ©
0.01 mg/kg. fE% Fs i3 kE (FE) TRDHLILE 0.031 mgkg, K Y Xz
INAE D THRDH BN 0.06 mgkg ThoTe,

LFEEHAOCT, A Y ETTFARUREMW J 20088 h & UT-BEDFRER
BRI CREI N, 4 Y TV ARG J O&FHEIXRK T 2.0 png/g (IF
fig) Rt &,

FREERBHERND, 4 YT VARSI L AREX, FICEE GEMmE)
RO (FFHIIRIE R, EEMEM, AFVEZRITHRES) KR b, ik
HROBEEREEERD Dok,

o b O CHARIARE B 78 PIERSE O RAFEE SN U= 23, B R
BTHETRECHRESBLNTEY, BEORERFIIEGERICIIbD L
EXEE, Y- VBB EBRET I LEFMETHDI EEL LN,

2 HARBRERBRIZB VT, fEicAERINIR O b AR TEREOET
BERH BT,

FAEFEMRR (F o M) BT, BIMcEEORO LI AR TELELER
CBEREENRBD NN, HRTED N7z, —F, BESERR (U
F) 2BV T 400 mg/kg R E/H DL EOEHEC/MMRERDBFED b,

FHEABRERID, BEDECSED T ORBEIMMENELA Y ETFA (8
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{b&mons) LT L,
BRBRICBIT A EEEESERIRSTIRERLTHS,

RERREFE=E, FHBRTY

&

LNIZEFEED > LER/MERT v FERVE 2

ERIBHEEEIR R AMENERBRD 5.5 mekg (AE/H Tho7t=Z b, ZhER
e LT, B4%H 100 TR LZ 0.055 mg/ke RE/H 22— HERFFAE (ADD)
CEE LT, fol, ADI OFRERNE S-HEL/MRROFHONEZRAEL DM
Wi Taiae— U BREET A Z b, BMOZSFKIIARBELE X v,

ADI 0.055mg/kg (AE/H
(ADI 2 ERILEE) BTtk ATEDRE R EBR
(EhipTE) F v b
(HARE) 2 W
(5 5:) 1REH
(EEMER) 5.5 mg/kg {5/ H
(Z2=RE) 100
#51 BERICBTIEEZH=ESE
, ] WG WEE BEE
DA | BB | e KB | (melke EIR) | (mgke amp) | O
Sk 0. 300, 1,500. | :21.3 i : 106 WHERE 7 NBE L
6,000 ppm #HE : 23.8 M 118 MEFT A BRAE R
90 HFF %
mad | KE:0.21.3. 106.
HHERER | 463
i: 0, 23.8, 118.
484
(synlanti tb= | # : 20.3 HE ;159 BEE NBE D
92.8:7.2) 0, M 24.1 i : 193 P T A AR K
100. 250, 2,000 i
H::0.8.30, 20.3.
' 159
20 EFi M:0.9.87.24.1.
HHAME 193
PEEA B
(&R | (syymlangbb= | #:20.8 HE : 163 HEREE : /N TE R
MERIEL | 69.7 0 30.3) O, i 242 - 197 PEIT AR AR A
BeaE) | 100, 250, 2,000 s
1#:0.8.24,20.8.
163
i 0.9.49.24 2.
197
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0. 300. 1,500, | & : 382 i — B SR R
90 H i 6,000 ppm M 114 it : 468 L
e i (R T
o pent | H6:0.20.3.98.0, il
e 382
= :0.24.9. 114, (TR
468 B HIEW)
0. 100, 500, |#E:5.5 M 276 e  ATERMEEE
. 3,000 ppm M 69 e 34.9 EATHfa R %
2 FEHE .
M= 0055, 27.6.. (e > JFT A B it
FEBAAME | 174 ERCTFEN
BFEUB | .0, 6.9, 349, TR R D38 11
233 SR HE)
HEMEORE | gHEEORE | HE
g‘o(}gg*p 200y i B : /I 0
’ P#HE:83 PHE:41.2 PO AT
Pift:9.3 P M - 46.6 i} i3
P#E: 0, 83, Filf:95 Fi10 : 47.8 \BE TR
2t | 41.2, 250 Fi % : 10.2 F1 i @ 50.1 U IEE
BOEEEE | PHE: O, 9.3, n
46.6. 277 RIERE BhERE
P f: 0, 95, |PHE:41.2 P : 250 GEFRE OIS
478, 289 P i : 46.6 P M : 277 )
FifE:0, 102, |FifE: 47.8 F1HE : 289
50.1. 301 Fi it : 50.1 Fi i : 301
0. 20. 75. 250 | @ : 20 =HE - 75 BEM: TR
IBIE : 20 FBIR . 75 EEEET
bt Y= R&IR < B {l it
A2 %
(3T IR
' HHIIRVY)
0. 20. 75. 200 | =& : 20 B8 : 75 EIM S
o FRIZ : 20 BRI 7 neniE
LB TR R T
RBR@ Pt
(e EaiTss
o) SF A RATAY
<UA 0.70.500. 3,500 | & : 56.2 B 433 K - REEEAT
ppm .99 M : 74.9 E’% -
18 728 /NEERRD
ige i | 078,662, BRI 2
MR HE:0, 9.9, 74.9. §§£f§c§a§

554
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A 0, 100, 200, FrE# - 400 BEW . — BEEY  FEMRR
FAEM | 400 H&IE < 200 BRIE . 400 Rl
RERO M&IR  NIREREE
0. 600, 800, | f3&Eh# 1,000 |EEd . — BE  FMRT
FAME | 1,000 fBR « — F&I% 1 600 Rl
V10 : BB /R Bk
0, 400, 700, BEY . — B&hih : 400 EEEN Y : ATt
sz | 1,000 417 700 A0 1,000 | ROMLEES
RO PR
_ BBIR /IR BREE
0. 30. 150. 500 | #=&Eh# : 30 B## : 150 FREhY  fTiEx
- f&'% 150 f&IR : 500 ROGLERR
RBAEFNE s
Fay 0] X
F&YR /NIRERSE
4 X 0. 30, 100. 300 | &t : 30 HE 100 e - ATP 5
90 B i : 30 I : 100 g '
[N
B
)
90 AR | 0. 10, 30, 250 | & : 30 # ;250 HERE ; (S EE A0
A I - 30 th : 250 Eniilfec2
FMHEER
®
0. 25, 100, 250 | #E : 25 HE : 100 oA - ALP HE
1 4Ef8 1 < 25 it : 100 &
1B E
R

— EEERE IR EERERETE b olk,

HEB IR ENEERTRD DN ENEOMEL R LI,
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<P 1 REH/ 55 AR >

=2 - g5 LA
SYN534969 3- (A a AFN)1-AF - N1 RSASRIRS-1,2,3,4-
As [AS] FRFE FR-9AYTAEN14-2F ) FTEZL5AN]
74 AR FY TR
(syn B
SYN534968 3-(Ponda AFNA)1-AFA-NQRS4SEISH)-1,2,3,4-
Aa | [AA] F I FE-9A YT atN14-2F ) FT7FZLr-5A0]
74 AR IR (ang-BEE)
[Ah] A4 YESHFADE Fruxiiff
B Hydroxylated
SYNB520453
B-glu | [Ah-glu] B D Z v L EiEeEk
[Ah-Sul] B OFiEHAE
_ Hydroxylated :
B-sul | Sulphate
Conjugate of
SYN520453 :
[Ah1] A YEFHFADE Fux ik
C | Hydroxylated (4 V7O EAEMDOE R Xiqk)
SYN520453
[Ah1al -7 AT RAF N1 AFA1H BT -4 LR L ER
D CSCD563691 [9-(2- & FaFi1-AFA-2FN) 1,2,34F hFE RFn
AARE T FTELEAN]TIR
(syn B anti BVEE)
[AhlaS-1] 3-(PINFORAFN) V- AFN-1HE T — N4 F VR B
CSCD610195 [9-(B)-2-& Faxi-1-AFN-=F))-
Ds (1RS4SR9ES-1,234-T h7k Fu-1,4-2 % /- —J~7ﬁw/
B-AN]TIFR
(syn -BAEE)
[AhlaA-2] 3-VIAFEAFNL-AFN-1HET S —-4-F R ER
CSCD573363 [9-((9-2-& Fa ¥ -1-AFL-=FN)-
Da (1IRS48R9SA)1,23,4 T hZk Fu-14-AF% /)74
B-AN}T IR
(anti BAEE)
[Ah1bS] 3T a RAFA1AF - 1Hl:7/~—11/47311/*1—/@
s CSCD120604 (9-9-t Fuxi94 Y 7u A -(1RS4SEIRS)- 1,2,3,4-
FhIERR-14-AF )-F 72 L5 AN)FTIR
(gym-BAEE)
[Ah1cS] 3TTINFRRAFNA1-AFN-1HET Y —N-4-H VR ER
Fg CSCD459488 [9-(0-& Fr & 1-AFA-=F ) -(1ES4SRIES)- 1,2,3,4-
SYN545364 FhZE Ra-1,4-2% /-F 7505 AN]-TIR
(syn-BAEAE)
[AhIcAl 3VINA R RAFNLAFNALHET S =400 VR B
Fa CSCD459489 [9-(1-& FuFi-1-AFl-mF0)- -(1RS4SE9SE)- 1,2,3,4-
SYNb545449 FRhFeRFa-14-A4 /-F7FZL-5A0]-FTIFR

(anti BHEE)
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[Ah2]

3-VINATRAFN1-AFN-1HE T =4 NVR B

c CSCD563692 @b FoaFi 947 201,234 7 Fz-14- 2%
ST T7ELVSAN)T IR
(syn B O® anti BAMEAE)
[Ad] AVEFFLDYE FrFiil
H Dihydroxylated
SYN520453
[Ad-glu] | N/ =g TR N7
Glucuronic Acid
I-glu | Conjugate of
Dihydroxylated
SYN520453
[Ad-sul] 1 DFiEa-& &
Dihydroxylated
[-sul | Sulphate
Conjugate of
SYN520453 ,
[Ad1] AVEFHELADIE FaFx ik
I Dihydroxylated
SYNb20453
[Ad1a] 3-TVINABRAFNL-AFNALHE T S —N-4-F1 VR B
J CSCD656800 [2-B Fr%i-9-Q-b FaFir1-AFA-oF0)1,2,3,4 7
FFE RR-14-AF - FT7F V5 AN]TIF
(syn B anti BMEIEK)
[At] AVETFFLAD R b Rk
K Trihydroxylated
SYN520453
[B] 3IVINARAFNIHETZ S —Nd- T NH o 91
L REN-1,234T FFe Ra-14-2F ) -FT7FL5A0)
TINK
. (syn B U anti BAEE)
IBSI 3VINFARFNLIHES = A- T NR A QA YT
Le CSCD539372 v EA-(1RS4SE9R9-1,284-FT b Fu-1,4-2 4 /-F
TEVYBAN)T IR
(syn FEMEE)
[BA] FVINAARFNANHET S —Nd- R (94 YT
La | CSCD539391 7 EA-(LRS4SR9S5E)1,2,3,4-F M Tt Fu-1,4-2% /-F
THELY5AN)T IR (anti BHEE)
[Bh] Loe Faixiiff
M Hydroxylated
CSCD5h39372 i
| [Bh-glul Mo ZAy oL BRAE
Glucuronic Acid
M-glu | Conjugate of
Hydroxylated
CSCD539372
Moo | Bhosul M OREEALH
sul
Sulphate
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Conjugate of

Hydroxylated
CSCD539372
[Bd] LOYE Fr¥ifk
P Dihydroxylated
CSCD539372
[Bd-gul] PoOINY v BAAE
Glucuronic Acid
P-glu | Conjugate of
Dihydroxylated
CSCD539372
[Bd-sul] P OEEHRA A
Sulphate
P-sul | Conjugate of
Dihydroxylated
CS5CD539372
[Bt] LOoRJt Faxiik
Q Trihydroxylated
CSCD539372
[C1] 3-TINZE AFN-AFA-TH- B S —-4- B R B
R CS8CC230729 QA TavyFr12384F o Fa-14-2% /-F7
Z VL5 AN)T3F
[D] 2-5-((8-V7NFa AFN-1-AFN-1H VT~ 4-F3 VR
S CSCD662024 =737 1,234 T Foe Fa-14- A% /-F7 7L
Q- A N TR
(syn B U anti BAEIE)
[D-glul (28538485R6H)6-2-5-[3-V7rdaXFr-1-AF 1
CSCD676513 AHESZ S 4B AR=AY)T 11,284 F 7 Fr
S-glu 1A4-AFF TR L9 AN a A A )-3,4,5-
FUEBFaFI-TFIE Fa-B3-2- AR
(syn O anti BYEIE)
[Dhl S Fua&Fxiideg
T Hydroxylated
CSCD662024
[E] 2:5-[(3- oA u AFN-1HET S —)-4- R =) T
u | C8CD676318 2/11234-F FFE Fa-1,424 /- F 7% L2941}
A= b gV ]
(syn B O anti BYEE)
[Eh] Udt FaFxiik
\Y% Hydroxylated
CSCD676318
W [F] 3- V7t a AF1- A F A 1H- BT 45 ViR ik
CSAATI98670
X [G] 3VTINFTaAFA1-AFAIH-EF S —N4-FT I F
CSCC210616
[H} -7 NFH AFN--TH- ¥ F S —-4- I VR
Y CSCD465008
SYNB45720
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<BUE 2 : SRE G >

& B AR
AlG tt TNT I T st
ai A5 E (active ingredient)
Alb TNT I
ALP TFTNHBI T4 AT 7 HE—E
ALT 7:7-7—‘/75:/ F?V%?m?ﬁ—ﬂz“ ]
[SZNEIVBEACVE NS VAT I —E (GPT) ]
APTT TEMALER 7 b e iR T A F U EEE]
AST TANRTELRT I/ I~§‘/;<7_I§~—12‘ ‘
[=/NZIVBAXYeEfE N7 2730 —8 (GOT) ]
ATP TF ) Z g
AUC SR E R R T T
Baso IR I ERE
BBCH 3iologische Qundesanstalt ‘Bundessortenamt and CHemical
industry fa¥R R DB A E T
BrdU |57 mE-2-FA4FI 7Y Iy
BROD | RuINFHRIVINT 4y ORIDT—F
BUN MikREER
Chol a LA —
CK 7T F T
Cmax ' | EIREE
CMC ANRFVAF BT R
Cre TVFF =
CYP b7 1B A P450 T A VYA A
DMSO |FA4AFLALTFHTF
EROD |= ;XL AT4y OF=F5—F
GDH: TNE L BERAKRRER
GOT y-y“;w}? i;vl\a‘/x7x-§~—ﬁz“ ‘
[=y-ZNZIN KT U ARRTFH—F (y-GTP) ]
Glob gazsy '
Glu T Nhm—A (fhE)
Hb ~EZREY (MERE)
Ht ~v Uy ME [=HilEkEiE (PCV) ]
LCso N EEE IR BT
LDso YR EEE
Lym U o VEREL
Mon BHEREL
Neu ek
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P450 T R A P4AS0
PB T ) ANEE— (FRY L)
PHI BEFEANOINHEE TOHE
PLT HL/NRE
PROD RO REVINT 4 OFROFFT—E
_RBC FRELERE '
Ty NP o5
TAR s (J03R) Hode
"~ T.Bil BEUAEY
TG FUZUED R
Trmax T i T B
TP RERE
TRR TR e
UDS REH DNA &1k
Ure 5ES
WBC A I BRE
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<HIHK 3 : EMZERAGEGE GBS >

= =]
Dt A 5% {%FHE s PHI .
(FEEIEHE) # (g ai/ha) 4 ()| TYEZVA r .
UL () (Sym : Ants) ® :
il
<0.01
4 <0, <0.
! b (<0.005 : <0.005) 0.005 1 <0.005
0.024
1 48 0.019 | <0.005
(0.019 : <0.005)
1 95EC 54 <0.01 <0.005 | <0.005
1 . . .
(Synidnt=92.87.2) g (<0.005 : <0.005)
- %5 i 0.014
4 : <0.
! S (0.009 : <0.005) 0006 0.005
A 1 60 <0.01 <0.005 | <0.005
(Z%) (<0.005 : <0.005)
0.028
1 54 . 0.02 | <0.005
(0.023 : <0.005) 0
0.015
1 48 ' 0.011 | <0.005
(0.010 : 0.005)
125EC
e 0.014
1 |(SynAnti=69.T308) 2 | 48 0.006 | <0.005
S Bl (0.008 : 0.006)
0.035
1 54 0.023 | <0.005
(0.02 : 0.015)
<0.01 -
1 125EC 52 ) <0.005 | <0.005
(S anti-02872) o (<0.005 : <0.005)
K& E 55 ¢ii) 0.026 ‘
1 45 0.022 | <0.005
(&%) (0.021 : <0.005)
125EC
1 |(SymAnti=69.71:30.3) 9 45 0'922 0.02 | <0.005
A (0.014 : 0.008)
0.02
1 45 0.012 | <0.00
(0.012 : 0.008) |
0.016
1 125EC 38 ) 0.013 } <0.006
- é% (Syn' Anti=69.7:30.3) o 0.009 : 0.007)
Ei i 0.016
1 42 0.006 | <0.005
(0.011 : 0.005)
0.017
1 61 0.012 | <0.00
(0.01 : 0.007) 5
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Vetn 2, A N ) RAEEE (mgkg) -

G | B (WE) B | | 1vETEL

immsn | B Y@y | T g aaey | T
1 | 42 (0.01%‘?2[?‘011) 0.02 | <0.005
! | b3 (<0.oo<50;0<10.005) <0.005 | <0.005
L 4 (0.0132%.005) 0.016 | <0.005
: o7 (0.003?2.005) <0.005 ) <0.005

0.17

(;‘i) 1 (Sy;;;i;zme , 42 (0.15(:1(;1(;.016) 0.041 | <0.005
1 FRwA 52 | (0,008 : <0008 | <0-005 | <0.005
1 41 (0‘163':12‘005) 0.046 | <0.005
1 56 (01018‘2‘;’).005) <0.005 | <0.005
! ' 0 (<0.00<50;0<10.005) 0.006 ) <0.005
1 2| o 1%2:35’_ o | 009 | <0005

EC

(j&:i) 1 (S””‘%i;fi%:w?’ 2 | 43 (0.02??5016) 0.016 | <0.005
v | Gon.oop | 0% | <0005
! 4 (<0.oo<5uO;O-<10.005) 0.008 | <0.005
1 61 (<0_00<50;0<10.005) <0.005 | <0.005

EC

! o1 (<o.oo<50;0<10.005) <0005 <0.005
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mAEREE (mglkg)

g | | Al
i) | B (ﬁﬁ) i 1(313 (eS| ]
G | 5| (E) (Sym: Anti) ’ .
" :
0.012
1 . <Q.
51 (0.007 : <0.005) 0.006 0.005
0.017
1 3 51 0.009 | <0.005
{0.012 : <0.005)
<0.01
1 41 <0.005 | <0.005
(<0.005 : <0.005)
0.012
1 51 0.007 | <0.00
(0.007 : <0.005) >
125E¢C
INE e 0.013
1 |(SymAn=69.7:30.3) 3 51 0.008 <0.005
(%) - (0.008 : <0.005)
<0.01
1 41 <0, <0.
(<0.005 : <0.005) 0002 | <0.005
1 EC 2 51 <0.01 <0.005 | <0.006
(Synijr?:ésj:QZSﬂ.z (<0.005 : <0.005) ‘ '
INE WA <0.01
1 3 29 <0.005 | <0,
(£%) (<0.005 : <0.005) 0005 | <0.005
125EC
e 0.011
1 |{(SynAnt=69.7:30.3 9 <(). <0.
e 3 9 (0.006 : <0.005) 0.006 | <0.005
<0.01
1 4 <0, <0,
3 (<0.005 : <0.005) 0.005 | <0.005
0.01
1 43 <0.005 | <0.005
(0.005 : 0.005)
125EC
INEE e 0.014
1 |(Synidnti=69.7:30.8) 3 | 42 <0.005 | <0.005
(ZF) _ _ (0.009 : <0.005)
<0.01
1 <(). <0.
30 (<0.005 : <0.005) 0-005 0.005
<0.01
1 <(}. <0,
30 (<0.005 @ <0.005) 0.005 0005
0.014
1 52 <0.005 | <0.005
(0.009 : <0.005)
IE 12557 <0.01 |
(SymAnt=92.8:7.2 2 :
1 51 <0.005 | <0.00
(X% SR (<0.005 : <0.005) 000
<0.01
1 67 0.0 <0.005 | <0.005

(<0.005 : <0.005)
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s | ™ B = BABHE (melke)

(R E) SRS | m || vesrs

(¥ EbAD) gavhal 1 (@) (Sym: Anet) | T Fa
1 55 (0_0050;{);0'005) <0.005 | <0.005
1 41 (0_0250;05’0‘005) 0.006 | <0.005
! 4 (0.012':051005) 0.006 | <0.005
1 46 (0.019?'?1?).005) <0.005 | <0.005
! 4 (0.080.:11)(.3036) 0.038 1 <0.005

EC

e | (Syé;ﬁ%m 3| 38 | (ooarr 001 | OO | <0008
1 4 (<0.00<50;0<10.005) <0.005 1 <0.005
1 45 (00205'(?43_016) 0.056 | <0.005

PR ! ~75EC X 0 (<0.00<50;0<10.005) <0005 <0.005

() 1 e 0 <0.01 <0.005 | <0.005

(<0.005 : <0.005)

(s ! ~75EC . 0 (<0.00<50;0~<10.005) <0.005 ] <0.005

(ﬁﬁ) ! o 0 (<0.00<50;0<10.005) <0.005 ] <0.005

s ! ~757 i 0 (<0.00§'?1<0.005) <0.005 | <0.005

R ! o 0 (<0.00§'?1<0.005) <0.005 | <0.005

dxew | 1 3;515‘);;5 10 (<0.00§O;0:0.005) <0005 <0.005
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— E 'E
e | R = FARBEME (mg/ks)
P 5 EHE 4 | PHI -
(AR aiba) | o | (@ | TYEIVA g F
G | (=) (Syn: Antr) > !
Lxrr
K19 <0.01
1 0 | (<0.005 : <0.005) <0008 | <000
<0.01
- 1 <0, <u.
/(;?,5 ~TREC - 0 (<0.005 : <0.005) 0005 | <0.005
EIERAR
) . 0 <0.01 <0.005 | <0.005
(<0.005 : <0.005)
<0.01
< 1 <(). <0.
/(%% ~T75EC s 0 (<0.005 : <0.005) 0-005 0005
ERERAA
#® | 0 001 | <0.005 | <0.005
(<0.005 : <0.005)
0.053
1 3 | ©os2: 0021 | @017 | <0005
0.017 :
< 01 | <o0.
(%/id_éj—ﬁ:) 1 ~T75EC 5 0 (0.012 : <0.005) 0.0 0005
(45%) ) A 0 0.016 0.012 | <0.005
(0.01 : <0.005) ' '
0.012
1 O | (0.007 : <0.00m) | 008 | <000
0.063
1 3| ©.043: 0.020) | O016 | <0005
0.031
s <
}(;E_Bibj)_ 1 ~T5EC - 0 (0.02: 0.011) 0.013 0.005
(1249 1 ERBA 0 0.045 0.016 | <0.005
(0.081:0014 | = :
0.029
. <
1 O | wor9:00n | 00 0.005
<0.01
1 O | (<0.005 : <0.005)| <0000 | <0005
<0.01
< ) 0 <0.005 | <0.005
/(%'5‘93)‘ ~TBEC < (<0.005 : <0.005)
(<0.005 : <0.005)| '
<0.01
1 0 1 (<0.005 : <0.005)| <0005 | <0-005
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(R HE) R s % PHI AV ESHFL
n nﬁ/ " (g ai/ha) (H) 7 Fs Fa
(A HTERAL) i (=) © (Syn: Ants)
<0.01
1 0 <0.005 | <0.005
{<0.005 : <0.006)
<0.01
jruses 1 0 0.0 <0.005 | <0.005
(R34 1) ~THEC . {(<0.005 : <0.005) :
EIEHAM
HR) 1 0 <0.01 <0.005 | <0.005
(<0.005 : <0.005)
<0.01
1. . <. <0,
0 (<0.005 : <0.005) 0.005 0.005
0.015
1 <0, <0,
O 1 ©o005:00n | <0005 | <0005
<0.01
< <(, <().
’(ﬁfg ! ~THEC . 0 |(<0.005 : <0.005) <0005 | <0005
4 E AT
G 1 A 0 0.01 <0.005 | <0.005
(0.005 : <0.005)
<0.01
1 <0, <0.
0 (<0.005 : <0.005) 0.00 0.005
<0.01
1 0 <0.005 | <0.005
(<0.006 : <0.005)
<0.01
5 1 0 <0.005 | <0.005
f %ﬂ'@"; ~THEC . (<0.005 : <0.005)
CHE) 1 0 <0.01 <0.005 | <0.005
(<0.005 : <0.005)
<0.01
1 0 (<0.005 : <0.005) <0.005 | <0.005
0.013
1 0 <0.005 | <0.005
(0.008 : <0.005)
OINA
Y, ~T5EC 0.016
FEEEH | 5 0 <0.005 | <0.005
(4%) ERWA (0.01 : 0.006) ' :
0.012
1 0 <0.005 | <0.005
(0.007 : <0.005)
0.043
: 1 1 . <0,
’(;fg ~T5EC . 0.029 : 0.014) | 009 | <0-005
(ER) XA | 0.016
1 : <(), <.
O | ©o1:000g | <0V05 | <0-005
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mAFEEE (nglkg)

o”
) il g | AvesEa '
() Caha) @y | B e aney | TS| T
! 0 (<0.00<50;0<10.005) <0.005 | <0.008
! 0 (<0.00§0;0<10.005) <0.005 ) <0.005
e -
E;ﬁg 1 *}f_%i;;ﬁ 510 (<o.0020;0<10.005) <0-005 1 <0.005
! ’ (<0.00<lf;0;0<10.005) <0.005 | <0.005
! 0 (<0.00;0;0<10.005) <0.005 | <0.005
I -
an L] smms | 0 |icooos:anop| 00 | 0009
! 0 (<0.00§0;0j0.005) <0.005 1 <0.005
! 0 (<o.o<o(;(?10.01) <0.005 | <0.005
A ava N
Eiﬁ*g 1 zgﬁ;ﬁ 51 0 | 00;0;020. oos)| <0005 | <0.005
1 0 (<o_.oog'?io.005) <0.005 | <0.005
1 0 (<o.00§020<10.005) <0.005 | <0.005
AYINA -
ig ! E;“;;ﬁ N (<0.00;0;0<10.005) <0005 <0.005
! 0 (<0.00<50;0<10.005) <0005 <0.008
sAFF -
BEEWD | U s | 5| 0| oo anoom| 008 | 0008
R N :
Eféi; ! iig;ﬁ 5 0 (<0.00<50;0<10.005) <0005 <0.005
sFF -
Eﬁg L %g;ﬁ 5109 (<o.oo<50;0<10.005) <0005 <0.005
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Ve, E _ A RAEEME (ngkg)
g | 2| FEE g IPHID
(AT L) Caka) @y | B o any | TS| P
sFF .

@(ﬁg@ ! %gf;ﬁ > 0 (<0.00;0;0<10.005) <0005 ) <0.005
Y -
| | cxmn | 5| 0 (<0003 1 <0005 <0005 | <0005
23 N"

ig ' z?g;fﬁ b 0 (<0.00;O;0<10.005) <0051 <0.005
~J g _

(gﬁ(igm ' %;z;ﬁi;ﬁ 610 (<0.00;0;0;10.005) <0005 <0.005
ST N

T -

Eig ! é«f_ig;ﬁ 6 0 (<0.00<50;0<10.005) <0.005 1 <0.005
AT -

(%(igds) ! zgg;ﬁi 610 (<0.00§O;O<10.005) <0-006 1 <0.005
2 F . .

g;'g 1 %;";ﬂ;‘ﬁ 610 (<0.00<50;0<10.005) <0005} <0.005
AFT N

ig 1 z;@i;;ﬁ 610 (<o.00<50;0<10.005) <0.005 1 <0.005
(éggﬁs) ! ng,m 5 0 (0.02%(3:43017) 0.013 | <0.005
(45%) . ERwm 0 (0‘01%?23008) <0.0145 | <0.005
xS ! ~T5RC . 0 (0.032‘?43017) 001 | <0.005
(TR 1 EFwm 0 (0‘02?1‘?35013) <0.007 | <0.005
”(;% ! ~75%0 ; 0 (<0.00<50;0<10.005) <0.005 | <0.005
w1 o 0 (<0.00;O;0<10.005) <0005} <0.008
hmam | 1 %;F;ﬁi 5 | o (<0.002020<10.005) <0.005 | <0.005

65




s B R = | pmI —
(R 2) (g aitha) B\ py| AYETTL F F
B | (D) (Syn : Antd) > :
(5% <0.01
1 O 1 (<0.005 : <0.005)| <0005 | <0005
<0.021
’(;f;jg 1 ~TEEC . O | (0.014: 0007 | <0005 | <0005
BEIEWAR
) 1 0 <0.084 0.01 <0.005
(0.057 : 0.027)

‘ 1 0 <0.01 <0.005 | <0.005
ey ~758C (<0.005 : <0.008)| = ‘
742 1 =oRE 5 0 <0.01 <0.005 | <0.005

(<0.005 : <0.008)| ~" "
B RRICIZEC: SFEAVE,

c BTOF—F PEERFKRBOSZERELERMEDFELIZ<2 M L TREM Lto

66



<BIfK 4 : BRIEDTEE AR (BSEE) >

Vet %, - RNEEE (mgkg)
(ﬁi%j?%) (H) 4 VETFA Fs Y
(AT ERAL)
30 <0.01 <0.005 <0.01
RE 60 <0.01 <0.006~0.031 <(0.01
(ZX)
365 <0.01 <0.005~0.008 <0.01
30 <0.01 0.017~0.054 <0.01
(jzf) 60 <(0.01 0.018~0.062 <0.01~0.04
. 365 <0.01 0.008~0.049 <0.01
‘ 30 0.01 <0.005 <(.01
bigg)}u 60 <0.01 <0.005 <(.01
360 <(.01 <0.005 <0.01
X 30 <0.01 <0.005 0.02~0.07
bi;g:} 60 <0.01 <0.005 0.03~0.15
365 <0.01 <0.005 <0.01~0.07
30 <0.01 <0.006~0.006 0.01~0.02
FEINRAED 60 <0.01 <0.005~0.015 0.01~0.06
365 <(.01 <0.005~0.006 <0.01~0.02

PBI : &¥EHNPLHEZMTETORE
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<BIHE 5 : EHPEMIEE IR >

ﬁﬁ?*;“ﬂ@ﬁ, . | R (ugle)
B =X S V7oL aR o= AR o
(ke | (ngfke A E/H) AR} A4V EFTHFA AVESHA+REHJ
HE) EHE | FEeE S iE e iE
5 A <0.01 <0.01 0.02 0.03
i3] <0.01 <0.01 0.02 0.05
15 0.545 fiT i 0.01 0.01 0.22 0.24
B i <0.01 <0.01 0.06 0.07
FLIT <0.01 <0.01 0.03 0.05
HA <0.01 0.01 0.05 0.06
fgl5 | 0.03 0.05 0.07 0.1
42 1.53 FiFti 0.03 0.04 0.6 0.66
i 0.01 0.01 0.16 0.17
it <0.01 <0.01 0.07 0.14
%5 A 0.02 0.03 0.16 0.21
HERA 0.09 0.15 0.28 0.58
140 5.09 JigRi 0.13 0.17 1.9 2.0
X i 0.03 0.04 0.66 0.68
FLit <0.01 0.02 . 0.19 0.38

% ; (5 550 ke DILENR—BIZ 20ke OFFEIZERT S & LTEH
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SYN520453: Pharmacokinetics in the Rat following Single Oral
Administration of [14C]-SYN520453 (1 and 75 mg/kg) (GLP) : Charles River
Laboratories, 2009 £, RAFK
SYN520453: The Excretion and Tissue Distribution of [4C]-SYN520453 in
the Rat Following Single Oral Administration (1 and 75 mg/kg) (GLP)
Charles River Laboratories, 2008 4=, KAF
SYN520453: The Tissue Depletion of [14¢C]-SYN520453 in the Rat Following
Single Oral Administration (1 and 75 mg/kg) (GLP) : Charles River
Laboratories, 2008 4, RKAFE
SYN520453: The Biliary Elimination of Total Radioactivity in the Rat
Following Single Oral Administration of [14C]-SYN520453 (1 and 75 mg/kg)
(GLP) : Charles River Laboratories, 2008 &£, FRAFE
SYN520453: The Biliary Elimination of Total Radioactivity in the Rat
Following Single Oral Administration of Syn or Anti [14C]-SYN520453 (2 and
75 mg/kg) (GLP) : Charles River Laboratories, 2008 4, RAX
SYN520453: Whole Body Autoradiography And Expired Air Study In TheRat
(GLP) : Syngenta Central Toxicology Laboratories. 2007 4, F£AF
SYN520453: The Tissue Distribution and Elimination of [11C]-SYN520453 in
the Rat Following Multiple Oral Administration (1 mg/kg) (GLP) : Charles
River Laboratories, 2008 4, KA
SYN520453: Investigation of the Nature and Identity of Radiolabelled
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Following Oral Administration of [14C]-SYN520453 (GLP) : Charles River
Laboratories, 2009 £, RAFE
SYN520453: Metabolism in Wheat (GLP %}i%) : Syngenta Ltd, Jealott’s Hill
International Research Centre (F:[H) . 2007 £, RAEK ‘
SYN520453: Metabolism in Grapes (GLP 3fJ) : Syngenta Ltd, Jealott’s Hill
International Research Centre (3%[E) KX, Charles River Laboratories (3%
[E) . 2008 &, FRAFE
SYN520453: Metabolism in Lettuce (GLP %i%) :RCC Ltd (R4 R) | 2008
F,. ®KRAE
Route and Rate of Degradation of 4C-Phenyl-Labelled SYN520453 in Four
Soils Under Aerobic Conditions at 20 °C (GLP %fiis) : Syngenta Ltd, Jealott’s
Hill International Research Centre (#E) & (f, Syngenta Crop Protection AG
(R4 R) | 2009 7, RAK
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SYN520453- Rate and Route of Degradation of [1Cl-Pyrazole Labelled

SYN520453 Under Aerobic Laboratory Conditions in One Soil at 20° C
(GLP) : Charles River Laboratories, 2008 &, KA

14C-Phenyl Labelled SYN520453-Rate of Degradation in Four Soils (GLP %t

J&) 1 RCCLtd (RA R) | 2008 4, RAFE

SYN520453- Rate and Route of Degradation of [14C]-Pyrazole Labelled

SYN520453 under Anaerobic Laboratory Conditions in One Soil at 20° C.

Charles River Laboratories, 2008 &, R/AFE

Soil Photolysis Study (GLP */&) : Syngenta Ltd, Jealott's Hill International

Research Centre (¥[EH) 2006 £, BEEHREE 2007, RAK

14C-Phenyl - SYN520453 Soil Photolysis Study (GLP %ji:) : Syngenta Ltd,

Jealott’s Hill International Research Centre (F£[E) 2007 £, FAFE

SYN520453 Adsorption/Desorption Properties in Six Soils (GLP %)&)

Syngenta Ltd, Jealott’s Hill International Research Centre (£E) 2006 4.

SYN520453 Hydrolysis of [Pyrazole-5-14Cl-labelled Material under

Laboratory Conditions (GLP %t/%) : Syngenta Crop Protection AG (A1 R) |

2007 £, RAK

SYN520453 : Aqueous Photolysis in Sterile Buffer and SterileNatural Water
(GLP 3tF5%) : Syngenta Ltd, Jealott’s Hill International Research Centre (3€

) 2008 &, RARK

A VETF L WMNCTERINEREERR, Yo ¥ Py 2006

~2008 F, RAFK

SYNB20453 : Acute Oral Toxicity Study in the Rat (Up and Down Procedure)
(GLP %J&) :RCCLtd (AA R) | 20074, RAK

SYN520453 : Acute Oral Toxicity Study in the Rat (Up and Down Procedure)
(GLP %i5) : RCCLtd (R R) | 2008 4E, RAFK

SYN 534969 (Pure Syn), SYN 534968 (Pure Anti) and SYN 520453 (50%

Syn:50% Anti) : Acute Oral Toxicity Study in the Rat (Up and Down

Procedure) (GLP %f/is) : RCCLtd (AA &) |, 2008 4, KAFE

SYN520453 : Acute Dermal Toxicity Study in the Rat (GLP %/%) : RCC Ltd
(RAR) | 2007 4, RAR -

SYN520453 : 4 Hour Acute Inhalation Toxicity Limit Study In The Rat (GLP

#f)5) : Syngenta Central Toxicology Laboratories (Z2[E) |, 2006 £, RAK

CSCD465008 — Acute Oral Toxicity Study in the Rat (Up and Down

Procedure) (GLP %)&) :RCCLtd (RAA R) | 2008 &, RAK

CSCD459488 — Acute Oral Toxicity Study in the Rat (Up and Down

Procedure) (GLP Xf/+) :RCCLtd (XA &) | 2008 4, KA
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SYN520453 : Acute Oral (Gavage) Neurotoxicity Study in Rats (GLP3X}S)
Harlan Laboratories Ltd. (former RCC Ltd) (X %) | 20094, FAFK
SYN520453 : Primary Eye Irritation Study in Rabbits (GLP %fJ&) : RCC Ltd
(AAR) | 2006 FF, RAK
SYN520453 : Primary Skin Irritation Study in Rabbits (4-Hour
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=
SYN520453 : Skin Sensitisation (Local Lymph Node Assay In The Mouse)
(GLP %) : Syngenta Central Toxicology Laboratories (ZEE) . 2006 4.
R
SYN520453 : 90 Day Dietary Toxicity Study In Rats (GLP %JJi=) : Syngenta
Central Toxicology Laboratories (F&[E) . 2007 ., KAEK
SYN520453—SYN520453 (89.5% Syn : 6.9% Anti) , SYN520453 (63.3% Syn :
27.5% Anti) -13 Week (GLP %F) : Charles River Laboratories, 2009 £,
SYN5G20453 : 28 Day  Dietary  Toxicity Study In  Rats
KR1661/Regulatory/Report (GLP %t />) : Syngenta Central Toxicology
Laboratories (FE) , 2007 F, RAK
SYNbH20453 : 28 Day Dietary Toxicity Study In Rats KR1579/Technical
Toxicology/Report (GLP xf/is) :Syngenta Central Toxicology Laboratories (3
E) . 2007 %, RAR _
SYN520453 : 90 Day Dietary Toxicity Study In Dogs (GLP Xfk) : Syngenta
Central Toxicology Laboratories (Z£[E) , 2007 &, RAFE
SYN520453 : 13-Week Oral (Capsule) Toxicity Study in the Dog (GLP %)) :
RCCLtd (RA R} | 2008 £F, FRAFK
SYN520453 : 90 Day Neurotoxicity (Dietary) Study in the Rat (GLP x}/is)
Harlan Laboratories Ltd. (former RCC Ltd) (A &) | 2009 £, FAFE
CSCD465008 : A 28-Day Oral (Dietary) Toxicity Study in Wistar Rats (GLP
s%ths)  : WIL Research Laboratories CEE) . 2008 £, FRAFE
CSCD459488 : 28 Day Dietary Toxicity Study (GLP %) : Charles River
Laboratories. 2009 4F, AAF
SYN520453 : 52-Week Oral (Capsule) Toxicity Study in the Beagle Dog (GLP
SIS) cRCCLHd (AAR) | 2008 G, RAK
SYN520453 :2 Year Dietary Toxicity And Carcinogenicity Study In Rats (GLP
%tis) : Syngenta Central Toxicology Laboratories (Z£[E) . 2008 £, FRAFE
SYN520453 : 80 Week Dietary Carcinogenicity Study In The Mouse (GLPX%f
i) 1 Syngenta Central Toxicology Laboratories (Z[E) ., 20084, RAFE
SYN520453 : Multigeneration Reproduction Toxicity Study In Rats (GLP%
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Jts) : Syngenta Central Toxicology Laboratories (JE[E) . 20084F, RAFK
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SYN520453 (63.3% Syn : 27.5% Anti) : Prenatal Developmental Toxicity Study
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White Rabbits (GLP %fit:) : WIL Research Laboratories CKE) . 2008 4,
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(FAY) | 2008 £, £AE
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SYN520453 : L5178Y TK +/- Mouse Lymphoma Mutation Assay (GLP %i&) :
Syngenta Central Toxicology Laboratories (5[E) . 2006 &, FKAF
SYN520453 : Cell Mutation Assay at the Thymidine Kinase Locus (TK+) in
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SYN520453 : IN VITRO CYTOGENETIC ASSAY IN HUMAN
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Central Toxicology Laboratories (F&[E) , 2006 ., H£AFE

CSCD465008 : Salmonella Typhimurium and Escherichia Coli Reverse
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Hepatocytes : CXR Biosciences (3E[E) , 2011 4%, RAE
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Isopyrazam-Stably Transfected Human Estrogen Receptor Alpha

Transcriptional Activation Assay (GLP ®i%) : Cee Tox (3EE) . 2011 4,
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SYN520453 (49.5% Syn:48.7% Anti), SYN534969 & SYN534968 28 Day
Comparative Study In The Rat KR1662/Regulatory/Report (GLP %fA:)
Syngenta Central Toxicology Laboratories (GEE) . 2007 £, FAF
JMPR: “ISOPYRAZAM”, Pesticide residues in food - 2011. Report of the Joint
Meeting of the FAO Panel of Experts on Pesticide Residues in Food and the
Environment and WHO the Core Assessment Group. P165-187(2011)
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EFSA: Conclusion on the peer review of the pesticide risk assessment of the
active substance isopyrazam, EFSA Journal (2012) 10(3), 2600.
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