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E ®

NARXET)—-BNARFH I RROEEAITHD TEVTNVARNT 2]
(CAS No. 1228284-64-7) (22T, FHEEEE FW TR LR ZSIAMN 4 52hE L
Too B 2 IROBGETIT Y T2 o T, JEATIE 6 | 1EWERERER (EW RN DA,
DATE, W TS, TEORE) | BENEERR (X r7e Yy —AI1CK
% in vitro fREEER) | 28 HMEHASMEEERR (T M Y H) | BEEER
fr (R H) ORGEFEDSH IR S,

P AW 7R BRI, ARG O, b~ M) | (FEERE . F5RE (v
XRO=U RY) | BEHEE (VU EO=U ) | BiENEIE (7 b, U
A, UHXE) | matEEE (T b vURAKS X) | BHEENE (1 X) | 8tk
BB AMEDE (T 8 L BB (T R) | ateREE (F > b)) | 21
REGE (T v ) | BAEFEE (Ty NEKOUHX) | BnaEETbh b,

BEHEMRBERND, BV TAA N7 2 o B EIC L ARET, FBICEE M
H) . e (EEEI, RS KOHREE (EEHEMN) 1RO 6z, ZhM
HEIZ KT DA (AR OERIZB W T & 2 5 BB oo 72,

~ U A% HWTEFE D AMERRBRIZ I T JE TR BRI S OV 0 8 AR BREE B N A3 38
DO, AT = X LR OB FERBRORE RN S S AR I s
ANZALZED DO EIFEZ L FHEICY - BEEZRET D2 LIETRETH D
EEBEZDNT, £To. A=A LBEBROER NG, VTR NT = T KD
NSRS O B R ~OSMEMEITIRWE & 2 BTz,

BIERBRAE B D | BEY R OBED T OIZL Bl S E L2 Y 7V A R T =
v BUbEMDOH) ERRE LT,

HFRBR TR O N EEEREO O bi/MEIEX, 7 v N 2RO EBEEE SRS AR
AR 9.9 mg/kg (KE/A THHoT-Z &0, THERILE LT, Z24%% 100 Tk
L 72 0.099 mg/kg (RH/H Z7Fa— HEIE (ADD) Ea&E L,

T, BVTNAA N T 2 OB OKEGEICL Y AT D AREMEDO H 5 EIEREIC
*9 5 MEME IR/ NEERED O bR/MEIL, 7 v hEHAWCRARERER O EE
HETHD 30 mgkg (AE/H THo7=Z &b, TNERILE LT, 24235100 T
frL7= 0.3 mg/kg (AEZ 2SR (ARD) LRELE,



. THEXMREROBE
. R#
B Al

. BEMRS O—RR4
4 BTN RA N T
4, pydiflumetofen (ISO 4)

. kR4

IUPAC
4y 3-( 7 A a AFN)NA B F-1-AF-N(RS)-1- A F/L-2-
(2,4,6- NV 7R T 2=/ V)TFN]1IHET Y —/-4-TIVRFH IR
354, : 3-(difluoromethyl)- N-methoxy-1-methyl-N-[(£S)-1-methyl-2-
(2,4,6-trichlorophenyl)ethyll-1 A-pyrazole-4-carboxamide

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

. AFX
C16H16Cl3F2N302

. AFE
426.7

. HEE

Cl @) N

Cl Cl O F



7. MEMEFEMER

Al R : 113°C

gy . %) 283°Ch b BSy iR

iy : 1.55 g/lem?® (20.0£1.0°C)

ARRE : 1.84 X108 Pa (20°C)
5.30X108Pa (25°C)

SMBLEFR K OB, R FHAABEEREDAR), R

I VRS : 1.5 mg/L (25°C)

F 7 B ) — KA BAR R : log Pow = 3.8 (25°C)

R ELL : fiEEEE

8. REOER

EUTNVA R T2 E, VoV AL OB ST N A R BT —
=TIV AR Y I RRFZEFN T, 2 har R THIEICTEET D a7 ieliKE R
FEAEI) »oavx/ o ~OBTRELEET 2 2 LIC KV REEAZRT
LEZHNTVS, BAETIE 2020 42410 TR S, WA CICKE, 7
T2 BRMNETEERSNLTWD,

52 MRCIE, ERIKBURIEIC IS BB (Bl : hAZ SRV AD) K
VA YBR—HF P T UREE (TASWV, ZEORE) OEHERRSN TN,



I REMICHERIABROME

HHEEE L OMGEHERER (D1, 2, 4 XUB] X, VIR N T2 DT =
=NEORFEE UC THTHEH LB D (LLF lphe-¥ClE Y7L A M7 = ]
EWVWH, ) KO TZ VU 5 fDRFEE 1UC TR L7ZH D (LT Tpyr-14C]
BTN ANT 2] B0, ) BERWTER S, R K O CH R R
L. FRICHT D D7 WA T URRE (B EBINEE) PO EY 7V A N7 = v ORE
(mg/kg Xidpglg) I[THAR L7-fEL L TRLT

KD TR R S ORISR L, A 1 RO 2 IR &S TV 5,

1. TESBHEHAER
(1) BRMWTERERERER
[phe-“ClE Y7L A b7 = > Xidlpyr-UClIE Y 7L A b7 = &AW T, K
() -4 R B RE AR 03 SEhE X T,
RO ER OFERICONWTEER LIRS TS, (B2, 16)

£1 FRWIEFHERBROBERURE
I 4 Bad TSR | M
053 meke B I g (g 2 w0, RIS
5 365 5?24‘ [E)a, v NEEEEECKE)a, | B, 14CO: 384~1,750 H
SRRV | mss G o, Ok

a: [phe-ClE Y 7 /LA N7 = VAR b [pyr-4ClE Y 7V A k7 = L LER

(2) FRH/HIARKTIEDEN R

[phe-“ClEY 7V A b7 = > XXlpyr-“ClE Y 7V A b7 = & HWT, A
A/ AT 18 rh B BRI 28 S5 S A7z,
AHEROME K OFE BRI OV TR 2 ITRENTWE, (BR2, 17)

F2 PFRH/BEIEKIETHESROBERUVER
BRI ti D BT R HE7E ]

0.33 mg/kg 212, 20£2°C, | BEH(R A R)adb WHE
AT, 30 H 2R+ | S LCEE) e, v b

14 ~
HEC 90 FIZFIEE FA | EhEHEHCRlE)a, s | By 1002 313~1,970 H
UF aX— K j:(fK)a

a: [pheUClE Y 7/ A 7 = VHLER b [pyr-4ClE Y 7L A K7 = ALER

U b aEiEaBRIc B o hkiL, kERSE (USDA) Zfici-S<,

10




(3) TIERENLHEHER
[pyr-4ClE 7V A b7 = o Xdlphe-“ClE Y 7V A N7 = &2 FAWT, 5
RIADE 7 MeABR DN T S Tz,
ARER O R OFERIZOW TR S ITREN TS, (B2, 18)

£33 ITERREANEBABOBERUVKER

BRI T[RRI | e -

250 g aifha, 20+2°C, ¥tk / | Wl 65 H(437 H)®

g alaa. o e R i 1 ¢
R e - 387 H (2,310 H)e

ac FEONANIE, O (dbHE 35 ) OFZ AR LA M
b [phe-UClE Y 7V A b7 = L JLFE
c: [pyr-4ClE Y7/ A b7 = ALEE

(4) LIZWAREHER
BTNV ARNT 2T, B A RER 2 3 S T,
RO OFERICHOVWTIER 4 ITRENTWS, (B2, 19, 20)

x4 ITEEHEABOBMERUVIER
= Kads Kads,, Kdes Kdes,

BRI L GEE), o N
FOKE), B HCKE), 4
Hi DR O@CKE). Hi4-D 6.45~36.1 292~2,210 15.4~45.1 1,330~2,820
(%A 2), HHOEE)

Kads : Freundlich ®W 5445
Kads,. : HHRFEEHRITL D HHIE LW AERE
Kdes : Freundlich O G445
Kieso. : IR EEAFIZ L MIE LI-BEIRE

2. KHEREHER

(1) hooks figskBR
[pyr-UClEY 7L A k7 = Z FAWT, MK EREBR AN 32k S vz,
RO R OFERICOWTIEER S IS TS, (Bl 2, 21)

11




£5 MKIBABOBMERVIER

B S TR ETIR D B IV R HEE - a
0.6 mglL. 50 | PH 4 (74 VBRI
. o Y Hﬁ# N A VA Tty el N
%ﬁac:/ ; :&5_5 pH 7 (U > EEEER) — 1AL E
b pH 9 (s ™ B4R )
— ML

a1 26°C TR HEE S iz,

(2) KepkHEHR BRERRVUBRK)
[phe-4ClEY 7L A N7 = R W pyr-4ClIE Y 7V A 87 = & W=, KH
o a2 e S ATz,
HER O K OSSR HOWTIEFR 6 RSN TV S,

(M 2. 22)

=6 KbEXPHEHBOMERVER
FR R SR HEEAK D B IV Y HEE I 2
1.0 mg/L, 25+2°C, % | PAREER( <5 89.1 H
) O - 25.5 | PR (299 H)
~27AWm). BE30 [ o . VW
R AR PR B AR QHIK ., B 33.3 H
[=. pH 8.1) (113 A)

o NI, O bk 35 ) FZE B ARKEGCH A

. TIREREBHER

EYTNANT = BTG EY & LT SRR IR DN T S T,

PR DML N OSSR R T IR SN TV D,

x7 TEEBHROMERUVEER

(M2, 23)

AR R +- 45 HE R
(TR 200 g ai/ha? SR A+ B GRI) 131 H
(ki Hiz) (2 1a1) Rt - EEGE ) 57.3 H

a : 18.3%/KFnFl

4. Y. REFICETH5RERUVEBRR

(1) WMRBEER
D

i A R e VA o &/ 22 (AW FE . Paragon) |

. AKFAFNCHRE L 72

[pyr-4ClE Y 7 v 2 k7 = > XiZ[phe-4ClE Y 7 )V A N7 = > % 125 g ai/ha @
METEERA L, 1AL 10 BRIZHEX Y, 2 [ HLR 29 BT LE,

12




2 B H AL 50 HZICE DD L OER 28 L T, fEWAHEER I < iz,

INEIZHIT D RE A e ORI I35 8 I RS LTV 5D,

RS EIEED O TRbE<, IRWTTLE, FAMY | ZBROIETH 7=,
B BHZ BT D T ERDIIRBMDOES TIAA 720 THY, REHmE LTB
FEORCHRRDLNTZA, WL 10%TRR Rii ChHh o7, BV TNV A Tz
DOEMEITRD S oTz, (BZH 2, 13)

x8 INEIZHITHMEEED T R OB

- FhtHE
. . e vy - - 7 i
ik | stk | mtte | 0 | RamB it C 7
/k
(mgfke) =) 1Ry mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/ke
[phe-1ic] | #¥1Y | 0338 | 91.0 | 0307 | 14 | 0005 | 12 | 0004 | 35 |0012
v | FLE | 0977 | 841 | 0821 | 24 | 0023 | 30 | 0029 | 58 | 0057
AAR [ Zbe | 120 | 836 | 1.08 | 28 | 0036 | 24 | 0032 | 46 | 0.059
7= | gk | 0037 | 815 | 0030 | 2.9 | 0001 | 83 | 0003| 96 | 0004
pyr-1ic] | MY | 0465 | 843 | 0392 | 27 | 0012 | 24 | 0011 | 44 |0.020
v | FL& | 139 | 705 | 0981 | 24 | 0034 | 36 | 0049 | 57 | 0.079
MAN [ Zbo | 153 | 764 | 117 | 39 | 0059 | 43 | 0.065 | 6.1 | 0.093
7= | gk | 0057 | 81.6 | 0.046 | 2.6 | 0.001 | 7.8 | 0.004 | 152 | 0.009
@kr< kK

F< k (5FE : F1 Shirley) (Z/KFIANZFHHR L7z [phe-4ClE Y 7V A h 7 = v
iFlpyr-UClE Y 7 v A b7 = % FH—HEWIC 20 mg al/ffidy O F & T
B, AL 103 HARICREEZER L, UT 30%~60%5% 2z 7 HREET 2 [,
200 g ai/ha OHETEIERAM L, 2 FEEHLE 1 L 14 HRZRICRFEZZHIL T,
FEM AR Y I htE S 7=,

v MR EIZB T D RE A L OMGEIITER 9 IR ST 5,

I OFRRE T e B 1T B3 LEE € 0.007~0.013 mg/kg, XEEALHER T 0.481
~0.642 mg/kg TH Y, THENOLDOREZNLIZE T TV A T =2 U ORFE~DOL
WWEBATIZ A 72 o 72,

HBEIIBIT A EEEDIIREZNOE TNV A N T2 ThHY, HHEAFET
4.1%TRR., XN T 91.7%TRR~96.6%TRR Th ~7=, i L LTB KW
CORROLNTED, WTIH 4A%TRR K CTho72, V7N A N7 = DR
RITBD Sz hoT-, (IR 2, 14)

13



£9 FY MRRABREIZETAWMEEED TRV E
. b HH ] 5y
R TS o . 7
FEERRAR Ak e PR R B R C
(mg/kg) —
P88 o TRR | me/kg | %TRR | mg/kg | %TRR | mg/ke | %TRR | mg/kg
L
BILIE ] oo
[phe-14C] | 103 H %
Eoo | ErEms
FE 0591 | 917 | 0477 | 36 | 0019 | 14 | 0007 | 01 | 0001
VA B 1 Hf&
== EIEHL
= EREN e | 922 | 0592 | 33 | 0021 | 16 | 0011 | 03 | 0.002
14 H#%
S
PR 0013 | 41 | 0001 | 04 [<0001| ND | ND | 26 [<0.001
[pyr-14C] | 103 H1%
v | XIEL
FRIE 481 | 959 | 0461 | 1.8 | 0009 | 06 | 0003| 1.6 | 0.008
VA R 1 Hf&
Ty | EIEms
- I 633 | 966 | 0611 | 1.4 | 0009 | 1.0 | 0006 | 0.1 | 0.001
14 H#%
e f  ND: RmEnT

a s [EERBEATIC & D ENE

Q%=1

BATEREHA D 2 7= 42 (fFE @ Ability) (Z/KFIANCFHHRL L 7= [phe-14Cl Y 7 L 2
7 = XiZlpyr-UClE Y 70 A b7 = % 134 X 147 g ai/ha O & TXLE
B L, LB 62 HIRICHE KON R 7 v v 222 BRE L €, ARt BR s S &
iz,

72T AT BT B BRI AT S O33R 10 1l RE T 5,

MO T v o OFRE SRR E I3FE 7 C 0.019~0.020 mg/kg, 7 v
2T 0.061~0.062 mg/kg T - 7=,

M7 v allBlT D EERDIIREMEOETS TNV A RN T2 THD
30.0%TRR~62.6%TRR ThH -7z, @ EL LT B KD C 2RO LI, W
b 10%TRR K CTho7-, BTN RA N7 = ORMITRD S o
oo (BZH2, 15)

2 T2 LIZSRROELZEDEL LD,

14




& 10 Qr=RIZH TSR EED 1 R THKEY

. FhH R Sy
R e - it it
o e A AoE | Bdine PR K& B K C
(mg/kg)
MEEE o/ TRR | ma/ke | %TRR | me/kg | %TRR | mg/ke | %TRR | mg/ke
-14
bhe"Cl 52 | 0020 | 626 | 0012 | ND | ND | 27 | 0001 | 255 | 0.005
e
VA B N
: ) 0.062 | 50.9 | 0.032 | 3.7 | 0002 | 51 |0.003| 65 |0.004
-14
oy Cl g2 | 0019 | 892 | 0007 | 61 | 0001 | ND | ND | 282 | 0.005
e
VAR %
: ) 0.061 | 30.0 | 0.018 | 2.8 | 0002 | 3.3 |0.002| 13.6 | 0.008
gz o
ND : #H a4

(2) FZREBHER

(3) RIEMZEREHER

. WIS EERM (0.01 mgkg) Kl TH o7,

15

BT HE T 7V A 7 =2 ORI, O 7 Y —LEBRO N-BiATF
MBI X A8 C D4R, @A 2O X A28 B 04K TH S
EEZ LT,

EINIZBWT, /hE, EMNAPAEEZRHNTE Y 7V A N7 = > & airktgil
G & LT AR R iR s St S vz,
FERIIBIE 3 IR S LTV D,
BTN A ST = DR RERREIL,
#) ® 1.69mgkg TH-o7-,
Flo, WMZEBNT, R, hUERaVEEHWTE Y IAMA N T =B
Hrxt gt aw & LT EMR BB 3ehE S v,
FERIIBR 4 IR STV D,
BTN ANT = DR RERREIL,
) @ 28.6 mglkg Th-o7-,

AT 14 BRRICIE S Lio kEZ (X

RS Y BICIE S =06 L3E (£
(ZPE 2. 24~27. 87~116)

YTV ANT = BEREIZ 183 g aitha O E T 1 [B1X1X 2 [HHA L7
BOFHTHEE L, DS XTEINATIEHNWT, BV TR N T = %5
Bt G b e & UTc e EM R B ol s 35hu S vz,

M5 (RE L OEEE) L NEOINAZE D (FEE) TBITAETYINVA N T =

(2, 28~31)




(4

) RENRHHER

OV

WIHY X (F—xF, —#ME 1 §8) ([Z[pheUCIE Y 7V A R 7 =% 144
mg/kg fAk X it [pyr-4ClE Y7 /v X v 7 = % 205 mg/kg fikto AT 7 HIE
7R OFEE LT, ZEMHRBRAEM SN, tix 1 B 2E, JREXOEHE
I$1H 1ERIRE Tz, fdas L OSHAR Thie5- 11 ez ICBR s v 7z,

BB OFR R AT RE I3 ER 1112, BB A L OREIITE 12 IR ST
a3

B 5 A X, R T 29.9%TAR ~ 31.5%TAR ., # ' T 46.4%TAR ~
52.7%TAR & %W‘_o F 72, AH T TIX 0.057%TAR~0.064%TAR #2541,
FERE T RETE BE 13 K 0.151 pglg T o 72, Nes K OSER o0 7 B8 i RE L FE 1
g Cic b < . Ik 9.37 pglg B b7z,

HITFORS E L TRELDOED TV A M7 = DIiED, 10%TRR #8825
Rt LT, R F, H. L XN 23580 b7z, fdds & OSERk T cid, R
BAOEY TN A N7 2 DIEN.10%TRR 2 2 2 & LT, Ah (IBI) .

F (i) N G KOV L (Wb iaakzade, ) (B 230 b,

(M2, 11)

& 11 FHMPORE RS 6E

Stk [phe-“CIEY 7L A h 7 =~ [pyr-“ClEyY 7 A v 7 =
%TAR ugl/g %TAR ugl/g
5 1R 0.010 0.093 0.006 0.076
BehH2 H 0.011 0.110 0.009 0.101
Beh5 3 H 0.011 0.106 0.008 0.105
<Lt Feh 4 H 0.010 0.091 0.010 0.123
#1555 H 0.008 0.079 0.008 0.138
56 H 0.008 0.087 0.010 0.126
57 H 0.006 0.107 0.006 0.151
Xl 0.064 — 0.057 —
JHF fik 0.4 6.97 0.4 9.37
R ek <0.1 1.70 <0.1 2.28
o JEARIE <0.1 0.146 <0.1 0.144
e T <0.1 0.074 <0.1 0.097
K <0.1 0.218 <0.1 0.252
NENG e <0.1 0.252 <0.1 0.354
KT <0.1 0.188 <0.1 0.172

) EHEEEIC X D H0rE,
—HHEshT
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& 12 FHMIZH T DS EED 0 R O HE (WTRR)

ﬁ‘/\
WRE o HAH BT ﬁ
Giflih =iy Jok g

e A i P it 2
Hsls Tz S
Hite | 0.122 15.7 | H(43.2)>, Ah1(2.2) 7.7

[phe-14C] - B(3.4)>, Ah1(2.6)>, Ah2(1.9), C(1.4),
A Jr Nk 6.98 8.2 H(0.5)" 49.7
JLA R R i 1.73 0.8 B(7.4)>, Ah2(2.9)>, H(1.2). Ah1(0.9) 16.6
7=y | W4 | 0.102 24.4 | H(9.0)>, Ah1(3.8). Ah2(1.8) 14.0
fglfie | 0.221 67.2 | Ah (8.6). Ah1(5.3) 1.1
Atk | 0.132 8.7 N(28.7). 1(14.2), F(11.0). G(2.6). Ah1(0.7) | 6.1
[pyr-14C] T 8.83 2.0 | Ah2(3.0), G(2.9 Ah1(1.9), B(1.8)".C(0.4) | 52.6

s ” L(16.6)>, G(11.7)>, Ah2(2.7)b, F(1.5)b,

N EX
L ) 23405 N(0.8p. AR10.7) 02
. e F(17.7). L(4.9). G(3.6). Ah2(1.2).

s | A 0138 1134 ) NG0.6) 5.7
fglfie | 0.240 73.8 | Ah (10.2). L(4.3). Ah1(3.3). F(1.0) 2.4

o0 o 60 T o®

: FhH S R Ol AR O A 5

o (e i )

D BGBHIATE 79 B O

: B J OB DI G 7B

D RKMARENG ., R PHAR G B OB T R O 1R A5 30k
B b BRAATR 127 Ref O FUE

@=7rY

PEINFS (Hyline Brown, —#fift 6 ) (Z[phe-4CIE Y 7/ A 7 = % 56.3
mg/kg ikt X i [pyr-UCl e 7LV A k7 = % 56.9 mg/kg filkt o T 14 A [#
7R OFEE LT, ZHREEBRN I Sz, Jix1 8 26, Jeix 1
H 1 [EERE S 3072, MEas B OFHAR T e e 5- 11 BEf % ICBR I S vz,

KB OFR R AT RE 1T FR 13 12, U BE A L OMREIT R 14 IR ST
5o

BEH U REIE 84.3% TAR~99.1%TAR 23 kit 258D & v 7=, I D7 BT fik
STEEIT 0.1%TAR Kiii CTh 0 | FREHGTREIREE 13X A Tk 0.092 nglg, IR
HFCHK 0.359 nglg Th o7z,

O, Mg e OSSR Oy & LT REBILDOE D TV A N7 = iR bl
10%TRR 2 2 G E LT, F ELUHA) . G OFE) KO'H (0d
Wagte, ) (P, IFA. HWEOHEN) 2NRdohiz, (R 2, 12)
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& 13 BHMPORE RS e

o) [phe-14C] Y7V RA F T = [pyr-4C] Y7/ A R T =

%TAR ug/g %TAR ug/g

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

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

) EHEEIC X D HTE,
a GRS ER I S 7o OB O S ORI & de /ML

x 14 BEHMIZH T DS EED 1 R OHE (WTRR)

k| s ;ﬁ% e fitt

T ok Ve GitEE | BV 7L - o
(ngle) | A 7=y Rt PR
PiEE e | 0.358 3.0 H(67.8)>, Ah2(2.3) 13.0

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

v 7L JH Mk 0.404 5.3 Ah2(2.4)>, B(1.2)», Ah1(0.7). C(0.2)» | 48.3

ART7xzr | fpAe | 0.027 8.7 H(48.4)», Ah1(3.4) 15.8
fERAE | 0.101 16.6 H(29.3)>, Ah1(3.0), Ah2(1.7), 4.3

F(7.2)», Ah2(6.7). G(6.6)», B(3.9),

—_— Yz e | 0.106 11.0 C(2.5). Ah1(1.3) 18.7

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

Py fFfig | 0.210 0.5 B(3.3)>, Ah1(3.2). Ah2(0.9) 47.5
iR e | 0.021 4.7 F(46.3). Ah1(1.6), Ah2(1.1) 9.9
JENGf | 0.032 30.6 F(9.6). Ah1(4.1), G(3.1), Ah2(2.6) | 8.4

a RSy M O R IE O A5

b fA KA S TE

c: $&hH10~13 HIZEREL BRA L7=ilkt

d: 5 6~13 HICEEL BA L72ile

e Mafh K OIS - KBRS OIRA R

£ NBEAEAG J OB 2 & e B T ARG DR A B

g B 5 7~13 HIZEREL, 1BRA L7=ilet

S (Y XL P=T P IZBIFAE Y 7 A N7 = O EERBHRREIL,
ORI IEATF L B RO T = = VIO KERIZ X 5 ) Ahl 2 OY Ah2 O
AR, @A R UEOBEEIC XA B DL, Q8T Y — LB NATF
JARIZ E DR C DA, QX PNAALATF LU EOBRZIC X A8 H, L
KON OERE, @7 X FEEGORAEICED2MREI F LG AR E, b1
FlEfE< 77 a VR ORI A &5 2 bz,
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(5) BEMZEHAR
D 9

WIS (27 oy —FXUIRNVRAZA s 7Y =T Fl, —REME3EE) 12
UITIVA NI =% 15, 45 KON 150 me/kg Akt AES T 1 H 1A, 28 HEA
TEAROEE LT, BV TAA N T o WONCRE Ah2, F, H. L XO'N
NG & LT B EW RS RS i < vz,

AERITAK 5 IR STV 5,

HHFITBIFHIET 7 A N7 = WO H KON N O e RFER T,
ZEI 150 mg/kg fAEHE GHEIZI T 5 0.02 pglg (V702 7 =) | 0.10
uglg ((REHH H) KX1Y0.01 nglg (R N) THO, & F IXWThbER
FRA (0.01 pglg) RiiCTdh-7=, 15 mglkg filEHX GRETIL, WO o kt5:
L& b ERIRA (0.01 pglg) R TH o7z, EIEVHLKLNY V—LfhTOEY
TIA N7 2 A ONCREY H K OVN O KFEEREIL. £ Fh 150 mg/kg fif
BHEGREIZHI1T D 0.20 pglg (B 7V A N7z 0 7 U—24) | 0.09 nglg (f
# H o SEAERGEL) KOV 0.01 pglg (G N @ HEAGIEL) Th oo, KM F
DTG EERA (0.01 pg/g) KimiTh-o7-, 15 mgkg fEHEGRECHIT D
RRFEREIZ, Y70 A 7 20T001pglg (7 V—2) . K& H T0.02
uglg (ZV—21) THY, REHF RN ZOFR L ERRR (0.01 pglg) K
i Chol,

MBI 2 Y 70 A B 7 =2 W ONSE Ah2, H KON L Of KRR A
L. FNE1 150 mglkg faBHR 5REICE 1T 5 0.17 nglg (B 70 A R 7 =2
PERIERENS) . 0.59 pglg (fUEH Ah2 @ ATHE) . 0.21 pg/g (R H : &)
KOr0.10 pglg (REM L - Big) Tho7-, 15 mg/kg fBHEGREZBIT DK
FERAMEIZ, BTN A R 7 =T 0.02 puglg BRSNS, B2 TN & OVF#) .
3% Ah2 T 0.06 pglg (IFIEM OV . H T0.01 uglg (BK) THO ., R
Y LIZoWTEWTHR L EERA (0.01 ugle) Kiich-o7-, (B2, 32)

@ =97+rY
PEONER (7 o7 700 —RE 10 P]) I8 AT % 3, 9 KDY
30 mg/kg RO HEA T, 1 H 1[0], 28 HFB&EHEOHG LT BV IV A N7 =
VR OMEY H & ot S LB & U T- S e BB s 32k S vz,
FERIIBR 6 RS TV D,
JRHZEREWT, BV 72 N7 =2 KOREY H O RFEREEIX. 30 mg/kg £
BHE 5RECHBI17 2 0.04 nglg (B 70 A 72 JFA) KOV 0.07 pglg (R

3 ARRERIC BT 2 MBI EW IR RRER D D15 b LT kL & 72 DR OFREE IR E D b T S % o K fil
BT R & Fi L TR o7z,

¢ ARRERIC BT 2 HEIIMEW IR B D D15 D LTk & 72 DR OFREE IR EE D b T S 2 o K fil
BHAST R & Fi L TR o 7z,
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W H: i) Thol-, 3mgkg FEHEGRETIZ, Y7L RA N7 = IEER
B (0.01 nglg) RTHY ., REY H ORKRFERZEIT 0.01 pg/g i) ThHo
77

M ICB T, EVTARA T2 D TRORERICE O T b ERRERA
®01%@)%%?%otfW%%Himﬁu%@ﬁ%fjmfmg%E@ﬁ
(0.01 pg/g) K TH V. BIIZIS T D HE AL AL 30 mg/kg flkH& 5-HEIC

¥ % 0.05 ng/g T, 3 mglkg kG- HETILE ﬁﬁmonggxﬁm%oto
(ZH 2, 33)

(6) HEENE
B 3 DVEM R BRI DN B 5 M OV 6 D& PEM R BR O /3 Hr i & V¢
B TINANT 2 BEL TR RS & LB, B DB S LD HE
EERENE 15 ITREINTND BT 2)
2B, AMEEREOREIX, BESUIHFE SN ERTEND, BV TR
N7 = UKD T AT, 2 Co@AEDICHER S, T - 3
BRIC K AFRBE RIEDEHN 2L W EDIRED FIZiT- 7=,

K15 BRAINSERINIESIILA I VD TEERE

ESJEay /INRA~6 %) I hi w65 L 1)
(A : 55.1kg) | ((KHE : 16.5kg) | (K : 58.56kg) | (AHE : 56.1 kg)

I

42.9 38.2 49.0 42.5
(ug/ N/H)

5. EPERNEIRBER
(1) v O

@ iR

a. MEEHRE

Wistar Hannover 7 v b (—#flf#ER 4 C) 12, [phe-4ClE Y7L A h 7 =
CEL L Zlpyr-UClEY 7 v A b7 =% 5 mglkg AE (LLF[5. (1) ]Iz
T MEAE w9, ) #EHLLITHEIC 300 me/kg RER L < 1ZMEC 100 mg/kg
ARECITIB. (D]IZBWTIEHEI & Wo,) THER &S L, X1 1 mg/kg
RE CHEFEIRNE G LT, IR EHER S RE Sz,

MAE N OV i R SR BN REFH) N T A —Z (3K 16 [T S T W5,

MAE N OV i PG RE VIR, BRI L D 2T b T, [KHAERIZRB W T
TG 0.56~2 FFfifz, mHERFICB W TIEEHR L 2~8 KM% Cnax IZIZE LT,
F7o, BORGAHEREL OFIRNE G-ERIC B W T E 2R MEREZE 13580 B vz
molo, (B2, 3)
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F 16 MERVEMHPEYEIEFN/NS A —4

5751k &0 FHIRPY
¥ 5 (mg/kg (A H) 5 300 100 1
PRI Ji3 i3 Y3 i3 i3 i3
Tmax (hI‘) 2 1 8 8
1. Crax (ug/g) 1.13 1.17 13.0 5.8
e Tz (hr) 56.6 149 85.3 42.2
[phe-14C]
o AUCo-(hr * pg/g) | 9.77 10.0 433 121
Y7L
Tmax (hI‘) 2 1 8 8
ARNT
4 Crax (ug/g) 0.63 0.72 8.1 3.8 | 0.4632 | 0.3662
1. Tz (hr) 116 82.1 163 160 39.4 182
AUCo-(hr * pg/g) | 12.2 11.7 488 165 2.60 5.96
Trmax (hr) 2 0.5 8 2
1. Crax (ug/g) 0.49 0.67 7.1 3.1
e T (hr) 56.6 30.4 18.6 10.6
[pyr-14C]
A AUCo-(hr * pg/g) | 7.45 5.81 197 56.2
Y7L
i Trmax (hr) 2 0.5 8 8
ARNT v
4 Crax (ug/g) 0.27 0.45 4.7 2.1 | 0.4392 | 0.3412
1. T (hr) 75.3 68.5 196 — 25.3 20.7
AUCo-(hr * pg/g) | 8.05 7.84 358 — 1.93 1.91

1) Tmax (ZHRAE, ZLIAMTEIMHE,
— T RHHTES oML
a ;¥ o B S AME U 72 I i R R

b. WRYNE
AR EEIEER (5. (1) @b. JI2B T IR, A, 77— VPR N — 71 A5
R NS | 5% 72 R OWIERT, KA ER R GREOET 81.83%~
86.7%. I T 87.0%~88.3%. i FH = HLEI & G- HE DT 18.4%~25.3% ., M T 48.6%
~55.9% & FH &,

Q@

Wistar Hannover 7 v ~ (—#HEMEX 4 JT) 12, [phe-4CIE Y 7L A h 7 =
VX Elpyr-4ClE Y 7V A N7 = U A RAR X IIE AR CHER O#&E LT, &
PN oA 5B 03 S0 S ATz,

F Bl M ORI 36 1 DR REIR EE 1R 17 IR ST D,

FeRE T REIR S 1T, WP OB GHECB N T Y, Tomax MU TIEAFHE. B O
B < RO BT, #hE 96 X% 120 HFRE#4 12134 T Dligiss & UL TR
T U7z, FRBEAHBE D AT HERE, ERRIA R O 5 I K D BHE R A ITRR O B
mnols, (B2, 5)

5 KR - MR 2 HL Y PR ERIED Z 2 A — 2Ly (LLTRIC, ) .
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x17T ETERBRVEBICH (T HEEHREEEEE (ug/g)
was | B }Lﬁ T 3 2 H5 5. 96 1% 120 I b
fFig(8.56), Blk(2.45), iiE  |AFE(0.203), Bi%(0.061), i
1k [(1.46) (0.038). Hili(0.025). MHE(0.017).
5 FORIR(0.014), f4%(0.009)
me/kg fFiEi(10.9), &I (5.29), &g | IFH#(0.082), 41 (0.051), fifi
h (3.50), HUIRAR(2.54), (Mig(2.32). [(0.039), &i£(0.036), il
I | N (2.32), Afi(2.20), BHEARRA [(0.020), HLRAER(0.009), Lk
[phe-14C] (1.79), JRH(1.67), Mm#E(1.30) |(0.007), BhgAEN(0.006), FIE
BT (0.006). JFEL(0.005). [f1.4(0.005)
A k72| 300 JHl(77.5), Eh#(28.5), EIE fElg(6.3). Bhg(1.7), 4:1f.(0. 8).
mg/kg | 1 [(15.5), 1f#%(13.0) fiti(0.7), M (0.4), Im4%(0.4)
RE
100 i (40.1), BB (24.7), B | F(2.7), BhE0.7), 41m.(0. 6),
mefke | i (29‘.2)\ B E(13.5), WEg(11.6), |Mfi(0.5), MEK(0.2), ifMm4E(0.2)
e INEL(10.6), FUIRAR(8.9), Mili(8.5),
D (7.6), 1M4E(6.2)
i figi(9.46), B%(2.28), R | AFH#(0.318), BM#(0.057), 4xifn
5 (0.905). 1Mm#%(0.686) (0.034). Mfi(0.018). IM#%(0.013)
me/kg fFigi(12.6), &I (3.08), &l | IFH#(0.199), 41f(0.042), fifi
R | (2.79). Whga(1.61), FRRAR(1.60). [(0.035), Bhi(0.034), i
D (1.49), Jifi(1.28), ffR(1.27), [(0.011), L:i(0.010), &%
PIE(1.00), 1M4E(0.888) (0.009). I#%(0.009)
[pyr-14C] 300 JFig(80.9), Big(22.4), BB  |fFhE(5.1), BhE(1.0), 41f(0.4),
[ mefke ﬁg@LQ\%W%MQQQ\%W FIRAR(0.4), Aii(0.3), 1 4%(0.3)
ARNTxv e (13.3), fi(9.7), HIRAR(9.5), >
g (7.7), HafiR(6.4). .M4E(6.0)
Jig(41.9), BgAENG(17.9), B | FFIER(3.0), FURAR(0.7), B (0.5).
100 (16.7), WEmR(16.7), Bhg(13.5), |421M.(0.5), Afi(0.3), MfE(0.2), Fl
mg/kg | M [JPH(10.5), FURER(7.9), Mi(7.7), |%(0.2), FENR(0.2), Mm4E(0.2)
(N} FapR(7.1), Lg6.8), 1 E(5.5),

R (4.4), 1 4E(4.4)

a: [phe-4ClE Y 7 /L A b7 = U EEHRHICEBW TR, (K B 5B CliE T3 5 2 itk e
1 e TR, 8 B G- CHERE & b & G- 8 il %, [pyr-4ClE Y 7 L A R 7 = B GRHZ BV T,
R BB G RECIIMERE S 85 0.5 B, @ &R R IR & b &5 8 R4,

b: [phe-4ClE Y 7V A b7 = VEHABEERGEHICBOTIEER S 120 RE#,. ZoMmof 5/ TIIRs

96 WFHl %,

QS R

PRMEAER (6. (1) @a. KOV b. I THEL IR, 3R OWEIT I ONT i i EEHERS

Bet[5. (1)Da. I TELNZMmEEZFE E LT, (EEE - &k 30
N7,

Ry FR OV o FEEAFHITER 18 12, Mg o EEAHMITE 19 IR E
nTnb,
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REMADOE T TN A N T 2 A3FE P THRR 63.1%TAR @B Hiv, K, MHIT K&
CMAEFTIXE LA ERD N DT, WTHOREHZB N THZ < oY
RO HAL, FERE E L TR TIX, Ah-glu, C-glu. L. H X' H-sul, #T
I Ad, Ah2, D, L, P &0 Uh, fE7+TiX Ah-glu, C-glu, Ch-glu, D-glu,
Md2-cys., Mh-glu, R-glu XU S-glu, 4% Cix C-glu, F. H, H-sul, I-sul &
N LBENENRD BT,

Ty MIBUTDEY 7NV A N7 2O EERFHRE L, ORI A T L
KR OT = = VEOKBBIIZ X DG Ahl LY Ah2 D4Rk, @A ¥ ED
MBI X A8 B o4k, @A F kI X 2R3 C ROND O4&RL. @R
7 v A ZPE S KERIC X AR E D4R @R DAL A F L DB
LXAREWH, J. LEON 04, ©7 X FiEEORZIC L 288 F O 4Rk
L. ENBITHIE R v a U BEUIMBRE S EE b, (B2, 6)

F18 PR, ERUVEATHOETEZREY (WTAR)

pe | | BB BT
P AR B Bl % REfE | L A B Rt
(H) =V
H-sul(14.9), H(4.0). K-glu(1.7), Ch-sul(0.1).
e &|0-3| ND F A 7E(0.8)
0-4| 29 Uh(8.1), Ah2(5.2), Ad(4.4), Ah1(2.7),
5 - ' D(2.3), E(2.1), P(1.9), B(1.3), KI[FE(27.4)
mg/kg H-sul(7.8). H(6.6)., C-glu(0.4). Ad(0.2).
(NG O3 | ND yp 1100.9). AR2(0.1). AFIE(3.2)
i3 Ah2(8.2), P(6.3). D(5.9). Uh(5.0), Ah(4.4),
#|0-4 3.9 | E(3.4), Bh1(2.1), Ad(2.0). Ph(1.9). B(0.9),
'phe-1Cl oD, el 5 Kgin0 0.2
) H@.1), H-sul(2.5), K-glu(0.4), Ch-sul(0.2),
%tFi;i:i/ 300 R 0-3 1 01 1 101, RAEO0.1)
mg/kg | HE Ah2(5.3), Ad(3.0), Uh(2.9), S(2.7). Ah(1.5).
(LNEES # | 0-4 | 44.3 | Ch1(1.3), D(1.1), P(1.0). Bh1(1.0). E(0.9).
Md1(0.5), Mh2(0.4), #[F7E(10.5)
H(6.2). H-sul(4.6), Ad(0.6). Ah2(0.5),
100 K| 0-3 0.1 | C-glu(0.4). K-glu(0.3). Ch-sul(0.3),
melke | Ch-glu(0.2),I-sul(0.1), Bh1(0.1), K[FE(1.7)
ﬁ%g Ah2(10.5). D(5.3). Ad(4.6). Ah(2.5).
#1|0-4 | 311 |Uh@.1), P2.1), E(1.7), Bh1(1.1), Ph(0.8).
Md1(0.6), Ch1(0.6), B(0.5), K[FE(6.1)
L(8.9). N(2.2). 0(2.0), J-glu(1.4),
mwm . JR| 0-3 | ND gﬁgﬁgQ@m@JQnC@mn\
s “{;ﬁ’g e Ad(6.0). LG.1). Ah2(3.0). Ch1(2.6). D(2.5),
#1104 2.6 | Uh(2.1), Bh1(1.6). E(1.4), P(1.4). B(0.7).
R IFE21.7)
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pe | = B | YT
A Be b Bl ﬂ Wef] | LA B R =
(H) 7z
L(4.3), J-glu(1.4), 0(1.3), N(0.7),
R O0-3 1 ND o 100.5). J0.1). FE10.0)
i P(5.9). Ah2(4.8), D(4.4), E(3.9). Uh(2.7),
#|0-4 3.1 | Ah1(2.5), Md1(1.9), Ad(1.4), Ph(1.0),
Bh1(0.6), #[AE(24.8)
L(2.1). N(0.5). J-glu(0.4). 0(0.3),
300 RP 031 ND | o 100.0). KRAEALD
mg/kg | HE L(5.8), Ah2(3.9), Ad(3.4), D(2.5), Uh(2.3),
R # | 0-4 | 482 |Ah(1.1). Ch1(1.1). Bh1(0.7). P(1.0). S(0.8).
Md1(0.6), B(0.3). AR[FE(7.7)
L(2.9), J-glu(0.8), 0(0.5), N(0.5),
Q-glu(0.2). C-glu(0.2). Ah2(0.2), J(0.1).
100 R 0-3 1 ND T 611(0.1). Bh1(0.1), Ah-glu0.1). Ad(0.1).
mg/kg | M K AES.1)
NG Ah2(7.5), D(4.3), Uh(3.1), Ad(3.0), P(2.5),
#| 0-4 | 31.2 |LQ1.4)., E1.4), Md1(1.0), Bh1(0.9). Ah(0.8).
B(0.6). Ch1(0.6). Ph(0.4), #[FE(8.2)
JR| 0-3 | ND |H(5.8)., H-sul(5.6). K-glu(0.5), AK[FE(0.4)
#1]0-2 7.3 | D(0.7), RIFE4.0)
I i Ah-glu(20.2), Ch-glu(8.6). Mh-glu(6.5),
‘Hj 0-1 ND | C-glu(4.6), Md2-cys(3.6). D-glu(1.5),
s Md-glu(1.4), EK[FE19.5)
melk Ah-glu(3.9), C-glu(3.1), H-sul(1.0),
ﬁ%ﬁg JB| 0-3 | ND |D-glu(1.0). Ch-glu(0.9), H(0.7). Ah2(0.5).
Mh-glu(0.2), Ah-sul(0.2), #KI[77E(10.0)
M| # | 0-2 5.9 | D(1.2), KFEO0.7)
i Ah-glu(10.7). Ch-glu(9.9). R-glu(9.9).
Y‘Ij 0-2 | ND |C-glu(9.7, Md2-cys(8.6), D-glu(6.3),
[phe-14C] Md-glu(1.2), K[FAE(24.8)
=A% H-sul(2.6). H(0.9). Ah2(0.1). K-glu(0.1).
ART v JR| 0-3 | ND | C-glu(0.1), Ch-glu(0.1), I-sul(0.1),
300 Ah-glu(0.1), E[HE.1)
melke | K # | 0-3| 63.1 |B0.7. M0.3). RFEEEQ.1)
ﬁiig Ah-glu(5.9). C-glu(1.9). Ch-glu(1.8),
AR 0-9 0.2 D-glu(0.9). Mh-glu(0.8). R-glu(0.6).
H ' Md2-cys(0.5). Md-glu(0.5). P-glu(0.4).
S-glu(0.4). E[FE(S.8)
H(3.1). H-sul(2.9), Ah-glu(2.1), C-glu(1.1),
100 Ch-glu(1.1), Ah2(0.9), D-glu(0.4), Ad(0.3).
mg/kg | M K| 0-2 | ND Mh-glu(0.3), Bh1(0.2), Ah-sul(0.2), E(0.1),
R D(0.1), RIFE(2.3)
# | 0-2 | 356 |D(0.9. B0.4), KFE(1.8)
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v | 2 B | vY7
S AN Be b il ﬂ WfE] | LA B R =
(H) 7z
Ah-glu(11.8). C-glu(6.0). Ch-glu(3.5).
IEN 0o-2 | ND D-glu(2.0), Ad-glu(1.6), Mh-glu(1.3),
H Md2-cys(1.3). Md-glu(1.2). S-glu(0.4). #*
[ & (4.4)
L(6.5)., N(1.6), J-glu(1.1). 0(0.9).
J®|0-2 1 ND Q-glu(0.2), K[FE(2.0)
#|0-2 7.9 | D(0.8), L(0.4), P(0.2). Ah2(0.2), & [FE(0.5)
1 Ah-glu(20.9)., Md2-cys(6.5). C-glu(6.0).
fIE 0o-1| ND Mh-glu(5.5). Ad-glu(4.0), J-glu(3.6).
s Md-glu(2.9).D-glu(2.1), Ch-glu(2.1), L(1.7).
5 S-glu(1.6), N(0.9). R[&7E(13.7)
mg/kg L(2.4).N(0.7), J-glu(0.6), 0(0.4), C-glu(0.3).
INGES JR|1 0-2 | ND |Qglu(0.1),J(0.1), Ah-glu(0.1), Ch-sul(0.1),
Ah2(0.1), K[FE1.8)
i #|0-2 6.1 | D(1.1). L(0.8). Ah2(0.2), P(0.2), K[m&(1.0)
Ah-glu(21.5), C-glu(14.0), S-glu(6.4).
Iz} 0-1 ND Mh-glu(6.4), D-glu(4.7). Ad-glu(3.9).
e J-glu(3.1). Ch-glu(1.4), P-glu(1.0). RFEE
[pyr-2C] (15.1)

vV 7L ' "
PENENS =lo-2| ND %16.)3)\ N(0.4), J-glu(0.2), 0(0.1), K[FIE
300 # | 0-2 | 245 | P29, M2.0)., KFFE27.2)

mefke | Ah-glu(4.9)., Ch-glu(1.7), C-glu(1.0).
e i Md2-cys(0.6), D-glu(0.5), Md-glu(0.5).
YJ; 0-1| ND |J-glu(0.3). L(0.2), S-glu(0.2). N(0.1),
P-glu(0.1). Mh-glu(0.1)., Ad-glu(0.1). Kl
7E(5.0)
L(3.4). J-glu(0.7). N(0.4). Ah-glu(0.3),
R1O02 1 ND o00.2), Q-glu(0.1), J0.1), K1)
100 # | 0-2 | 326 | LA.7. RFEEQ4.7)
mg/kg | M Ah-glu(11.4). C-glu(5.7). D-glu(4.1),
R fiR 0-1| ND Ch-glu(3.8)., Mh-glu(3.5), Md2-cys(2.3),
s J-glu(1.6), Md-glu(0.8), S-glu(0.7).
P-glu(0.4), Q-glu(0.1), L(0.1), KI[FE(6.6)
ND : &+

a: R Ad 1T 3 FE¥E. Ah i3 2 7%, Ah-glu i3 6 FiE, Bhl 3 2 fi¥H, Ch-glu 1% 6 fE4H, Ch-sul
% 4 fEFE, D-gluld 3 fffE, J-glud 2 fifE, Md1 i3 2 #%E, Md-glu I3 3 fiE, Md2-cys /% 2 ff
$, Mh-glu 13 5 fidEH, R-gluld 2 ¥, S-gluld 2 fE, Uh ik 3fkE. o RBMEEKOSRHE,
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& 19 ®E®R 96 B H (T HMBRDEZNREY (%AUC)

S
T I R PRty o
gz
" 19 H-sul(41.1). I-sul(6.1), H(4.3), K-glu(3.4), C-glu(2.7).
5 ' Md-glu(2.2), Ah-glu(1.0),Ah2(0.8), K[&E(11.3)
mg/kg H-sul(41.0), I-sul(9.3), H(5.2), Ah2(4.3), C-glu(3.6),
RE | 2.8 | Ah1(2.5). Ah-glu(1.6).Ad-glu(1.4), Md-glu(1.2),
[phe-14C] K-glu(0.9), K[F7E(10.9)
B 7L 300 H-sul(44.1), I-sul(4.8). K-glu(3.4). Ah-glu(3.1).
A M7=V | mglkg | # 1.3 | H2.4), Md-glu(1.9), Ch-sul(1.8), C-glu(1.8),
RE Ah2(1.5), Ad-glu(0.9), K[FE4.7)
100 H-sul(32.2), I-sul(9.2), H(5.3), Ah1(3.6). Ah2(2.5),
mg/kg | M 5.0 | K-glu(2.4), C-glu(1.8), Ad-glu(1.0). Ah-glu(1.0),
RHE Md-glu(0.9), RKI[FE8.3)

F(9.5), L(7.7). C-glu(3.9). J-glu(2.9). N(2.6).
5 1t 0.5 | Ah-glu(2.3)., Md-glu(1.8), Ah2(1.7). Ah1(1.4),
mg/kg Ad-glu(1.1), HK[FEB6.9)

(GNEE i - F(14.7). L(8.1), C-glu(7.8), J-glu(6.7). Ah2(4.0).
[pyr-14C] ' Ah1(3.3). N(2.0), Ad-glu(1.4). #K[FE(39.6)
B 7L 300 F(13.0), L(6.9). Ah-glu(3.2), N(2.5), J-glu(2.5),
A N7 =2 | mgkg | 1.9 | C-glu(2.3). Ah2(1.8). Md-glu(1.6). Ah1(1.2),
R Ad-glu(0.7). EFEQ7.1)
100 F(14.8), 1(7.0). J-glu(6.2). Ah1(3.5). Ah2(3.5).
mg/kg | M 4.9 C-glu(2.0), N(1.9), Ah-glu(1.7), Md-glu(1.4),
R Ad-glu(1.2), K[FE(21.0)

a R Md-glu 1% 2 FEE O BAERO G FAR

@ B

a.

PR B U3 ok it

Wistar Hannover 7 » b (—H#EfERES 4 JT) (Z[phe-4ClE Y 7L A R 7 = v
iElpyr-4ClE Y 7 A b7 = VA RAE N IIEAE CTHRERROBS LT, R X
OV Pt 3R 3 It < v 7z,

F5-4% 168 RFfH] O R K ORI R 13R 20 IR SNL TV 5D,

G RGTREIX, MERE, BRI R OG- EICED 5T, RICEPICHRt S 7,
Be 5% 24 BEROIR K OVFE P HER X, RHE&R S5 OR T 16.1%TAR~
22.3%TAR., # T 43%TAR~62%TAR. mH E&HK 5 H DR T 5.7%TAR~
13.3%TAR., #T 70%TAR~83%TAR TH 7=, WINOEEGEIIBWNTH,
$e 5% 168 FRNICITIR G HEBED 95% LA Lz Sz, (B 2. 4)
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& 20 ®’E1%& 168 BRIORKREUVEPHE#MIE (%TAR)

[phe-“C]EEY 7V A 7 =

[pyr-“4ClEY 7V A N7 =

FRHY 300 100 300 100
v IRF 5 mg/kg A HE mg/kg | mg/kg 5 mg/kg (K mg/kg | mg/kg
(h) LN LN LN LN
JiH i3 1k i3 Ji3 i3 Ji3 i3
0-24 | 19.7 16.1 5.7 13.3 22.3 16.5 6.8 12.4
7 0-72 | 21.1 17.9 6.7 14.9 26.2 18.3 7.7 13.8
0-168 | 21.2 18.1 6.7 15.0 26.5 18.4 7.7 13.9
0-24 62 59 83 70 43 46 83 74
# 0-72 | 173.3 75.4 91.8 83.5 66.4 68.9 90.7 85.1
0-168 | 73.8 76.4 92.2 83.9 67.4 69.8 91.0 85.5
Sr— YRR | 0-168 | 3.9 3.7 4.0 2.2 2.8 8.3 2.8 1.6
Ak 168 0.1 <0.1 <0.1 <0.1 0.1 0.1 <0.1 <0.1
& 168 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1
HALENEY) | 168 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1
T =1 A 168 0.1 <0.1 0.1 0.1 0.1 <0.1 <0.1 <0.1
At 99.0 98.2 103 101 96.8 96.6 102 101

a: #51% 168 FEf O %3kt A 5,

b. RBit kit

JHA B = 2 — L % A L7z Wistar Hannover 7 v bk (/4 4 J8) 12 [phe-14C]
BTN A T 2 Xlpyr-#ClE Y 7 A 7 = A ERAE IS HETH
Bl A8 5 UC, ME A EEmE RS 23 320 < a7z,

Be 1% 72 R O R F R OEH R HEIER 3R 21 1R &R TV 5,

REV R I OV T, KA &R EGR TlE. 65.7%TAR~80.5%TAR T&HV .
EHRIR L ONMERE I KD EITRRD N7, BAERERE T, BT

15.1%TAR~19.3%TAR. T 35.8%TAR~40.7%TAR T& -7z,
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F21 HE5ET2EBEOR. ERVEATDHEHE (YTAR)

[phe-“ClEY 7 A N7 = [pyr-4ClEY 7V A F 7 =

R 300 100 300 100
v 1EE 5 mg/kg A HE mg/kg | mglkg 5 mg/kg K mg/kg | mg/kg
(h) IR IR LN IRE

JiH i3 i3 i Y3 i3 i3 i3

= 0-24 | 12.1 6.0 3.2 14.3 12.5 6.8 2.2 6.8

~ 0-72 | 12.3 6.4 4.3 15.4 12.8 6.9 2.4 7.1

” 0-24 14 10 60 39 13 13 76 46
0-72 | 14.5 10.2 76.0 43.3 13.2 13.5 79.6 48.7
- 0-24 | 65.2 79.5 17.3 35.0 71.7 78.5 13.6 39.9
0-72 | 65.7 80.5 19.3 35.8 72.0 78.9 15.1 40.7

r— VYRR | 0-72 3.0 1.2 1.6 4.6 1.7 1.1 0.8 0.7
AL 72 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1
HILENEY | 72 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1
3 —J1 A 72 0.3 0.2 0.1 0.1 0.2 0.1 0.1 0.1
i 95.8 98.5 101 99.2 99.9 101 98.0 97.3

a . 5% 72 B O &R E O AR

(2) 59D
Wistar Hannover 7 v & (HEHER 4 L) IZHFERRAE S 7V A N7 = % 3,
10, 30, 100, 300, 500 MU 1,000 (HEDFA) mglkg AREOHE THEH L <
1% 7 AR D5 X% 1 mg/kg AR THEIFIRNE S LT, E7L A K

7 = OMHPEENHITE Sz,

B Al A R O RN G-I ONS 7 H R BERE ARG RB T 2 2 Y Eh e

PN T A—Z 13K 22 KO 23 IZFENFNRENT WS,

Timax & OV Ty 1TMERE L BB G EOHEMNZENEEI L7223, Cmax L TY AUCo-
LI s LTz, Mt ASA 3T XA T8 U 7 ¢ [l L IR, BET 2.3%
~6.3%., MET 4.8%~36.8%Th V., BHAERMHEENBDO OGN, BT TV
A N7 =2V DOREREGIC X D ERERITE -T2,
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# 22 2MmMPEVYFHEFZH/NTA—4F (BREBORUVERRNES)
By | Tew | Cow | T | AUGL. | fEAEIACAT
: Bh & RAFGEUTF ¢
ik a1l (hr) (ng/e) (hr) (hr - ng/mL) ©%)
| 2.00 7.86 — — —
mg/kg K | M | 1.00 76.0 2.74 296 23.0
10 i 2.00 12.4 — — 2.8
mg/kg K | Mt | 2.00 178 2.96 820 21.0
30 HE | 2.00 38.9 2.76 324 3.0
mg/kg (K | M | 3.00 527 3.00 4,490 36.8
e 100 | 4.00 242 3.17 1,800 6.0
mg/kg K | Mt | 5.00 674 3.15 8,270 20.8
300 | 6.00 602 3.53 6,360 6.3
mg/kg (K | ME | 7.00 639 5.69 10,700 7.6
500 | 6.00 380 3.76 3,740 2.3
mg/kg K | Mt | 8.00 640 7.02 11,100 4.8
1,000
mglkg (KT | 7.00 612 4.08 7,860 2.6
R HE 727 2 1.26 266
N | mgkg KE | M 411 1.75 361
SN — cEbTET

a Yol SUICHME U ik R
XTI NRA FT A T E VT 4 (%) =[AUC g, X BTG5 Byl TAUC e X & 5-Fg 1] X 100
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& 23 2MPEYBEZH/NSA—4 (7 BRREEOKRS)

&5 VEEE Pk Tmax Cumax Te AUCo-w gk o
J7ik il (hr) (ng/g) (hr) | (hr-ng/mL)
3 i3 2.3 8.5 — — —
mg/kg (AAFE/H | M 1.00 76.5 2.19 264 0.9
10 | 2.00 14.9 — — —
mg/kg KE/H | #f | 2.00 146 2.99 768 1.1
30 e | 2.00 17.2 — — —
mg/kg (K&E/B | M | 3.00 272 4.43 1,870 0.4
G 100 | 6.00 34.3 3.57 391 0.2
mg/kg (RE/H | M | 4.00 259 2.89 2,050 0.3
300 i3 10.0 63.3 6.34 2,730 0.2
mg/kg KE/B | M | 9.00 252 3.46 2,540 0.3
500 | 7.00 41.9 3.37 429 0.1
mg/kg (AFE/H | M 10.0 286 3.24 3,440 0.3
1,000
mlkg YK/ H | 9.00 64.5 5.85 1,100 0.1
) Btz 5 ORER
CEHTEP
a'&51&075 K175 AUCo-24n bt
(8) RO
@ R

ICR ~ 7 A (—#EMERES 4 P8 (Z[phe-4ClE Y 70 2 b 7 = > Xidlpyr-14C]
EYT7NVARNT =% 10 mglkg KE (LLT[5. () ITBWTHEM&E] & 9,)
X% 300 mg/kg AAE (LLFL5. (3)JIZBNT IeEHE] &), ) THEREA
g5 LT, REMWORE « E&RBREf S e,

PR O OREIEER 24 (ITRENTWD

R wTiXWM®E/7w%%71/ IO T, EERMEmE L
C. Ah-glu, Ch-glu, H-sul, I-sul X Q'L 233 5107,

EHRIZBWTIE, FES E LTREMDOES 7L A M7 =2 BB OH LI,
HAH & LT Ad, Ah2, D, Sh, Uh%0§8H 5iiz,

YU RAZBITAES IR N7 2 OFEERBRKIZ. Q7 = =A% 0K
b & G Ah O Ah2 OARL, @A FF T EOBREHZ L 2@ B D&
. @A T IABIZ L 25 D KON U DAL, @O UL A T L2 HEORE
{ERIBHEIC LR H KOV L 04k &, Zhvnizgl & 7 vy a Uik »
WA L5z ohiz, (B2, 8)
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24 REUEHOKEY (GWTAR)

e ERER “t S
EHAEN P55 Bl PR ] ﬂ LA K R =
(H) Jdx
H-sul(5.32), Ah-glu(2.05),
Ch-glu+Ad-glu(1.53), I-sul(1.3), T(0.77),
0-2]/&| ND Ch-gul(0.37), Ch-sul(0.34). Sh(0.3). Uh(0.29).
1 Ad(0.22), K[FE(2.04)
Uh(11.2), Ah2(7.2). S+Mh1(4.18). Sh(4.09).
10 0-2|# | 442 | Ad4.64),Sd(2.62),D(2.48), Bh(1.32). S(1.22).
mg/kg KA E(15.9)
(GNEES H-sul(6.38). I-sul(4.06). Ah-glu+Ch-glu
(2.67). Ch-glu+Ad-glu(1.72), Ch-glu(1.00),
i 0-2 1R | ND | oy 11(0.85). Sh(0.5). Bh(0.22). Ad(0.21).
[phe-14C] T(0.16), AIAiE(4.65)
A 0-2 % | 1.08 Uh(10.7), Sd(7.32), Sh(6.22). Ah2(5.77),
ey ' Ad(4.41), S+Mh1(2.55), D(2.01), #K[FE(5.73)
H-sul(2.28). H-glu(1.06). T(0.61).
Ch-glu+Ad-glu(0.46), Ch-sul(0.42),
" 0-3 &1 ND | o} o1u(0.42). T-sul(0.23). Uh(0.21).
. Ah-glu(0.09), #[[E(1.32)
300 0-2 || 488 Uh(8.08). Ah2(4.19). Sh(2.99). D(1.91),
mg/kg ) Ad(0.99), S+Mh1(0.75)
(LN H-sul(3.59), H-glu(3.24), Ch-glu(1.72),
0-3|JK ND Ch-glu+Ah-glu(1.45), Ch-glu+Ad-glu(0.91),
il Ch-sul(0.64), T(0.4). Bh(0.38)., K& (1.52)
0-2 3| a7 Uh(4.88), Ah2(2.9), D(1.92). Sh(1.73),
Ad(0.84), S+Mh1(0.76). Sd(0.5)
L(6.19). Ch-glu(1.75). Ah-glu(1.09).
0-2 K| ND | o 1(0.39). &FEG5.67)
Jii2 Uh(13.1), Ah2(11.4), Sh(6.66), D(5.96).
0-2 |3 | 1.14 |Ad(.76), L(2.41), S+Mh1(2.48), Bh(1.7), #K
10 .
melke E(;)E :§§573th glu(3.11). Ch-glu(2.27)
. N “glulo. N “glul\Z. N
i 0-2 x| ND Ch-sul(0.7), #[FE(14.0)
i3 Uh(14.0), Sh(9.26). Ah2(5.35), Ad(3.75).
0-2|# | 058 |S+Mh1(2.25), D(1.99). L(1.48). Bh(0.97).
[pyr-14C] E
v R [A7E(9.95)
A hTey L(2.17). Ch-glu+Ah-glu(0.39).
0-3|/R| ND |Ad-glu+Ch-glu(0.36). Ah-glu(0.12). #[[E
1t (5.12)
; Uh(15.6), Ah2(6.73), D(5.01), L(4.74).
m3(§12 0-2 13| 443 | \1(465). Sh(3.84). S+Mh1(0.9)
ﬂgig 1.(3.91). Ch-glu+Ah-glu(1.26).
0-3|JK ND Ad-glu+Ch-glu(0.56). Ah-glu(0.38).
i3 Ch-sul(0.38), #K[FIE(3.55)
0-9|#| 369 |Uh(.76). Sh(5.84), Ah2(4.15), L(3.72),

D(2.55). Ad(2.32). HK[FIE(6.94)
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ND :

B s g

a: @M Ah-glu 13 3 flifH, Ch-glu /% 4 fiH, Ch-sul /% 3 fi¥H, Sh i 2 fJH, Uh 35 flfH, D5

PEIKDAFHI, #RAIHORIEED 5 b, E00fai 2 SHETE 2o o, Zofti :
DaFHiIE LTRLE,

@

Bt

ICR ~ v A (—BEMERER 4 ) (Z[phe-4ClE Y 7V A k7 = > Xidlpyr-14C]
EYT7NVARNT 2 R RAE A AR THER O G LT, JRE O PR
BRosFEfhE S iz,

B 5-4% 168 RFf O R H e OVFEFRHlEER 3R 25 ITRS N TV D,

P G BE I T ME I . BRI M QR G BB B, FlIcEP I S s, &
5.1% 24 RE O JR o OVFE gttt 2213 ARH &4 5 HE DR T 13.2%TAR~29.3%TAR,
# T 59%TAR~68%TAR, mHAEEGHEDIKR T 6.4%TAR~11.7%TAR, #T
T1%TAR~90%TAR Td o7z, HEME L ORI X 5 2ITRO ben o7,
(2, 8)

&25 HBERI168FKHEORRUVEDRHME (BTAR)

i [phe-“ClE"Y 7L A F 7 = [pyr-“ClE Y 7L A N7 =
ek Ref | 10 mg/kg AHE | 300 mg/kg (AH | 10 mg/kg AHE | 300 mg/kg (A
(h) It i3 It i3 i3 i3 Jii3 i3
0-24 | 13.2 21 6.4 11.7 13.8 29.3 7.1 8.8
JR 0-72 | 15.0 22.4 7.2 14.1 15.3 30.1 8.2 10.2
0-168 | 15.0 22.7 7.2 14.8 15.4 30.1 8.2 10.3
0-24 68 59 82 71 68 59 90 78
3 0-72 | 173.4 62.0 84.5 75.0 78.1 62.7 94.6 80.3
0-168 | 73.8 63.2 84.6 76.0 78.4 62.9 94.7 80.6
r— PR | 0-168 | 8.4 11 4.0 7.1 6.5 10 7.2 6.8
ERI=ES 168 <0.1 <0.1 <0.1 0.1 <0.1 <0.1 <0.1 <0.1
HILENEY) | 168 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1
H =T A 168 0.1 <0.1 0.1 0.1 0.1 0.1 0.1 0.3
AElke 96.5 97.0 95.3 98.3 101 103 110 97.1

a: B L% 168 BRI D& 3B DA E],

(4

) YVRQ

ICR v & (MEHES 8 VL) IZIFEFRAD Y 7L A 7 = % 10, 30, 100,
200, 300, 500, 750 K& TN 1,000 mg/kg (R O & CTHIEHE L <X 7 H RH5RH#E
%5 L, T 1 mg/kg RE THEFHIRNKE G LT, Y7L A 7 = ol
RENRIE ST,

HA[ERE 0 K ORI G NS 7 B R SCERR O B 5- 236 1) 5 2l 38 Eh e
) RT A —H L, F 26 K271, ENTRENTWD,
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Tmax &U T1/2 ﬁlﬂﬁflﬁ CE %TQ'@%@%‘WK{*W%’W L/fCZI)‘S\ Cmax &U AUCO—>oo
BIERRIE AR LT, RO NA AT A 8 ) 7 ¢ 13RS SR o7z, (BH
2. 9)

& 260 2MAPEYEBEZH/NTA—42 (BEEORUVEIRRNRS)

&5 - M Thax Crmax T AUCo- o ﬁ‘@xﬂ‘[{j/\/{ ?]:7
\ B RASGEYF ¢
J5ik 2l (hr) (ugle) (hr) (hr - ng/mL) %)
10 | 1.00 47.9 1.25 104 6.60
mg/kg (K | | 1.00 44.4 1.44 83.4 4.81
30 K| 1.00 138 1.51 257 6.25
mg/kg KE | #E | 1.00 113 0.916 138 3.27
100 | 1.00 601 1.22 1,590 9.51
mg/kg (K | 1 | 2.00 442 1.54 1,540 7.62
200 | 1.00 694 1.39 2,860 10.0
.- mg/kg KE | # | 2.00 577 1.41 2,100 7.87
300 | 1.00 598 2.28 3,630 7.54
mg/kg (K | 1 | 2.00 475 1.99 2,880 5.63
500 | 1.00 591 2.30 3,470 4.38
mg/kg K | | 1.00 447 2.47 2,570 3.07
750 M| 0.667 798 2.55 6,040 5.79
mg/kg KE | i | 0.704 681 4.84 5,830 5.09
1,000 K| 0.500 845 2.78 5,370 3.56
mg/kg (KHE | it | 0.500 809 6.52 4,390 2.79
R 1 7 | 0.0833 236 0.634 156
W | mg/kg RE |t | 0.0958 214 1.39 167
S s

I NRA AT _A T E VT 4 (%) =[AUC g, X 5Byl TAUC gy X 85 B ] X 100
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x2]1 2MPEPBEZH/NTA—4 (7 BRREEOKRS)

. P T Conax Ty AUC,.. | feMlasaAT
b5 _ATEVT 4
a1l (hr) (ugle) (hr) (hr * ng/mL) ©%)
10 | 1.00 14.7 — — -
mg/kg (KTE/H | # |  1.00 11.6 2.43 37.6 2.28
30 It 1.00 41.8 0.56 67.5 1.74
mg/kg (KE/A | M| 1.00 28.1 0.604 57.4 1.34
100 | 0.50 80.8 2.33 358 2.18
mg/kg KE/H | # |  1.00 85.7 2.31 334 2.13
200 | 4.00 35.5 2.98 289 1.03
mg/kg (KE/A | M| 1.00 50.2 2.85 415 1.37
300 | 2.00 54.7 2.19 384 0.818
mg/kg (EE/A || 8.00 96.8 — - —
500 | 2.00 46.2 4.15 406 0.518
mg/kg (KE/A | M| 4.00 68.8 5.35 789 0.946
750 | 8.00 47.9 — — —
mg/kg (KE/H | i 12.0 178 — — —
1,000 | 4.00 88.3 25.9 3,390 2.35
mg/kg (KE/A | M| 12.0 108 — - —
) Bk 5% ORH
— HHTET

XTI NRA FT A T E VT 4 (%) =[AUC g X BTG5 Byl TAUC e X B 5-Fg 1] X 100

(5) oH¥¥
IR NZW o 3-% (—#f 4 50) ISR e 7 v A h 7 = % 100, 300,
750 }2 OF 1,000 mg/kg R EE O H £ TR 6~27 HIZHGRE D& S5 LT, Y7L
A N7 = OMFERENHIE ST,
A ifl PR BN A R T A —Z 13K 28 [TRENT WD,
Crmax 2 Y AUCo-24 DI INIFHG-EDOHNIN L 0 /NS <300 mgrkg RELL LG
BECIIIERIEZ TR LTy Thax i 2~24 BRI CTH -7, (BH 2. 10)
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& 28 ZMPREPBEFH/NSA—F

I . AUCo
FRHRI A BH R Tiax(hr) | Cmax(ng/g) | Tuz (hr) o
(hr - ng/mL)
100 mg/kg A&/ H 2~8 26.4 — 344
300 mg/kg A&/ H 2~24 44.1 — 722
KR 6 me/ke
750 mg/kg A/ H 4~8 71.2 — 1,010
1,000 mg/kg 1A E/H 4~12 79.3 — 1,140
100 mg/kg A&/ H 2~6 32.2 — 314
300 mg/k /H 6~24 45.5 — 471
FEBR 13 H mg/kg (i
750 mg/kg A/ H 6~24 73.5 — 800
1,000 mg/kg A E/H 2~6 50.2 — 681
100 mg/kg A&/ H 4~12 87.5 5.4 1,110
300 mg/k /H 4.8 118 6.4 1,560
R 27 H mg/kg (i
750 mg/kg A/ H 8.8 102 — 1,850
1,000 mg/kg 1A E/H 4.12 116 — 2,050
— BT T

(6) Fzo0OY—LIZKDKE (/n vitro)

Wistar Hannover 7 >~ ~ (M 100 fE{4, & 200 fE{&) &K b (BBLiEA 200
fEAR) \CHkT 217y —24 (05 mg mAAE/mL A V% 2X— 3 ik
Ai) 12, NADPH 75#7E F SUTIEFALE FIZBW T, [phe-“CIEY 7L A F 7 = v
iZlpyr-“UClEY 7 A R 7 =% 5 pmol/L DR THRM L., 37°CT 60 43fi
A F 2_X— ~ LT, In vitro RN FEhE S v7-,

BB OMRHWIEER 29 ITRSNTW D,

9 M OE FOFI 72 Y —AIZBWT, Y7L A N7 = OREWITE
7238 3Rmd 5T, b MFI 7Yy —ATHRIE ST 14 BmOMREITET
MFI7vY—=ATETRDON T v MFI 7 v Y — A TIE 9 O
s, (87, 117)
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#&29 FEMPOKBEY O

[phe-“ClE*Y 7 v A b7 = [ [pyr-“UClE Y 7V A N7 =

R b - 7w b

Jii3 i3

P1 1.1/0.9 0.7/ ND ND /ND
P2 ND /8.8 ND /9.2 ND/1.1
P3 ND /4.1 ND /5.3 ND /0.5
P4 ND /2.6 ND /2.9 ND /ND
P5 2.1/4.1 1.2/2.1 ND / ND
P6 12.8/10.9 7.0/6.3 0.6/0.4
P7 1.8/1.7 2.0/1.9 ND /ND
P8 6.5/5.2 11.8/11.1 1.0/0.9
P9 6.1/5.2 27.7/26.2 16.8/16.9
P10 5.4/5.5 3.6/2.3 ND /ND
P11 5.0/4.4 3.1/3.1 1.0/1.1
P12 26.4/29.1 17.5/18.2 11.8/13.3
P13 14.3/ND 13.4/ND 2.5/ND
P14 9.9/11.6 7.0/6.9 6.7/17.2
1f}7AOXb7:h/ 8.5/6.0 5.1/4.6 59.6 / 58.7

7uv%77A®#m%%uﬂféﬁé(4ﬁ@®¥W@)
: P1~P14 13 HPLC /p#ricB T 5 ©— 72 &R,
ND:@méhf

6. SHESHFRSE
(1) SHsEEER @05
BTNV ARNT 2y (JRIK) ©OF v hERAWE2%EERR (Roks) 2
i S A7,
ERITE 30 ITRENTWD, (B2, 36)

F30 FEFHHARESE BOKS. R

BT LDso(mg/kg 1A ) .
MER - PLEL e m BERSNIIER

B 5.5 : 5,000 mg/kg K&

Wistar 7 » k IEEIPEIS (1 . Bl 2~3 REfET%)

f 3 DT o >5.000
FELHI7Z L
T HEAL
PR PRI £ D S, WS LT, 0.5%CMC AL b AL,

(2) —RREEBHER
B TINARNT DTy NEHWE—
FERIIE 3LITRENTWS,

i S P ERIRR 23 St S v T
(R 2, 34, 35)
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F31 —REFEEABRME
B ER S ON e/
HBoOEE | B . (mg/kg KHE) | ®IEHE YEH & it e
(& 575715 | (mg/kg (AHE) | (mg/kg (A )

300 mg/kg (RELL |« AT
T BRI T, IS RG
KT, BRI, B
MR, SREEES BUERT,

— kg LB, RERERRIK T, H

(Irwin 1) 100 300 gy

H Wistar 0. 100. 300.

X — it 6 2,000 300 mg/kg AR ELL | THIA

fe 7k (B m)a & #%(300 } 0% 1,000 mg/kg

7% (RE T 1 )

A % 100 mg/kg RELL | A%
e — 100 B R (5 1~6 e
JEE) & %)

300 mg/kg (RELL L {KIE
e 100 300 s 1~6 WRIE)
Wistar i 6 0. 100, 200 100 900 200 mg/kg A : AR T
7k (R&1)a (5 2 HEff 4 LARE)

EANBTIE & o

o pige} 200 — WL

. . 200 mg/kg (AT : QT [HFEIE

i LR, | D | e |0 o P00 R (5 30 57 ~6 IRT).

B fE, " 100 200 OB (3% 5. 3~4 W

x| DA %), IfE EFFEE 30 45~

F 5 RF[1£)

— KB R E SR IMER BIXBE TE o T,
a S LT 1%CMC KR A V=,

<KEHBGRBRICBITHES TN A N T = OMAEEIZHONT >

W AENERERE [5. (2), (4)KN(5)] THALNIELIIZ, Ty b, ~
U AROA X & Vi 90 HdAaEREERR [7. (2)~(4)] Y ICv X% H
WA TEMNRER [10. (3)] 2B\ T, HERELEE TV 7V A N7 = O RE
IC— B LT rET e < . GBI L 2 WINOBFAZED 5NDHHD b &H -
TN, BREIC K > TREICENRBD LN, BV 7NV A N7 = OIMPEEICD
WT, A XERE, LT TE S 22EAPAED L,

72k, Bt ERER L O N AMERER [8. (1)~ (3)] WNZT » h&EHW = 2
TAAREIEE R L O AR TR ER [10. (1) X ON(2)] IZB W T, BV 7V A R 7 =

O R TIHNE STV,
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7. BRMEHHR
(1) 28 HEBESMEEEE (Tv )

Wistar Hannover 7 v ~ (—REHERES 6 DT) & H W72 iREFR G- (JFK 2 0, 250,
1,500, 8,000 &% T* 16,000 ppm : PR AEEEITE 32 /) 1L 5 28 HI#HR
DR N S, Fo, B4 KDV 28 HIZERILL T, BV A b
7 = OWRENHE S (FERIEE 33 2) |

F32 28 HEBEFAMEMEHER (v ) OFHREERE

e 51 500 ppm 4,000 ppm 8,000 ppm 16,000 ppm
A R R I 43 343 677 1,320
(mg/kg {K5E/H) i3 40 322 619 1,170

%33 ECTILARTIoOLMAERE (ng/mL)

PERI Jii3 o

# 5-#(ppm) 500 4,000 | 8,000 | 16,000 | 500 4,000 | 8,000 | 16,000

8:30| 38.8 68.7 77.1 96.0 75.4 70.6 84.9 81.2

= | &5 [ 12:30] 208 160 127 132 56.1 65.3 57.2 68.5

£ | 4H | 15:30 | 206 53.1 47.8 53.9 136 88.1 47.7 56.8

£ 18:30 | 10.7 23.9 38.5 31.3 95.2 52.3 36.1 79.0
H 8:30| 7.94 33.6 52.8 79.7 45.3 69.3 90.1 111
fi j&;f 12:30 | 7.45 35.2 59.7 58.4 35.3 64.3 52.3 89.1
Ly H 15:30 | 5.87 18.9 33.8 83.8 68.7 55.9 63.0 89.7

18:30 | 15.9 15.9 58.5 93.0 31.7 61.6 57.5 101

B G TRO DB RILE 34 IR TV D,

fELZ 35T 500 ppm LA % G- CHTlig O 4 1 F E6H N A, 4,000 ppm LA B
SR CHFI O fascr ERHEIMAZED H L7273, 500 ppm MO 4,000 ppm & 58T
WEIFEEE 2 7RI 3 2 MK AEAL SRR T A —F OZAL K O BEEFR AR 20 L AR
DOHNRPSTZ e, WMISHZEETH D EEX BV,

ARERIZIBV T, 4,000 ppm VL EFGHORE KL T 8,000 ppm LA R 5-HE DM
CTHFRAEAIREE, RO & O EE &SI INENRBO b Enh | B
| IMET 500 ppm (43 mg/kg (RKE/H) | HET 4,000 ppm (322 mg/kg {KE/H)
ThirLtExXOLNE, (BI8T, 118)

6 REZIARL L THE L EAMERERES VS LIFRILE, ) .
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#*34 28 HEEAMEEHHER (Sv k) TROOI-FEHEMR
F5RE Ji3 i3
16,000 ppm CREIININHI (S 0~1 B LARE, | - AREHINMEI S 0~1 H LI,
P 5 R ) 0-7 H£ )
- B RO S 1 L)
8,000 ppm - BETED (B 5 1 H LI
oLk - JIF#ser K OV IE B e 0
o INBE RV R A A
- FFSRIE AT B
4,000 ppm - JHFf sk Ko OV 1 28 &R 0 4,000 ppm LT
VS o ANEE DM T AR AE K FBIEAT R L
- FFARAE AR
500 ppm EAL IR RAN

a s FREHMREILFEME STV,
b : 8,000 ppm & G-HE TIIFFHFHIA BEDFRD LIV o Tod, iEERGEORELZ 2 b,
o MEHEIABEENRD LN o0, BIKEEORELEZ BN,

(2) W BHMBEAHEEAER (Sy )
Wistar Hannover 7 v & (—HEHEHES 10 IT) 2 HW2IREEHR G (RIK : 0,
250, 1,500, 8,000 }T* 16,000 ppm : EHIRAEREIXE 35 /) 1255 90

H s gl FEs S iz, 72
BTN A N T = OEENIE SN

C®E 2,9, 28 XTY91 HIZERML LT,
(fE 5152 36 &)

F 35 90 BREBEAMEMEHER (v ) OFHREKERE

B h5-8E 250 ppm 1,500 ppm | 8,000 ppm | 16,000 ppm
SRR AR TR B A i 18.6 111 578 1,190
(mg/kg 1K HE/H) i3 21.6 127 727 1,330
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%36 ECTILARTIoOLMAERE (ng/mL)

PRI Ji3 i3
$¢ 5.7 (ppm) 250 1,500 | 8,000 | 16,000 | 250 1,500 | 8,000 | 16,000
7:00| 14.8 44.1 47.5 58.2 23.9 86.7 70.6 107
#h5 | 11:00 | 3.4 26.5 31.6 35.1 28.9 69.1 68.4 77.3
2H |15:00| 1.6 16.8 21.4 25.7 17.0 36.9 42.6 53.0
2 18:00 | 2.4 15.6 29.8 31.3 21.8 49.1 43.2 50.0
kB 7:00| 2.4 15.0 32.8 54.1 20.7 64.6 83.1 103
B | #5 |11:00 | <LOQ | 10.5 23.4 62.3 23.3 48.6 84.5 102
By | 28H |15:00| 0.9 9.8 30.3 90.2 14.7 37.7 63.9 67.8
I 18:00 | <LOQ | 8.3 27.7 38.3 18.1 38.2 73.8 67.2
Ly 7:00| 10.4 27.5 34.8 52.8 18.9 76.9 90.5 89.8
#h5 | 11:00| 1.0 10.8 23.2 33.0 17.6 50.3 72.1 65.0
91H |15:00| 1.7 9.1 21.1 32.2 17.0 41.1 85.0 60.3
18:00 | 1.1 12.8 42.5 34.6 22.4 45.8 72.9 66.2
<LOQ : & &R A
BB EGHTRD DN IR 3TIT RSN TV D
1,500 ppm LA E#GHEOMET Hﬂ@mrﬁ@xﬂzoﬁmﬁitﬁbu73».%&b%htzp

1,500 ppm FKEGHE TIIFEMEZ R 2 MRAEFR N T A —F DEL KDY

PRI L 3R

WO LIRS T EME, WIS THD EEZ BN,

ARBUZ ISV TL 1,500 ppm &“Erﬁi@f’é&(} 8,000 ppm &Efﬁmmfvﬂﬁmﬂn

AER . BRI A B b R A Ao A Ok 26 78
ppm (18.6 mg/kg {KE/H)
z LT,

(PR 2, 46)

. M 1,500 ppm (127 mg/kg 14@/5) “CEJ?)Z) L&

(FURAR A0 R IR RIZ B2 A H = X A3 BRI [138. (6) L ON(7) ] 2&R,)

ﬁ 37 90 E Fﬁﬂﬁlh\r

SRR (Tv k) TROOIE=-EEMER

Be5-RE Ji3 i3

8,000 ppm - (REIEINENHI (B S- 1 B BARE) - (REIEINENHI (B G- 1 B LARE)

Ll k - BEEERD (G 1 H L) - B ERD S 1~3 H)
- Chol #41
- JIF ket M OV IE B B
il aPN

- BOIRAR A e _E B AR AR K
1,500 ppm - JHFf sk Ko OVl 1 28 & 1,500 ppm LA F
PLE - AR AR R mHEFT R e L
o FLRIR A B b Bz fi e e K 8
250 ppm CALGIBIRANS

: 1,500 ppm TIIHFHFIIH E 22D
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(3) W HEBESMEEREE (TVX)

ICR ~ v A (—REMEHES 10 PT) 2 W =R S (5K : 0. 100, 500, 4,000
KX 7,000 ppm : EHRRREREILE 38 M) 12X D 90 HE M AN FMEHER
NER ST, /-, %52, 16, 30 X O'91 HIZHIML T, BV 7L A M7 =
CORENAE SN (ERIZE 39 5H) |

#38 90 HREEAMEMEHER (¥OX) OFYREERE

5 100 ppm 500 ppm 4,000 ppm | 7,000 ppm
PR IR Y3 17.5 81.6 630 1,160
(mg/kg AFE/H) i3 20.4 106 846 1,480
£39 ECTNLARTzoOEmMPEE (ng/mL)
PRI Jii3 i
$¢ 5.7 (ppm) 100 500 | 4,000 | 7,000 100 500 | 4,000 | 7,000
7:00 | <LOQ | <LOQ | <LOQ | 98.0 12.0 21.9 1.9 103
£¥5.111:00 | <LOQ | <LOQ | 20.3 50.9 | <LOQ | 16.3 73.5 248
2H |15:00| 1.1 3.9 27.2 102 5.9 8.5 117 142
= 18:00 | 4.1 6.2 31.6 66.5 5.3 14.7 105 390
kB 7:00| 5.7 2.2 21.7 52.0 | <LOQ | 14.6 36.2 109
B | 5 | 11:00 | 149 5.4 30.6 64.3 3.6 3.7 44.5 311
B |30H |15:00 | <LOQ | 2.9 25.6 43.3 1.5 15.5 27.3 53.1
I 18:00 | 2.8 1.9 17.3 38.9 1.9 32.3 42.2 217
Ly 7:00| <LOQ | 4.3 65.0 118 1.1 21.8 140 770
5 | 11:00| 1.7 | <LOQ | 111 45.2 3.4 11.1 138 194
91H |15:00 | <LOQ | 3.8 13.1 122 1.1 21.5 46.9 132
18:00 | <LOQ | <LOQ | 28.4 60.6 1.3 8.7 191 122

<LOQ : & &R A

BB R TR DB MERT RIZER 40 IR STV D,

500 ppm L. % G-HEOHE TR O M3 & O IEE&HE 023, 4,000 ppm LA E
e 5T D e C P 0D 46 K OV I BB BB NG ONC/INEE Fp D TR I R 28 7 65
N7=25, HED 500 ppm & 58 K ONfED 4,000 ppm 58 Tlix, fFEMEE REB4
B MR AACFER) X T A — 5 OZAL K QYR BRI AL DR bl ino e 2 &
NH, BISHEE L ThD EEZ BT,

AFRBRIZ IV T 4,000 ppm B8 G FEOHE K 7,000 ppm #-5-FE DT Chol
BN, IR O R O IE EE&INENRBO b= Z b, EHMEEITMET
500 ppm (81.6 mg/kg fAKE/H) | MET 4,000 ppm (846 mg/kg (KHE/H) TH D
EEZbNTL, (W2, 47)
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&40 90 HEBEEMES

MR (Y OR) TROoN-FHEHR

58 Jii3 i3
7,000 ppm - TG 0 + Chol & OY TG #/n
- JHFfE sk K OVl 1 28 &1
- NEULPE AR R AR R
4,000 ppm LL_E |+ Chol #4401 4,000 ppm LLF
- JHFf sk K OVl IE 28 &1 IR L
o /N UM R A AR B
500 ppm DL | mEFTA R L
: 4,000 ppm TIFMFHFOAEZNRD LR T20, RIEEG OB LE 2 iz,

(4) 0O HEEAMEEHR (/1 X)

E— VR (— MR 4 TT) 2 AW ek n ks (5K 0, 30, 300
BRI S -, F i,
BeE 1, 28 RTN91 HICERIMLL T, Y7 RX 7 = U OEENE S (6

101,000 mg/kg RE/H) |

BIxE£ 41 1) |

2% 90 H i atFE

KU ECITINARITIUOEMPEEEFRI/NT A —4

T 55 i 143
(mg/kg {KFE/H) 30 300 1,000 30 300 1,000
Trmax (hr) 1-2 4-12 4-8 1-4 2-12 4-8
e h Crmax (ng/mL) 24.6 832 3,510 19.4 529 2,890
Ty (hr) — 4.2 4.4 — 4.5 4.3
AUCo-24(hr * ng/mL) | 85.3 6,710 | 31,400 | 79.9 3,430 | 26,800
Trmax (hr) 1.5-2 4-12 4-8 1.5-12 | 1.5-4 4-8
i 98 1 Crmax (ng/mL) 36.6 629 1,940 28.6 159 1,820
Ty (hr) — 4.9 3.3 2.7 2.7 3.3
AUCo24(hr *+ ng/mL) | 210 6,230 | 14,700 | 175 795 | 14,300
Trmax (hr) 1.5-2 2-8 2-8 0.5-4 1.5-4 2-4
91 h Crmax (ng/mL) 38.3 638 2,070 21.0 150 961
Ty (hr) 2.8 3.3 2.6 — 2.4 4.1
AUCo-24(hr + ng/mL) | 191 6,270 | 17,400 | 94.8 804 7,020

— R TET

FHRGHETRO DB AIER 422 1R TW D
AFABRIC I T 300 mg/kg (RE/H UL LR GREORET ALP K ONTG 4 i
TIREDEEMINHIDNFEO N2 &b,

IR THD ELEZ BT,

(PR 2, 48)
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F42 90 BREBIAMEMRER (/1 X) TREOON-FHEHRR

B 5 RE Va3 3
1,000 mg/kg R/ H | - REBCDHININGEIES: 1 E LK) | - e &R (B 1 PIRE)
BRI G 1~13 WO B | - U R
« IR AR R - ALP 840
R, PES R OV I 5 & HE
- AR AR R
300 mg/kg (AE/H | « ALP O TG H#0 o (REE BN (B G- 1 31 LLRE)
LIk  JFREkE, bBT SR OV IE B S 0
30 mg/kg {AE/H mIEPT L L mIEET L L

VBRI R STV RN, iR GORELEZ bR,

8. EHEHEBRUANAMLEER
(1) 1 EHEESHERER (41 X)
E— VR (—REERER 4 ) 2RV SRR D& S (FIK 0, 30, 100
KON 300 mg/kg REE/H) 12X 5 1 A RHEM:FE M RER 2 5 S 7,
BHEGHETRO DB TR 43 ITRS N TV D
AR _m\f 300 mg/kg RE/H & G-HEOHERE Tl OMERE, o O IE
EEINENBD LN LD, WEMEEIIMERE S H 100 mg/kg (KE/H TH
LHeBx b, (R 2, 53)

x43 1 FREESESER (/1 X) TROOIEFEMRE

B 5RE i3 i3
300 mg/kg (A H/H - ALP, GGT XU TG 4/ - ALP #47n

o JFAESEESS, eSO IE BRI | « FFREerSS, EES R OVl IE B 2
- FURIRAE G, HESR OWIEE SR | A0S

Hn
100 mg/kg (AH/HLLT | @MERTRZL L w7 L
SOREMREDS R STV, ARG ORELE 2 b,
W BEIERA BRIV, kR EOREEE 2 b,

(2) 2E5/EMESH/RPVAMHESRER (SY )

Wistar Hannover 7 v ~ 3803 AMERREREE - —BEMEMES: 52 VT, 1 4EREIEE
PERRBRRE « —BEMEMER 12 IT] Z W IREFE SRR, I : 0. 200, 1,000 X%
6,000 ppm. M : 0. 150, 450 }% X 1,500 ppm3 : FHRIAFE R &I 44 2R)
2 & B 2 EMME MR FE S AR SRR e S iz,

TIREREEOZLAFLEEEL VY UUTFREIL, ) .

8 J v MWz 90 HEHEAMEREERER [7. (2)] KUEmiENEERER [5. (2)] OfiRIZHW
T, BAHERGEECIIM I BENERE LD ENRBREINT-Z LD, BhHE L MmPRE
D HBIER B N L&A B8 L. HETlk 300 mg/kg (RE/H ., METlE 100 mg/kg KH/H % i
EHEL L TREENEREINT.,
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® A4 2FREIEUEEE/ EVARHFESHER (Sv ) OFHREERE

& 5-RE 150 ppm | 200 ppm | 450 ppm |1,000 ppm|1,500 ppm |6,000 ppm
PR AR R | T 9.9 51.0 319
(mg/kg KH/A) [ M|  10.2 31.0 102

S RENR L

B GHETRO DB AIER 46 RSN TV D,

R X0 FAEBEE OB U7 B A X5 v -7z,

1 AR MR M FEMERBR IS B\ T 1,000 ppm LA EF 58 O I TR K 2338
D HALIZAHY, 1,000 ppm £ 58 TIEF R 2 R~ 2 iR AEL PR/ ST A—2 0
T R OSSR BRI AL RO SR - T Z b, WL TH D & 2

bl

ARFRERIZEB VT, 1,000 ppmPL ERGFED N V450 ppmPL FF&S5-FEOME T
FHENNANH] K OB B 3R HT- 2 &S ARBRIC IS T D Mg Bk
T200 ppm (9.9 mg/kgiKE/H) . MET150 ppm (10.2 mg/kgiKE/H) TH D &
EZ DT, BRAEITRD HienoT-,

(BHE2. 54)

FA-1 2EFEEUSH/ENALGERR (v k) TROON-FHFMR
(EEEMRE)
&ERE i3 i

6,000 ppm - GGT 0
- JIFfset Mo OV IE B e 0
o JE R R e L PR - e P 3 NS
- SR AE R

1,500 ppm

1,000 ppm ULk

« RN HI B S 2 LA )a
- EETEJD (B 5 2 LI

450 ppm LA _E - (REIE NN (B 5 4 LIE)
- FBEE R (B G- 4 L)

200 ppm CREGITIRAN

150 ppm BT RS L

SRR L

a: 6,000 ppm 5 TITEG 1 LI,
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F45-2 1 FREMSHSRRECROON-EEMRE

(EEEIERE)
51 i3 s
6,000 ppm - GGT #5hn
- JFfEser K OVl IE B2 &N
- ST AE R
1,500 ppm

1,000 ppm LA b | - (REESINPNHI G G- 2 3 LARE)a

- AR B 5 2 B LK)

450 ppm Ll E - AREIEINN (P G- 4 B LIE)
- BEEED (B 5 4 L)

200 ppm T AR L

150 ppm CREIBIRAN

a3

a: 6,000 ppm & 5-FETILES 1L,

(3) 80 BRFEMAMRR (TIR)

ICR ~ 7 A (—BEMEES 50 PB) Z W= iBEER S (5K : 0. 75, 375 KLY
2,250 ppm. FHIRIAEREIIFR 46 2/R) 12X D 80 HEIFE 23 A M akER 23 3k X
iz,

& 46 B0 EMEMNAMRE (YOR) OFHRAERE

& ERE 75 ppm 375 ppm 2,250 ppm
SRR B R i3 9.2 45.4 288
(mg/kg IAHE/H) i3 9.7 48.4 306

B GHETRO bV mEET A GEEEMIRZ) 133k 47 12, TFigck T 5 E
B OFABE I E 48 ITREN TV D,

FRARPE 5 B9 2 IR A & LT, 2,250 ppm 4% 5-7H 0D I C i i iR e A
OYEE DI A B EYE DGR BTz,

375 ppm LA EFEGREDIET/NEER O EFFRIEAE K238 D H L7223, 375 ppm
B GRETIINT M 2 e 2 M O A TR RT SR O Lo 7o 2 & e
5, wISEE (L TH D EEZ BT,

AFRBRICIB VT, 2,250 ppm B 5-BEOMERE CAREH NG, BT &2 2358
DO Enn, BEMEIIHERES b 375 ppm (M : 45.4 mg/kg (KE/H . 1 -
48.4 mglkg AKE/H) ThrHrEEBE XN, (&2, 55)

(HED TS C B3 2 A 1 = X 23 BkiE [13. (1)~(5)] =&, )
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& 47T 80 ERAEMNAMEER (YOR) TROHLONE-EUMR

(EEEMHRE)
B 50 JAi3 i3

2,250 ppm - (REIEINNHI (B G- 1 3 LIRE) - (REEIE NI (B 5 32 W LAKE)
- BET D (B G- 43 L) - BRI (B G- 31 3 LARE)
- JHFfskE K OV 1E 25 m g
o ANBE L TR AR K
- DR IE S TR A

375 ppm LA K | EMEAT AR L FwIERT e L

F48 MEICETIESEEREDOREHE

el Ik i3
$e 57 (ppm) 0 75 375 | 2,250 0 75 375 | 2,250
MRA BB 50 50 49 50 48 50 50 48
JFF S e e e & 4 6 9 22
JHF M pages 2 2 3 4 10* 0 0 0 0
¥ p<0.05, **:p<0.01 (Fisher HEHEZRIMRE)
a: ZHMASTe,

9. MESMRER
(1) 2aEEERAER (Sy bk O

Wistar Hannover 7 » & (—HEMERESS 10 PT) & A7 BEsEHRE O &5 DR
& :0, 100 (HEDA) | 300 (HEDFA) | 1,000 LT 2,000 mg/kg REH, AL
1%CMC KiEHR] 12 & B Akt atings e S v,

FRERETHO DN RITR 49 1TRSA TV D,

1,000 mg/kg REHGREOME 1 61T, #5- 3.25 KEfEIC, SEIRTED 7= D Y)HE
ER ST, MRER B RO A IC B W T, AR GIC X 2B IR O bk
o7,

AFRERITIB T, 1,000 mg/kg (RE DL BB GHE O HECIRERDAEINHE], R
HGROMTHISER ERDENRO N2 LD, HWEMEEITME T 300 mg/kg
{REEL, MET 100 mg/kg RE LB 2 HiTz, B O AMEMREIEITR O bt
mole, (BR 2, 41)

9 T v MEAWEMANERERER [5. (2)] OEE. BAERERECIInIE BENIERE & 7
HZENTRBEEINTZZ EnG, T E L M REOLFIRGATED LA HEAZE L, HETIX 300
~2,000 mg/kg A, M TIE 100~2,000 mg/kg RE DB HENRE ST,
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x4 DHEARESUHEER (Svbh) OTROoN-EHMR

B h5RE i3 i3

2,000 mg/kg IKEH « HEAL
- IRIRE T OG- 6 RE1R)

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

- ST 1 A )

- ) R (2 6 %)

300 mg/kg A | mEFTRAL

100 mg/kg A5 mIEAT R L

SRR L

(2) RHARENEEER (v k) @

Wistar Hannover 7 > & (—#ff 10 JT) Z HW\ 7z HEIGRHEIRE O 5 (A
0. 100. 300 K& TF 1,000 mg/kg IREE., A : 1%CMC KEK) 1 X 2 arEriftsE
PEERBR 3 20 X7z,

KA GHETIRD b= 33k 50 1R ézh‘(b \

FREIR B M A 1BV T IR G %ﬁ*i.“ AL oNSY AWAS 75>o710

ARBRIZEB VT, 300 mg/kg %Euﬂ&ffﬁif B F&IEE SR E DT O 62%71
ZED, EEMEEIT 100 mg/kg RE & B 2 BT, B DR AR NI
oot (B2, 42)

FO0 DMARESUEHER (Svbh) QTREOLON-FMUMR

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

a EHFIAEERRVS, BMERGICLDORELEI DN,

10. AERESHHR
(1) 2#ERREHR (T ~)
Wistar Hannover 7 > & (—H#EMERESR 24 L) 2 HWVZREER G (AR, M
0. 150, 750 KX 4,500 ppm. i : 0. 150, 450 }% O 1,500 ppm!! : SRR (A4E
BEITE 51 20R) 12K 5 2 HAVEGERER Y i S Tz,

10 AGRBRITMED 22 THEHE S ATV DD, Stk EERR (Z v ) Ol9. (1) ]okERE2MRT 5 H
B CHEMSNZBMRRTHD Z Enb, FHMEEEE LT,

1 Z .y MWz 90 H M S EREMERER [7. (2)] ROEmENEIERR [6. (2)] OfRICkW
T, BAHERGEECIIMPIE BENERE LD ENRBREINT-Z LD, BhHE L mPRE
D HBIER B N L #iPH A B8 L. METik 300 mg/kg (AHE/H ., Tl 100 mg/kg KH/H % &
EHEL L TREENEREINT.,
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F51 2HKEBERR (Sv ) OFEHKREERSE
5B 150 ppm 450 pm 750 ppm | 1,500 ppm | 4,500 ppm
SESIRR AR P i 9.1 46.1 277
IR A | 11.9 36.1 116
(mg/kg Fi | 11.9 59.1 364
(RE/A) | A | 14.1 42.4 141

SRS L

BENM T, 4,500 ppm #H5HED P R OBEC ISV T, EEEINEMH (5 0
~1ELIKE) | R OVF IR Bkt K OV 1 B 00 ONS ONEMEFFHBR AR K & TY
FORAR AR ERAE RS, Fr o C BT, (RERINIG, EEE R, &
OV FR R 6 R OVl 1E B8 B NG ONC OSSR M AR AR S K OV IR R A e R AR
RKPRH N2, HEZB W TN T OB EIHICE N TH EEEEITRD bk
Doz, WETIL, 4,500 ppm #GHEO Fy ORIV T, REHEIIENH]
K OVEL R Ay B IE DS . 1,500 ppm & G-HED Fy HAROHEIC IS T, (RE ]
KOWEBR O EIEDS, ZNZE 0 b,

1,500 ppm & 58D P L O Fy BlEM) OMEIZ T B O At & OVl IE 5 &
HOmAs, P BB OMEIZ IV T, ONBMEFIAEIE R BAZE S H vz, AR T
MERALFRRAE TR SN TN OO, FFaEEZ RE T 2 5% EALRRF A&
BIFRD LT, T FEHWEZ 90 ARMAMEEERE [7. (2)] 2B\ T,
7 B G- RE O ME TR FEME 2 R 9 2 M AL )R T A — X DZEALITFED b
NholeZ Enn, WICHELTH D EBELX LN,

UEDZ Lt RBRICKIT 2 BEMERIL, BlEWOMET 750 ppm (P: 46.1
mg/kg (RE/H | F1:59.1 mg/kg RE/H) | M TARER O fe i M & 1,500 ppm (P :
116 mg/kg (A=, F1: 141 mg/kg (AH) | REMWOHET 750 ppm (P : 46.1 mg/kg
KE/H, F1:59.1 mg/kg AH/H) | #T 450 ppm (P : 36.1 mg/kg {AH/H .,
Fi1:42.4 mg/kg (KE/H) THDH EEZX BN, BIEREICH T2 HREITZRO B
enole, (ZH2, 56)

(2) BESHHR (SyR)
Wistar Hannover 7 » ~ (—#fil 24 JT) OIEARE 6~19 HIZHH#E 0 &5 (R
& : 0, 10, 30 & U100 mg/kg (RHE/H ., HHE - 1%CMC KiEgik) LT, B4EHE
PERRBR 3 26 X7z,
ARFBRIZIBWN T, 100 mg/kg R/ H & 58O B CAREHE MG (MR 6
~T7 BLRE) 2RO 6L, BETIIWTFNoREHICE N TH EEEEITRD 5

12 P KO FiBlEW) O1ET A 5 72 OB ML IE R R O HRR IR A BRI RIZOWT, BEaHE I E
fiti S TWRWDS, IR G & D% LIl L7z,
1B R E XM S ATV,
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Ntz b, KB ®EHME 1L, FEY Tl 30 mg/ke (KE/H. BIE
TIHARRBR O S & 100 mg/kg (KHE/H TH D EEZ DT, {ETTEMEITRD
Loz, (B2, 57)

(3) RESHEE (VU¥)

NZW 7% (—REffE 24 J8) OfFIR 6~27 BIZHGIRE O 8E (RIK 0, 10,
100 2 T8 500 mg/kg ARE/ H 14, B - 1%CMC KiEHk) L C. A mtairn sz
i Sz, £io, R 27 BICRMLL T, BV TR N7 = ORENHE S
7= (RERIxFE 52 2R) |

x52 EDILA Tz UOMFPRERVEYERE/ NS A —42

o 10 100 500
e mg/kg KHE/H | mg/kg {AHE/H | mg/kg {KE/H

B 2 R[4 32.4 33.1 61.9

i R EE B 5 6 IRffi 14 17.5 51.9 103
(ng/mL) | #5 12 Ffi 3.33 21.1 78.4
P 5. 25 HER 4 <5.00 <5.00 20.0
Cmax(ng/mL) 33.0 51.9 103

Trmax 2 6 6

AUCo+ (hr * ng/mL) 358 443 1,520

ARABRIZBENT, HEM L ORI E bW T OREFIZEN T BmE 23R
DOHNIRMH T LG, WM M OR IE & b AR BR D i s M & 500
mg/kg FHE/H TH D B2 b, fEATIEITRO bhpinoTe, (M 2, 58)

1 1. BEEEHER

EOTARA T = (FIK) OMiEE AV ERERERRR, ~ 7 A Y 3
EAIAE 2 V78 e T 2R A BR, & b U 2 SBRE AW T2 e R B 3R B L O
~ 7 A% AW T /MR BRI i S Tz,

FERIIER B3 IR TV D,

v U oRERE VN TZ in vitro Yo AR FLE R Tl REHEMALRIEFAE T C
HERENRO LN, L, v~ 7 AFHMaZ FAWe in vivo /MERBR A &
TeF DOMMORBRICBWTIZRERETHY , YT RA b7 = I RICB W TR
AL 7 DB inEEIT VWb EE bR, (B2, 60~65)

1 @ RNENERER (V) [5.(5)] OfER, 300 mg/kg (AE/H UL EERETIIE Y 704 |
7 = OIMFRENIERIEZ RT 2 D, kmHEX O RAENIZSBEENE X 511D 500
mg/kg KE/H &R E STz,
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Fx 53 EEFMHHAREME (REK)

R S JLERREE - G it
Salmonella typhimurium |3~5,000 ug/~ L — bk (+/-S9)
. (111395% . %100 . TA1535 .
75 Bk e g
(BB 60) Escherichia coli
‘ [WP2(pKM101),
WP2 uvrA(pKMI101)kK]
S. typhimurium 3~5,000 pg/ 7" L — ~(+/-S9)
P (111395% . %100 . TA1535 .
75 FLEAR B coli £3H
(B 61) [WP2(pKM101),
WP2 uvrA(pKM101)kK]
<7 A Y LN ERA D7.5~60.0 pg/mL(+/-S9)
i (L5178Y/TK*") (4 WrREALER)
Y @7.5~90.0 ug/mL(+S9) .
75 Bk 7.5~60.0 ng/mL(-S9) 2
(4 MR ALEE)
340.0~110 pg/mL(+S9)
(4 WrREALFR)
SN INPANE S 116.1~49.2 png/mL(+S9)
(4 BERALEE, 18 FFfEES2E)
16.1~151 pg/mL(-S9)
(4 BERAVER, 18 FREREF %)
CSEREN Y 29.2~4,330 pg/mL(+S9) B o
R (4 WEREALER, 18 WEREIES %) 7
5.3~16.1 pg/mL(-S9)
(22 IRFfETALER)
33.0~40.0 ng/mL(-S9)
(22 R[S AL ER)
NMRI = 7 2 500. 1,000, 2,000 mg/kg A&
/NEERRER | (BT AD) [HEMERE 085 24 KON 48 BRI o
(& 64) |(—REMET VD) (2,000 mg/kg (REHLGHEOINZE|
in ]
VIvo NMRI ~ 7 A 500, 1,000, 2,000 mg/kg AHE
IR | (B BETR) R G 24 KO 48 KiH -
(&R 65) | (—HEME T L) (2,000 mg/kg IREHGREOINTE|

i

1E) +-89 : REFEMEALRAFAE T R UEAFAE T
o ARENETEERIFFAE T, 22 FFRABEIZ IV T, MIERE 2350 b,

12. BEES. RAKKESHR

(1) RHSHER ERBEERURAESE)
BTN A N T2y (JFUK) ©F v b ERWEAHEERER (RBREEE LU

MNEL ]’ NEf ST,
FERIIFE b4 ITREN TV D,

(Z 2, 37, 38)
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#54 BUEUHABREE BERSERUVRAICE. R

&5 B LDso(mg/kg 1A &) . ST
wer | PR - P i T B S IVTAEIR
55 5,000 mglkg (K&
3 = - N J AN
Gl V\E/;;/g%\éac]\ ~5.000 ~5.000 TRENEAS T (42 41)
FHl7e L
LCs0(mg/L) BERE < BXTIPERER . Mg KRR PRSI
W, < Lok, EEMET, REHE, &
Wistar 7 v k ENES|
TANE MERESS 5 P >5.11 >5.11
o FTHIZe L
W - 1 BT
a : 24 e[ PAZERLfT

b

A FERIEKE (=7 e YL

(2) IR - REISHY SRIHER UK EREEHR

BTNV A N7 2 (JRIR) ONZW D55 %2 A 72 R M OV RS il el B s 32

fi Sz, BRICx LT, &G 1R ’ﬁ*ﬂ%OD%f”@%\éi? () M ORI A

DERD BV, T2RFMZICIIEE Ui, REHITEMEITEED S e o7,
CBA ~ v 2 % 7= B & AED ﬁﬁ%ﬁ#;@ﬁméﬂ\rﬁ%% et cho7m, (B 2,

43~45)

(3) 28 HRERMERESHSER (S )

Wistar 7 v b (—BEMERES 10 P8) 2 W=/ S (JFIA : 0, 10, 300 &
1,000 mg/kg (RE/H ., 6 W§fE)/H ., 5 HIEAHE) 12X 5 28 H RIHLAMER R #MER
BRos e S iz,

ARBIZBNT, WIFNOFRGHICBWTHEEREBIIRD N hoTo 2 &
D, MERE R TR & B ARBRO R E & 1,000 mg/kg AE/HTHDH EE X
bz, (B2, 49)

13. ZNOhDRER

~ U Rz iz 80 WHFE D AMRRER [8. (8)]1 123U\ T, HETHFHNEBRAE K OF

FEOFEABERMARDOONTZ LD TDAT =X LEHEITT D720 DR
AR (A =X 8) [13. (1)~(5)] B"FERINT,

(1

) TRORERAWE=EILAEEABFRETEER

BTN ARNT = DI 5 BB RET 5720, ICR v 7 A (—RERE
% 30 VL, 52 LONT HIZHA 10L& 5%) & Hv 7z 28 HMREF G (5K : 0,
75 KON 2,250 ppm : EERAEEUR TR 556 S M) 1T L DI~ DB K
it A7,
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x5 HRE~DEE

ABR (YROR) OFHRFERE

B hHE

75 ppm

2,250 ppm

TR A B R (mg/kg IR/ )

10.0

324

FHRGRE TR DNIZRBITE 56 ITRSN TV D,
KRBT, 2,250 ppm B ERETITRE 2 B2 & /NFEHOPEHREAE R

Zo o TN O A &k O E #&HN, BrdU FERREEIN,

¥ P450 BN &L O

PROD {EMEINA RS BTz, BrdU k=g nix & 5- 7 B LA 75 ppm % 5-7f

ThRO LN,

(MR 2. 73)

§§56 H:FHE/\O)?/EDT%Q (7'7X) _C:m..&)bhf"?/a

51 2 H 7H 28 H

2,250 ppm |+ /NEEFLOEFRIRRAER | - R X OV E RN | - AR M O EE S N
- ARGy R R N < NZEFULETRIRAE S | - AN RO A AR R
- BrdU £EakFH4 0 - ¥ P450 EHE N - ¥ P450 FEHEIN
- & P450 EHEN - PROD & MEHE 0 « PROD 7E M50
- PROD {& M0

75 ppm 75 ppm - BrdU RN - BrdU a8 0

ULk R L

(2) ROREERMABRZRAWN-ELNAMERBFRTEER
ICR~ U ADEEMNZ W T, BT A N7 = OfflEic
PEAE RS SEER & L C. ATPE A &, BrdUZR Gilia g n 22

SSIDRAR VAV
.PROD

15 O BRODIEMENHIE S vT-, BERtiR E L C, PBXOEGF2 AW S L7,
RERIIESTIIREIN TS

EYTNVANT 2 o BERHIZRBWT, ATPEAEOHA, BrdU

AR O N

A ONZPRODEM: & O'BRODIEEDHENNASFRD H v, Bt R OPB& 51 & [F]
BEOREENEONT-, BTV A NI = OEHELFE TIZPRODEM: &N
BRODIEMEDW D DA B, 7% b7 = 23PRODEM & O'BRODIEME %

[HEL-7-HEEZ BT,

(BHE2. 74)

52




® O] ENAMERAFERAABROERSE

ik @%ﬁf EUTAR T =y PB EGF
~ 5 10 25 35 100 1,000 25
kb &
pmol/LL | pmol/L pmol/Ll | pwmol/Li | pmol/L pmol/L ng/mL
ATPe 674,000 |588,000 U | 612,000] | 567,0004 | 556,0000 | 595,000| | 548,0000
(100) (87.0) (91.0) (84.0) (82.0) (88.0) (81.0)
BrdU 2.65 3.54 3.54 5.031 3.991 3.391 4.411 19.71
k(%) | (100) (134) (134) (190) (151) (128) (166) (744)
PROD 21.3 39.31 36.41 11.5 3.34 40.41 77.110
5 P (100) (185) (171) (54.3) (15.7) (190) (363)
BROD 86.4 1711 1701 63.1 16.8 1611 2741
T D (100) (199) (197) (73.1) (19.4) (186) (318)

() : RPEBEESIEZ 100 & L72E 7 %% L
11 : p<0.05, M : p<0.01 (Dunnett )
a : Hifi/ luminescence unit released, ? : H{7 pmol resorufin/min/mg

(3) b FMEEFHERZAVEENASERBFRITEER
It FOEEAMREZHWT, BV 7L A T = ORI T D F M AME

TR PR & LT, ATPE A, BrdUffaes Gllho sl

.PROD{#%

MK O'BRODIEMENSHIE S vz, BiEstRE LT, PBRUEGFAHWH LT,
FERITEB8 K BT REN TN D,
b MEEEITAIEICS LE Y 7L A 7 2 0E, 10 umol/L £ T PB &R

PROD &M} O BROD {2358 L7, @IREICRW T, MRk i

ATEMEOH NI TH -7z, BrdU @R OEINTERD b, Ml LR

OO T,

(M2, 75)

F& 58 £ MEBMIETORREEHRESR

PR S R
FRAR {%%;ga‘ BTN ARNT PB
. 5 10 25 35 100 1,000
E&
pmol/L pumol/Li | pmol/LL | pmol/LL | pumol/Li | pmol/L
383,000 | 362,000 | 336,000 | 217,0004 | 216,0000 | 417,000 | 352,000
ATP2
(100) (95) (88) (57) (57 (109) (92)
. 0.11 0.321 0.371 0.287 0.291 0.211 0.371
PROD &b
it (100) (294) (332) (255) (267) (190) (332)
. 1.15 3.871 6.80M 4.90M 3.66 3.050 8.531M
BROD &4 b
L (100) (337) (593) (427) (319) (266) (744)

() : XHREEEYEA 100 & L2l

BALP

11 : P<0.05, 71l : P<0.01 (Dunnett &)
a : Hf7 luminescence unit released, b : H.{iZ pmol resorufin/min/mg
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& 59 £ MEEMHEATOERM DNA SRGEERIER

VRIBE R .
P v S
FRAR DMSO CINARNT = PB EGF
_ 5 10 25 35 100 1,000 25
55
pmol/Li | pmol/LL | pmol/Li | umol/LL | pumol/LL | pmol/LL | ng/mL
268,000 |330,0001 | 285,000 | 205,0004 | 178,0004 | 353,0007 | 291,000
ATP2
(100) (123) (106) (76.4) (66.5) (132) (109)
BrdU f=5%= | 0.27 0.26 0.32 0.10U 0.070 0.30 0.31 1.76M
(%) (100) (97.9) (120) (36.1) (25.6) (109) (116) (650)

() : XFFRBEESIfEE 100 & L /7 47 L
11 : P<0.05, M : P<0.01 (Dunnett #7E)

a -

7 luminescence unit released

(4) b, IHYRBEUSY FCARR ZHWV-LER—424—FvEq

BYINA N Tz b, v T AKRDNT v KCARS~DOFESMEEZRFTT 57
WIZ, B b, vTAKDRT v NOCARSFEHL Y 7 A I REUCYP2B6D CARILE
BLFISFAA EN T VAR — 2 — 7 2 —Z L FACOS- 1/ EA L7z L AR —
B2 —T A NEH Sz,

EYTINVAR T2 KOET VY TR (B, T AKDT v NCAR3IZH
L. ZNZE1CITCO, TCPOBOPK O/ 1 U <> —)u) #HWZCAR3LH—
2 —T A OFERIFREOITTRI N TN D,

EYVTNA R T2 ORIMMCEY, B b, =T AKRNT v FOCARSDEEER]
IEMAE A L7 CYP2B6 7' 1 & — & —{EMALIC K D4 BYEMED EA-D 580 B,
EYT7NVA R T2 de b U AKDRT v NHFECARD EEEHEAWE TH D
T EWRBR I, (B2, 76)

& 60 CARILAR—F—TFvtADHER (£LFE)

_ ETI EYINVA T =
AT B o
Y77 R | 1pumolL | 3 umol/L | 10 umol/L | 30 pmol/L
t ~ CAR3 10.3 1.47 4.78 12.6 14.8
~ 7 A CAR3 45.3 24.0 33.7 31.8 20.0
7 v b~ CAR3 95.4 2.85 14.3 36.8 41.9

) RPOTIL, WEAREOMZ 1 & LI2Ha 0 R

(6) ¥ORIZHITHHEMHHBERFESER

I RAEERTFHE OGO OWTHETT 572, ICRv U A [—HEERER6
VT, frR e —BEMERER 6PC (05 ON,000 ppm i G5 RED A3 K ONT H THIE & #%) ]
Z VN Z28 H IR EF# 5 (J5A : 0. 500, 1,500, 4,000K (*7,000 ppm) (Z X5
PP S8 35 AR TR B A b S v 7,

FE RO EIIFR6L L 621 R STV D,
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BTN A N7 2 o RERIZB VLT, P450E ONZPRODIEM: K OBQIEMED
HOMAFED AL, PRODIEMEDHEMMAHE Th-7=, —F T, PCOIEME, EROD
I X O'LAHTE M O 72 B INERR D B vz o Tz, £ 72, P450&1F NZEROD
M. PRODEME K OBQIEMEIZ I\ TIRMERE & & RREFAY 22BN 23586 Sz,
VLEDFERNS, BV 7 A N7 = I IPBEHREWE & @ 2R A R LT

WanEEZLNTE, (B2, 77)
#61 YORZRAVW-HEYKBBERFEHABRER (28 BFEES)

b5 0 ppm 500 ppm | 1,500 ppm | 4,000 ppm | 7,000 ppm

P450 & 0.51 0.78" 0.84n 0.84n 0.90n

PCO &b 15.5 9.970 13.0 11.24 10.74

EROD J& 4 ¢ 25.6 18.0) 18.4 21.2 34.8

He PROD &4 ¢ 2.77 32.71 25.610 25.01 42.5M0

BQ {& 4 b 1.73 2.58" 2.05 4.63M" 6.131"

LAH 7&1E? 4.12 5.39 10.41 10.21 14.50

P450 & 0.55 0.65 0.747 0.957" 0.87"

PCO E 1 b 14.1 8.31 7.160 7.97] 6.78]

e EROD &4 ¢ 23.8 26.2 19.1 32.81 33.11n

PROD & ¢ 7.50 38.81 40.31 31.71 23.6M

BQ &b 4.31 4.28 6.38 10.81 10.81

LAH {54 P 4.19 2.91 4.13 2.144 4.22

11 : p<0.05, MU : p<0.01 (Student ® t fR7E)
a : Hifi/ nmol/mg protein, P : H{Z nmol/min/mg protein, ¢ : H{7 pmol/min/mg protein

F62 YOAEZRAVERFEYKBBRFESRER G, 7kU 28 HRESE)

5 3 H 7H 28 H

LG 1N 0 ppm 7,000 ppm 0 ppm 7,000 ppm 0 ppm 7,000 ppm

P450 & = 0.47 0.971 0.49. 0.997 0.51 0.901

PCO &b 12.5 8.85U 15.5 10.50 15.8 10.74

it EROD J& 4 ¢ 17.6 63.01 30.3 59.91 25.6 34.8

PROD {54 2.21 22.210 1.70 35.31 2.77 42.5M0

BQ &M P 1.70 7.550 1.76 9.54M" 1.73 6.137

LAH {&%£ b 5.51 9.90M" 6.31 12.4 4.12 14.510

P450 & & 0.42 0.76M 0.44 0.77M 0.55 0.871

PCO &M 12.2 9.25 18.1 7.594 14.1 6.78|

it EROD 754 ¢ 43.8 85.71 51.7 68.2 23.8 33.11

PROD &4 4.76 61.11 5.85 63.81 7.50 23.61

BQ /&P 2.46 8.671M 4.07 10.11 4.31 10.81

LAH /&M b 2.47 3.20 5.49 4.05 4.19 4.22

1] : p<0.05, 1Y : p<0.01 (Student ® t fR7E)
a : Hifif nmol/mg protein, P : ¥ nmol/min/mg protein, ¢ : B/ pmol/min/mg protein
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<< U AL S AR T D E & oD >

[13. (1) ~(5)] DOFRNG. ~ 7 X DFFHENG R K OV 0O 38 A B1 LN
TUANDE Y TV A T 2 BGIZE D CARDIEMEAIZ X 2 MfaHE5E O TeEN
I, ZUCERLEZb O EEZX R, LrL, B MIBWTIE, CARZEMS
fbEH 27, BERITMRIC T 2 MiaiEcEI O o, BV 71 A hT7 o
2 & ISR A O B F ~OAMEMITIRWE E 2 Bz,

(6) FF= Y —L UDPGT ~DEEIZEAT HHEE (S 1)
7w MW 90 AMHEEEEMERER [7. (2)] OBET »~ N Ol 7 v
FAWC. Fuaexrv a8 E LI 7 2 Y —24 UDPGT {EHE~DOEEIZ SO
TR ST,
250 ppmPh EF GRSV T, UDPGTIEMEDOHEIAED bivl-, (B2,
78)

(7) BRIBRLF XA —EFUEADEEICEAT IHE8 (Tv )
Wistar Hannover 7 v RO L7ZFRIRI 70 Yy — AT 7L A |
7 =% 0.007, 0.1, 1.5 %OV 10 pmol/L ® H&E TR L T, TPO I&HEICxT 5
BRI ST,
WO NZ BN T HTPOIEMEIZKT T 2 2 BITR O b v oo, (B
2, 79)

<7 v MHRIRA K EEGRIFAE R DI AT O £ & 8 >

[13. (6) L M(7)] OFERMNDL . T v N TR LA FIRARA I E R e e
KiZ, P TNA N7 = BEIZE DR~ DOEZENREZEIZL LS DO TIER
<, BV A N7 2 OfEIcE T 2UDPGTIEMEDFEEIZ X 2 FIRIRF VE
> DR TLHE L OZFFUTEE S FARBRA~OREIEINC L5 kB LB 2 b
776
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M. REEICRLIEABROBE (K&
1. SESEHRE
(1) SHSHEEER EORs, KEWF RU6
K& F RO G DT v bEAWzarkErEalir (Boks) nEfSh,
IR 63 I RSN TWVD, (ZH 2, 39, 40)

x® 63 SMEMHBRSE EORS. KE1)

o T LD;é(mg’ kg {f‘f) B S g
B 5& : 500, 2,000 mg/kg (AHE
2,000 mg/kg IREE : RO IR EE, 31T

o Wistar 7 v k 500~ | JH. RER(L BloA), K AT,

fif 9 PT b 2,000 | %A, BEEML2 o), SLE

2,000 mg/kg (R CTaBI T

Ge SD 7P| 59,000 | 52,000 | KK OTEHIZ L

HERfEAS 2 P ’ ’

S EEMR L

a s FEMEEEAREIC X0 FEE, e LT 0.5%CMC ARV ST,

b : 500 mg/kg ARE X GHEE 6 PEAX TN 2,000 mg/kg RE#GHE 3 LI, ZhEh#&kb Sni-,
c: PRI Y LT, DMSO 2RV ST,

2. HRMEHHER (REWF., G RUH)
(1) 28 HEHBSHEEHAER (v ., REWF)
Wistar Hannover 7 v & (—REHERESR 5 DC) &2 HW 72 iREER G [ F: 0,

100, 500, 2,000 (HEDI) KX 4,000 (MEDA) ppm : FHRIAEREILE 64
M) L DREW F o 28 B [ dE 2tk s s 55 S v,

F64 28 HREBIMEMERER (Sv ~. KEYF) OFHRFERE

5 100 ppm 500 ppm 2,000 ppm | 4,000 ppm
R R AT HL HE 7.3 37.4 143
(mg/kg KHE/H) i 7.8 42.5 244

SN L

KGR TRO LB AT RILE 65 ITRSNLTW 5D,

2,000 ppm BEGHEDORENR N 4,000 ppm & G-REOME T, (REHEININSE], B
BOENRBDO NI Z b, ARRBRIZK T 2 WaEtk &3t - & 500 ppm

(I : 37.4 mg/kg (KE/H ., M : 42.5 mglkg (KE/H) THDHEEZ LN, (&
2, 50)
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& 65 28 HRIBAMEMRER (S~ KEYF) TROON-FMUME

B 50E JAi3 i3
4,000 ppm - (REE SN K OME £ S
- WBC., Neu MO Lym /i1
« AST Y A/G: EE 0
- Glob JE4
2,000 ppm - (REHINPHI R OME £ &)
- WBC., Neu X O Mon ¥/
« AST KON A/G: Eb 80
« Glob B
500 ppm LAF  |mMEETRZR L BT RS L

/L

(2) 8 HEHESMEEHER (Sy . K@M O6)
Wistar Hannover 7 v ~ (—REHERES 5 JC) 2 HW2IREER G () G : 0.
2,000, 6,000 K& Tr 12,000 ppm : FHBRAEIEILE 66 ) 1L 252G G
? 28 B [ H A R 0N FEhE X7z,

& 66 28 HRMIBSMEMREER (Sv b, KE#YWO OTEHRAEFERE

5B 2,000 ppm 6,000 ppm 12,000 ppm
A R AN Jii3 167 511 1,010
(mg/kg RE/H) i3 175 572 1,040

ARBRIZEBNT, WTNORGHETHBEEEEITRO LNl ek,
HEFEME R TR & b AR O & T35 512,000 ppm (4 : 1,010 mg/kg/A &
[H. M : 1,040 mg/kgihE/H) THHEEBEZX LN, (BHE2, 51)

(3) 28 HEIESMHEEHR (Sv . KBEHH

Wistar Hannover 7 v b (—REMERES 5 VC) 2 W 7258 D=5 (G H -
0. 100, 250 }x 0 500 mg/kg RE/H, i . =—9h) I X5 H © 28
H SRR E S iz, £, &5 2 K22 HicHm LT, REY
H OENRIE ST,

Ay I ENRESE) N T A —H 3K 6T IT/RS LTV D,

21 AR iE®R % . HEBEOEENMIILE Cnax X N AUCo-24 23N L7275,
HElOMBEIFRO bNRo T, RIERGIZLD2EBETRO NN T,

500 mg/kg ARH/H & 5-HEOMERELZ & IFEEPIZE D JNE M IR 2 1 5 R R
VDGR BT, ZAVUTEEN YIRS 5 & & % 5, 250 & 500 mg/kg
RE/AIZRD BTG S EATED EY OWMAIZ DR ol LB 2 bz,

500 mg/kg R/ H & 58D MK Y 250 me/kg (8 H DL 575 0 it T4 IE
EEMHEMNA, 500 mg/kg A/ H 58 O M THFIR O Mt BRI ZEH iz
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N, FEREE R B M AL A X T A — &2 DAL R O BRERR F 2L 338
DHNRPSTZZ b, WISHEEETHD EFE X LI,

ARRBRIZBNT, WTFNOEEHTHHEERZEITRO NN 2 b,
HEFE R IMERE & b ARFRBR O & 500 mg/kg (AE/H THDHLEEZ LT,
(Z2H 87, 119)

x67 R#YHOEMPEREZR/NNFA—4

I e h& Jii3 i3
(mg/kg {K5E/H) 100 250 500 100 250 500
Trmax (hr) 2.0-2.0 | 2.0-4.0 | 2.0-2.0 | 2.0-6.0 | 2.0-2.0 | 2.0-4.0
Crmax (ng/mL) 2,880 | 14,900 | 53,100 | 2,810 | 14,200 | 33,200
wig AUCo-24(hr-ng/mL) | 16,700 | 76,300 | 365,000 | 22,100 | 71,200 | 246,000
AUCo-«(hr-ng/mL) | 16,800 | 76,400 | 366,000 | 18,900 | 71,700 | 250,000
Crmax/Dose 28.8 59.4 106 28.1 56.8 66.3
AUCo-24/Dose 167 305 730 221 285 491
Trmax (hr) 2.0-4.0 | 2.0-2.0 | 2.0-2.0 | 2.0-6.0 | 2.0-2.0 | 2.0-4.0
Crmax (ng/mL) 3,980 | 19,000 | 54,600 | 8,170 | 14,800 | 48,300
w99 AUCo-24(hr-ng/mL) | 20,900 | 76,900 | 418,000 | 46,100 | 74,400 | 377,000
AUCo-(hr-ng/mL) | 18,800 | 77,200 | 419,000 | 42,600 | 64,400 | 378,000
Cmax/Dose 39.8 75.8 109 81.7 59.2 96.6
AUCo-24/Dose 209 308 836 461 297 753

(4) 90 HERMBEZMEMEHR (5v b KEYO)

Wistar Hannover 7 v & (—H#fHERER- 10 PL) &2 AW REEER S (Y G -
0. 100, 300 }2OF 1,000 mg/kg RE/H : FHMRIRIEREILE 68 ) 12X 518
B G @ 90 H M HAMEFE MR 2N I e S v,

F&68 90 HREEIMEMEAR (KEMG6. Sy b)) OFHRFERE

. 100 300 1,000
BIH mg/kg (KE/H | mg/kg KHE/H | mg/kg K/ H

SRR AR R R & P 94.6 286 954

(mg/kg {AE/H) i 98.8 295 983

AKRBRIZBNT, WThOBRGEHETHHEEZEBITROONRN T2 LD,
MEFEVE B TMERE & S AR O R EHE TH 51,000 mg/kgiAE/H (4 : 954 mg/kg
{KE/A ., M : 983 mg/kglKH/H) ThHhoHEEx LN, (B2, 52)
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3. £EHESHERER (KEMO6)
(1) RESHER (VUX, KB3P6)

NZW Hfe 7 %% (—#f 31~32 L) DIz 6~28 HIZs&Em#E O &5 (R G :
0. 40. 100 %O 250 mg/kg RH/H ., A : 1%CMC Kiaik) LT, A=A
BRosFEhE S iz,

ARBRICB N T, WO GHET S RE KOG RIS EERT LIERO 57
MoleZ Enn, RREROEEM: & il@z%&@ﬂéﬁ &b AR O i H & 250
mg/kg RHEH/H TH D LB X bV, EHFMHEITRD o7, (B 2, 59)

4. Bi=EHHEER (KBEYF. GRUH

R F @ddck) . G @R OKFHER) KOH (@dk) ORiEE H
W IR G BE R, W F KON G O~ v X U U oRfEfE 2 V2 Bin 124
RERRER (v R Y 73—~ TK#EER) KOt R U 2 REREHW Qe i
BRI NG F O F > b & W T2/ MERER D 5 ST,

FERITER 69 ITREN TV D,

R F Clx, b MY U REkE Wz in vitro Yeto R B g R BR IC BV T (U
MALRIEIFE F CHREERENEO N0, 7 v MEMMLE Bz in vivo /M
ﬁ%ﬁ%a@%@{m@@tsﬁ IBWTikEETh o7z, (B2, 66~72, 87, 120)

x 69 EiEMHHBREE (KHY)

fffﬁg i it HUERITE - 5 i
S. typhimurium 3~5,000 pg/ 7" L — k~(+/-S9)
(TA98.TA100, TA1535.
HImzesk | TA1537 1) ot
EHRAER | K coli =
[WP2(pKM101),
WP2 uvrA(pKM101)kK]
VR Y T RY o JEMR 116~1,860 pug/mL(+/-S9)
in | 74—~ |(L5178Y/TK*") (4 B[R AVER) S
vitro | TK Bk
P (=l NRVRPAN D607~1,860 ng/mL(-S9)
347~1,860 pg/mL(+S9)
, . (4 WRREALER . 18 BB
%eﬁf i ©347~1,060 pg/mL(-S9) Bort:
. (22 WEfEALER)
198~1,060 pg/mL(+S9)
(4 FFMEIALEE . 18 FREIES2R)
Wistar 7 v k 313, 625, 1,250 mg/kg K&
in NI (B HEf ) (BRI O£ 5 24 J 0% 48 R -
Vivo (R 7 D) #(1,250 mg/kg RER GO |
FHNZEE I
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S. typhimurium
(TA98, TA100, TA1535,

3~5,000 pug/~7 L — h(+/-S9)

BIR2E5R | TA1537 %) o
ERAER | E coli =
[WP2(pKM101), WP2
uvrA(pKM101)¥k]
TR oAU N fE A 113~1,810 pg/mL(+/-S9)
G VJJZ | 7a—~ | WLs178Y/TK) (4 R ALER) ek
B kU oRER D591~1,810 pg/mL(+/-S9)
(4 BEREALER, 18 FEfES %)
QiR R H @591~1,810 pug/mL(-S9) -
ABR (22 WpfEE AL EE) =
591~1,810 pg/mL(+S9)
(4 BERALEE . 18 FFfES2E)
S. typhimurium 7L— Nk
(DTA100, TA1535 £k, |3~5,000 ug/~7" L — h(+/-S9)
@TA98, TA1537 ¥k)
E. coli A Fax—va ik
q in | #IRESk | @IWP2 (pKM101), WP2|1D3~2,500 pg/~7 L — b an
vitro | 7% FLilEk uvrA (pKM101)¥k] (+/-89) =

@1~2,500 pg/ 7 L — h
(+/-S9)

®1~1,000 pg/7' L — k
(+/-S9)

1) +/-89 : RENEIELRIFE T R OIEFE T

a: RENEMECRIEFAE T, 22 FFELHIZ IV T, SR
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V. Bm@REZETm

ZRICHETTEERZHWT, BE TEYCT7 VA N7 =) ORSEFEEETHE %
Fh L7z, 32 MROUGTIZ Y T - Tld, BAZEHE O, (PR (EN R
NI Ao, DA TE, WA TAEW, ZEo0%) | Wi EERE (IFx 7
7Y — A2 K5 in vitro fRHERER) | 28 HE AN EMRE (T v M YW H) |
Bt aRER (N H) ORGESE N # - Icit i Sz,

UCTHEERR LT E Y 7V A N7 = o OREMEER ORGSR, RO 725k
FEIRENDOETINA RN T2 THY, e L TBRUOCHRD LALLM,
W H 10%TRRAT TH - 7=,

BTNV ANT 2 SIS EY & LTZENICB T D 1ER R B O R,
EYTNARNT = O REEREITIRE (XE) ©1.69mgkgThHo7z, V7L
A N7 =BG bE Y & LN BT D 1TEMRRERBR OFE R, BV 7L A
N7 = DR REREIZ S L () 0286 mgkg Th 72, V7L A N7 =
Y ESIRGILEM & LT RIEMRRERBROMSER., WInoREHZ B W T H EER
S (0.01 mg/kg) Kl ThH o7z,

UC TR LT E Y 7R B 7 = OFHERHRER (Y XL R=U ) OfER,
FEEICEBIT D ERESE LTRE(EOEY 7L A N7 = DIiED, 10%TRR %
Mz 5@ E LTAN F, G JaaKkzate, ) . H faeExsat, ) . L (@
SR EETe, ) MOYN 2FRD L,

BT NA N7 2 o WNCREAR2, F, H, LEXONZSHsgbame L
BEMREARR (T Y) OSSR, 15 mg/kghilBHE GREICIIT DRI,
TIVA T = T0.02 pnglg (ARG, B TFRENI R O . RE#Ah2T0.06
uglg (Il OV fig) . HT0.02 pglg (7 V—24) THH ., REWHF, NEXOLIZW
THOREHZB N TH EERI (0.01 pglg) K CThH o7z, FT. BV TNV A T =
RO H Z TS bA & LTS RBR (=7 hY) OfER. 3
mg/kgfiBHR EREICBIT A2 Y70 A F 7 =2 30T o EHC B WL T H EER
F(0.01 pglg) Kl THY . BHPHD KRR EIX0.01 png/lg (IF3) ThoTz,

UC THEFR L7ZE Y7 A 72 DT v b &AW =B AN B RERER O #5 5.
W T A7 < & BIRHERBEIR G- REOMET 81.83%, T 87.0%., & HEH R
HEDORET 18.4%, MET 48.6% CTh o7z, FERREIHUHRBIREE L, g, Bl OFEI%E T
B <R BV, BEEHBURRIEEICE IR S fu, BB TR R AR E R
G- #E T 65.7%TAR ~ 80.5%TAR . /& M & B [ 5 #f TIIME T 15.1%TAR ~
19.3%TAR, T 35.8%TAR~40.7%TAR TH 7=, REILDET TNV A T =
IXEICHEPTERD B, R, B L CMBEFIZITIZ E A ERD o7z, Kk
Bl A & L <, JRTIX Ah-glu, C-glu, L. H %X O H-sul, # Ti% Ad. Ah2,
D. L. P XO* Uh, EH Ti% Ah-glu, C-glu, Ch-glu, D-glu, Md2-cys. Mh-glu,
R-glu X S-glu, 1M#E Tl C-glu, F. H, H-sul, I-sul XO'L 28, N ZEN#
Sy AW
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BEHEMRBEREND, BV TR N7 2 U5 L AEET, FICEE (B
i) o OFFhE (RSN, AFRIREAERSE) KO (EEHEM) 2RO 6T,
BIHARIC AT DB, AR R OVEMRICB W CRIE & 72 Dl i tE i3580 b /e
o T,

~ U A% TR ANERRBRIC B T 1E TR ARIE M OV 0O 38 A= A48 FE HE N A3
O LT, AT = XL R NEREERROME RO, EER AR T IXER
BIEA = AL E DD EITEZHEL TS Y720 BEARET 5 2 & idnThe
ThdEEZOLNT, £, A=A LRBBROBRENL, BV INAA R T2k
LIPS R AT O & N ~OSMEME IRV E B 2 Bz,

B OFE R, AT R L O EHZ AT 25028V T 10%TRR % #8 %
HREERD SN o T, FERHHBROMEE, 10%TRR i x o &
LTAh, F, G (JadksEte, ) . H JaatkzEd, ) . L (l8aKzET, )
LN B8O 5=, Ah, LEONIZT v MZBW TR bz, E G Ix
7w MZBWTRD LN ho 7oy, Sk, 90 B Mkl & O
RATMERBROF R, BHIE Y TIARA N7 2 ERIEIZENLUTTH Y, Bis
BHERBRIIEECTH -T2, R F LU0 H 3FEREERBROBR, V72 b
7z X0 HEEEREWNSORH D A FIZOWTIIRaMEEEN Y 71 A

F7 2 EHERTORCHRNS OO, R F O H 13 28 A HEAMEEIERERICE

WTEYTNA N7 2 AR TEERZETRO N7, £lo, K@M F
IFERICBWTRE L 2 p@mEtEiEEdo 5, REW H OBt
MTHoT- R F EOHIZT v MZBWTED LN TEY . o0&
DL EMFERRBROFE RN SRBEITENE B2 ONT-, U bEnb, BEM N 0%
FEM DXL BRHl S E 2 P 7N A R 7 = BULEWDOH) LRE LT,

FRBRIC I T D MR EEILR 70 12, BHEMRAKRLEEIZIV AT LMD H
LB IR T IORER TV D,

R ZELZE SRR —HMHAESIT, FRBRTHEONIEEEED 5 b i/ME
£, 7 v bR HWTBHEEMFE DS AMEGFGRBRD 9.9 mg/kg (KAE/AH TH o722 &
Nh, THERILE LT, Z46%% 100 T L7 0.099 mg/kg (AfE/H Z7FA —H
EIE (ADD E3E L7z,

Flo, BV TR NT 2 OHEERROEGEICL Y AT DM H 5 EIEEE
(Zxbd 5 MM B TR/ N RO 5 HR/MEIX, 7 > M ERAWERAENERBRO
st & 30 mg/kg (AE/H Th o7z, — .7 v b2 AWz —iR3EHHBRIZ W T
w100 mg/kg (R T H B EEB &R DO bR, 7 > M2 AW ENE
fiR M RER I C B T YT RO MR 100 mgkg KEAHG LN TNWDH I L%
MERIZHET LT, BRELELZESREE —SMHESIZ. 7y VAW RERE
PERBR O MR 30 me/kg (AHE/H 222 RAE (ARfD) ORERMLET 52
EMEHEBZT, Lo T, THEMBILE LT, Z2f%3 100 THRL7Z 0.3
mg/kg AAE %2 ARfD L iR7E L7,
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ADI 0.099 mg/kg A&/ H

(ADI g ERAE B 18 PR3 S ARG R BR
(B F) 7wk
(H1) 2 ]
(Bt 5 7715) IREH
(e E 1 i) 9.9 mg/kg A H/H
(2750 100

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

<HE>
<JMPR (2018 ) >

ADI 0.1 mg/kg A/ H
(ADI 3 ERHLE K} 18 B 38 S ARG R BR
(B fE) 7k
(1) 2 -
(BE5-75715) IREE
(e ) 9.9 mg/kg A/ H
(%% 100

aRfD 0.3 mg/kg K&
(aRfD 3% EARMLE K} F A MR
(B fE) A
(HF#D) Iz 6~19 H
(FE5-J71%) GRS A
(R ) 30 mg/kg {AE/H
(e FEAR 50 100

<EPA (2018 /) >
cRfD 0.092 mg/kg 1K EH/H

(cRED EERME L) FE S AMERRER
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(B i)
Cili))
(Fe5-J51k)
(FETE ML)
(ke 24550

aRfD

(aRfD B EMRHILE )
(B f)

(H )

(#5-J715)
(M R)

(T 246750

<EFSA (2019 4£) >

ADI

(ADI B EARHMLE K
(B TE)

(H11H))

(Feh-J51k)
(M7 )
(2750

ARID

(ARfD &% EARHLE FL)
(B i)

eil))

(B5J71%)

(BEFE ML)
(24350

<APVMA (2018 4F) >

ADI

(ADI BERILE K
(BWi)

(41D

(5 J5715)

(fEE M)

<A

80 J fH

IREH

9.2 mg/kg {KE/H
100

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

HA[A]

s il %

100 mg/kg A
100

0.09 mg/kg A&/ H
T DS AR
<A

18 7~ HH

IRAH

9.2 mg/kg KE/H
100

0.3 mg/kg /K&
F A MR
7 vk

1R 6~19 H
g g H

30 mg/kg A/ H
100

0.1 mg/kg {RE/H
12 MR

7 v b

52 1 [H

TREH

10 mg/kg IR E/ H
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(e RAREK) 100

ARfD ERTE DB L

<HC (2018 4F) >

ADI 0.09 mg/kg A/ H
(ADI B EFRHLE L) TS AUTERRER
(B fE) <A
(FfHD) 18 7> H [
(BE5-75715) IREE
(fEEE ) 9.2 mg/kg A&/ H
(‘R0 100

ARfD 1.0 mg/kg K
(ARfD % EMRIE K AR T M ERER
(BhfE) 7> bk
(HAfHD) HifA]
(B 5-7515) GRS O
(R ) 100 mg/kg K E
(‘2R 100

(=M 80~82, 121. 122)
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x®10 SHRICBTLIEFUESF

o Be b M BN "
i W (mg/kg KE/H) | (mg/kg KE/H) | (mg/kg K/ H) %
7wk 0. 500. 4,000, |# : 43 HE - 343 MERE - FF2S SRR B |
8,000, 16,000 |iff : 322 Mt : 619 FHFfe et Je OV 1E 55 i
28 Hf# |ppm N
dAM: |1 . 0. 43, 343,
FEMERER 677, 1,320
ME ;0. 40, 322,
619, 1,170
0. 250, 1,500, |/ : 18.6 111 HERE - FHEAR AR AR,
8,000, 16,000 |Mf : 127 M 727 FOIR IR A B b R
90 HE |ppm JIE R 2
mAaME | HE: 0. 18.6. 111,
FEMERER 578, 1,190
M0, 21.6. 127,
727. 1,330
#£: 0,200, 1,000, | : 9.9 Mt - 51.0 BERE - AR B AN
2 £[E] 16,000 ppm M : 10.2 I : 31.0 N OMERE &)
M pEEErE | M - 0. 150, 450,
1F&E75 A 1,600 ppm
PEOEAFR |2 9.9, 51.0. 319
B M - 10.2, 31.0, CGENAMEITRD B
102 720N)
M- 0, 150, 750, |EE BEhY) BENY)
4,500 ppm P i - 46.1 P it - 277 W - FFHESH K OV IE
1 - 0. 150, 450, |P M : 116 Pt — g e I
1,500 ppm F1 4 : 59.1 F1 4 : 364 M . EPERT R L
P:0,9.1.46.1, |F1 i : 141 ot . — REhY - (REEEINED
2 ikt 277 i %
ZOHER (P ME - 0. 11.9. |REMY LB
36.1, 116 P i : 46.1 P it . 277
Fiift - 0, 11.9., |PIf : 36.1 P : 116
59.1, 364 F1 4 : 59.1 F: 1t : 364
Fif : 0, 14.1, |FiMtff: 42.4 Fi - 141 (BHHBE X9 D 2
42.4, 141 IR BN
0. 10. 30. 100 |R:&EM : 30 REh - 100 | REEVY - IREE NG
fRIR : 100 fRIR « — il
A Fale - AT e L

(B TEMEITERD B
720N)
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e b M /N & "
D (mg/kg AFE/H) | (mg/kg KE/H) | (mg/kg A FE/H) fii %
~ A 0. 100. 500, 1 - 81.6 1 - 630 WERE - Chol #40. T
4,000, 7,000 ppm | : 846 M - 1,480 ot S OV 1F 4
-0, 17.5, 81.6, I
630, 1,160
Mt 0, 20.4. 106.
846, 1,480
0. 75. 375, 2,250 |t : 45.4 I : 288 BERE (S EEHENAmH]
ppm I - 48.4 I - 306 BA R
Mt 0, 9.2, 45.4,
288
ME: 0. 9.7, 48.4, (I ~C 0 e o e O
306 e 0D % BB 4 )
A 0. 10, 100. 500 |E:E4 : 500 R - — RE) K OME IR«
FEIR : 500 IR - — MERT 72 L
T EIEITERD B
7200N)
A X 0. 30, 300, 1,000 |/ : 30 MEHE © 300 1 ALP OV TG #
fnek
W - ARER R HE N
il
0. 30, 100, 300 |MEHE : 100 ERE - 300 MEHE - PR, ek

[OXiil=N - y)IE 3

ADI

NOAEL : 9.9
SF : 100
ADI : 0.099

TRALEE T

7 v b 2 RN MEREIEFE DS AEDEE R

ADI : 377 — HBHUE, NOAEL : R, SF : 2R
— R EMERITRE TE R -T2,
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R HEROBEHICEVAETHAHEEOHIEEFESE
BH HEME N AR EREICEET S
Bl R (mg/kg A HE X 1T T RRA R D
mg/kg AHE/H) (mg/kg A XiT mg/kg (AH/H)
R g&obg\ 100, 300, |100
(FBCIRTR) B - BT, B
R gﬁo:og\ 100, 300, |—
== =, )
(R 588 &) 1 S R
g Mt 0. 100. 300. |100
g |20
RIEIR T
Sk MERE - 0. 1000HfE). |#E : 300
Lo R E 20000((%&)\ 1,000, 1 : 100
HERO ’ -
- PRI EE NP
e . B SSEE) B %
A i@o;)g\ 100, 300, [100
ENTA®) ’ — " s
H 3 B B M OMRIEAR T
i : 0. 10, 30. 100|RFE4 : 30
& E AR
BEEhY) ¢ (RN H]
NOAEL : 30
ARfD SF : 100
ARfD : 0.3
ARSD 3% EARILE B 7 v MRA BB

ARID : 2¥E2 &, NOAEL : ##5E &, SF
— EEMERIIRETE R 0T,

X

Vot E TR b e mt T ARt L,
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B 1 - A 53 RS o >

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

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

PR E2i)
A/G tt TNT I TaT Y ok
al & (active ingredient)
ALP TIVHVRAT 7 H—F
APVMA A=A N7V 7RI - B IEIEG R
AST 77\/‘\(”’7‘3\’:?/@7‘:/ rov AT x2T5—F ‘
[=7VE I AV alifg 7 A7 1) —8 (GOT) ]
ATP TFE )= R
AUC W FE AR T A
BrdU 57 0E-2-TAFT Y U
BROD RN XFLINT 4O TRV T —F
BQ NUVAFXRTF )V -OTRX VT
CAR THEMET Va2 2 2B RO[RZEE  (constitutively active receptor)
Chol L AT HE—/)b
CITCO 6-4-7 a7 x=))f I X V[2,1-b(1,3]1F T V' —L-5- T LN LT B R
-0-(84-C 7 mua RV F T N
Crax e
CMC HIVKRF AT ELE—R
DMSO CAFILANKRF YR
EFSA RN R i 22 i B
EGF R R T
EPA KERGERET
EROD ThFILINNT 4 -OTFTF T —F
GOT Tﬁ/l/?i/l/]\?‘/%7::?—"1f‘ \
[=y-ZNVE I T ARTFZ—F (y-GTP) ]
Glob ra>7l) v
HC 1) FIRBRAE
JMPR FAO/WHO & [RIFHE IRk
LCso PHEER
LDso PR BT =
LAH Z 0 U R 12- KL
Lym U RERSR
MC AF )t a—A
Mon HLER KL
NADPH |=aF 7 IRT7T=0 VX7 UATF R VR
Neu IR ERE
P450 F k7 v — 2 P450
PB T ) LEZ—)L (F R TL)
PCO NV FA L CoA AF v X —+F
PHI B AAE AN DINHEE T H K
PROD NN LINNT 4 -OTFTRTFT—F
Ty T 22 ]
TAR fepe b (WLER) i ae
TCPOBOP |1,4-E2[2-(8,5- 7 unt’) vax)|X Y
TG N ZVUEY R
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Tmax 5 e i P B R
TPO FORIR~L A % o & —F
TRR KT B U e
UDPGT ARV VY YA =RV N A S e A o4
WBC H i ER %
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<HIK 3 kR (E) >

(RZES 7% 57 (mg/kg)
(%Jzt%ﬂjﬁﬁ% ft%ﬁ fﬁﬂﬁ = %4 PHI PUTLR Ry
(ZIHTERL) ES7FE (g ai/ha) ([a1) (H)

S AR KA A
7 0.126 0.120
183 FL 2 14 0.084 0.082
21 0.073 0.073
7 0.368 0.358
N 170 FL 2 14 0.111 0.110
(72 h) . 21 0.112 0.111
(L) 7 0.203 0.198
SRk, 27 4R FE 171~178FL 2 14 0.156 0.155
21 0.075 0.072
7 0.203 0.198
183 FL 2 14 0.124 0.124
21 0.069 0.068
7 0.069 0.068
INZE 183 FL 2 14 0.023 0.022
(& Hh) 21 0.022 0.022
(L) 2 7 0.191 0.188
gk, 28 4EFE 170 FL 2 14 0.100 0.098
21 0.089 0.088
(%i 7a 1.66 1.65
(% 5%) 1 162~179FL 2 14 1.03 1.02
T -— 21 0.706 0.700
7a 3.78 3.70
S 183FL 2 14 0.756 0.726
(i Hb) 21 0.340 0.340
(X%) ? 7a 1.96 1.96
PR 27 4R 171FL 2 14 1.69 1.64
21 0.902 0.900

4




((RZES FR Rl (mg/kg)
RSIALE Rk = % PHI -
(%JE Dij/i) :‘ﬁ fﬁfﬁi EIE's EUTAR R T
IR B2 (g ai/ha) ([=1) (H)
FEHAE T B KAE EE
7 <0.01 <0.01
14 <0.01 <0.01
147FL 2
21 <0.01 <0.01
28 <0.01 <0.01
7 <0.01 <0.01
14 <0.01 <0.01
138 FL 2
21 <0.01 <0.01
28 <0.01 <0.01
7 <0.01 <0.01
136 7L 0 14 <0.01 <0.01
TN A7 A 21 <0.01 <0.01
(b, #&h) 6 28 <0.01 <0.01
(RH) 7 <0.01 <0.01
N
SFN 3 T 151 ML 0 14 <0.01 <0.01
21 <0.01 <0.01
28 <0.01 <0.01
7 <0.01 <0.01
14 <0.01 <0.01
145 FL 2
21 <0.01 <0.01
28 <0.01 <0.01
7 <0.01 <0.01
14 <0.01 <0.01
145 FL 2
21 <0.01 <0.01
28 <0.01 <0.01
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Y44 R (mg/kg)
‘tﬁ ;.L\IE gx“\‘ E N -
(%JE Daj/i) it:‘ﬁ fﬁfﬁi EIE= PHI CU TR T
IR E (g ai/ha) ([=1) (H)
FE R AR i B KAE SEYE
7 0.92 0.90
14 0.75 0.74
147FL 2
21 0.77 0.76
28 0.93 0.90
7 0.67 0.66
14 0.51 0.50
138 FL 2
21 0.49 0.48
28 0.46 0.46
7 0.34 0.34
136 L 5 14 0.28 0.27
TR T2 A 21 0.27 0.26
(b, #&h) 6 28 0.25 0.25
(RF) 7 0.78 0.76
N
SFN 3 T 151 ML 0 14 0.65 0.64
21 0.62 0.62
28 0.58 0.56
7 1.39 1.38
14 1.13 1.12
145 FL 2
21 1.07 1.07
28 0.99 0.98
7 1.01 1.00
14 0.70 0.70
145 FL 2
21 0.69 0.68
28 0.63 0.62
HINES 7 0.21 0.21
= 14 0.18 0.18
(5 f) 1 158FL )
(R5) 21 0.12 0.12
AN 2 4R 28 0.06 0.06
T775 7 0.15 0.15
2 14 0.14 0.14
= 1 1597 2
(R3E) 21 0.12 0.12
SN 2 R 28 0.12 0.12
b 7 0.10 0.10
FH 14 0.09 0.09
() 1 1597L 2
(R3) 21 0.08 0.08
SN 2 £ 28 0.06 0.06
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Y44 R (mg/kg)
\tﬁ ;-L\IE % \“\‘ E N -
s iE) A | BT | EEC | PHI o e
(S BT ERAL) ES 7 (g ai/ha) () (B)
e I KAE SEYE
1 0.35 0.34
165 FL 2 3 0.34 0.34
7 0.03 0.03
DAT
- 1 0.46 0.46
(ﬁ% 3 153 FL 2 3 0.42 0.42
7 0.40 0.40
SN 2 AEE
1 0.15 0.15
171 FL 2 3 0.10 0.10
7 0.10 0.10
1 0.16 0.16
165 FL 2 3 0.15 0.15
7 0.12 0.12
HAZ 1 0.32 0.32
(7 th) ' '
pagin 3 160 FL 2 3 0.30 0.29
7 0.29 0.29
SN 8 AR RE
1 0.18 0.18
153 FL 2 3 0.21 0.20
7 0.15 0.14

FL . 7 a7 7 LA
< B (PHI) 23, B8k XTHGE SN HATEP S G L TWAEAIE, PHIWC a &
L7,
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<Pk 4 : 1R (Esh) >

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

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

20 0.07

23 0.12

45 0.02

44, 48, 53, 58, 62 0.06

29 0.04

33 0.07

32 0.05

33 0.19

Ck[E) 52 0.07

20 + 2

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

47 0.04

21. 27. 32, 36, 42 0.13

19 0.22

40 0.06

28 0.10

33 0.08

74 0.02

20 0.17

23 0.11

45 0.05

53 0.05

29 0.03

33 0.11

32 0.04

33 0.12

/‘in - 16 0.15
Ck[E) 52 0.04

20 + 2

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

47 0.06

32 0.09

19 0.23

40 0.06

28 0.12

33 0.16

74 <0.01
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e 4, P i (mg/kg)
(=) BV i ) EIE- PHI . k
GHBTERD | ES% | (gaiha) | (ED (i) EYTMAL T
S ¢ FN()
41 0.12
39 0.06
38 0.06
48 0.07
JINGE \\ 150 L 44 0.06
(HF %) 44 0.04
12 + 2
(£%) 200 FL 41 0.10
2015 4 47 0.03
40 0.03
46 0.12
48 0.06
45 0.04
29, 36, 41, 47. 51 0.23
39 0.05
38 0.04
48 0.06
& 150 EC :: g'gg
(BT %) -
13 + 2 41 0.10
(£32) 200 EC 47 0.02
2015 4 :
40 0.04
56 0.12
46 0.04
48 0.06
35, 40, 45, 49, 54 0.05
36 0.82
49, 54, 59, 63, 68 0.52
21 1.1
28 1.7
PN 50 16 1.9
CKE) 27 0.43
12 + 2
(L) 900 FL 52 0.08
2015 4 24, 29. 34, 39. 45 0.26
45 0.04
21 2.6
26 0.59
44 0.19
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1YEM 4 P (mg/kg)
((E5)) AR & [ %% PHI .
IR " . v 7 Jd
UobTEGD) | B8 | (gavha) | (m) (B) AT
A (e K AiE)
36 0.76
59 0.18
21 0.98
28 3.0
16 1.9
?ﬁ 150 EC
Ck[E) 27 0.22
12 + 2
(£%) 900 EC 52 0.08
2015 4F 34 0.31
45 0.08
21 2.2
26 0.72
44 0.10
36 0.55
47 0.20
49 0.09
jti 150 FL 41 0.46
(BF %)
(%) 9 + 2 50 0.23
200 FL 40 0.15
2015 4F
48 0.58
42 0.07
48 0.11
36 0.46
47 0.11
49 0.20
j(i 150 EC 41 0.66
(B %)
9 + 2 50 0.15
(Z%)
200 EC 40 0.14
2015 4E
48 0.30
31. 38, 42, 46, 51 0.06
38. 43, 48, 52, 57 0.07
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VEW 4 erE i (mg/kg)
(=) AR fEHE [ %% PHI .

IR " . v 7 Jd
UobTEGD) | B8 | (gavha) | (m) (B) AT
et (B K

30 0.08

43 0.39

18 0.08

28 0.14

22 0.21

24, 29, 34. 39. 44 0.06

d— o 7. 11, 16. 21, 25 0.30
Ck[E) 46 0.10

16 + 2

(X&) 200 L 23 2.1
2015 4= 33 <0.01
19 0.73

16 1.3

52 0.24

29 0.39

27 0.42

28 0.20

30 0.12

43 0.51

18 0.08

28 0.12

22 0.16

34 0.06

_ 16 0.27

z‘\/ ~ & 150 EC
CK[E]) 46 0.14
16 + 2

(X%) 900 EC 23 1.5
2015 4 33 0.41
19 0.94

16 1.5

52 0.24

29 0.48

27 0.54

28 0.36
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Ve 4, P4 iE(mg/kg)
() R 1o P B PHI N \
B | 35 | (gaiha) | (AD () S
et (B KfiE)
40 0.17
28 0.68
51 0.13
37 0.59
_ 54 0.09
?;ﬁ% 150 39 0.44
(X&) . +FL ? 52 0.14
2015 4= 200 46 0.22
36 0.14
56 0.28
61 0.19
42 0.11
40 0.23
28 0.66
51 0.15
37 0.66
_ 54 0.09
?;ﬁ% 1505 39 0.26
(X&) . 20J(;Ec ? 52 0.20
2015 4 36, 42, 46, 51. 56 0.16
36 0.15
56 0.32
61 0.18
33, 38, 42, 47, 53 0.09
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1EM 4 P4 iE(mg/kg)
(=) ®E | WmE | EX PHI — \
GHFERED | 13K | (gaiha) | (ED (H) S
A (B KfiE)
28 <0.01
28 <0.01
31 <0.01
31 <0.01
28 <0.01
31 <0.01
31 <0.01
29 <0.01
gl 28 <0.01
EH5vAZL 125 FL 28 <0.01
CKkE) 20 + 2
(+5) 12511 30 <0.01
2015 £ 31 <0.01
30 <0.01
30 <0.01
29 <0.01
32 <0.01
30 0.01
19. 25. 29, 33. 38 <0.01
20. 26. 30. 34. 40 <0.01
29 <0.01
28 <0.01
28 <0.01
31 <0.01
31 <0.01
28 <0.01
31 <0.01
31 <0.01
29 <0.01
r fﬂr:zﬁ’ L 125 EC = et
CK[E) 20 + 2 28 <0.01
(+39) 125 EC 30 <0.01
2015 47 31 <0.01
30 <0.01
30 <0.01
29 <0.01
32 <0.01
30 <0.01
29 <0.01
30 <0.01
20, 24, 29. 35, 42 <0.01
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Ve 4, P4 iE(mg/kg)

() B o PR B EES PHI N \
Griran | 125 | (gaiha) | (@) (H) EYTMAD T

AR (B KfiE)
ﬂ“\/(jk)—/ 150 L 31 <0.01

» 3 + 2 30 <0.01
(159 150
2015 4F 28 <0.01

T/(i;/ 150 EC 31 <0.01

- 3 + 2 30 <0.01
(+5) 150 EC
2015 4F 28 <0.01

7 <0.01

1, 3. 7. 10, 14 <0.01

7 <0.01

. 6 <0.01

L ;E %)Ekja* L 125 FL ! =01

. 1, 3. 17, 10, 15 <0.01
CKI[=) 12 + 2

(-5 + Rl ) 125 FL 8 <0.01

2015 £ 7 <0.01

7 <0.01

7 <0.01

7 <0.01

7 <0.01

14 <0.01

14 0.02

14 <0.01

14 <0.01

14 0.03

7. 10. 14, 18, 21 0.37

14 0.29

14 0.01

. 14 0.09

SN 9200 FL 14 0.06

CKE)

. 21 + 2 14 0.01
(F5) 200 F1 14 0.03
2015 4 :

14 0.03
14 0.01
14 0.04
14 0.03
7. 10. 14, 18, 21 0.02
14 <0.01
14 0.01
14 0.03
14 0.03
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e 4, PR i (mg/kg)
((E5)) KR 15 & 1%k PHI .
o » X EYTIA RN T 2
OHTEND) | 1E% | (g ai/ha) (=) (H) () -
S it 4
14 <0.01
14 <0.01
14 <0.01
7. 10, 14. 18, 21 <0.01
14 0.01
14 0.17
14 0.13
14 <0.01
14 0.06
g
. 200 EC 14 0.05
Ck[E)
(750 21 + 2 14 0.04
200 EC )
2015 4 14 0.01
14 0.02
14 <0.01
14 0.02
14 0.01
14 0.02
7. 10. 14, 18, 21 <0.01
14 <0.01
14 0.03
14 0.04
5 14 0.06
ZAED
200 FL 14 0.04
CKE)
e 5 + 2 14 0.05
(R ) 200 FL 10, 14. 17. 21 0.09
2015 4 7. 10, 14, 17, )
14 0.06
o 14 0.05
ZNED
200 EC 14 0.04
CKE)
R 5 + 2 14 0.06
(i 7-32)
200 EC 14 0.10
2015 4
14 0.02
) 14 0.05
AN ? 200 FL 15 0.06
(%)
et 5 + 2 15 0.03
(i 7-32)
200 FL 15 0.05
2015 4
14 0.02
) 14 0.03
e 9 200 EC 15 0.06
(%)
e 5 + 2 15 0.01
(P +-32)
200 EC 15 0.02
2015 4
7. 10, 14, 17, 21 0.02
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Ve 4 PR (mg/kg)
(=) AR fEHE [ %% PHI .
L N X EOTNANRARNT =
OHFEAD | 1353 | (g aiha) () (B) () -
F i A
. 7. 10, 14, 17. 21 <0.01
T 200 FL 14 0.24
CKkE) :
(7o) 5 + 2 14 0.06
200 FL 14 <0.01
2015 4
14 <0.01
. 14 <0.01
T 200 EC 14 0.22
CKE) .
(7o) 5 + 2 14 0.03
200 EC 14 0.02
2015 4
14 <0.01
. 14 <0.01
2 200 FL 15 <0.01
(B F %) :
(75 5 + 2 14 <0.01
200 FL 15 0.01
2015 4F
15 0.09
. 7. 10, 14, 17, 21 <0.01
LA 200 EC 15 <0.01
(B F %) -
e 5 + 2 14 <0.01
(F1-39)
200 EC 15 <0.01
2015 4F
15 0.10
14 <0.01
14 <0.01
7. 10, 14, 17, 21 <0.01
5OFL
s 14 <0.01
B 5 HEUY SO 14 <0.01
Ck[E) 15 <0.01
» 12 + 4
() 50 L 14 <0.01
2015 4E N 12 <0.01
50 FL 14 <0.01
14 0.02
15 <0.01
15 <0.01
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1YEM 4 P (mg/kg)
((E5)) AR & [ %% PHI .
o y X EYTINA RN T
OSFFERRD | 1E%% | (g aiha) () (B) I -
T it 47
7. 10. 14, 17, 21 <0.01
14 <0.01
- 14 0.02
50+ 14 <0.01
5o 14 <0.01
50EC
Ck[E) 15 <0.01
- 12 + 4
(=) 50 EC 14 <0.01
2015 4F N 12 <0.01
50 5 14 <0.01
14 0.01
15 <0.01
15 0.01
7 <0.01
7 <0.01
6 <0.01
7 <0.01
7 <0.01
0. 3, 7. 14 <0.01
R 117 FL
Ehn L ox N 7 <0.01
N2 £ < .
(7|<) 16 117 3 7 0.01
2 7 <0.01
2015 4F i 6 <0.01
117 FL :
6 <0.01
7 <0.01
6 <0.01
7 <0.01
0. 3. 8, 14 <0.01
6 <0.01
6 <0.01
6 <0.01
0. 3. 7. 10. 14 <0.01
R 125 FL
T L ok N 7 <0.01
3 <0.01
(737157) 10 195 FL 5 7 0.0
) N 0. 8. 7. 11,13 <0.01
2015 4F 195 L 7 <0.01
7 <0.01
7 <0.01
7 <0.01
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(Z7Es PRl (mglkg)
(=) AR 1 FA B %% PHI N i
GriTbkD | % | (gaiha) | (R (H) EYTA N T
et ¢S FN()
7 0.06
7 0.04
A& 0. 7. 14, 21, 28 0.08
7 0.04
CKED
N 9 75 FL 4 7 0.17
(FRFB) - 0.09
2018 4 - 0.06
7 0.06
7 0.02
7 0.10
7 0.02
TAS 7 0.15
(%) 0. 7. 13, 21, 29 0.06
(FRFB) 8 [ 4 7 0.09
2018 4 7 0.15
7 0.09
7 0.10
7 1.02
7 6.37
0. 7. 14, 21, 28 5.68
ThIN
CRED 7 1.59
o 9 75 FL 4 7 2.08
(FEED) - 0.83
2018 4F = 0.94
7 1.26
7 8.05
7 1.1
7 1.6
ThAE 7 1.6
(73:157) 3 75 L 4 0. 7. 13, 21, 29 1.5
(HEED) 7 1.6
2018 4 7 3.7
7 0.98
7 3.8
FFA v 7 0.15
o
CEED 7 0.18
. 5 75 FL 4 7 0.17
(FRFB) - 001
2018 4 -
7 0.03
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(Z7Es PRl (mglkg)
(=) AR T e %% PHI N i
Griran | 125 | (gaiha) | (@) (H) EYTMAD T
A ¢S FN()
TT A ! 5.7
fro 7 3.24
E%; 5 75 FL 4 7 3.10
i
2018 4 ! 0.94
7 0.14
0. 3. 7. 10, 14 1.20
XY 0 0.39
(;ﬂf) 5 195 L 3 0 0.43
(£%8) 0 1.09
2018 4 0 0.36
0 1.14
BY 75— . o
CRED 4 1255 3 0. 3. 7. 9. 13 0.07
2018 £ = :
0 0.04
Sy 0 1.51
CKED 4 125 FL 3 8 g‘zg
2018 4 :
0. 4, 7. 10, 14 1.04
0 0.78
0 2.3
L& 900 FL. 0 2.4
(>|<) 3 N 9 0 0.51
%) 900 FL 0 2.6
2015 4 0 4.5
0 1.2
0 3.0
0 4.4
0 5.5
U~\71/5';< 900 L 0 1.7
CK[E) 0 7.7
(%5 8 " 2 0 3.5
200 FL
2015 4 0.1, 3,7, 10 9.7
0 11
0 12
7 0.13
7 <0.01
ImEhE 7 <0.01
(ﬂﬁ) 3 195 L 3 6 0.05
(=3 6 0.06
2018 4E 0. 3 7. 10, 14 0.01
8 0.06
7 0.06




1YEM 4 P (mg/kg)
(=) AR & [ %% PHI .
o y X EYTINA RN T
OSFFERRD | 1E%% | (g aiha) () (B) I -
T it 47
h= 7 0.39
(i> A 195 L 3 0. 3. 1. 10, 14 1.32
(X3%F) 7 0.30
2018 4 7 0.36
7 0.08
WA U A 7 0.06
CKHE) 7 0.11
" 6 75 FL 4
(HRED) - 7 0.02
2018 4F 0. 7. 14, 21, 28 0.03
7 0.10
0 0.11
: — 0 0.16
ezn—7 125FL
Ck[E) 0 0.07
o 6 + 2
(32 125 0 0.15
2015 4F 0 0.08
0. 1. 2. 6. 9 0.17
0 0.05
0 0.17
: — 0 0.06
AT —7 909 TL
Ck[E) 0 0.11
8 + 1+2
(R5) 101 0 0.12
2020 4F 0 0.06
0 0.06
0 0.15
0 9.2
0 13
E5NAZE D 900 L 0 16
CKE) 0 13
(3£3) 8 " 2 0 14
. 200 FL
2015 4F 0 12
0 7.5
0 9.7
0 4.8
0 5.4
Ra=a)) 900 FL. 0 3.9
Ck[E) 0 4.3
(3£3) 8 " 2 0 4.5
. 200 FL :
2015 4F 0 26
0 2.7
0 8.1
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27z PR E (mg/kg)
((E5)) AR & [ %% PHI .
IR " . BTN ARNT 2
OHTEND) | 1E% | (g ai/ha) () (H) () -
FEi4E
0 0.08
0 0.11
0 0.27
0 0.28
0 0.08
he b 125 FL
CK[E) 0 0.08
-~ 12 + 2
GR%) 195 L 0 0.16
2015 4 0 0.20
0. 3. 7. 10, 14 0.23
0. 3. 7. 10. 14 0.08
0 0.04
0 0.13
0 0.08
ey 0 0.37
125 FL
CKIE) ¢ . ) 0 0.17
CR) 195 L 0 0.06
2015 4 0 0.26
0. 3. 7. 11, 14 0.08
L5ME L . 0 0.09
Ck[E) 5 12i 9 0 0.14
(R 195 L 0 0.26
2015 4
0. 1. 2, 6, 9 0.17
0 0.14
0 0.11
0 0.11
5 0 0.16
EX R 195 FL
CK[E) 0 0.11
10 + 2
C3%) 1951 0 0.26
2015 4 0. 1. 3. 6. 9 0.12
0 0.11
0 0.23
0 0.19
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YEM 4, PR (mg/kg)
(=) AR & [ %% PHI .
L N X EOTNANRARNT =
OSFFERRD | 1E%% | (g aiha) () (B) I -
F i A
0 0.13
0 0.13
0 0.10
: 0 0.14
EX PR 909 FL
CK[E) 0 0.06
- 10 + 1+2
(R32) 101FL 0 0.08
2020 4 0 0.12
0 0.06
0 0.07
0 0.11
0 0.16
Y=y
o 125 FL 8 g'(l)g
CK[H) 6 + 92 0 0'21
%) 125 FL :
2015 4E 0 0.18
0. 1. 4. 6. 9 0.06
0 0.14
0 0.08
PRIy 0 0.12
v 202 FL :
CKIED 8 ' 142 0 0.19
(%) 101 FL 0 0.06
2020 4 0 0.03
0 0.13
0 0.05
15 0.08
WAT A 14 0.02
Ck[E) 14 0.04
e 6 202 FL 2
(R AR TE) = 14 0.02
2018 4E 0, 7. 14, 21. 27 0.01
14 0.01
14 0.02
WAL A 14 0.03
Ck[E) 14 0.19
o 6 202 FL 2
R X X0) = 13 0.09
2018 4 0, 7. 14, 21. 28 0.02
14 0.03
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(Z7Es PRl (mglkg)
(=) AR T e %% PHI N i
GriTbkD | % | (gaiha) | (R (H) EYTA N T
A ¢S FN()
14 0.01
P 14 <0.01
(?li)% 6 902 F1. 9 0. 7. 15, 21, 28 0.01
(A R AR 5) 14 0.02
2018 4 14 <0.01
15 <0.01
ZANED 14 0.01
CK[E) 0. 7. 14, 21, 28 0.84
Gergsx=) |0 2021 2
9018 4 14 0.05
I 0 0.60
(>|<) A Q4L 4 0 0.28
(352 0 0.25
2018 4 0 0.19
0 0.31
0 0.29
0 0.18
Frov 0 0.76
(>|<) 10 Q4L 4 0. 7. 14. 20. 28 0.24
(352 0 0.51
2018 4 0. 7. 14, 21, 28 0.21
0 0.23
0 0.12
0 0.44
0 0.17
T =77 )— 0 0.17
D% 0 0.65
CK[E) 7 84 FL 4 0 0.14
(R5) 0 0.13
2018 4 0 0.10
0 0.16
0 0.42
LEY 0 0.53
(ﬂé) 5 gL 4 0 0.31
(RF) 0 0.32
2018 4 0 0.04
0 0.15
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YEM 4, PR (mg/kg)
(=) AR fEHE [ %% PHI .
L N X EOTNANRARNT =
CYHriptn) | 1E5% | (gaiha) | (ED (H) y .
0. 29 0.09
0. 29 0.09
0. 28 0.13
0. 29 0.09
WAT 0. 3 7. 10, 14. 30 0.05
(>|<) 12 50 L A 0. 30 0.06
(R = 0. 30 0.09
2017 4 0. 29 0.05
0. 30 0.12
0. 30 0.07
0. 30 0.02
0. 30 0.02
0. 29 0.02
L 0. 30 0.08
K] 0. 3 7. 10. 14. 30 0.10
Ok !) 6 50 FL 4
(32 0. 30 0.06
2017 4 0. 29 0.04
0. 30 0.06
0 0.29
0 0.21
0 0.26
bb 0. 6. 13, 20. 27 0.23
CKE) -
(%) 9 75 4 0 0.25
2018 4F: 0 0.25
0 0.25
0 0.09
0 0.20
0 0.26
( ;fﬁ) 0. 1. 3. 7. 10 0.24
(%) 5 75 FL 4 0 0.81
2018 4F 0 0.73
0 0.21
0 0.35
75 A 0. 6. 13, 20. 27 0.15
(ﬂé) 5 5 L A 0 0.18
(52 - 0 0.37
2018 4 0 0.07
0 0.17
75 N 0 0.12
(%) 0. 1. 2. 6.9 0.17
3 75FL 4 Y =Y N N .
(R5) =
2018 4% 0 0.23
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YEM 4, PRl (mglkg)
(=) AR T e %% PHI N i
Griran | 125 | (gaiha) | (@) (H) EYTA N T
A ¢S FN()
BIED 0 0.58
(?%7;) 5 75 FL 4 0 0.67
2018 4 0 0.94
0 0.38
0 0.23
0, 1. 2. 7. 13 0.38
0 0.38
0 0.45
o 0 0.77
%(;%)9 0 0.40
. 13 75 FL 4 0 1.72
(352 0 054
2018 4 :
0 0.15
0 0.24
0 0.20
0.1, 3, 7, 13 0.20
0 0.43
0 0.27
0 0.51
0 0.53
WH T 0.1, 3, 7, 10 0.62
CK[E) 0 0.18
(R 8 150 2 0 0.32
2016 4 0 0.10
0 0.47
0 0.11
AR 0 0.20
(B> %) 0 0.20
(352 4 150 2 0 0.22
2016 4 0. 1, 3. 6.9 0.10
7Ty 7R — 0 0.72
CKE) 0 2.08
(R 4 150 2 0, 1, 4, 7, 10 1.68
2021 4 0 0.87
T :
L 2 150 FL 2
(RF5) 0 0.94
2021 4 )
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1YEM 4 P (mg/kg)
((E5)) AR & [ %% PHI .
o y X EYTINARNT o
UstEkD | 3 | (gaiha) | (E) (n) - jﬁg) =
T it 47
F AR — 0 1.51
N/ £ .
(7|<) A 150 9 0 2.63
(32 0 0.60
2021 4F 0. 1. 2. 6. 11 0.50
FANY = 0 1.44
(?%7;;) 2 150 FL 2
2091 £ 0 1.66
0 0.74
0,1, 3, 7, 10 1.01
) ONy 0 0.88
N2 £ .
(7|<) 3 150 9 0 0.69
(32 0 0.45
2017 4F 0 3.89
0 0.75
0 0.71
91 <0.01
e 88 <0.01
TN— R —
87 <0.01
(B> %)
7 56 FL 2 81 <0.01
CR%) - 77 0.01
2018 4F -
98 <0.01
96 <0.01
7‘/(»;«“1)— Sg L 0 1.2
?J% g 5 N 942 0 1.7
FL
9018 4 120 0 2.2
7/»—/\“?— 56 L 0 1.5
(G F+ %) 0 1.5
4 + 242
(R5) 190 L 0 1.5
2018 4F 0. 1. 3. 6, 10 0.87
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(Z7Es PRl (mglkg)
(=) AR T e %% PHI N i
GHBTERD | ES% | (gaiha) | (&) () EYTMAD T
S ¢S FN()
14 0.37
7. 9. 14, 19, 21 0.39
14 <0.01
14 0.16
2L 14 0.61
CKE) 9 2007 9 14 0.37
CR3) ! 20;“‘ 14 0.05
2015 4 14 0.51
7. 10, 14, 18, 21 0.20
14 0.30
14 0.77
13 0.16
20, 25. 30, 35. 40 0.08
32 0.07
OEHY 29 0.02
CKE) 31 0.08
(FE7-) 8 2025 2 28 0.02
2018 4 21, 24, 30, 36, 39 0.41
30 0.15
28 0.08
OEbb 33 0.13
(BF %) 30 0.25
(T 2 200 2 e .
2018 4 )
30 0.04
28 0.02
33 0.10
19, 25, 29. 34. 39 <0.01
HES 30 0.09
CK[E) 28 0.09
(FE 1 & O%) 12 1261 2 29 0.10
2018 4 33 0.32
20, 24, 31. 38. 40 0.04
29 0.14
30 0.06
32 <0.01
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YEM 4, PR (mg/kg)
((E5)) AR & [ %% PHI .
L y X EOTNANRARNT =
OHTEND) | 1E% | (g ai/ha) () (H) - -
S (e K AiE)
20. 25. 30. 35, 40 0.19
25 0.03
Ay ) 195 30 0.18
CK[E) 31 0.09
8 + 2
(f&+) 900 FL 31 0.03
2015 4 29 0.17
32 0.02
20. 25. 30. 35. 40 0.04
30 0.05
25 0.05
-1 195 EC 30 0.18
CKE) 31 0.10
8 + 2
(FE+) 900 EC 31 0.02
2015 4 29 0.17
32 0.02
30 0.02
29 0.05
29 0.19
31 0.69
31 0.14
A 30 0.02
G+ 2) 125 FL 29 0.46
FET) 13 + 2 31 0.05
200 FL
9015 /F 00 30 0.04
31 0.09
30 0.35
29 0.15
30 0.10
30 0.03
29 0.06
29 0.05
31 0.06
31 0.12
21, 25, 30, 35, )
_— 5. 30. 35. 41 0.03
5 4) 125 EC 29 0.33
) 13 + 2 31 0.03
200 EC )
2015 4E 30 0.05
31 0.07
30 0.24
29 0.06
20. 24, 30. 35, 41 0.11
30 0.01
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TEM 4, 7R it (mg/kg)
(=) FRBR f & 1%k PHI . .
GriTbkD | % | (gaiha) | (R (H) EYTA N T
et (KA
e 14 <0.01
CRED 7. 10, 14, 17, 21 <0.01
(7 5 101 FL 3 ij 060021
<0.
2018 2 14 <0.01
7—Fv R 7. 10, 14, 17, 21 <0.01
CKE) 14 0.03
Oz RN 5 101 FL 3 14 <0.01
FHT) 14 <0.01
2018 4F 14 0.03
0 28.6
0 17.6
Mo L3 0 14.5
(ilf) 3 909FL 2 0 11.5
(%) 0 15.1
2018 4 0 21.2
0 1.14
0, 1, 3, 7. 9 5.80
FL . 717 7 LAl EC : LA
Tt O PHI DS 5, H KRB AZRDT- B

RHA © BEROUTHEE S 72l HEPHN Tl O akBRSfE,
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<HIHK 5 : BIEMRERBRAAE WA >
@© A3+ R OIS 7R R
e
%fu‘/l' to\yjﬂ/){ - ﬁf Eaﬂﬁ(ug/g)
Al KEGHE | TRELH . H N
(8) -4
FRORAH | ERIME | SRR | ERME | RO | FEIME | RO | P
1 — - — — <0.01 | <0.01 — -
3 — — — — <0.01 | <0.01 — —
5 - — — — <0.01 | <0.01 - —
7 - — — — <0.01 | <0.01 - -
15 mg/kg 10 — — — — <0.01 | <0.01 — —
fir et 14 — - - — <0.01 | <0.01 — —
17 — — — — <0.01 | <0.01 - —
21 — - - - <0.01 | <0.01 - —
24 — - - — <0.01 | <0.01 — -
28 — — — — <0.01 | <0.01
1 <0.01 | <0.01 — — <0.01 | <0.01 - —
3 <0.01 | <0.01 — - 0.01 | <0.01 - -
5 <0.01 | <0.01 - — 0.02 0.01 - —
7 <0.01 | <0.01 — — 0.02 0.02 — —
L7t 45 mg/kg 10 <0.01 | <0.01 — — 0.02 0.01 — —
i 14 <0.01 | <0.01 - - 0.02 0.02 - —
17 <0.01 | <0.01 - — 0.02 0.01 - —
21 <0.01 | <0.01 — — 0.02 0.01 — —
24 <0.01 | <0.01 — — 0.02 0.02 - —
28 <0.01 | <0.01 - - 0.02 0.01 - —
1 <0.01 | <0.01 ND ND 0.06 0.06 | <0.01 | <0.01
3 0.01 0.01 ND ND 0.09 0.09 | <0.01 | <0.01
5 0.01 0.01 | <0.01 | <0.01 | 0.10 0.08 | <0.01 | <0.01
7 0.01 0.01 | <0.01 | <0.01 | 0.10 0.09 | <0.01 | <0.01
150 mg/kg 10 0.01 | <0.01 | <0.01 | <0.01 | 0.09 0.09 | <0.01 | <0.01
fir et 14 0.01 | <0.01 | <0.01 | <0.01 | 0.09 0.08 | <0.01 | <0.01
17 0.01 | <0.01 | <0.01 | <0.01 | 0.09 0.08 | <0.01 | <0.01
21 0.02 | <0.01 | <0.01 | <0.01 | 0.10 0.09 | <0.01 | <0.01
24 0.02 0.01 | <0.01 | <0.01 | 0.10 0.09 | <0.01 | <0.01
28 0.02 0.01 | <0.01 | <0.01 | 0.08 0.07 0.01 | <0.01
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= 5
ok o P A fiE (ug/g)
vl BERE | BA . F H N
(A) =
HRONAE | FEIE | SORME | M | fORfE | FEE | soORE | ERE
15 mg/kg | 14 — — — — <0.01 | <0.01 | ND ND
fir 28 — — — — <0.01 | <0.01 | ND ND
NSNS | 45 mg/kg | 14 — — — — 0.01 | 0.01 | <0.01 | <0.01
L g 28 — — — — 0.01 | 0.01 | <0.01 | <0.01
150 mg/kg| 14 | <0.01 | <0.01 | <0.01 | <0.01 | 0.08 | 0.08 | <0.01 | <0.01
ikt 28 ND ND | <0.01 | <0.01 | 0.09 | 0.08 | 0.01 | <0.01
15 mg/kg | 14 0.01 | 0.01 — — 0.02 | <0.01 — —
Ak} 28 0.01 | 0.01 — — 0.01 | <0.01 — —
7 ) — | 45 mg/kg | 14 0.04 | 0.03 — — 0.02 | 0.02 — —
WA filk} 28 0.04 | 0.04 — — 0.02 | 0.02 — —
150 mg/kg| 14 0.14 | 0.13 | ND ND | 0.06 | 0.06 | <0.01 | <0.01
Ak} 28 0.20 | 0.16 | ND ND | 0.05 | 0.05 | <0.01 | <0.01
— oFET ND: s d
© R OB FFE R e
7 (uglg)
el 1 5 BN Ah2 H
7
S ORAE | I | e KAl | 20 | e R | VI | B KAl | A5 (E
15 mg/kg filk} — — — — — — — —
i 45 mg/kg ikl | <0.01 | <0.01 — — — — — —
150 mg/kg filkl | <0.01 | <0.01 — — | <0.01|<0.01| — —
S 15 mg/kg ﬁﬁlﬂ' 0.01 | 0.01 — — ND ND — —
1 45 mglkg Fk 0.06 | 0.05 — — 0.01 | <0.01 | — —
150 mg/kg fikt | 0.11 | 0.08 — — 0.01 | <0.01 | — —
pr— 15 mg/kg ﬁ?ﬂ 0.02 | 0.01 — — — — — —
s 45 mg/kg fil 0.06 | 0.05 — — — — — —
150 mg/kg fa¥t | 0.17 | 0.10 — — | <0.01 | <0.01 | — —
15 mg/kg frlk}t 0.02 | <0.01 — — — — — —
BCTWENG | 45 me/kg it | 0.04 | 0.02 | — — — — — —
150 mg/kg fikt | 0.11 | 0.05 — — | <0.01]<0.01| — —
15 mg/kg fi 0.02 | 0.01 | 0.06 | 0.04 | <0.01 | <0.01 — —
i ik 45 mg/kg fi 0.05 | 0.04 | 0.36 | 0.22 | 0.03 | 0.03 | ND ND
150 mg/kg fkl | 0.12 | 0.09 | 0.59 | 0.56 | 0.08 | 0.07 | <0.01 | <0.01
15 mg/kg filf} — — 0.06 | 0.05 | 0.01 | 0.01 | <0.01 | <0.01
R Mk 45 mg/kg ikl | <0.01 | <0.01 | 0.24 | 0.17 | 0.05 | 0.05 | 0.02 | 0.02
150 mg/kg f@kl | 0.03 | 0.02 | 0.58 | 0.41 | 0.21 | 0.17 | 0.10 | 0.08

—ohrEd ND: s h
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<Pk 6 : SrEMIRERAB R (EIE) >
vl PR fE (uglg)
Faw sl B 5R BEH2 | BTNV A N T =2 H
(H) B RAE SEYE | ROKME | CERE
1 <0.01 <0.01 <0.01 <0.01
3 <0.01 | <0.01 | <0.01 | <0.01
7 <0.01 | <001 | <0.01 | <0.01
3 ma/kg filf} 10 <0.01 | <0.01 | <0.01 | <0.01
14 <0.01 <0.01 <0.01 <0.01
17 <0.01 | <0.01 | <0.01 | <0.01
24 <0.01 | <0.01 | <0.01 | <0.01
1 <0.01 | <0.01 | <0.01 | <0.01
3 <0.01 | <0.01 | 001 | 001
7 <0.01 | <0.01 | 001 | 001
e 9 me/ke i} 10 <0.01 | <0.01 | 001 | 001
14 0.01 0.01 0.01 | 001
17 0.01 0.01 001 | 001
24 <0.01 | <0.01 | 001 | 001
1 <0.01 | <0.01 | <0.01 | <0.01
3 0.03 0.03 0.02 | 001
7 0.03 0.02 0.03 | 0.03
30 mg/kg £} 10 0.03 0.02 0.04 | 0.3
14 0.03 0.02 0.04 | 0.3
17 0.03 0.02 0.04 | 0.03
24 0.03 0.02 0.04 | 0.3
21 <0.01 | <0.01 | <0.01 | <0.01
3 mgfke filft 28 <0.01 | <0.01 | <0.01 | <0.01
\ 21 0.02 0.01 | <001 | <0.01
9 me/kg fIk} 28 <0.01 | <0.01 | <0.01 | <0.01
" 21 0.04 0.03 | <0.01 | <0.01
o 28 0.03 0.03 | <0.01 | <0.01
\ 31 <0.01 | <0.01 | <0.01 | <0.01
30 mefke filf} 35 <0.01 | <0.01 | <0.01 | <0.01
38 <0.01 | <0.01 | <0.01 | <0.01
42 <0.01 | <0.01 | <0.01 | <0.01
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vl PR fE (uglg)
Fawslt B 58 BHRH | YT RARNT H
(H) B KAE SEYME | BRORME | CFERE
21 <0.01 | <0.01 | <0.01 | <0.01
3 mgfkg filft 28 <0.01 | <0.01 | 001 | 001
\ 21 <0.01 | <0.01 | 002 | 0.02
9 me/kg fIk} 28 <0.01 | <0.01 | 003 | 0.02
o 21 0.01 0.01 0.06 | 0.5
28 0.01 0.01 0.07 | 0.5
\ 31 <0.01 | <0.01 | 005 | 004
30 mefke it} 35 <0.01 | <0.01 | <0.01 | <0.01
38 <0.01 | <0.01 | <0.01 | <0.01
42 <0.01 | <0.01 | <0.01 | <0.01
3 ma/kg filf} 28 — — — —
9 mg/kg faft 28 — — — —
- 28 <0.01 | <0.01 | <0.01 | <0.01
A e 31 <0.01 | <0.01 | <0.01 | <0.01
30 mefke filft 35 <0.01 | <0.01 | <0.01 | <0.01
42 <0.01 <0.01 <0.01 <0.01
3 mg/kg filkh 28 — — — —
9 mg/kg fi ket 28 — — — —
N 28 <0.01 | <0.01 | <0.01 | <0.01
il 30 m/kg fkH 31 <0.01 <0.01 <0.01 <0.01
35 <0.01 | <0.01 | <0.01 | <0.01
42 <0.01 | <0.01 | <0.01 | <0.01
3 ma/kg filf} 28 <0.01 | <0.01 | <0.01 | <0.01
9 mg/kg filk} 28 <0.01 <0.01 0.02 0.02
i 28 <0.01 | <0.01 | 005 | 005
‘ 31 <0.01 | <0.01 | <0.01 | <0.01
30 me/kg FTEY 35 <0.01 | <0.01 | <0.01 | <0.01
42 <0.01 <0.01 <0.01 <0.01
3 mg/kg fikh 28 — — — —
9 mg/kg fi ket 28 — — — —
- 28 <0.01 | <0.01 | <0.01 | <0.01
30 m/kg fkH 31 <0.01 <0.01 <0.01 <0.01
35 <0.01 | <0.01 | <0.01 | <0.01
42 <0.01 | <0.01 | <0.01 | <0.01
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<BIRE 7 HEE >

2] /NR(A~6 %) It i (65 L L)
= ) . . .
e Ml | (K : 55.1kg) | (K : 16.5kg) | (KT : 58.5 kg) (56.1 kg)
(mg/kg) ff R ff PR ff R ff FE R
(g AN/R) | (ug/ NB) | (@ ANTH) | (ug/ AR [(g/NTB) | (ug/ AMH) | (g/AN/B) | (ug/ N/H)
INFE 0.358 | 59.8 21.4 44.3 15.9 69.0 24.7 49.9 17.9
K& 1.64 5.3 8.69 4.4 7.22 8.8 14.4 4.4 7.22
DD
< @ 75;/”% 0.21 5.9 1.24 2.7 0.57 2.5 0.53 9.5 2.00
DR
DAT 0.46 24.9 11.1 30.9 14.2 18.8 8.65 32.4 14.9
DML A X
< ﬂﬁ;z b 1.38 0.1 0.14 0.1 0.14 0.1 0.14 0.2 0.28
e AR ENERG | 0.02 15.3 0.31 9.7 0.19 20.9 0.42 9.9 0.20
o g 0.02 0.1 0.00 0 0.00 1.4 0.03 0 0.00
4 Zoftho
. 0.02 0.5 0.01 0 0.00 3.4 0.07 0.4 0.01
A5
Z D A 3L
¥ - A LR
" 0.02 0.4 0.01 0.1 0.00 0.4 0.01 0.4 0.01
& Rl & B &
Sy
&t 42.9 38.2 49.0 42.5

RN ORI, BRI

NTWDEHEY - BEIC I DT TR T = DR

DS B KA Wiz (B8R B 3)

- RPEEMIFRRINL, BELE LTRIHESNGEICRBIT 5 YT A 7 = OFRBIEAEBR L T, W
FLFD 15 mglkg fEHE Y 8% 58 K OFEINE O 3 mg/kg FEHE Y IR GHHICB T OB IV A N T =
DEREEEEZ W (R GRS KU e) .

Mff] Rk 17~19 FORMELEE - BIEHAE (1 83) OfERICE S &MEIE (g/ N/
H)
MEHCE ] RN OEMEREN B RO ED 7 A N7 = o OHEEERE (ng/ A/H)

© (20D A DRI IZONTIEL 2NES, T725, 0 F D) LRAEDOR b &V NET O
fEZ Tz,

© [ZOMDAANA AN IZONTE, TN A»A CRE) OfEZ AT,

- [ - ZOMBERAE] KO T2 OMBEEEIZAR - fA & AR & TR e Bk e RS I2onT
iF, FOHERBE ORI AW RO 5 HRKfE A v,

SIEMABDA CRA) IZOWTIEL 27 —F PNERRARB TH o722 Lndb, BIREORHRIZED
TR,

IR OFLIEL 15 melkg SEHE GRECB T 2 B 70 A B 7 = U NTI0 L ERIUA (0.01 pelg)
RiliCThH Tl BREOFHRFIZH N RD T,

F RO OMFE BT L EEWIT, 3 mglkg B GHICBIT LYY T A T = RN
bEEMA (0.01 pglg) K CTh o772, EREOFHICH VRN -T2,
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Pydiflumetofen — Pharmacokinetics of [Phenyl-U-14C] and [Pyrazole-5-14C]-

PydiflumetofenFollowing Single Oral and Intravenous Administration in the

Rat (GLP) : Charles River (¥[E) . 20154, KRAFK

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

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

Rat (GLP) : Charles River (Z[E) . 20154, KAF

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

Pydiflumetofen Following Single Oral Administration in the Rat (GLP) :

Charles River (FZ[E) . 2015 4, RAFK

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

Charles River (F[E) . 20154, RKAFE

Pydiflumetofen — Pharmacokinetics of Pydiflumetofen in the Rat Following

Multiple Oral and Single Intravenous Administration (GLP) : Charles River
(EE) . 2014 4, RAF

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

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

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

RN

Pydiflumetofen — Pharmacokinetics of Pydiflumetofen in the Mouse Following

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

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

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

Pydiflumetofen — Metabolism of [14C]-Pydiflumetofen in the Lactating Goat

(GLP) : Charles River Laboratories Edinburgh Ltd. (F[E) . 2015 &4, RAFE

Pydiflumetofen — Metabolism of [14C]- Pydiflumetofen in the Laying Hen

(GLP) : Charles River Laboratories Edinburgh Ltd. (Z&[E) | 2015 4, RKAFK

Pydiflumetofen — Metabolism of [14C]-Pydiflumetofen in Wheat (GLP) : Charles

River (Z£[E) | 2014 4, RAE

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

Charles River, 2014 4, RAFE

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

Charles River, 2015 -, KAF
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Pydiflumetofen — Aerobic Soil Metabolism of [14C]- Pydiflumetofen (GLP) :
Smithers Viscient (ESG) Ltd. (Z£[E) . 2015 4, KANFK

Pydiflumetofen — Anaerobic Soil Metabolism of 14C- Pydiflumetofen (GLP) :
Smithers Viscient (ESG) Ltd. (F[FE) . 20154, RAFK

Pydiflumetofen — Soil Photolysis of 14C- Pydiflumetofen (GLP) : Smithers
Viscient (ESG) Ltd. (¥[E) | 2014 4, RAFE

Pydiflumetofen — Adsorption and Desorption of 14C- Pydiflumetofen (GLP) :
Smithers Viscient (ESG) Ltd. (J£[E) . 2013 &, KAFK

Pydiflumetofen @+ EREGRER (GLP) : —f% R FiE AMb Y & ST A 22 8%
i, 2015 4, RAK

14C- Pydiflumetofen: Hydrolysis in Sterile Buffer at pH 4, 7 and 9 (GLP) :
Smithers Viscient (ESG) Ltd. (J£[E) . 2015 4, KRAFK

Pydiflumetofen — Aqueous Photolysis of [14C] Pydiflumetofen (GLP) : Smithers
Viscient (ESG) Ltd. (3:[F) . 20154, KRAFK

RO B EEBW S E (HREOBEGHEE) Y& U UK
2t 2016 . RAFK

Pydiflumetofen SC /& {EWrE AR (GLP) : —fEHEN B RNl
e, 2015 4, Rk

Pydiflumetofen SC /& 1EWicERER (GLP) : —#xtEHIEN B AP
e, 2016 45, R

EYTNANT = OWINCIT RS KO EREH v
2V x NSRS, 2018 F, —HIAR

EYVTNANT = CSMEMERE R EE vV = 7 U SRS,
2015 4, RAk

BIEFERERAR (1Z20AZ 5, S) - —BMEE NI BEIEMFPEAT. 2018 4,
RINF

JESEFREE AT RS (RIFEREHEER SIRE) P22 Uy Uk
K &th, 2016 4, RAFE

ERFERE TR EE (BIEEEHR »5EH) vz 2 Uy SRk
Xath, 2016 4, RAFE

R TR RS S BIFERERABR ZonA%)) Pz 2 Ue N
VRS AE, 2016 ., RAE

Pydiflumetofen — Magnitude of Residues in Milk and Tissues of Dairy Cows
Following Multiple Oral Administrations of Pydiflumetofen (GLP) : Charles
River Laboratories Edinburgh Ltd. (3£[F) | 2015 &4, RAFE
Pydiflumetofen — Magnitude of the Residues in Tissue and Eggs Resulting
from the Feeding of Three Dose Levels to Poultry 2014 (GLP) : Syngenta Crop
Protection, LLC CK[E) . 20154, RAFK
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Pydiflumetofen — Modified Irwin Study in Female Rats (Single Oral

Administration) (GLP) : Envigo CSR Ltd. (Z%[E) . 2016 4£, RAFK

Pydiflumetofen — Evaluation of the Cardiovascular System and Respiratory

Parameters in the Conscious Rat using Telemetry and Whole Body Bias Flow

Plethysmography (Oral Administration) (GLP) : Envigo CSR Ltd. (3%[#) | 2016

£, RAK

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

Procedure) (GLP) : CiToxLAB Hungary Ltd. (/"> AV —) | 2012 4E, RAFE

Pydiflumetofen — Acute Dermal Toxicity Study in Rats (GLP) : CiToxLAB

Hungary Ltd. ("> # U —) | 20134, RAFK

Pydiflumetofen — Acute Inhalation Toxicity Study (Nose-Only) in the Rat

(GLP) : CiToxLAB Hungary Ltd. (/N> H U —) | 2013 &, KA

R#% F — Acute oral toxicity study in rats (GLP) : Bioassay Labor fur

biologische Analytik GmbH (K1) | 2009 4, KA

&% G — Screening Acute Oral Toxicity Study in the Rat (GLP) : Harlan

Laboratories Litd. (¥[E) . 2008 4F, KAF

Pydiflumetofen — Acute Oral (Gavage) Neurotoxicity Study in the Wistar Rat

(GLP) : Harlan Laboratories Ltd. (A1 A) | 2015, RAFK

Pydiflumetofen — An Abbreviated Acute Oral (Gavage) Neurotoxicity Study in

the Female Wistar Rat (GLP) : Harlan Laboratories Ltd. (A A) | 2015 4F,

RINF

Pydiflumetofen — Acute Eye Irritation Study in Rabbits (GLP) : CiToxLAB

Hungary Ltd. (/N> U —) | 2012 4F, RAFK

Pydiflumetofen — Primary Skin Irritation Study in Rabbits (GLP) : CiToxLAB

Hungary Ltd. ("> H U —) | 2012 4F, RAFK

Pydiflumetofen — Local Lymph Node Assay in the Mouse (GLP) : CiToxLAB

Hungary Ltd. (/x> U —) | 2013 4F, RAFHK

Pydiflumetofen — A 13 Week Toxicity Study of Pydiflumetofen by Oral

(Dietary) Administration in Rats (GLP) : Charles River (J%[F) . 2015 4E, R

INFR

Pydiflumetofen — A 13 Week Toxicity Study of Pydiflumetofen by Oral

(Dietary) Administration in Mice (GLP) : Charles River (Z%Z[E]) . 2015 4, K

INFE

Pydiflumetofen — 90 Day Oral (Capsule) Study in the Dog (GLP) : Sequani Ltd.
(E[E) . 2015 4E, RAFE

Pydiflumetofen — 28-Day Dermal Toxicity Study in the Wistar Rat (GLP) :

Harlan Laboratories Ltd. (A1 &) . 2013 £, RAFK

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

3% G — 28-Day Oral (Dietary) Toxicity Study in Wistar Rat (GLP): Harlan
Laboratories Ltd. (XA Z) | 2010 4, RAFE

R # ¥ G — Repeated dose 90-day oral toxicity study in Wistar rats;
Administration in the diet (GLP) : Experimental Toxicology and Ecology BASF
SE (FA>) | 2009 4, KAF

Pydiflumetofen — 52 Week Oral (Capsule) Toxicity Study in the Dog (GLP) :
Sequani Ltd. (&[E) . 20154, KRAEK

Pydiflumetofen — 104 Week Rat Dietary Carcinogenicity Study with a
Combined 52 Week Toxicity Study (GLP) : Charles River Laboratories
Preclinical Services (F=[E) . 2015 4, RAFE

Pydiflumetofen — 80 Week Mouse Dietary Carcinogenicity Study (GLP) :
Charles River Laboratories Preclinical Services (J<[H) . 2015 4, KAFE
Pydiflumetofen — Oral (Dietary) Two-Generation Reproduction Toxicity Study
in the Rat (GLP) : Sequani Ltd. (GE[E) . 20154, RKAFE

Pydiflumetofen — Oral (Gavage) Prenatal Developmental Toxicity Study in the
Rat (GLP) : Sequani Ltd. (ZZ[E) . 2015 4, RAFE

Pydiflumetofen — Oral (Gavage) Prenatal Developmental Toxicity Study in the
Rabbit (GLP) : Sequani Ltd. (Z&[F) . 20154, RAFE

X#% G — Prenatal Developmental Toxicity Study in New Zealand White
Rabbits Oral Administration (Gavage) (GLP) : Experimental Toxicology and
Ecology, BASF SE (RA1 ) | 2009 &, RKAFK

Pydiflumetofen — Salmonella Typhimurium and FEscherichia Coli Reverse
Mutation Assay (GLP) : Harlan Cytotest Cell Research GmbH ( K /) | 2014
B, RRFE

Pydiflumetofen — Salmonella Typhimurium and FEscherichia Coli Reverse
Mutation Assay (GLP) : Harlan Cytotest Cell Research GmbH ( K7 /) | 2012
. RRE

Pydiflumetofen — Chromosome Aberration Test in Human Lymphocytes In
Vitro (GLP) : Envigo CRS GmbH (K1) | 2013 £, RAE
Pydiflumetofen — Cell Mutation Assay at the Thymidine Kinase Locus (TK*")
in Mouse Lymphoma L5178Y Cells (GLP) : Harlan Cytotest Cell Research
GmbH (KA ) | 2013 4, RAFK

Pydiflumetofen — Micronucleus Assay in Bone Marrow Cells of the Mouse
(GLP) : Harlan Cytotest Cell Research GmbH (K1) | 2014 £, RAFE
Pydiflumetofen — Micronucleus Assay in Bone Marrow Cells of the Mouse
(GLP) : Harlan Cytotest Cell Research GmbH (K1) | 2012 £, RAE
) F — Salmonella Typhimurium and Escherichia Coli Reverse Mutation
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Assay (GLP) : Harlan Cytotest Cell Research GmbH (K1) | 2014 4, K
INFR
%) F — In vitro Chromosome Aberration Test in Human Lymphocytes
(GLP) : Harlan Cytotest Cell Research GmbH (K1) | 2013 &, KRAFE
RE F — Cell Mutation Assay at the Thymidine Kinase Locus (TK*") in
Mouse Lymphoma L5178Y Cells (GLP) : Harlan Cytotest Cell Research GmbH
(KAY) | 20134, RAFE
3% F — Micronucleus Assay in Bone Marrow Cells of the Rat (GLP) : Harlan
Cytotest Cell Research GmbH (K1) | 2014 4, RAFE
R G — Salmonella Typhimurium and Escherichia Coli Reverse Mutation
Assay (GLP) : RCC Cytotest Cell Research GmbH (K1) . 2007 £, KA
*
%) G — Chromosome Aberration Test in Human Lymphocytes in Vitro
(GLP) : Harlan Cytotest Cell Research GmbH (K1) | 2009 &, KAF
R G — Cell Mutation Assay at the Thymidine Kinase Locus (TK*") in
Mouse Lymphoma L5178Y Cells (GLP) : Harlan Cytotest Cell Research GmbH
(FA>) | 2009 4, RAFE
Pydiflumetofen — A 28-Day Dietary Liver Mode of Action Study in Male CD-1
Mices : CXR Biosciences Ltd. (¥[E) | 2015 4F, RAF
Pydiflumetofen — In Vitro Hepatocyte Proliferation Index and Enzyme
Activity Measurements in Male CD-1 Mouse Hepatocyte Cultures : CXR
Biosciences Litd. (Z[E]) | 2015 4F, RAFE
Pydiflumetofen — In Vitro Hepatocyte Proliferation Index And Enzyme
Activity Measurements in Male Human Hepatocyte Cultures : CXR
Biosciences Ltd. (&[E) | 2015 4, RAR
Pydiflumetofen — CAR3 Transactivation Assay with Mouse, Rat and Human
CAR : Department of Veterinary & Biomedical Sciences, Penn State
University CKE) . 2014 4, RAFE
EX-vivo Enzyme Analysis of Liver Samples Taken at Termination of a 28 Day
Dietary Study of Pydiflumetofen in the Mouse : CXR Biosciences Ltd. (Z<[F) |
2012 &, RAFK
Pydiflumetofen — Effect on Hepatic UDPglucuronosyltransferase Activity
Towards Thyroxine as Substrate After Dietary Administration for 90 Days to
Male Rats : Leatherhead Food Research (J:[E) . 2014 4, KAFK
Pydiflumetofen — Effect on Rat Thyroid Peroxidase Activity In Vitro :
Leatherhead Food Research (F&[E]) . 2014 4, KAF
JMPR:"Pydiflumetofen", Pesticide residues in food-2018 evaluations. Report
of the Joint Meeting of the FAO Panel of Experts on Pesticide Residues in
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95

Food and the Environment and the WHO Core Assessment Group on Pesticide
Residues. p291-318 (2018)

US EPA: Pydiflumetofen. Human Health Risk Assessment for Foliar Uses on
Cereals (Wheat, Triticale, Barley, Rye, and Oat), Quinoa, Corn (Field, Pop,
and Sweet), Cucurbits Crop Group 9 (Including Greenhouse Use on
Cucumber), Fruiting Vegetables Crop Group 8-10, Small Fruit Vine Climbing
Subgroup 13-07F (Except Fuzzy Kiwifruit), Peas and Bean Dried Shelled
Subgroup 6C, Leafy Greens Subgroup 4-16A, Leaf Petiole Vegetables
Subgroup 22B, Peanuts, Rapeseed Subgroup 20A, Soybean, Tuberous and
Corm Vegetable Subgroup 1C, Golf Course Turf, and Ornamentals (Including
Greenhouse Use). (2018)

APVMA: Public Release Summary on the evaluation of pydiflumetofen in the
product Miravis Fungicide. (2018)
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Pydiflumetofen SC K& {EMiEiEk (GLP) : —Mt-HEAN B AW PhE
Whax. 2016 4, Rk

Pydiflumetofen SC Y A Z {EMEERE (GLP) : —fixttHNEN B AHEME
WA, 2020 4, RAFE

Pydiflumetofen SC Y A Z {EWiE B (GLP)  —fixftHEN B ARSI
T, 2021 4, RAK

Pydiflumetofen / Difenoconazole SC i&/NZ22A  {EWREHEY (GLP) : —
FRALE N A AT B = 2021 45 Rk
Pydiflumetofen / Difenoconazole SC  2ME 3, 3756, BT (EMrcedalliz . —
it AN B AR E = 2020 4, RAEK

Magnitude of the Residues of Pydiflumetofen and Difenoconazole in Root
Vegetables and Sugar Beet Processed Commodities Following Applications of
A20259E (GLP) : Landis International, Inc. CKE) . 2018 /. RAFE
Pydiflumetofen SC - Magnitude of the Residues in or on Sugarbeet Canada
2016 (GLP) : Syngenta Crop Protection, LLC CK[E) . 2018 /£, RAFE
Pydiflumetofen SC - Magnitude of the Residue in or on Mustard Greens USA
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2016 (GLP) : SynTech Research Laboratory Services, LLC CK[E) . 2018 4=,
RINF

96 Pydiflumetofen SC - Magnitude of the Residues in Brassica Head and Stem
Raw Agricultural Commodities USA 2016 (GLP) : American Agricultural
Services, Inc. CK[E) . 2018 4F, KRAFK

97 Pydiflumetofen SC (A19649B) - Magnitude of the Residues in Onion (Green &
Bulb) Raw Agricultural Commodities Following Foliar Application USA 2016
(GLP) : American Agricultural Services, Inc. CK[E) . 2018 &, KRAFK

98 Pydiflumetofen SC — Magnitude of the Residue on Cucumber (Field &
Greenhouse) (GLP) : IR-4 Project Headquarters Rutgers, The State University
of NJ CKIE) | 2015 4F, KAk

99 Pydiflumetofen SC : MAGNITUDE OF THE RESIDUE ON SUMMER
SQUASH (GLP) : IR-4 Project Headquarters Rutgers, The State University of
NJ CKE) . 2015 4, RAOFK

100 Pydiflumetofen SC — Magnitude of the Residue on Cantaloupe (GLP) : IR-4
Project Headquarters Rutgers, The State University of NJ CK[E) . 2015 4,
RINF

101 Pydiflumetofen SC - Magnitude of the Residues in or on Cucurbit Vegetables
(Crop Group 9) USA 2019 (GLP) : Global Agricultural Development
Corporation CK[E) . 2020 4, KA

102 Pydiflumetofen SC - Magnitude of the Residues in or on Representative Raw
Agricultural Commodities of the Edible-Podded Legume Vegetables Crop
Subgroup (6A) and the Succulent Shelled Pea and Bean Crop Subgroup (6B)
USA 2016 (GLP) : The Carringers, Inc. CK[E) . 2018 /£, KRAFE

103 Magnitude of the Residues of Pydiflumetofen in Citrus and Orange Processed
Commodities Following Applications of A19649B (GLP) : Landis International,
Inc. CK[E) . 2018 4, RAFE

104 Pydiflumetofen SC — Magnitude of the Residues in or on Apple and Pear as
Representative Commodities of Pome Fruits, Group 11 USA 2014 (GLP) :
Syngenta Crop Protection, LLC CK[E) . 2017 4E, RAFE

105 Pydiflumetofen - Magnitude of the Residue on Peach (GLP): Pest Management
Centre. Agriculture and Agri-Food Canada (#7F+%) . 2018 4, RAF

106 Pydiflumetofen SC - Magnitude of the Residues in or on Representative Raw
Agricultural and Processed Commodities of the Peach Crop Subgroup
(12-12B) and the Plum Crop Subgroup (12-12C) USA 2016 (GLP) : The
Carringers, Inc. CK[E) | 2018 4F, KA

107 Pydiflumetofen - Magnitude of the Residue on Plum (GLP) : Pest Management
Centre, Agriculture and Agri-Food Canada (#7 %) | 2018 4, K%
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108 Pydiflumetofen - Magnitude of the Residue on Cherry (GLP) : Pest
Management Centre, Agriculture and Agri-Food Canada (%7 %) . 2018 4,
RINF

109 Pydiflumetofen - Magnitude of the Residue on Strawberry (GLP) : IR-4 Project
Headquarters, Rutgers, The State University of NJ CK[E) . 2016 45, RAFE

110 PYDIFLUMETOFEN : MAGNITUDE OF THE RESIDUE ON CANEBERRY
(GLP) : IR-4 Project Headquarters, Rutgers, The State University of NJ CK[E) .
2021 &, RAFK

111 Pydiflumetofen - Magnitude of the Residue on Blueberry(GLP) : IR-4 Project
Headquarters, Rutgers, The State University of NJ CK[E) . 2017 4., RAF

112 Pydiflumetofen SC & Fludioxonil SC (A20560C) — Magnitude of the Residues
in or on Blueberry Canada 2015 and 2016 (GLP) : Syngenta Crop Protection,
LLC CKE) . 20184, RAE

113 Pydiflumetofen SC - Magnitude of the Residues in or on the Representative
Raw Agricultural and Processed Commodities of the Sunflower Crop
Subgroup (20B) USA 2016 (GLP) : The Carringers, Inc. CK[E) . 2018 4, K
INFR

114 Pydiflumetofen SC - Magnitude of the Residues in or on Sunflower Canada
2016 (GLP) : Syngenta Crop Protection, LLC CK[E) . 2018 £, RAF

115 Pydiflumetofen SC - Magnitude of the Residue in or on Cotton USA 2016
(GLP) : SynTech Research Laboratory Services, LLC CK[E) . 2018 £, KA
*x

116 Pydiflumetofen SC — Magnitude of the Residues in or on Almonds and Pecans
as Representative Crops of Tree Nuts, Group 14 USA 2014 (GLP) : Syngenta
Crop Protection, LLC CK[E) | 2018 -, KRAFE

117 Pydiflumetofen — In Vitro Comparative Metabolism of [Phenyl-U-14C]
Pydiflumetofen and [Pyrazole-5-14C]Pydiflumetofen in Human and Rat Liver
Microsomes (GLP). Innovative Environmental Services Ltd (A1 &) | 2017
B, RRFE

118 Pydiflumetofen - 28 Day Dietary Toxicity Study in Rats (GLP)., Charles River

(BE[E) . 2017 4E, RAFE

119 1434 H - 28 Day Oral (Gavage) Toxicity Study in the Rat (GLP). Sequani
Limited (GEE) . 2021 4, RAFK

120 X% H - Salmonella Typhimurium and Escherichia Coli Reverse Mutation
Assay (GLP). ICCR-RoBdorf GmbH (K1) . 2020 4E, RAFE

121 EFSA : Peer review of the pesticide risk assessment of the active substance
pydiflumetofen. 2019;17(10):5821(2019)

122 HC: Pydiflumetofen, A19649 Fungicide, A19649TO Fungicide, A20259
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Fungicide, A20560 Fungicide, and A21461 Fungicide: Proposed Registration
Decision(2018)

113



	01 委員会への報告（ピジフルメトフェン(第2版)）.pdf
	02 農薬評価書（ピジフルメトフェン第2版）.pdf
	空白ページ



