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2 K

B =V VR F Y I RRZRFEATHD X382 (CAS No. 87497-67-6)
IZOWT, BFERBRAGES 2 ) TR R R 23l A 5206 L 7=,

PR - R BRI L. B RER (T v b YRR O=U ) | WA
Em (FhE, 20T | EWERYE. fakEE (v b v AKROA X) |
fEMEMRRENE (T ) | 1BEEE (fX) | BEEEEDAMRE (T )
HNAME (w0 R) | 2B (T v b)) | BAERME (T NERTYX) | E#B
BHEEORBKGE TH D,

KR RBRE RN D, B U REICI DT, BICRE BmmE) | &
EH D K O (RN, /NEEROPERFMAEIE RS ISR DTz, HikaEE,
AT TEME, BAEREIC XT3 2 2, BEFEME L ORERMSITRD bk o7z,

7w MR 2 IR MEEMERE D AMEDFERERIC I\ T = B O 5 AR B
~ 7 A& AT 80 BMIFE N ANMERRER IZ I\ CTHFIEE O3 A SR NN L 7= 28, s
DIAFILECEMEIC L D20 L ITE 2, FHmICS - BEZRET D Z &I
ARETCTH D EB L LN,

KRG RO, BEMTORBETMSWE XX BUbamoH) &
RIE LT,

KRBT ONT-EEEREO O bi/MEIX, 7 v bERAWE 2 EREMEEMEEN
AMEDFERBERD 11 mg/kg KE/H TH-o7=2Z D, THERBILE LT, ZefiK
100 ThrL 7= 0.11 mg/kg (KHE/H % — HEIFAEE (ADD) L&RE LT,

Fo, BV UCOERBROKGHEIZL AT DO H 5 I KT 5 5
BB bi/MEIZ, 7 v bERAWEAarmRENERER O 30 mgkg KETH - 7=
ZEMNS, THNERILE LT, %A% 100 T L7- 0.3 mg/kg (KEAZ 2SR E
(ARfD) EELT-,



I. N RBEOME
1. R%&

B 7l

2. EHESDO—E4
I A i o AV
#4, : sedaxane (ISO %)

3. %4
IUPAC
M4 b7 AR 2-[IRS2SR)-1,1-¥ v 7 v 7 us%-2-A V]-3-(Y 7 V41
AFN)1-AFNLE TS —)-4- LR F T =) R
AR 2-[ARS2R9-1,1-t > 7 uFrsR-2-4 )L]-3-(Y 7 )L A1
AFN)1-AFNLE TS —)-4-H LR F T =) R

B4 o b7 AR 2-[(1RS,2.SR)-1,1'-bicycloprop-2-yl]-3-(difluoromethyl)-
1-methylpyrazole-4-carboxanilide

AR 2'-[(1RS,2RS)-1,1"-bicycloprop-2-yll-3-(difluoromethyl)-
1-methylpyrazole-4-carboxanilide

CAS (No. 87497-67-6)
M4 1HEv T —-4- VAR FTT7 IR, NM2-[1,1-vv 7 a7 n]-2-4
N7 2= )-83-( 7 Fr XAF)-1- A F )L

¥4, . 1 Hpyrazole-4-carboxamide, N-[2-[1,1"-bicyclopropyl]-2-ylphenyl]-
3-(difluoromethyl)-1-methyl

4. 7FX
C1sH19F2N30

5. 9F&
331.4



| AN | o 2R
kT AR AR 81~85: 10~15

. BFAROER

XY AR, VUV U HRRIC KO SN T Y — L VAR I R R
HAICH D, a7 BRBKERREILERCTHY . TCA YA 7 V%% L CRED
RERTEBEZON TS, BXX AT A- T ARBMERER L, W RER
EBRMANR T, EFREENTZWNT NERFEIC, KETIYERaY TV
Lx., hEHIZ, 201E0 0 T4 KON TEERRE SN TN D,

A A VR=F LT UARE (TR L L) OEFERRINA TN D,



I RLEICTHRLIABROME
BFEMAR [I.1~4] (X, BEFXV DT —VEBED 5 iDRFEA 14C T
R L72b o (LLF T [pyr4Cle X0 Lvnd, ) KO7 == VERDREE
uC TR L7=b D (LLF T [phe-#Cle &%) tWvo, ) ZHWTE
ME STz, HONRRIRE R ORI BEIE . FRICHT 0 N e WIGA IR RE (B B
HHEE) b A X TR L2l (mglkg Xidpglg) %o Uiz, a5 feng
PR ORI RS PR BIE 1 LN 2 IR ENTW 5,

1. BEREaERER

(1) vk
@ iR
a. IMpPREHD

Wistar 7 > b (—FEERES 11 P8) (12, [pyr-4Cle ¥ ¥4 % 1 mg/kg (KT
CLF 1] icksnT HEHE] EvwoH, ) T 80 mgkg fAHE (LT [1.] 1T
BWT IEHAE] vwW), ) THEREOKE LT, &5% 72 W o g H
Bhrmat &z,

MAE N OV i PSR BN RE ) N T A —Z (3R 1 IR STV D,

14 M VML HFIZ T D Tmaxe Cmax &N Tue (CHERER] CHAZE 22 BTG 5

nixnoic, (ZM2)
&1 MBRUVEMAPEYSHEZH/ NS A —S
w55k HAE]RE O
&5 & 1 mg/kg K& 80 mg/kg K
PRI Ik il Jiia i
Thmax (hr) 1 1.5 5 6
1fl. | Cmax (ug/g) 0.106 0.110 10.6 12.4
B | Tz pysepy (1) 22.7 24.9 28.8 23.3
AUCo72 (hr - ug/g) 1.66 1.63 234 192
Thmax (hr) 1 1.5 5 4
4 | Crmax (ug/g) 0.071 0.075 9.04 9.60
1M | Tz s (hr) 39.9 33.9 31.6 20.7
AUCo-72 (hr * uglg) 1.46 1.30 197 158
b. BRI

PEEER (1. (1D @c KON d] TEOLN-EE% 48 Bl £ COMM, R, b —
A RN — VIR O TEO AR B WINEIE, IKAERE TR L
b 87.4%., MmAERETAHRL &L 8T.1%EEHENT-, (B4, 5)

1 AR - R B BRWEREDZ L Exh—h AL vy (UTFRIT, ) ,



Q@ #»
a. HEEZEED
BEMERER (1. (1) @b] TE L L= ¥ 5 168 it D ligies & O 2506t & L .
EAZTBET S Tz,
F= Bl S OSEAR 36 1T DR R B BEIR FE 1T 2 IR STV 5,
figigs K O TP OFR B O RETR EE 1T, W OB S REOMERE S HAFIR TR b &
Moo, 1ENT, mAEREORETIZ, R, BB, W& O T B iR
FERRO BTN, OO, Rk &L QUK 2 5 I3 S i o 72,
(% 3)

x 2 FERSRUVERICETOEREBERNEREE (ug/g)

e b 2
(mgfke (K7E) PRI #5168 1%
1 e | JIFRE(0.020), B hi(0.006), 41M.(0.003)
M| FFE#(0.008). B (0.003)
80 e | IFRR(1.34), FURER(0.84), Bigi(0.48), JHE(0.15) | ifi(0.14)
i | APbR(1.01), B%0.32). 41 (0.15)
b. HEMEEED

Wistar 7 v b (—#ElERER 4 JT) 12, [pyr-14Cle & %4> 2K & X idE A
BCTHERRAOKEE LT, NSRRI S,

T AR M ORI C 36 1T DR U REIR 1T 3 IT RSN TV 5,

g S ORHAR HR D 23 AR\ MERERA] CREZE 72 2213580 LAV T lidas M OSSR H D 7%
HHSTHEIX 0.1~8.2 H O U Tl L7z,

FF M Ky OV I, C i WO EE D33R0 B AL TZIE A AR B CIIENg. &% M OB NG
(2. EAERETIE. IENA. BE. B R OSHDIRARIZ @ VIRESERD bz,
(&M 6)

& 3 FERBRUVHEBICETOERBRAEEE (ng/g)

&G

(mg/kg (k) |0 Tomas 3% P25 96 HH %

L& (5.37), FHE(1.10), EIFF | fFh#0.025), WL (0.013) |
(0.245) . Bl (0.208) . B g | B (0.006) . 1 #E (0.004) . Nifi
K | (0.162) . B i M6 (0.124) . Jifi | (0.002) . f# fig (0.001) . #F B
(0.086) . 1 #%(0.079), H MK AR | (0.001), /L:M(0.001)

(0.077), Mi#0.073)
HbE(5.92), FflE(1.03) |

19 i

(0.323) . W fig (0.317) . Al B

i | (0.312) . BHEN(0.295), Bl

(0.227) . H K PR (0.155) . fifi
(0.129), FrE.(0.120)

ML (0.017), AFig(0.014), &
ige(0.004), 41f1.(0.002)

80 i | HAEE(605), ATHE(71.7) . EhE | AFNE2.85) | fH{bE(1.60) . H

10



Wi (62.7) . FEg(47.1) | B g
(35.2). EI(32.4). Mifli(28.5) |
FOR AR (19.4) | D (18.9), Nifi
(18.5)

KPR(1.05) | Bh&(0.59) . 4ifn
(0.38) . ffi(0.19). DME(0.14),
#1(0.06)

e

HLE(296) . BHEN(108) . H
WAR(79.0) | FENK(65.7) | FIEF
(65.5). fiThE(64.6) . JNEL(46.0).
Eg(31.4), 7-=(24.9), Mi(23.2)

FFl(1.42), L& Q.27 | Blig
(0.45), 4=1f.(0.29) . fii(0.14).
fEL(0.13)

AR ER TR O T EN TS 1 RH% & T 1.5 FE[H]

c. REHRSE

% e 1B IR TR S b BEfRIR.

Wistar 7~ b (It 33 JC) (2. [pyr-4Cle & ¥4 2 IKHET 14 HFKER
N5 LT, NSRRI v/,
F= g e ORI 3810 D IR BT BRIR 1R 4 IR STV 5,
FRAR IS BV TR BE G- 24 BEfItE & CITERIRREBIZBIZE L=, #&

%< Dligids -
GA& T 42 B £ TISHTBR, B b Ot 2 Bk < Mt «
(ZH7)

ARG & 720

HIEMEITREO b o T,

MR TR IR EE 2N EEIR

x 4 FERSRUVBERICETOEREBERNEREE (ug/g)

&5‘% A PRY, /X
(mg/kg KE/H) P 51 5 3 0 57 H#% ¥h 14 A%
e (1.61), AT B (2.19), ATl H I (2.64), Tl
(0.287) . ®&1%(0.066) .|(0.460) . B E&0.119) | |(0.507) . FhK(0.194) .
M4E0.037), 4. 4:1f1.(0.062) . IfifE FRRIR(0.189). RIIFE
1 i (0.037) . Hti(0.023), ((0.060) . iti(0.037), {(0.099), 4:if(0.070) |
F08(0.018) . (LM |EENE(0.032) . DM |fE(0.066). fifi
(0.013), féfi(0.013), [(0.020), MK (0.019), [(0.044) . F(0.032),
5 9(0.008) . KEHL EHERG(0.013) | HEE | MEiE(0.027)
(0.008) (0.013)
S

[pyr-14Cl+& & % H > XiZ[phe-14Cl& & % 4 > & F 72 IGEER [1. (1) Da~c]

FOovpAialig (1. (1)@a kO e]l THE LM,

VIRl « & EalBR 7N FE ki S vz,

IR

KRB D® Z Y 1T,

REOFEZARE LT, G

PR B O PR T 5 REMIEE 5 IS TV 5,
R OIS ERD BT R B I3

HEnzhnotz, FRREWE L TELOEAHFIZB KR E FRICZ D7
V7 v BRI AR HILTE. 20 FLL BB RO b,
TR LD RENCBHE BT R, T2 =R E BT Y — LR OFE A EL
DORZITIZE A ERD BN T2,
B XL, FEIT N T b, Kb, BiATKEEL, 77 a i

SOTHRER I AT K v R & T,

(ZH 8)

11




x5 IMEE. R, ERVEARICETHKHY

Behig | .
mands | (mgheg [ s | D7 fRan »
)
| 0.022 | J(0.051) ., D(0.015)
HE) e o 0.018 | J(0.054), T(0.012)
g [HE - 4.73 | J(4.01) | G(0.933). D(0.536), C(0.496), E(0.417)
i3 8.12 | J(4.73). E(0.237). T(0.204). D(0.102)
9 4 B(2.58). M(2.11). E(1.46). Q(0.70). P(0.56).
& % 1 R0.42) . €(0.35). N/O(0.30) . N(0.22)
i3 B(26.9). E(10.1). N(5.17). C(5.08). G(5.05).
# 9 1.71 | F(2.29) . L(2.17)., D(1.32). B/C/D (1.26) .
) U1.21) . Q0.88)
9 4 | B33, M2.71), E234), C(1.55), U(0.96),
K % (0.36). F(0.28)
i3 B(29.2) . E(11.7). C(9.32). B/C/D (2.99) .
#9 1.56 | U(2.10) . F(1.98). L(1.63). N(1.56), D(1.47),
Q(0.80)
79 d Q(2.02). E(1.70). B(1.68) . R(1.32) . M(1.22).
K P p(0.73). N/O(0.40), H(0.25) . C(0.24). N(0.20)
I B(15.4)., C(3.04). D(2.08). E(16.8). G(9.77).
#9 4.25 | F(4.27). K(0.83). B/C/D (2.95). 1.(0.99). N(5.03).
Q(2.36), U(2.02)
oyricy| 80 M(4.78), U(3.08) . B(2.58), E(2.02), T(0.48),
‘g} o F 9 nd | C0.27). F(0.26). H(0.25). N(0.23). Q(0.19).
B i N/0(0.17)
B(22.4). E(16.7). C(6.99). F(3.37). N(2.78).
# 9 1.68 | B/C/D (2.43), L(1.84). Q(1.54) . G(1.22).
D(0.96). K(0.75), U(0.73)
PR d B(3.56). M(2.96). U(1.58) . E(1.52). T(1.00) .
(0-24n) | " | N/O0.95) . C(0.40)
7 d M(5.76). U(4.29) . B(1.03). N/O(0.95). T(0.64).
L | (312-336h) % E(0.59). R(0.48). C(0.25)
3 3.86 B(21.7), E(7.32), G(5.33) . C(5.26)
(0-24h) '
3 d B(35.1). E(11.5). C(7.46). G(2.92). F(2.03)
(312-336h)| "
=0 d B(1.04). E(0.86). M(0.87). U(0.47). Q(0.42),
o 24 N/0(0.39). P(0.36)
9 6.41 | nd
i3 . U(31.8). T(31.7). B(3.46). E(2.30). F(1.06).
1 ML 1034 ) 00.96). X(0.85). S(0.51). Z (0.32). 1(0.16)
By o 079 | B25.4), E@25), F(.63). C(5.31), G(4.99),
- : S(3.07), W(2.77). D(1.32). N(0.60). E/F/G(0.57)
| e B(2.36). M(1.66). E(0.62). C(0.50). U(0.47),
pK nd

P(0.23), 0(0.22)

12




4 4.49 | nd

N T(33.6). U(30.2). E(3.06). B(G.05). X(1.25).

Byt 0-73 1 5(1.20), €(1.17). F(0.57), 1(0.84)

B(28.8). E(25.3). C(6.59). F(5.99). S(3.03).

Mt © nd | 6(2.33). D(1.52)

B0 0.05 | Q0-76), M(0.73), F(0.70), P(0.49), U(0.32) .
Vv(0.28). E(0.23). B(0.22). N/0O(0.16). T(0.09)

30 6.99 | nd

U(38.9). T(16.9). E(5.30). B(2.34). F(2.19).
| R D 1.40 | S(1.18). X(1.11). C(1.01). I1(0.96). Z (0.61).
D(0.59)

E(30.9). B(14.7). G(9.85). F(7.53). S(2.59).
fE7 © 0.59 | C(2.15), D(1.60). E/F/G(0.96). N(0.74). K(0.52).

80 W(0.15)
B(1.89). E(1.84), M(1.29). S(0.90). U(0.71) .
I nd | 0(0.57), Q(0.37), C(0.34), P(0.34), N/O(0.33),
T(0.20). H(0.18), V(0.16)
e #Y 2.69 |J(0.41)
ks | 0gg | UWS4. T238), E@B.15), F@2.18). B(1.67),
B ' S(1.10), €(0.85), 1(0.52), Y(0.32)
) nd | EG4.9. BR0.1), F(@8.20), C(5.09). G(5.09)
B S(3.25), D(1.37)
70 T(1.12). B(0.86), N/O(0.75), E(0.46), P(0.43),
K 4 nd

U(0.32), Q(0.29)

i # Y 4.31 | E(0.38). M(0.38). G(0.33)

T(40.2). U(36.9) . B(1.47). E(1.22). F(1.19).

) it 1.17 C(1.04), S(1.02)
0 hq | M@5D), B(1.62), U.85), E(0.64), C(0.54),
Q(0.33). T(0.26). N/O(0.15) . P(0.13)
il #9 7.38 | C(0.57). E(0.27)., G(0.18)
[phe-14C] By nd g§40.9)\ U@2.5) . W(2.33), B(1.27), E(0.79),
. 0.65), F(0.50)
e Y nd | N0(0.67), U0.63) . T(0.58), P(0.56), Q(0.50),
R(0.47). M(0.44). B(0.31). E(0.29). V(0.16)
1k Y 3.69 | E(0.27) . M(0.23)
. U(48.8) . T(32.8), S(2.11), G(1.88). E(1.55),
%0 it 0.87 C(1.85), B(0.75)
5 0 4 | B(1.30), M(0.96), E(0.68), 8(0.38) . N/O(0.27),
Vi n
U(0.40) . C(0.21), P(0.21)
i3 #Y 9.60 | E(0.31), C(0.20), J(0.19)
. U(40.7), T(39.4). F(2.42), S(0.86), E(0.69).
it nd ) B0.57). C(0.47)
nd : BRI T
1) POV XX KR ORBITRIEEDOAFHE (M : pg/g. MIELSL : %TAR)

2) :
3) :
4) :
5) :
6) :

AUBHREUEER ¢ 1 mg/kg IKE ; 1~1.5 Bif#1#%. 80 mg/kg (A ; 5~6 HE#
BRI © 0~96hr

FBHR B - R OV ; 0~48hr, AEIF ; 0.5~48hr

ISy i, BUBHREUREH : 0.5~48hr

ARG ft% ., BUBHREUREH : 0.5~48hr
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@ Heith
a. REDHMDO
A REHRERER (1. (1) @al TEOLNHRE 72 R O R Kk O3 2 530k &
L C. HEMEEBR I S vz,
B 5% 72 RE O R K OFER PRI R 3R 6 IR STV 5,
B 5 R RE D PRI R0 T, & 5% 48 BEHIT 84%TAR LA BN JR K OMFEH I

PRt S, BICEPICHR Sz, (B 2)

x 6 BRERT2ERORRUVEDHME (KTAR)

Be 50515 HA[AlRE O
&5 & 1 mg/kg K& 80 mg/kg K

PRI 1k il 5 J3 i3

SR 11.8 16.8 13.1 17.2
# 79.3 71.9 83.4 73.4

HLE R OWNEY 1.2 0.7 1.4 0.6
T —7 A 0.5 0.3 0.8 0.3

7 — VPR 1.7 1.8 2.3 5.1
it 94.4 91.5 101 96.6

b. REDHEED
Wistar 7~ b (—BEMERES 4 PC) 12, [pyr-14Cl # 4 2 {CH & X EH

BCHRRORSG LT, PRGBS IE Sz,

Fe54% 168 I D JR K OFEHHEIEER IR 7T IR STV 5,

B G BE O P THo T, B E15 72 BRI RER A AP S, EIc#Ep
R S A7, HEMHICBRE e ITER D b7, (B 3)

&1 BRE5R 168 KEORRUERME (WTAR)

Be 5515 HER O
& ha 1 mg/kg A 80 mg/kg IKE

PRI Ji3 i3 Ji3 i3
bR 11.8 19.6 11.9 17.6
£ 88.4 79.4 83.1 74.9
AL M OB <0.1 <0.1 <0.1 <0.1
figias KRR S OV — 1 A 0.2 0.1 0.3 0.1
A — D PREIR 1.7 5.8 2.0 3.7
At 102 105 97.2 96.3

c. REiteEER®
JRE N —a— L &AL Wistar 7 v b (—HEfEHES 4 JC) (2, [pyr-14C]

A Y B ETE A E THERE DS LT, B dktakER s S S

14



7’»
—o

Feb1% 48 BRI JR L OFEPPEERITER 8 ITRSN TV D,

AANTEH PR S T,

(%04 4)

x 8 WE5RABEROEST. REUVEDH#ME (hTAR)

Be 50515 HA[A]#% 1

&5 & 1 mg/kg K 80 mg/kg K
PRI J3 i3 J3 i3
bR 6.7 6.9 5.9 10.2
£ 6.6 4.7 7.1 3.3
iERAE 79.0 79.4 81.8 81.2

o — D PREIR 1.4 1.5 1.3 0.9
I —I A 0.3 0.1 0.5 0.2
it 94.1 92.6 96.6 95.9

d. REHHEHO

JRE N = a— L&A L7 Wistar 7 v b (—FEMEHES 4 TC) (2. [phe-14C]
XY R EHE N IEE AR CTHRBIR OREG LT, AP EEEER 2 305 S

7’»
—o

B 544 48 W D E, JR L OMFEFR PR IIER 9 I RSN T\ 5,

ARFENTFEIIEH I HEE X 7z,

(ZH 5)

& 9 KE®RABEEOBET, REVEDRHRE (hTAR)

Be 5515 HER O

& h& 1 mg/kg A 80 mg/kg K
PRI JAi3 i3 JAi3 i3
SR 6.5 8.1 6.7 5.3
# 5.7 8.6 4.4 10.6
AR 81.1 78.6 85.3 81.0

o — DYEEIR 1.2 0.7 1.6 0.7
H—H A 0.3 0.2 0.3 0.1
At 94.9 96.1 98.4 97.7

(2) ¥¥

WHY X (WFEARH, —FE% 158) 12, [pyr-14Cle & %4 Xit[phe-14Cl & #
XV EETNFNEYE) 40.1 T 38.8 me/l/HOMET1IH 1[H, 7HEA I &
IR OIS L, e 5 12 BRI 12 & &% L C. B RPN & ay il B s 520t < A7z,

FRUBHZ B 1T 2 IR B U e 0 A ORI 133 10 IR STV %,

B G HURREIX B R SUTFEPIC PR S, PEIERIZIRFIZ 18.4~26.1%TAR.
HFHHIZ 49.4~62.1%TAR TH o7z, FLitHH OFEE S EER 1T ¥ 556K 2 H
RIZEFIRREIZZE LT,




V= VB OREGHAL O BZITFE D b o T,

Bhig o> T AR E R X BIC, D X OVE ©, £ EH 10.6~12.8, 3.7
~12.6 1 13.56~22.3%TRR i & 417, JTHR D FEE 22 %R 550 1 3G E .

13.4~19.3%TRR B &AL MG D BRI 13 & % o R ORE I T
FNFN 28.4~43.7 LT 16.1~17.6%TRR 72 5117, Tt Tix 10%TRR %
R DRI ITERD BV o Tz,
FRUBHPIC W T, BRRIRIC X DR REW TR, 7= LR EE T
(ZH9)

& 10 BHAMIZBFHREMFRESTRUKEY (nug/g)
paik stk | B | SO I miev | Do | B0 | m | oo | g | T
yrg | 0268 | 0.009 | 0.014 [ " 0.063 | 0.010 | 0.001 | 0.005 | 0.199
(57.4) | (2.0) (2.9) (13.4) | (2.2) (0.3) (1.0) | (42.7)
[oyr~ | ey | 0.070 0.008 | 0.003 | 0.011 | 0.002 | 0.001 0.009
ue) | T | gen | ™M ol | G | 1sm) | G | @2 | ™ | L
%[ _ 10010 | 0.005 0.002 | <0.001
oo | T 069 | s | P nd nd nd nd 46 | 3.9
. o031 0.003 | 0.001 | 0.002 0.001 | 0.001
At 970 | ™ | 97 | @2 | 63 | ™ nd g | G
yrg | 0421 | 0.034 | 0.020 | 0.009 | 0.119 | 0.007 | 0.008 | 0.015 | 0.198
(68.6) | (5.5) (3.3) (1.5) | 19.3) | (1.2 (1.3) (2.4) | (31.5)
[phe- [ e | 0174 [ 10.024 [ 0.024 | 0.042 [ 0.002 | 0.009 [ .~ [ 0.016
uc] | 7™ | (91.6) (12.8) | (12.6) | (22.3) | (1.3) | @D (8.5)
&% _ 10.015 | 0.004 0.003 | 0.001
o |V 06.0) | (28.4) | ™ nd nd nd nd g6 | @
0044 0.004 | 0.001 | 0.001 0.002
At 9es | ™M | 85 | 0 | g | ™M nd nd (g5
D Az ais,
nd: BHINT
FE () : %TRR
(3) =7 kY

PEDNFS (Ghfl: A T — L > —# 10 ) (2, [pyr-14Cl& # % ¥ > XiX[phe-14C]
B2 X&) 2.41 XX 2.30 mg/E/HORET1 H 1[FE, 14 ARSI 7 &
ARG U & 5 12 RefiIf2 1 & B U CL B iR s sk 23 540 S v 7,

KBHZ 1T D 7R S BE A M O IT R 11 IR STV 5,

B REI,

7o DNHRERRI AT RRIT B G- BAAKY 9 R RIS EFIRBICE LT,
JFlE e ONIR B2 36 1T 2 TR R R 1R E T 13.3~16.2%TRR 589 H i1
7eo UNE. R, BEESHENG . R R OMEIGICET 2 BRI AT XX v K&
UM J T, T2 4.7~53.1 ¥ 3.6~13.7%TRR 78 H17=,
BB W T, BRI X 2 REHCBE BN T e, 7=V REE T

16
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V= VEROREETNMN ORAEITRBD b2 hoTz, (B 10)

£ 11 SEHMBICETLRBEMSRERS M EOKEY (ng/8)

e | s | R [EFET] ) | Ty
B LN Wl e S B/C E F1 J Pt
N 0.126 0.002 | 0.031 | 0.002 0.067
T o | ™ | a9 | G62 | 09 | ™ | 49
grg | 0085 | 0.001 | 0001 [ 0.009 | 0.001 [ 0.001 | 0.015
) (78.1) (1.5) (1.3) (13.3) (0.9) (1.6) (22.0)
0.009 | <0.001 0.001 | <0.001

-14 Sy
[Iv’gl;f g s 96.8) | (4.7) nd nd nd (7.6) (3.2)
L i ?égos <(05 08(;1 nd nd nd <(()506(;1 ? i2091)
[Ezs 0.007 | 0.004 . . . 0.001 | 0.001
lilE3i] (91.9) (53.1) (7.5) (8.1)
ME% | 0.009 | 0.003 a a a 0.001 | 0.003
OENG | (77.8) (26.9) (7.9) (22.2)
N 0.168 0.006 | 0.036 | 0.003 0.094
I (64.1) nd @3 | 135 | 11 nd (35.7)
gig | 0062 | 0.002 o 0.013 | 0.001 | 0.001 | 0.017
) (78.5) (2.1) (16.3) 0.7 (1.9) (21.6)
0.007 | 0.001 0.001 | <0.001

_14 M
[FL};;Q R 94 | a2 | ™ nd nd | 30 | (5.9
VO o | ot o | | | e | | o
MR 0.015 | 0.007 a a g 0.001 | 0.001
lilEin] (93.5) (46.0) (9.3) (6.5)
Mgk | 0.017 | 0.006 4 a 1 0.001 | 0.007
OSERS | 69.7) | (24.6) n 6.00 | (30.4)

D e EE T,
nd : RS NT
T () : %TRR

2. WEMERERRER
(1) &€58H52L
EOBAZ L (WHE : Samsara) OFE1Z, [pyr-14Cltz # 24> i [phe-14C]
T XY & 124~131 gai/100 kg 7O FAECTUIE L, F[EFHAEILL T, i
W) PR PN R BR 23 SN S ATz,
BRI P DTG ST REIR S 1T 0.008 mg/kg LA FTh o712, (B 11)

(2) HEIMZ
FNE (S Tybalt) OFEF 2 [pyr-14Cl+& & %4> XiZ[phe-14Clt # ¥4
% 41.5~42.5 g ai/100 kg Fl 1O F & CTULEE L | AW (RPN E ay sk Bk 23 580 S 7=,
FNERBNC BT DU EE IR 12 IR STV 5,
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BRI DR FCSREIX 0.008 mg/kg A T TH - 7=,

READEZ XY 0L, FXY, BREEXND LOEDLOWTNOREIND
10%TRR B4 1385 5L, 0] 1 30 Tk 18.3%TRR (0.082 mglkg) T - 7=,
RECTIE. E DWTHORENS S 10%TRR LLEFED S21Fh, X DR
BT G X OVH 23 10%TRR UL BB bivic, 72, AW E 25 N-Ii X F
JAL LTARGEH B SW T O3k 6 B 388 BV 23, 10%TRR Kfiii Tdb - 72,

ZOIE, T X FREEPBAKE LG 1. AA KT AB 388D biv7on, 7%
HEMENThoT-, KW B, E. G XOHO—lI7vay Ragike LT

wmo bz, (ZR11, 12)
x 12 JBINERBICE T HBGEES
T T P s KA TRR) T PR
s g (%TRR) 0 (%TRR)
(mg/kg)
. EV(16.4) ., GV(9.4) . HV(8.8) .
A 0606 | 199 | Bi.g). 3.2, 10.3)., AB? 0.2) | '
[pyr-14Cl | . 0o EV(17.1) . HY([®.00. GY(8.5) .
vy | FREAID 104 15T B 0) 335, 10.9) 160
EV(12.6) . BY(5.2) . GY(4.7) .
i 0.854 "8 HY@D), J(3.9), AB? 0.5), 102) | 0P
. EV(15.8), GV(12.0), HV(11.2),
Xl 1 0.451 183 | Bu7.9). JG.1) 11.9
[phe-14Cl | ., . o EV(9.5) . GY(5.9) . BY(5.2) .
by | FRFAID | 0.730 151 | Hide). JG.5) 21.8
ED(13.2) . HY(5.6) . BY(5.0) .
Ebb 1.13 134 | 6o 9. 52,9 37.3
1) A EE ST,

2) : W AA =50,

(8) g

72t (BhFE - S12-C2) OFET-|

(2 [pyr-14Cl& & % ¥ > XiL[phe-14Cl & & %

> % 120 g ai/100 kg i1 O & TULEE L, FEW RPN E Ay BR8N S8 S vz,

N FRUEHC

A R Oz A1) 0 30N

B DS MITE 13 ITRESN TN D

A0

B D B RSy iif%’ﬁﬂﬁ@ﬁ XY T,

R AC KOV AD BNHEX D 3BT 18.0~28.1%TRR., #lp BT 12.6

~26.9%TRR 388 57, iEFE 7 Tl G AB X OV O EK0 31.4%TRR

D vz D3,

= DR STRERIE 0.017 mg/kg TH - 7=,

18
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= 13 FFWIHEIZE T HMETEEL
i Sk %ﬁilfﬁ*%y R #HI(4TRR) i P
i %TRR %TRR
e " m@m>( ) ’ ( )
. AC(23.9), AD(16.5) . AB(4.2),
—_— ALY 0.123 165 | 53.4). 12.7) . E©0.9). G(0.9) 12.1
pyT” e AC(22.3), AD(22.1). AB(@3.3).
sy | WREAD | 0438 1 166 560 1(L0), E0.6) T
&% A 1 0.055 nd ABV (31.4) 8.6
. AC(28.1), AD(13.0) .
_ 2l 0.138 12.0 £0.5). G0.2) 18.1
phe- bt AC(26.9). AD(12.6) .
x| HREXY | 0.354 232 1 50.9). G0.2) 18.3
% A 1 0.009 — — 16.4

D BAEKEET,

— ST

(4) 248297

e AV Ay

(4L FE : Fordhook Giant) O f# -1

2. [pyr-14Cl& & 4 > X%

[phe-14ClEz & ¥4 % 41.6~42.4 g ai/100 kg FEF D H& TR L, 4~5 HEH]

(BBCH14~15)
xRN E

[pyr-14Cl-z & %4 U ALBRX | Z

(R R Z 8B L C, A RN Ay sl 3 S8 S vz,
BIFAREMITE 14 1ITRENTWS

BT 5 EERFRE Ky i%ﬁm®t&%#/f

R T OV AB 3 F N1 10%TRR 2z THRD HIL-0N ., SR
NZ1 0.007 mg/kg LA F Tdh - 77, [phe-14Cl & & F 4 L ALH X (2 ‘Téigﬁﬁ
B IEARZIDO® X XY T 10%TRR #8 2 2 REMmITER D b o 7=,
(%08 14)
& 14 2730V 0RBICHE T 5MEEER
FeFR R ..
I T S, e
LN T EE (%TRR) 3 (%TRR) (%TRR)
(mg/kg)
[pyr-14C] IV (12.9). ABV (11.5) . J(2.3). E/G1?
N b AV 0.0556 28.5 (0.9). H2(0.9). AAY (0.8) 2.95
[phe-tCl | 040 52.3 | J(4.5), HY? (1.5) . E/G'? (1.1) 4.54
el . 5). 5) . ) )
1) : AR EE T,
2) : REW G K ONH TS &R 72 R E,

(6) h/—3

B ) —7 (5hFE : Mozart) DOFE-1

2 [pyr-14Cl & & &% o X

I%[phe-14C]& #

% 9.65~9.73 g ai/100 kg fli 7O & CRLBL L, pREWY &<°> (BBCHS89 : ik
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I ABRELL T, M IRPE MR FEE S v,
R 712881 D B AR IX WD T O AR AR AL ER X ¢ 6 B R (0.002
mg/kg) R TH Y, WEEFEEIT D ) — T FITBIT LD o T2,
(MR 15)

T & OEMIRIZ T D FERREREEE L. N-iA F vk, 7 = = LEBREKD
7 u7u EVEBROKRIE, BiATFAKERE, 7 a7 e B VRORELDT I
NiE& OB, N-fas{fbTh o7,

3. TiRHEaEER
(1) FSRMLEPEGEEBROD

/INE (ALFE : Tybalt) OFE 112, [pyr-14Cl2 ¥ ¥4 % 2.94 pg/fli O & T
JLBR L, B (R4 R) IZHERE L, BEHAROHZRMSIE T, 202 COREFTC 365
HE A > F =2 _X— kLT, HamEd@Eamiliss 3ihe S 7z,

BRI BT B U B U BE A S OV 338 15 IR &N T 5,

B A X TR R L. EES R E LT AB SR 112 HZIZHRK
13.5%TAR D biLTc, EDIED, M J Y AA 7348088 20~37 H#ZITHR K
L7252 B%TAR K T o 7=, il A F/LKERbLE & % 0 R OUKER{b & & %
o EHEE SN D IR NN E NIRRT 1.9 O 2.7%TAR B S =23, [A
EIWZIXE SR o T2,

T Z %Y TR FE G YEFRE Y L O COg (2 S Hu, 4LEE 365 H 1% Chx
KERoT, FEAOMERBYOK 65%7057 I VEAIT, ) 35%7D 7 /L ARERE 43 1T
A Lz,

¥ Z Y OREEHRIITL 70.6 H THoT-, (B 16)

& 15 HRMTEICEITIMEERI M RVODEY (hTAR)

AP B A XY RO Y 0 fetrE
(A) LA J AA AB ? TREA)
0 99.2 0.0 0.0 0.0 0.0 3.1
20/21 75.3 2.1 0.8 2.9 0.2 13.9
37 64.7 3.2 0.4 3.4 0.5 24.6
112 29.3 1.8 0.0 13.5 3.7 34.4
365 14.4 1.4 0.0 3.8 20.3 48.9

(2) FSRMLRPEGMHERD
/INE (SLFE : Tybalt) OFEFIZ, [phe-14Cle # % ¥ % 4.23 pg/fE+ D & T
MEEL, 2V NEH L (770 R) | Bl (R R) | BEWLE (R4 R) KO
WYEIEEE T (L) ISR L BIHR QRIS T, 2022 COREAT TR 365
HREA ¥ =2_X— K LT, 45 g rhaEay il s S5he < v,
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Y H N TR R L. i E LTI LOVP AR B, W
t 6%TAR Kiili Th o 7=, 1EFDIT, Kb X X0 L HEE S LD 3D e K
T 2.9%TAR Bl ESNT=NRIEITITE S 2o 7=,

it o MEER R W I LR RFA LN U AL PR A #E BRI A 123 U3 365 H 1% Tie K 32.2
~50.9%TAR 1T5E L7z, CO 1T 4 1T L7783, ALPE 123 A# THok 3.2~
9.9%TAR Thol-, MAEMEREWIT, KON 7 I VlEsy, Z0IE07 VAR
YT X EREISIS AR LT,

B2 X O RIISEME N ISR D HEEEIIE, v NESE LT 57.6 B,
B1Te3.7H, BEHW L TT7.TH, WEHE L TI.0 A Tho7z, (BT

(3) FRMWIEPERRAKRS

/N (MLFE : Tybalt) OfE -2, [pyr-14ClE # %4 3 L < IZ[phe-14Cl& & %
W mENEIN 4.33 pg/fE 1M ON5.90 ng/fE O HETUE L, B+ (XA X) |
WL CKE) ROWELEE L CRE) ICHEEL, X, Bt (R4 R) | wt Ck
E) ROwWENEE L CKE) (Zlpyr-14CltE # %43 L < idlphe-14Cl& & %4>
% 190 ug ai/kg ¥ 1+~195 pg aikg iz L & 72 5 L 5 IZAER L, HEAR ORI
BT, 202 CORFAT Tl 367 HIMA > F =_X— F LT, #F5mHEPEMNR
BRI hE S vz,

RIS T O ERIC BT 2 HEEENIEER 16 IR S T b,

[pyr-14ClE & %4 LERXIZ BT, B & 0 ATRERIC o L, 8RSy
figy & LT AA KON AB BN ENEIURK T 14.5%TAR KT 31.9%TAR B 541
Too 1EMDT, R T L ONAE BN NN, WITNLD 6.3%TAR Kiii TH -
72 CO2 KOS G MEFR BRI IR A L, TN E i KT 11.6%TAR KO}
48.0%TAR IZ3E LT,

[phe-14Cl& & ALBEXIZEB W T, B X TV AR 0fE L, CO2 KDY
fe A PEER R W IR IS L. Z N Z 1K T 24.56%TAR LT 58.2%TAR (T
LT, OILRE S o Tz,

FEALBECIE, i) AB. COg R OSSR O B THALEL LV &
2 BRI L 58X X0 O E I O I D bW EE X b7,

&% OREE NI, FE-ALEE T 78~160 H ., T3 T 296~422 H
Tholz, (P18, 19)

x 16 FRMEHETOLEDICET LHEEFF

TE Wi TH e W (B)
W+ 77.7
L8 R 160
lpyr-1:C] g+ 296
i -H Bt 343
DR T 377
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g+ 87.9

-14
Jép;; ;L s W PLE + 105
13 WY I+ 422

(4) WFSA/ERKBEK TR PE R

/INE - (ALFE : Cokker9555) DOfE{-I1Z, [phe-14ClE & ¥4 % 4.2 ng/fi+ DM
BT L, L NEEL (R4 R) IR L, BAROHRIISEME T, 20£2°C
DOIEFTT 30 HIFA > F 2X— F L7z, #AREL LTEH =V L, H5m
FME T, 202 CORFAT ThcR 120 AREA % 2 — h LT, AF5AIBSAITEZK
A B rh s Ay R 23 e S AT,

Y H XY L, RIS TRV T 30 B4 61.9%TAR 12 L., B
LIS L 72 120 H#IC 46.7%TAR L 72 o 7=, RS TICB T 54
X0 OHEE RN 8375 A Th o7z,

B FIZRBWT, b ORI BED LR, Wt 5.2%TAR
LLFTH Tz, BERMISMICHEHATL . Bl 72 o Isid b ho iz, i
E LT, AKEMEE XXV KON 7 n 7o EAVBRORBKRNSHEE SN, FE
WZIEESL o T,

AR, BRI EED 17T.2%TAR 205, 90 HZIZITKK
30.6%TAR 2N L, 120 H#I21% 27. 7% TAR I8 o 7=, BERSAMET 120 H%
DFEAMEFREWIT, 7 2 VWIS 46%, 7V REEREIS3ICH) 40%., 7 2 L FR
TR B% A LTz, (B 20)

(5) TEEmARAERER
6 FRIE DOUFES T A T2 & 55 0 o HEER S SR BR N Es S i
Freundlich OWCERE N OBEREITR 1T IR TW5D, (B8 21)

#x 17 EXFY >0 Freundlich REFZRER URHERE

+5E (BRHEu) Kadsp Kadspo, Kdesp Kdespg,
Bt (21 X) 6.82 262 9.55 367
DV NESEL (7T R) 5.72 548 7.39 708
WEE L (EE) 16.7 602 19.9 716
wiE+ CKE) 3.06 588 3.94 758
2V NERE L CKIE) 13.1 538 18.8 769
w1 CKE) 2.00 666 2.72 907

Kadsg : Freundlich @ W 5455, Kadspo, : HHERFE S A RIZ L D MIE LIS REK
Kdesp : Freundlich O iR %E, Kdespo, : AHERFE A RIZK U MHLE LI-IAREK

4. KoEdpRER
(1) Ko FRAER
pH 4 (7 = VEEREENR) . pH 5 (FEEefEER) . pH 7 (U U EREMETR) KO



pH 9 (K U ERFREIR) OFIREEEIRIC, [phe-14ClE ¥ F ¥ % 0.0017 mg/L
ETRDEHITHIL, 50COREEMFTh B (FlEathr) . Xix., pH5, pH7
J O pHY9 Tl 25 CORESEMT T, 30 HMA % = X— |~ LT, MRS
FEhE S 7,

W IVDIREESAE K OFREHR P IZBWNWTH, BTV O ITIEE A ERD
DALY ERINE 1 DL S HEE S T RIFIE O3 R 3 2 TR HALTZ 03,
W 5.4%TAR LT Th o7, (B 22)

(2) Kehxo R

W U EERRER (pH 7) XUXIEE Bk (pH 7.37, #K) 12, [pyr-14CltE
Z %Y W E[phe-UClz #9024 2 pg/mL £ 725 X 5 ICfL, 256+£2°CT
R 84 X 28 HE, &/ 6 OtsifE : 23.8~26.9 W/m2, J5& : 290 nm
Kz v N RS LT, Ko iERER D 5 S vz,

TR R M OV ARK FRIT 31T D U RE 5340 M OV ) 133 18 IR ST\ %,

[pyr-14Clz & %4 MALE KT\ T, ERTHEDIT AA, AG, AF T, =<
NI KT 25.7%TAR., 13.4%TAR K O 13.0%TAR 38 57z,

[phe-14ClE & F H ALEXIZIHB W T, 2L AG, AF T, TNENHRKT
18.1%TAR X 13.0%TAR & b7z,

WA ALK & & . B A 03, BARKFIZEB W TRER T L0 b1 3 1%
DWEE TR LTz,

TR M OV B SRR TPIC BT 5 2 %3 0 O, HmoFEZTED HRKEE
BPRMmTENFN 172 AR V48 A &HEESNT-, (B 23)

& 18 BERKRUVBAKFBIZE T DMGRED TR VD EEY WTAR)

e | BRI T2 R ORE D

L IR ST oy I AA AF AG
0 97.8 0.0 0.0 0.0 0.0

1 99.3 0.0 0.0 0.0 0.0

FRE R 8 92.2 0.0 1.5 1.0 0.4

14 81.8 0.7 8.9 3.0 3.0

[pyr-14C] 34 55.8 1.4 11.7 4.3 6.0
w2 xY 0 104 0.0 0.0 0.0 0.0
1 84.4 0.0 2.0 2.5 1.2

H Rk 8 57.8 1.5 10.1 7.1 6.0

14 41.0 2.5 15.2 12.4 11.3

28 19.5 5.4 25.7 13.0 13.4

0 101 NA NA 0.0 0.0

lhe-scl | . 1 98.1 NA NA 0.0 0.0
By TEMER | 8 97.9 NA NA 0.0 0.0
14 87.1 NA NA 1.7 2.2

34 58.6 NA NA 5.9 5.5
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0 103 NA NA 0.0 0.0
1 84.4 NA NA 2.2 2.5
SEAYIN 8 57.8 NA NA 9.0 9.9
14 41.0 NA NA 12.4 7.8
28 19.5 NA NA 13.0 18.1

NA : #&Z%4%7

5. TIRREHE

T BRBRIC OV TIE, 2R LEZERHCREES 205 72,
6. EMERBHR
(1) EBREHRR

ANV T, IF L X2 HWT, B XV z2atrab e & LictEy

PRPUBR DN S fE S iz, RERITBI 3 IR ST 5,

(2

T XY ORKEREE, EV L () @ 0.0159 mg/kg THh o7z,
(M 24, 25, 26)

) BEYVRBHER 3L4)

RIVABA L« 7 ) —=UT UREWILA (—8E 38H, xTHHE 2 80) ICEX X0
% 1.76, 8.78 &+ () 35.1 mg/88/H T 28 HMHZ 7/ 05 L, #5544 28 H
BAZFLIT . MEas M O AR (B, AP, M OMIERG) 8L T, B& F 4
Rt B L OVE BN ot bW & Ul S Wi g albk s 320t S vz,

T2 X KOG B 132 TORE THRHEBALHCH Y . (B E O
RILREMEIINE T 0.03 ugl/g. &< 0.02 pg/g TH-o7-, (B0 27)

7. —HREERER
—EEHRER I OW TR, SR LT ERNCREE N o T2,
8. SHEMHHER
(1) S2ESHEER
vAXY L (BIE) 0Ty FERAWEadEERBRSEE ST, fRITE
19T RSN TW5D, (=R 28, 29, 30)
=& 19 SHEHHEBESE (RIK)
5 LDso (mg/kg {KE) o SN
e B fd o m B IR
5,000 mg/kg (A CIEENHHMPIEDIK T, 18
Wistar 5 o | B, FEIRIRER, T v R/, Wi, $E4%
% e M5ﬂi 5,000 | PP
175 mg/kg RE DL CRREEHE, M7,
gEEr L (B 5% 30 4y ~5 IFfi)
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M : 5,000 mg/kg A THEL
. Wistar 7 v b SEMR K OFET B 78 L
RRZ i 5 I >5,000 >5,000
) . LCso (mg/L) BRI, 7 v, BRESHOE T,
mone | Vi T P, ML
A >5.24 >5.24 HERE < FE -5l 70 L
a: 0.5%CMC BEiRIc TR 5
b FERUKIBRERIZ TR &
c: 4 R[] S 2FE
d : #EEME
/i
R AB 72 W= 2AMR 0 =R N EZin S v, FERITE 20 &
W5, (=M 31)
= 20 RHEEOSHHESE (KB
s LDso (mg/kg A ) - e
- B fE i Tt B SRR
) BREOHE, #EFH b, MEA
. | Wistar 7 v M W7 L
AB e 5 P >2,000

a : 0.5%CMC BRIz T 5

/T

(2) SHERESERR (SY F)
Wistar 7 » b (—BEMERES 10 IL) 2 /- BLEERRE O (5UA 0, 30, 250
KO 2,000 mglkg N E) 507 & 2 bR AR B Y M S v,
R TRD N Bm AT IR 21 RS Th D,

Py BEAL AR 2 O RR A A R SR IR G- D

B 98
oA

IR LR o T,

ATIBRICI5\ T, 250 melkg (RTLLL 8 GO MERE T B F6EH) B 5 13580
BREZ LD, ARBRICH 5 WA R, MRS b 30 mglkg KETH 5 &

FA DN, WENREMERRE RIS b o7,

=& 21

(M 32)

=2iEmREEHR (Sy b)) TROONFEMRE

B 5RE

i3

i

2,000 mg/kg A HE

- onE A (4 61)
© RRIRIE, 55 BERIK T R O AL
(# 52 KO b %)
* PERIEORT | A& O& D
PR OERT (5 2 Kef)
C BRI R K OREs (R G- 2~T
H )

- bna & & (8 41)

o FRARMEL K O T B H
5 Reflf%)

C SEERIR O T, AR OB DT
BHRA O T (5 2 R4)

< LR, IEEMEIR T, B O AL

(5 2~7 H1%)
- REHIMINGH %5 8 AR

(51 kW,

250 mg/kg IRHEH

- AEEESERY (&5 3 FHE%)

- AFEEH R (5 3 FFK)
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Lk - AHENEIR T
HIATESE

KON 5 Bt %)

SEH B30 [
MEROBML (3552

T (&G 2~T HIR)
- IREHINING (B8
AR (5 1~2 Hi%)

H1%) KU

IEENMEAR T, 2D BN Y [EIEGED
WIIARTESR . LR OW B IE T
(Fe 51 KO 5 HEfE#%)
c EPHAEOEADEBHT (5 1 KR
%, 2~7 H#)
- BEEERD (BE 1~2 %)

30 mg/kg IKE mIET AR L

IR R L

9. IR - REICHY HRIAER UK EBREERER

NZW 7 %% % TR - B2 s il

Eﬁ {ﬁ iz})mh &b %ﬂfk_o &J%’

j:lgn @T 3?)/) 71:—0

10. HIESEHR

(2%t~ 2 et
CBA/Ca ~ ™7 A % A\ 7= J & A+
(%P 33, 34, 35)

(1) 90 HEESHEHEER (Sy M)
Wistar 7 v b (—BEMEER 12 V8) 2 AWZIREE (54K : 0. 250, 1,000 K O®

4,000 ppm : EXRAEREILE 22 ) 512X 5 90 H AN E)

FEh S 7,

ﬁ 22 90 EFEﬁEn_,\ |$%

uit?ﬁz’));%ﬁméhto MR L
mu &b E)ﬂtﬁﬁ)/) 710
ni%ﬁ (PR vV //\/é/ﬁni%ﬁ) N TRV AW

IRt L CERE D

TS

R S

HEHER (Tv ) OFYRIFERE

BB 250 ppm 1,000 ppm 4,000 ppm
SRR R R | M 18.6 72.9 300
(mg/kg KE/H) | M 21.4 85.7 315

%&g‘ﬁfn&‘ &) [\Ohﬁ_ﬁil\i)ﬁ% idjl:? 23 \—Téﬂf‘/\

AGER

REH/H)
36)

# 23 90 BfE1#?

IZB T, 4,000 ppm TQ’%—%@#&T@FE%WW%‘ N OEER i, A
KF K OV IE B2 BN, /INBE A PR T e A R %
XT&U*%IEEEiijD VAN D YW D)

23, 1,000 ppm £ 5-FE DO T
DT, EFHMEEIIMET 1,000 ppm (72.9 mg/kg
. WET 250 ppm (21.4 mg/kg (KE/H) THDHEBZ LT,

(&

2SHHR (Sv b)) TROHONFERR

B 5RE e
4,000 ppm - PRI INEN ] K OME B E ) - PREHE N K OME Y B
- PT it - PLT /0
- TG. TP LT Alb /I + TG. Chol XU TP /N
- JREAD KO pH AR T - NBETUDYERFRIAE R e OV 34
- e R OVl (2 i 24N A
2 RREA AR L LTI #O LS ER 2 MEREE L VWS LIFHLE, ) .
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« NEHUDPE IR AR K & O 3R
%
1,000 ppm LA E | 1,000 ppm LA - e K Ol IE B &N
250 ppm wmIEAT R L wEIT R L

(2) 13 EMESESYEER (v )
90 HMMAaMEMERER (7 v b)) [10. (1)] & FEFZKD Wistar 7~ b (—#E
MERES 10 UT) &2 W= IREE (JFUA : 0, 300, 2,000 K Of 4,000 ppm : FHIRK
BEEIIE 24 2R) #5110 L5 13 B AarEEERER N I S -,

& 24 BREREEEHR (Sy b OFHRFERE

?&5%‘ 300 ppm 2,000 ppm 4,000 ppm
SRR R R | 24.8 168 325
(mg/kg KE/H) | M 28.3 186 350

B GHETRD DIV EMEITAIEER 25 ITRSNTWD

ARBR 2BV T, 4,000 ppm &ﬁﬁi@f’ﬁfﬁiﬁiﬁmﬁﬂﬁ?‘ I, kT Mo OV IF B
AN, ANEEFOMERF AR AR R EE . 2,000 ppm % 570 M C A ER BE NP K OVRi
BIME TR 570 T, EEMEEIIHET 2,000 ppm (168 mg/kg A&E/H) |
1T 300 ppm (28.3 mg/kg (AEH/H) THdHEBExLNTZ, (M 37)

& 25 13EMBSMSUEHER (Svbh) TROONEFEMRE

&H#E Jii3 i3
4,000 ppm - (REEH NN K OB A SR - FBET R
- ALK ONLE - BIdRE KT (B 5 12~13 #H1%)
- PT iR - PT iR
- RBC /> « GGT O Chol #8411, Glu /b
« GGT. TG K ONTP #, Glu I |« FFfest & OV FFE &1
b o /NI RO IR A S e OV
- JIFAERT K OVl 1 B2 = HE N [ORsE SV
- ANFEAL R T AR AR AE R K OV
fata A
- R A R R AR R
2,000 ppm 2L I | 2,000 ppm LA F - (REEH NI
wmIEAT R L - BEREIME T (%5 12~13 ##1%)
300 ppm a7 L

(3) 28 HRIEAMSERR (TVX)
ICR ~ 7 A (—REMERER 10 V) % AV 7-iREE (5K : 4 ; 0. 1,000, 5,000
KO 7,000 ppm : FEIRIRIEIRE 3 26 2HR) #1510 X 5 28 A MM AMEREMER
BRDNFEME S ATz,
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#& 26 28 HEBESMSEHER (YOX) OFHREERE

B5RE 1,000 ppm 5,000 ppm 7,000 ppm
PR IAE R E | 178 920 1,270
(mg/kg (KE/H) | 248 1,150 1,800

AKABRICEBWN T, WTNoORGHETHLEEITLITERO b7 0T, K
P X ERE & ARER OB & 7,000 ppm (7 : 1,270 mg/kg K/ H 1 : 1,800
mg/kg (KE/H) ThrEEZLNTZ, (& 38)

(4) 90 HEEAHEHHER (THX)
ICR v v A (—REMERES 10 VT) Z FAW7=IREE (J5A : fE ; 0. 500, 3,500 X
¥ 7,000 ppm : ‘FEIRAERREILE 27 20R) K512 X 5 90 H WA TR
iNESS TRV g Wi

#& 21 90 HEESMSMEHE (YOX) OFHREERE

BB 500 ppm 3,500 ppm 7,000 ppm
R AR E | B 80 567 1,170
(mg/kg (REE/H) | 112 810 1,460

AFRERIZFB VT, 7,000 ppm &Eﬁi@fﬁfﬁ@%ﬁuﬁnﬁﬁm WO LAV, HET
ITWTNORERETHEEF RITERD G- 720 T, WM EIIHET 3,500
ppm (567 mg/kg KH/H) | METARERO 5 &M E 7,000 ppm (1,460 mg/kg
KE/H) ThorEExLNT, (B 39)

(5) 13 BMESESYEER (1 X)
E— VR (—REERES 4 PT) AW k0 JRIK 0, 50, 150 &
V400 mg/kg IKE/H) 512 X % 13 B R HE A VE M RER Y Ikt S iz,
AFRBRIZ IV T, 400 mg/kg (RH/ B & G-HEORE KR TN 150 mg/kg (RH/H LA L&
FREO MR E RN H K QBT B0 3R B 7e O T, MEE &I HET 150
mg/kg (AEE/H, T 50 mg/kg KE/H THDH EEZ B, (B 40)

(6) 4BMESHSHHR (/1 X) <BEEH >
E— VR (—REERES 108 2RV e akn (54K 0, 50, 100 &
N300 mg/kg (KE/H) #5112 K 2 4 B MHAMEFEMERER D 506 S vz,
300 mg/kg AH/HFEGHORET, MR ORI, R 5-F O TR
EHOINPE], B ERD K Ozl b2 58D Hivlz, (B 41)

3 ARBRIZENE DT BEEEL Lz,
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(7) 90 BHREESMEAESEER (v M)
Wistar 7 v & (—HBEMERER 12 ) 2 W 2iREE 54K : 0, 300, 1,000 &U“
4,000 ppm : “FERAEEER T 28 BHR) 512X 5 90 H MMM AR
BRDNFEME S ATz,

#& 28 90 HEEFSMMEEMEHE (v b)) OFHRFERE

B h5HE 300 ppm 1,000 ppm 4,000 ppm
EH R AR | 19.7 66.0 260
(mg/kg KE/H) | iff 24.3 79.7 303

4,000 ppm = 5-FEOMEME T BB EB & (BEIRHD OB bieh, 2
LD OPF RIZEHR) et m eI K 5 b o Tide < | AREHEININH] M O EE &
DZBET D IR R L B 2 DiTo, £, MRIRBELHAR P AR AR R
BHDEBITRD Lo,

AFRER 2T, 4,000 ppm #5-HEOMEMEZ I TRE RGNS, FEA 2D
ENFRD O DT, MR IHERE & $ 1,000 ppm (7 : 66.0 mg/kg (RE/H |
M - 79.7 mg/kg (KEH/H) THDEEZ DT, HAMEMRENMEITRD L)
o7, (M 42)

(8) 28 HHESMBREMHR (v M)

Wistar 7 > b (—HHERES 10 PC) 2 HWzfe R 0. 100, 300 &Y
1,000 mg/kg A/ H, 5 H/H) #5112 X 5 28 H EIHL MRS R T EalER )3 e =
i,

ARBRIZBNT, WTNOBEGEIZENTHREE G OREITFE O v o
7T, HEMEITME S S ARBRO KR HE 1,000 mg/kg (AH/ATHL &
bz, (BH43)

(9) 28 HREIEAEEMHRER (Fv . KEYAB)
Wistar 7 v b (—BEMERES 5 P0) & AW 7= (UM AB OJRES ((RE AB: 0,
2,000, 6,000 K T* 12,000 ppm : FERAEREITR 29 2 R) &5I2XK 5 28
[ o e P R 3 St X A7,

#& 29 28 HEESMSUEHER (Sv ) OFHREERE

BeG-RE 2,000 ppm 6,000 ppm 12,000 ppm
AR AR | M 175 497 1,020
(mg/kg (REE/H) | 176 525 1,110

ARRRIZBNT, WTFNOHRGHIZEWD THRIER G O BITFE O -
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7T, MM EITHERE & S ARRBRO &K & H & 12,000 ppm (# : 1,020 mg/kg
(RE/H . M : 1,110 mg/kg KHE/H) THDLEBRZ BN, (B 44)

1. BEESEERRUBNAEER
(1) 1 FRBESHERER (14 X)

E— VR (—REMERES 4 D8) W= 7 afkn (IR 0, 15, 50 XY
200 mg/kg RE/H) #5112 KD 1 ERMEMEFEMERER ) it S vz,

BB R TR DB MERT ALIZER 30 IRS LTV D

200 mg/kg M@/H&5#@#&(%%@%@#&0%EEE@/BW7b> X oY5¥ (hra
N, ERT — &@%ﬁllﬁf&p D REARR LN LR o T T E NG,
BB G L DB L ITEZ LN o T,

AFRBRIZ iob\f 200 mg/kg 1R/ H B G-EEOMERECAREIEINPNE], FEEH B
DENRD N DT, MEMEEITHERE S § 50 mg/kg AHE/H ThHH EE 2 BN
7o (ZH 45)

& 30 1 FREMESEHR (1 X) TROONEFEMRE

F Gt i3 i
200 mg/kg REL/ | - PREH NI M OME A A - PREHE N K OME Y B
H « JFE 5 Ko OV 1 B BN - ALP ¥4in
- ALP )1 + Glu A
* Glu. Chol XUV A
50 mg/kg IR/ H | BEMEAT e L mIEAT R L
YT

(2) 2 FBHESE/ ERAEHERR (Y )
Wistar 7 v b (8 . —REMERER 52 DT, PR & 2R « —BEMERES 12 8) %
FW=IREE (FUA : 0. 200, 1,200 & TX 3,600 ppm : EHRKEREITE 31 &
M) BHIC XKD 2 FFEREMETEIEFE N APEDEFE BN Skt < Tz,

& 31 2 FREEMEE/ EVARHESHE (Sv ) OFHREERE

B HRE 200 ppm 1,200 ppm 3,600 ppm
EH R R | 1 11 67 218
(mg/kg {KE/H) ik 14 86 261

KRG TRD OGN EmEIT R GEEEMRZ) 3R 32, 5 OMEEH A
FEI3FE 33 1R ENTWS

FRAKBE G\ B U 7= SRR A & LT, 3,600 ppm & 5-EEOMET, 104 %I
FE B OF B (9/52 ) 2SxfREE (0/62 ) IZH~FEICHM L7z, K
HEGE DBRE 1T FREE L ikl & Hﬁ#ﬂ;ﬁ@uﬂﬁ;@ﬁmﬁm Y CToFET—4% (5
B, 0~19%) O FRTH 7278, 3,600 ppm FE TIZIEIE LREZ R L2 &b,
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KGIZLDEBTHD LW LT,

i&“ﬁﬁi@ﬁkﬁfw,ﬁéﬂﬂﬁﬂ’ﬂ% (GFliztE) DOBARE DS I EARBITEI L 20 W AN A I

MMUTz, T OIS REEOMEN 2/52 (3.8%) &, Mi%akik & [FREH] 0
Fhifisx COEmT —F (5 AR, 7~32%) Z FEl>TWZ LITERT S &

BEZONDHZ D, BEORETRWE YW LT,
AFRBRIZIBVN T, 1,200 ppm LL B 5 EEORECT/NEFOEFRIAAER . BRI
%E@J:Hiffﬁﬂ’jﬂlﬂjiﬁ [F e GO CHURMRFE RN E 2 v 4 R, Ala ERH) %’EM
VRO LN T, HEEMEEIIMEME T 200 ppm (4 : 11 mg/kg IKE/H ., M -
mg/kg KE/H) ThbEEZONTE, (R 46)

* 32-1 2EMEMSH/EIVAMHERER (Tv k) TROHOI-BHFRR
GEEEMHRE)
BHRE Jii3 i3
3,600 ppm - (RN L OB AR &> « TP X O Chol #0
- GGT 8 o JHHES K Ol 1 B HE 0

- JTHE G TG | 28 SR B (F

» /INEL DT IR AE A K O e

Fe) [EESV W
- FRBAHE R o e A R - BEEERD
- Alb #4hn - Alb #9/m
1,200 ppm LA L |- TP #0 - (REHINEHI

« TR K OV 1 E B

- R AHE R E 2 v o RRO A

 JNEEHRULE TR AR AR I = Bz e
- FERR A B E R AR R AR
200 ppm BT R L AT AL L
CRIFRIA BRIV, MERR GO L EZ b,
F 32-2 52:B&EFE (I FREEMHEHARE) TROoNEFEEMR
CGEEEMHRE)
& H-# Jii3 i3
3,600 ppm - (REIEIIEN I R OB AR SR - B ERD
< INZEFULPERTA AR S K OVIFME | - Chol #80
alta 8 A - JHHEES K Ol 1 B HE 0
o /NBEFCE T A AR R M OV
fa a8
1,200 ppm LA E |- TP H30 - (REHINEHI
- JHE R B OVl 1 22 &N
- BURIR A R E R AR R
200 ppm a7 L mIEPT e U

DRERMERAE RV, B GOREEEZ LRI,

& 33 FEDESHELEHE

b1

0 ppm 200 ppm

1,250 ppm 3,600 ppm
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AT BN 52 52 52 52
i fiE 0 0 1 0
- 3 2 9*

R 0° (4.7%) (3.1%) (17.3%)

a : BRI R T SO BB (2002~2007 12 BRA%A L 74 5 #R)

: 0~19%

b : RITA (Registry of Industrial Toxicology Animal -data) 5 5oxfMRIEHIMEE GRERMIMR 22~
25 72 H B ORBR) : 0~28%

$ : Peto fH[AIlRE (B 1~4) TEIIMEM., p<0.05

* : Fisher E#eRME. p<0.01

(3) 80 ARIFENRAMERE (¥HRX)
ICR w7 & (—REMERES 50 JT) Z V7= i8EE (JB{A : 0, 200, 1,250 }% T 7,000
ppm : EXWRBRAEEEILE 34 Z2) B512 X 5 80 HMZE N AMFER N £l S h

7=
# 34 80 BEMEMNAMEE (TOXR) OEHRKERE
B HRE 200 ppm 1,250 ppm 7,000 ppm
PR AERE | K 25 157 900
(mg/kg (RE/H) i3 29 185 1,000

HEDFFIER DR ABEIIFE 35 1RSI TV 5,

7,000 ppm % GHEHEZ I\ TR ARAE X OV HBAaE O A 5 O A E N A
BEAZEIN U7, IFAIEARIE DR AEBEE (30%) K OVHHMAaHE D3 ABE (20%)
X, HakalBr & R IR — ORBR S fE st I B\ CiThi e 3 BT =T —
2 (BRPE : 10~28%. & : 6~10%) ZW b B> TW=Z &b, iFia
IR} ORI OB O R AL OB MIIH GIC L 2B TH D L Lz,

AT T, 7,000 ppm $-5-FE OMERE TARTININH 23380 H 72D T,
MR IMEE L B 1,250 ppm ( : 157 mg/kg (AE/H . M : 185 mg/kg A/

H) ThoEBRLII,

(=08 47)

F& 35 HOFESOFEEHEE

5B 0 ppm 200 ppm 1,250 ppm 7,000 ppm
A 50 50 50 50
AR 14%) 18%) 20%) 30%)
AR b (1(?% ) (105%) (6?;/0) (2%)(3/0)
PRI | (o o) 2e50 530

a: WBRTRPITE R IR BEE (3B

7> H TR 0D 7R)

32

: BRI 5 10~28%, FFHfusE ; 6~10%
b : RITA (Registry of Industrial Toxicology Animal -data) 75 5okl FRIEBIHEE GRBRIAR 18~19
: IFARRIRIE 5 0~13.6%. ATflfaE ; 4.0~22.0%




§

: Peto H[afE (1~4#) THIMER, p<0.05

* : Fisher E#H#EFME, p<0.05

12, SEREEHER
(1) 2HKKEHRER (Sv )

Wistar 7 v & (—FEHERESS 25 L) 2 W 2IREE (R4 : 0,200,500 & T 1,500
ppm : PEIRAEIREITE 36 Z2 M) HLGIZK D 2 HRESERERD E i < i,

& 36 2HAEIEHER (Sv ) OFHRKERE

B GHE 200 ppm 500 ppm 1,500 ppm
. i 16 41 120
gk | Y [ g 18 16 143
(mg/kg KE/H) ) Mk 17 43 134
LA 19 47 141

B G TRD DN BmEFT IR 3T IR TV D

1,500 ppm 58D P KO Fi R CEEEORA | FikbG#0 P AR TR
YRR DR FritCHEIIL (RIffaZ &) BoBDNRBO bz, £
T2 AR GREO A TITE A X T2V T E B O 385K I 8 2 7R 3 {4 73 1
MU7z, BARIRIEEZ DWW TIEE GBI L0 R0 F HUTHEER S Lo
t_&#E BB LD EE 2 bz, BIEEOBA . BEINE ORI

. "HEW O[FRE T O VB O R EHDININHNC L 2R AP IEONTZ =912
lﬁ%wﬁkﬂﬁﬂ MWBIE L2 EI2EDbDEEZ BT, SHREEOMEE

(BT IR D BRI KT L, 1,600 ppm &5-HED KEB G DNMEIREIK TH 722 & b1
IHEBIEZ BT VD EEX NIz, LERsTInd o2 bix, REWoRE
HOMIHNC X 2 722 b TH Y | IR EIC XD ERENRZETIT W eE S
Z b,

ARRBRIZBW T, BlEM T 1,500 ppm B 5-EED P HACHEME & O Fy A HEE
I M Ol IEE SN, /NEHL O R AR R & 2Y . B TIE 1,500 ppm
GO Fy HACHERE & OF Fo EARMERE CIREH MG E 1RO 570 T, fiE
MEITEHEY K R EM O MERE L+ 500 ppm (P : 41 mg/kg (KE/H . P M :
46 mg/kg (AE/H. F1lft : 43 mg/kg (AHE/H. F1 : 47 mg/kg (/KE/H) ThHD
EEZ BN, BIERRICKT 2 ZBTRO bR oTc, (B 48)

& 31 2HAREEHAR (S ) TROONEHFMEHME

N %ﬂiP\ I/%ZFl ﬁ Fi. /u.F2
R B i B i
Bl 1,500 ppm |+ FFROHRAR |« REBMNIDE] |- AT RO | - REHE 0]
&) ffet B OV 1E K OB AH B 1E BN K OB A B
) Eg=e:))l H < INEEHULPEF 2%
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X BoP, R BoF Ry
i i e i I
< ANZEHULERT | - RS & OV A AEKS o JFRERT B OVl
e A S 1EEH RN © FLIRBRONEME 1EEH RN
 ANZEFULERT A R ERS C IR KR O
AL S et B OV IE
R
 ANZEFULERT
A S
500 ppm | EEMERT R L wmIERT R L mIERER R L wmIERT R L
R
1,500 ppm |« (RERINME] | - ARESNIE] |- AEHDINEE |- RERTIE ]
- (HE 14 LU 21| (HF 14 LT 21| (HE 14 KOt 21| (HFE 14 LU 21
jﬁ; H) ) H) H)
) + JEEBH CESESS
500 ppm | FEIERTRLZR L mEAT R L mIEAT R L AT R L
2

S HENAERER RV E
§§ . (REE G0

(2) REFEER (SY )

Wistar 7 v ~ (—
KON 200 mg/kg NEVASIN

7’»
—o

RN T,

PRSI &P L7z,
THED TIRIZRBIE TH D B Z bl

FEME 24 PT) OIEIE 6~20 H
Vit

(ZoRElRE D (R 0, 25, 100
0.5%CMC) #5 L T, FAFMRERI i S

AR 100 mg/kg {AH/H LA EF GO REB) TR IS I &(ﬁ
FEF R 5O b, IR TIIW T ORGEIZE W THRIER G ORI
D ORI TeD T, Bt 8T REY T 25 mg/kg {ZIKE/ H.

EAE 200 mg/kg (KE/H TH D EHE 2 bz, HETEME
(B 49)

Fl'h

I%L%Tzrgnit%@ﬂi
BNV (WAYIEESY

(3) REEFMHER (Y F)

NZW o %% (—HEE 25 PB) Ok 7~28 H
T} 200 mg/kg A/ A |
7=

B GHETRO DIV EMEITAIEER 38 ITRS LTV D

200 mg/kg ﬁ@/ H&GREDOIRIRIC :I’ol/\f %13 e @%ﬁé%ﬁf @iﬁébﬂﬁﬁﬁ‘%%
FHNCHBICRO LN, BT HPFANTH U IR G2 X 58T
Wt EZ LN,

ARV T, 200 mg/kg K/ H & GREOREMY) CHRERININS], B
PSS R CIRIERE RO 572D T, ﬁfiriﬁ IIRENM L OMR IR & 1 100

mg/kg M:E/ HTohDEEZ LN, BHFEIETRD Sz hoiz,
(%[ 50)

WZoRAIRE D (R 0, 25, 100
i 0.5%CMC) #5 L T, BAEFMERBRNER S
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& 38 RAESFMUHR (VU

TRObn-FBMHRR

B RE

REE

EIR

| m i it
200 mg/kg & |- REIEIINE L OB ERAD |- (KK E
#/A - FEEED
o PR K O ER B 4 nS
100 mg/kg 1K | AT R L BPERT R L
H/HLLF

S HEBICOWTREMFRIIITIZ S TW R W ST RE &l L7,

1 3. EBEEERR
ARG (FUK) OMEZ AW ERGRERRR, b MU o SERiaE A
77 in vitro Yeto (R EE R, ~ v R U7 3 —~ TK R, ~ 7 2% -/
BN ONT » SRR 2 V2 UDS 3B A 580 S v/,
REAERIIR 39 ITRENTVWDH ERBY, 2TREThH- T b, BEX XY

VNCEBEETR VD EE X BT,

(M 51~55)

*& 39 EFMHHABREME (RIK)

RER E S KPR - B bR it
Salmonella typhimurium
PP (TA98.TA100.TA1535, D N
- TA153_7 ﬁ) | 3~5,000 pg/7” V= (+/-S9) e
Escherichia coli
(WP2. WP2uvrA ¥£)
in B~ U oRERIAE 70.8~217 pg/mL (+/-S9)
i ﬁ%@% (4 REFE]ALER) o
FL AR 23.1~70.8 pg/mL (-S9)
(22 FREREIALEE)
~ AU o fE A (D13.8~110 pg/mL (+S9)
Bin2e8k | (Ls178Y TK*) 6.9~82.5 pg/mL (-S9) o
AL ©20~100 pg/mL (+S9) -
20~90 pg/mL (-S9)
FRTEn NMRI ~ 7 2 (H#filz) | 500, 1,000 2,000 mg/kg {KE/H o
in (—BE1 6 PO) (5 1) B[]0 11 % 5
Vivo UDS 35 SD 7 v k(FFHiAz) 667 K % 2,000 mg/kg {KE/H o
(—#EHE 4 JT) (HA[E#E O % 5) (2 K TN 16 B[ ALER)

+- 89 : REAHEIEILRFLE F R OHEAFET

R AB (W K O\ e SR) O 2 AW B IR 2R A B B, B R U o
ERAAE 2 ANz In vitro G R BERER N N~ 2 7 4 —< TK

L RELLEEOZ L ZEEEL VD

LATFRLC, ) .
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Nz, RIZFAICRENTWELEBY, 2TERETH -1,

(2 56~58)

& 40 EEEEAERESE ((KHY AB)

in

vitro

AR SIS PRI EE - & G-& i
Salmonella typhimurium ,
3~5,000 ug/7" V- (+/-S9
P (TA98.TA100.TA1535. | ) gl7 Vb (+:89)
HEIRIRIR TA1537 £5) (7L — RME) o
75 B R @ 33~5,000 pg/7" V- (+/-S9) -

Escherichia coli

A T2 NN
(WP2. WP2uve k) | VI FaN T a b

b kU oSERHIR (0328.4~1,006 pug/mL (+S9)
575~1,760 pug/mL (-S9)
(4 EERALEE)

@575~1,760 pg/mL (-S9) =Yg
(22 IRpfH L)
575~1,760 pg/mL (+S9)
(4 WrREALER)

EEREN
SR

BAR T8 |~ U R D o E

- 55~1,760 pg/mL (+/-S9 -
75 SR (L5178Y TK*) ug/mL (+/-S9) r

+- 89 : HHTEIEILRFAE F R OHEAAET

14. TOHMDRAE
(1) 28 HEHESMSHHER (EEARBEER) (Sv )

Wistar 7 v b (—FEfERER 5 U8) 2V, FERAY (B4 b7
2K AR =1: LIREW) . NI U AKK O A K% 28 HEEEE (KR -
0. 500. 2,000 X T* 5,000 ppm : ‘FEJRAEREILIR 41 Z2R) &G L, BER
[T ORENED LGB T S i, MFERREHERE ORGFHIBW T, E&IRE
NI N7 > AR O AR E S RIER L, 2o Mk Sy EhiE 21y 8T X
— X EHEH LT,

& 41 28 HREBIMFMEHE (v ) OFHREKERE

B H-RE 500 ppm 2,000 ppm | 5,000 ppm

HRESY | 47.5 181 445

(R 2fk: v
Ak=1":1) il 46.7 181 428

SZ AT R
FEIRE _ e 47.0 187 438
B kT 2K
(mg/kg (KE/H) ki3 48.4 177 384
1k 45.9 183 438
AR

i3 47.6 180 436
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B GRETIRD DT EITFK 4210, IFIEA LSRR g3k 43
HEMENREF A /ST A —H [ TEK 44 ICFENTIURENTWD

BT OREEGEOMMETH PROD IEHE,L TN 168 7 A AT B B R ¥
Z—¥ (TH) JEMEOHIMARD S, X FH 03 CYP2B 74 YV 7 +—A4D

FHEYMECTHDHEEZ LN, — . EROD IEMEDHEINIRE CTH -T2 b,
CYPIA 7 A YV 7 4+ — LFHERITMEW LB 2 b7,

W OBRE G5REOMEIZ BT H 16aTH & O 2aTH 254800, X% 26TH K
W 6BTH ML= e, XX I ZnEih CYP2C11 XX
CYPSAS#FE IS EHE X BT,

o7 0y MEIZBWT, &2 TCOMmEEKGREC
tﬁéﬂnmm W HT,

HETPIREHERS T DFE R, b T 2 AIKD Cmax L NAUC 1T AL 0 HEW
fiE fz L7,

HEIREW. N7 U ARK O AR OER s iﬂﬂmf&; D, BT ROR

(.,

BT CYP2B KT CYP3A ®

=

(/é

#= 42 28 HRE®E

B ROBORRE K OS5 5

R 59)

AEEER (R

BRI

b Lo T,

(v k) TROON-FE

P 5RE J3 il 5
SEERAY 5,000 ppm |+ (REEEINENGI M OBEE SRS | - IREEE NS & OB EH S
(kT2 - TP, Chol. TG Ot Ure #5001 |- T.Bil #4i1
I NEEA Y7/ + GGT } Y ALP #n « ALT ¥ O GGT #4n
=1:1) < WET/NMEA, TN E YT A | e ANEEFUE T AR AR K
> — A O - VEmE/NEER, TR RN A
- JEAER AR O HE 0 ) — K OHEEAN
- JRAEAI O B0
2,000 ppm | = sk M OVl 1E 22 &5 0 - JHHEE R OVl 1E 25 N
ik o JNBEHR VR TR AR AR R « TP, Chol 2T} TG &N
500 ppm < AT R L - TG H#4n
k2 > AR 5,000 ppm | REIEIIING] L OB EF S | - (REHEINH] M OEEH ks
- T.Bil & Ure 0 - T.Bil #4Hn
- TP, Chol & O TG #/n « ALT KX O GGT #n
< VEmE/NER, B ONT A | - ANEER O AR AR R
Y — KON - VEmE/NEER, TR RN A
- PR AR O HE AN — A OB
- A O BN
2,000 ppm |« [F#Esxd K& OV 1F B 240 - FFHESE K OV 1F 2 SN
ULk o ANEEGLOPE AR IE K - TP, Chol & O* TG /N
500 ppm |- wMEAT R L - TG H3/n
AR 5,000 ppm |+ (REIEIIENG] K OB EF &S |« (REEHINH] M OB A &l s
o JFfER K OV IE B2 e HE N o JFfet K OV 1E B2 B HE 0
+ Chol XX TG #4hn o - EHEE K Ol I =B B 0
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+ GGT KO CK #5n
- NEEPLODPERTRIAE R
- YEEVNAR, TR DN A Y

- TP #4)in
- GGT 4/
s /NZEFLLERT IR AR K

Y — LD - VTR, BB L YT A
- PR AR O HE N V— A OHEN
- AR O HE N
2,000 ppm | - TP B4 - Chol % 0% TG i/
Ll
500 ppm mVEFT R L - TP & O® Chol #3/)1

§: %ﬁﬁih’)b\’ﬁr#%ﬁﬁﬁﬁﬁ IEN TRV H

PESCHE & CPIT L7z,

& 43 HRELFRERR

¥ W REERTEE 5/ mg # X)) D
PROD | EROD | 7aTH | 68TH | 16¢TH | 168TH | 2aTH | 28TH
SEREIREY (FT AR R k=1 :1)
5,000 ppm i3 50" 1.0 1.6 1.4 0.6 | 22.4¢ | 0.1f 1.3
’ i3 12° 1.7° 2.0 | 10.9% | 186 | 19.7 | 2.3% | 13.7¢
2,000 ppm Jii3 73" 1.5 1.67 2.2¢ 0.9 23.4% | 0.4F 1.2
’ i3 10" 1.5% 1.3 3.2 6.7 6.5 1.9 3.7
500 ppm Y2 3.5" 1.3 1.1 1.2 0.7 4.4 0.8 1.0
i3 2° 1.2 1.0 1.4 2.0 1.8 0.9 1.4
AL YN
5,000 ppm Jii3 118" 0.8% 1.8° 1.9° 0.8 35.6% | 0.2¢ 1.1
’ ki3 12" 1.4 1.5 3.9 13.4" 14.4" 1.0 4.1
2,000 ppm Jii3 64" 1.1 1.4 1.4 0.7 | 24.2¢ | 0.2¢ 0.8
’ i3 18° 1.3 1.4 2.9 13.3° | 13.6° 1.0 2.9
500 ppm 1k 2 1.1 1.3 1.1 0.7 2.2 0.6 0.9
i3 1.3 1.1 1.0 0.9 1.3 1.2 0.7 0.9
AR
5,000 ppm Jii3 46" 1.4 1.2 1.7% 0.6 | 20.7Y | 0.2¢ 1.8¢
’ il 5 9 1.5% 1.7% 8.8¢ 11.2° | 11.9% | 3.4¢ | 11.8¢
2,000 ppm JA(3 52" 1.6% 1.4% 2.3¢ 0.8% | 20.0° 0.4* 1.5"
’ i3 7" 1.4% 1.3 4.6 5.5 5.4 1.2 6.1%
500 ppm 1k 5.5" 2% 1.4 1.2 0.8% 4.8 0.7 0.9
i3 2.3" 1.5% 1.3 1.2 2.1 2.0 0.8 1.3
1) HfE :txj“%’ﬁi TR D BB R A RT,
: p<0.05.  : p<0.01. ¥ :p<0.001
= 44 MBFHFEYEIEEANTA—42
HEEREY (FT7 AR D
PRI Ji3 i3
B b 500 ppm | 2,000 ppm | 5,000 ppm | 500 ppm | 2,000 ppm | 5,000 ppm
Tmax (hr) 17 19 23 12 16 19
Crax (ug/g) 0.112 1.22 1.61 0.0915 0.555 0.843
AUC (hr - uglg) 1.42 14.3 21.2 1.23 8.48 11.4
HEERGY AE) D

38




PERI Ji3 i3
55 500 ppm | 2,000 ppm | 5,000 ppm | 500 ppm | 2,000 ppm | 5,000 ppm
Trax (hr) 20 19 19 — 17 19
Crmax (ug/g) 0.0275 0.101 0.120 — 0.134 0.147
AUC (hr-ug/g)  0.320 1.42 2.03 — 1.55 1.78
NS0
PERI Ji3 i3
e b5 500 ppm | 2,000 ppm | 5,000 ppm | 500 ppm | 2,000 ppm | 5,000 ppm
Tmax (hr) 12 16 19 13 13 20
Crmax (pg/g) 0.391 4.61 3.40 0.198 2.50 3.37
AUC (hr-ug/g)|  4.89 59.0 44.8 2.73 28.6 44.6
AR
PERI Ji3 i3
5 500 ppm | 2,000 ppm | 5,000 ppm | 500 ppm | 2,000 ppm | 5,000 ppm
Trmax (hr) — 20 16 — 16 16
Crax (ug/g) — 0.676 0.526 — 0.266 0.635
AUC (hr - ng/g) — 5.53 6.45 — 2.63 6.38
D: SR&EAWO N T U AR AR EGRIEREL, T A—XEHN LT,
— e,

(2) 28 BMBRESHERER (TVR)
ICR ~ 7 A (—HEHE 10 &) & AV 72 iR (A 0, 500, 2,000 KT 5,500 ppm :
SRR AR EITER 45 ZR) B 5IC X 5 28 H SRR I S hiz,

*& 45 28 HREGESEHER (YVR) OFHREERE

B5RE 500 ppm 2,000 ppm 5,500 ppm
SEV R AR B
(mg/kg &/ H) L 93 367 1,080

WTNOEGREIZIBND T . B O o#a ks, o K& O IE E &7 NS IgM
PURPEA PRI IS ENS . MRG0 BITR D S e o T,
ARBRIZB N T, st o nknoiz, (B 60)
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I. BREEEETH

SIFT TR 2O TEE X300 O EM A2 5 L7,

UC TR LB 0T vy FERAWT-EmENEGRROMBE., BROoES
SN XXV ORICRIT DR &Y 8T.A%TAR TH Y, EICHEFITHE S
720 Tmax fUT Tl FEITTHLE K OFFIRIZ BB DSGRD D7z 2y, eIzl
L. BREMEEIRO N oT-, REMOE X TV 3EPIENTRD D0
HTHY, FERFWE LT, B, C. ELOF RO,

UC TR LB XV OSFEEHY (YXEO=U ) ZHW-8miEnE
MRBROFE R, 10%TRR #Hx TR I R#E®IT B, C. D, E X' J Th
ST,

UC TR L= & XV v OMENEMRROMS R, TREICE VT, &)
B O HSRED Ry & L TRE(bDEF X0 o DIZh, R T kO AB 23
10%TRR #HE 2 TR LT,

XY U EGITREALEY & LM EB T D130 Lk OEW R RO
FER, ROARFEREITIEZ D 0.0159 mg/kg TH -7z,

X R B KO E 200 ktgb e & Ul SEWRERR (FLA4)
DGR, XX RO B I3t s s, (Y E ORRIEREITHED
0.03 uglg ThH-7-,

KRR RS, XY BRI X2 EEL, EICKRE (EmimE) |
BT N OFls (EEHMN, /NEEROEIFAIIBE RS ISR b, ik
PE. fEATENE, BIREEIC KT D2, BEFEMELAOREFREITRO bR ho T,

7 v N ERWT 2 ERE MR AMEOFERRBR 2 W T B IR O R AR
~ 7 A& A= 80 BRIFE N AMERRER I W CTHFIEE DR AAEEE 2SN L7278, il
BOFRAERFFILEEEEICL 2O L 3B 2 FHMEICY -V BEEsRET S 2
CIEIFRETH D EEZ b,

TR TEG R OFE R, ATREICHB VT 10%TRR 22 2EHmE LTI &
WAB DD LT, BREEND RN G, BEEY T O R Tlx 5
Brivxxthr BUbEmoHr) LRELE,

FlBRIC T D MEMEESIIR 46 (2, HERORGEICIVEEIND EEX
DD EMRBEIIR AT ITREN TN D,

B ZEFESEEKEMFAES L, FRRTELONZEEEED 5 Big/MEIX,
7 v MW 2 FEREB MRS D AMEDFERERO 11 mg/kg KE/H Tho72 2
EMD, TNERILE LT, 2% 100 T L7 0.11 mg/kg (A8/H 2 — H £ H
TFRE (ADD ER%E LT,

Fo, BV UCOEBROKGHEIZL VAT HAEEEDOH DM EICKT 5
WEMEED S bE/MEE., 7 v bERAW AR O 30 mg/kg KAETH
ST Z b, TRERRHLE LT, Z484%5 100 TR L7Z 0.3 mg/kg AE % 2AMES
AR (ARfD) T LT,
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ADI 0.11 mg/kg K=/ H

(ADI G ERIE L) 8 B 3 S A OFE AR BR
(B FE) A
(HAR) 2 -
(B 5 J715) RAH
(fE R ) 11 mg/kg K E/H
(224550 100

ARfD 0.3 mg/kg IKE
(ARfD & ERIE L) AR TR R ER
(B FiE) A
(B 5 H515) HA[E]5R IR O
(e 2 ) 30 mg/kg A
(2t 100
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& 46 FHRICETLIEFHEEF

- Beh & T o E )
B R (mg/kg AE/H) | (mg/kg KE/H) | (mg/kg K/ H) i
S5k 0. 250, 1,000, | I : 72.9 % : 300 HE - pRE NN
7 4,000 ppm - 21.4 M - 85.7 R OB Al B

JHFf sk K OVl IE
90 HIF | # : 0, 18.6, HEHE, /NEFR
fAaMESEME | 72.9. 300 PR AR AR R
0, 21.4, %
85.7. 315 W - FREE e OVl
IEE BN
0. 300. 2,000, | # : 168 % : 325 HE - RE N
4,000 ppm M - 28.3 Mt - 186 )L R B OVl
P IEE SR, NIE
A B HE 2 0, 24.8, FRU P A
- 168, 325 K%
it . 0, 28.3, I - AREHG N
186, 350 i, AR T
0. 300, 1,000, | 4 : 66.0 1t - 260 HERE - REEHINPD
4,000 ppm e 79.7 it : 303 i, FEEE B
90 HHHA
PEAPRREEME | 7 2 0, 19.7, (PR MR IR
kbR 66.0. 260 D HITRY)
- 0. 24.3,
79.7. 303
0. 200, 1,200, | f## : 11 M - 67 B /NBEFR AT
3,600 ppm M- 14 i - 86 MR AE AR, IR R
A b Rz A A
'Is%zlrfﬁﬁﬁ?i/ B0, 11, 67, K%
s e | 218 M - FORBRAT
{%Aiﬁ%ﬁ lﬂﬁ . 0\ 14\ 86\ ‘l\éj‘j/l) F\\ 5H@
Y 261 - 7
(- 7B JRR)
0. 200, 500, |#HEHEONE | BlEEORE | BE
1,500 ppm ) ELY] MR - AT R Y
Pt 41 P I : 120 FHIEE &R, /)
P : 0, 16, | P : 46 P it : 143 oD R A
41, 120 F. gk : 43 F. /i : 134 AER S
2 AR P i : 0, 18, ot ;47 Fq : 141
BHHABR | 46, 143 IREhY - (REEHE N
Filf ;0. 17, il
43, 134
F. i : 0, 19, (BIERE (X
47, 141 HEBITRD S
)
AN | 0. 25, 100, 200 | BEEMW - 25 REI 100 BEE) - REHDN
kbR JEIE : 200 el - — Il R OB £ &
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. Beh & T o E
B R (mg/kg AE/H) | (mg/kg KE/H) | (mg/kg K/ H) i
Pk
IR« AT R
L
(1 —rﬁ/f }J
@6m@w>
<7 A 0. 1,000, M - 1,270 M — WERE - T AL 7R
5,000, 7,000 | i : 1,800 e — L
28 Hi (BP&
gﬁfgﬁ 7#:0.178.920.
1,270
e . 0, 248,
1,150, 1,800
0. 500, 3,500, | i : 567 HE - 1,170 M RSN
7,000 ppm i - 1,460 - — M FEMEAT R e L
90 HH
ik | HE: 0, 80, 567,
=HERER | 1,170
ME:0,.112. 810,
1,460
0. 200, 1,250, | I : 157 H : 900 MERE - (RN
7,000 ppm M - 185 M - 1,000 il
80 I fH
FNAME | HE:0, 25, 157, (B - JFFR A i
kbR 900 JE, e )
M- 0. 29, 185,
1,000
AVES 0. 25, 100, 200 | R-E# : 100 R © 200 R - AREHGIN
J&IR 100 JEIR 200 i), FEEE R
A
AN
B JEVE AR E
({ Tﬂ:/r }J
@6m@w>
A X 13 3R] | 0. 50. 150, 400 | # : 150 HE - 400 B e - (S EEHE AN
[k I - 50 M - 150 il B OB RE 23
AR /A
1AM | 0, 15, 50, 200 | #E : 50 1+ 200 HERE - (REEHEINED
%r@t%‘ﬁ I - 50 M - 200 il B E
— I NEERIIRETE o T,
D I IR N B CER D B AT AT R OBEE A R LT,
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& 4] HREEOREFICLYETLAREEOHLEMTES

55 MM N VA S I EREIC
EL7Kii R (mg/kg NE XX RS2 RaRA v Y
mg/kg K&/ H) (mg/kg (K E T mg/kg K&/ H)
v b M 0. 175. 550, | M : <175
sappape | 1750, 5000
2T M AR (BEHEK 30 40~5 IEfE) . M
WAL K OEFR b (B 514 2~3 IRFfH)
s | O 30v 250, 2,000 | ki - 30
= BERE : T, £ A0 X AT, IEEIHE TS
0. 300. 2,000. 4,000 | /4 : 168
ppm 1 - 186
13 MR | Mk 0, 24.8, 168, | M REBEIENE] (5% 0~7TH) | HEE
fAarEE M | 325 B (FH%TH)
ME 0, 28.3. 186, | M : AREHINENE (BH% 0~T7 H)
350
~ A 0. 500, 3,500. 7,000 | / : 567
90 A 1t ppm 1 - 1,460
WA | s (5 .
BT, K:0, 80, 567, 1,170 | M : A bufn?‘ﬁ (FH% 0~T H) | BEHZ)
ME - 0. 112, 810, Fd (5% 1~4 )
1,460
X 0. 50. 150, 400 | 4 : 150
13 JE [ i+ 50
HRE ek PRECIBNED (K - 255
2k ) N (K 5% 1~8 H, M
5% 1~8 H) MO ERD (M 5%
1~15 H, M : ®&5% 1~8 H)
NOAEL : 30
ARfD SF : 100
ARfD : 0.3
ARFD 3% EARPLE £ 7 v bR I
ARfD .%r&tﬂﬁaﬂai SF : %47 % NOAEL : Wa kit

D:

DEMER TR b EREET AR LT,
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<BURE 1 - A o BN TR >

k=2 &R ¥4

CSCD659087 N-[2-[(1S,2R)-2-cyclopropylcyclopropyll-4-hydroxy-phenyl]-3-(difl
B | 7 AAF /7 = /— | uoromethyl)-1H-pyrazole-4-carboxamide

IR (K7 o ZA{K)

CSCD668404 N-[2-[(18,28)-2-cyclopropylcyclopropyll-4-hydroxy-phenyl]-3-(diflu
C F A AF )7 = /) — | oromethyl)-1H-pyrazole-4-carboxamide

R ( AEK)

CSCD659088 3-(difluoromethyl)-N-[2-[(18,2S)-2-(1-hydroxycyclopropyl)cyclopro
D |7 AAXAF /Lt KuF | pyllphenyll-1H-pyrazole-4-carboxamide

UK (b7 A K)

CSCD658906 N-[2-[(18,2R)-2-cyclopropylcyclopropyll-4-hydroxy-phenyl]-3-(d
E | 7= /=K (b7 |ifluoromethyl)-1-methyl-pyrazole-4-carboxamide

> AEK)

CSCD659090 N-[2-[(18,28)-2-cyclopropylcyclopropyll-4-hydroxy-phenyl]-3-(diflu
F 7 = /) —/)U{K (A | oromethyl)-1-methyl-pyrazole-4-carboxamide

%)

CSCD659089 3-(difluoromethyl)-N-[2-[(18,2S)-2-(1-hydroxycyclopropyl)cyclopro

V7 n 7 Vi | pyllphenyll-1-methyl-pyrazole-4-carboxamide
Gl krEsik (FTy

ZAK)

CSCD668403 3-(difluoromethyl)-N-12-[(18,2S)-2-(3-hydroxypropanoyl)cycloprop
H |B-t Fuox i h/LAR | yllphenyll-1-methyl-1H-pyrazole-4-carboxamide

=k (F 7 o Z1K)
I CSCC210616 3-(difluoromethyl)-1-methyl-pyrazole-4-carboxamide

v =T 2 RIK

CSCD667584 N-[2-[(18,2R)-2-cyclopropylcyclopropyllphenyl]-3-(difluoromethyl)
J N-7 A2 X F /LK (b |-1H-pyrazole-4-carboxamide

7 AE)

B-t Rk BR[| %W H (CSCD668403) O propanoyl 2 370D S-3 A7 A L&
K |=Vy AT A4 vmb | IR

i (F7&IK)
L TAAFNALTE Ra | EXXVUDON-TAATFIL, Tz /=L Ev a7 aELEgot

RIS R ok
M TAAFN B-b Fe | @ H (CSCD668403) D7 A X F /LK

X UM VIR =R

T . EHAXHOTVE xR (Zo=VBRYE Rad v d7 ==
N | ¥E ReEeovE WKV 7 a7 a ENVBROKE Ra ¥ 1k)

CSCD668403 3-(difluoromethyl)-N-12-[2-(3-hydroxypropanoyl)cyclopropyllphen
O |B-t K h /AR | yli-1-methyl-1H-pyrazole-4-carboxamide

=K (FEIE)

B VR R Y HE XY Dra T as VR CERIA

ERexy g-b e | [ H (CSCD668403) D7 = / —/L{K
Q F AR = VR
R TAAFNLE FRX | BFXFHFUDON-TAATFN, T/ =V FT7n7m Vi e B

DN ZREREN B % RO O-Fils AR
S TAAFNIT NI a | XX DN-TAAF )V, N-Z 7o sk (SLARRLE L

AR 72 L)
T |SAAF e Fax | EXFFCON-TAATFL, T/ — A XTI 7/rnr oV O

45




/=0 1 F R
(N

R 1480 O-7 v 7 v sk

E R/ nrno

XYL DT ) — AT u e B Faxifhko O-7

Y| omaats L B Ak
[ A== R i DR S el i S AN M AEN A b 7/ = b B ) - S il N i S NV i 7
v PN
LS A%
E R v A7 | BV OT7 /=)L, 7T aENEREDS-VATA URAER
W | A
AR
X e RaX s | XX O T 2 — AT/ a e EVEEOE Fa X U ARO O-
e SRS 7 v a SR AR
ERaXUINETF | v AFRY DTz )=k, YT RN ST ETFARER
Y RN
T it
7 Ve RerXF TN | XX DT 2 )=V a7 e EEROYE R UK
FA AR 7 = = )VEBR S UV H F A AR
CSAAT98670 3-(difluoromethyl)-1-methyl-1 H-pyrazole-4-carboxylic acid
AA | (CSCD798670)
v g — Lk
CSCD465008 3-(difluoromethyl)-1 H-pyrazole-4-carboxylic acid
AB |N-TAAFNLETY
— LR
CSCDEETE55 N-[2-[(18,2R)-2-cyclopropylcyclopropyllphenyl]-3-(difluoromethyl)
AC s o -1-[(2R,3R,48,58,6R)-3,4,5-trihydroxy-6-(hydroxymethyl)
N-Z )=z R .
tetrahydropyran-2-yllpyrazole-4-carboxamide
CSCD667556 3-[[(2R,38S,4S,5R,6R)-6-[4-[[2-(2-cyclopropylcyclopropyl)phenyllcar
AD | N-~ 1 =/L 7 /L= | bamoyll-3-(difluoromethyl)pyrazol-1-yll-3,4,5-trihydroxy-tetrahyd
N ropyran-2-yllmethoxy]-3-oxo-propanoic acid
AR CSCD728931 N-[2-(3-cyclopropyl-1-hydroxy-3-oxo-propyl)phenyl]-3-(difluorome
thyl)-1-methyl-pyrazole-4-carboxamide
AF | CSCDE68094 N-[2-(3-cyclopropyl-1, 3-d1hydr0xy-'pr0pyl)phenyl] -3-(difluorometh
yD)-1-methyl-pyrazole-4-carboxamide
AG | CSCD663095 3-[2-[[3-(difluoromethyl)-1-methyl-pyrazole-4-carbonyllaminolphe

nyl]-3-hydroxy-propanoic acid
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<HIHK 2 : A SIS FR >

i AR
ai F#hE 4y (active ingredient)
Alb TINT I
ALP TV KRAT 72—+
ALT 7'7;‘/77\2/ F'?‘/7\\7:n'?:—k° \
(= NVEZIVBELVEUEENT AT I —8 (GPT) |
AST 7’%1\“7%“‘/@’27’\:/ F’?‘/zzi’?—t\‘ ‘\
[=onB2IvgAxYafiis7 A7 I —8 (GOT) |
AUC SEM I B R T T A
Chol L AT Hr—/)b
Cumax e
CMC HIVRF T AT E—R
Cre JVvrF=
CK VT F=F—F
CYP v R a L P450 T A VYA L
EROD ThFVLINT 4y OT2FT7—F
FOB S AIEL RS e T N
GGT y-ﬁ“/l/?i/l/l\ﬁ‘/f7:c§‘—ﬂf\\ \
[(=y-ZNE IV T AT FZ—F (y-GTP) ]
Glob A= I%
Glu T a— A ()
Hb ~NEZ vy (taER)
Ht ~~v ~7 Uy ME (=i mEkEfE (PCV) ]
Ig a7y v
LCso B
LDso PREIC R
Lym U L RERER
Mon HEREL
P v
PLT IR
PROD NRURNRVLINT 4 OTRXTT—8
PT A= = Vg S|
RBC 7RI Bk %
T TH IS 0803
TAR e (JLBR) e
T.Bil wEYLE Y
TG YV ZUERY R
TH TAMATORVE KadvT—F
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TP WEHE

Tmax $oc v i FEE I R
TRR MR BE U RE

Ure IR
WBC A 1 BR %
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<HIAK 8 : EM IR L sl BR i — Vg ot >
TEW4 ek
(HrEsAn)| AR o P i ORI ME 2 KT v AR A
SIS | A AR | T | R ) (mg/ke) 9 (mg/ke)
(FEfiHe)
12501 | <0.0075 | <0.005 : <0.0025
128 02 | <0.0075 | <0.005 : <0.0025
123 03 | <0.0075 | <0.005 : <0.0025
135504 | 0.0103 | 0.0078 : <0.0025
1355 05 | <0.0075 | <0.005 : <0.0025
128 06 | <0.0075 | <0.005 : <0.0025
ERL ok 25g 1238 07 | <0.0075 | <0.005 : <0.0025
B12£) 16 |4p45% | ai/lo0ke | 135508 | 0.0082 | 0.0057 : <0.0025
b NES| ARFNF | OB F45 09 | 0.0085 | 0.0060 : <0.0025
(20124F) H 128 10 | <0.0075 | <0.005 : <0.0025
128 11 | <0.0075 | <0.005 : <0.0025
133512 | <0.0075 | <0.005 : <0.0025
135513 | 0.0159 | 0.013:<0.0025
1E55 14 | <0.005 | <0.0025:<0.0025
12815 | <0.01 | <0.005 : <0.005
1E95 16 | <0.01 | <0.005 : <0.005
95 15501 | <0.01 | <0.005 : <0.005
87 | 1302 | <0.01 | <0.005 : <0.005
78 | 1303 | <0.01 | <0.005 : <0.005
95 | 1FH 04| <0.01 | <0.005 : <0.005
R 95 | 1FH 05| <0.01 | <0.005 : <0.005
(Fae Lo 258 86 | 1ZY06 | <0.01 | <0.005 : <0.005
CESy 45.45% | a.i./100 kg -
b 13 B N 1 86 | 1FY 07| <0.01 | <0.005 : <0.005
(20114F) m 88 | IFH 08| <0.01 | <0.005 : <0.005
93 | IFH 09| <0.01 | <0.005 : <0.005
99 | 1FY 10| <0.01 | <0.005 : <0.005
98 | 1Y 11| <0.01 | <0.005 : <0.005
110 | 1FH 12| <0.01 | <0.005 : <0.005
110 | 1FH 13| <0.01 | <0.005 : <0.005

1) BB AN STV T, IVER
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<ZHE>

1.

10.

11.

12.

13.

14.

15.

BE XY GREAD RIEE O EEREITR L B FINTE R - oY

= 2V NS, 2013 L —EBAE

Pharmacokinetics in the Rat Following a Single Oral Administration of 1 mg

or 80 mg [Pyrazole-5-:C]-SYN524464/kg : Charles River Laboratories (J£[E) .

2009 4, RAFK

Excretion and Tissue Distribution in the Rat Following Single Oral

Administration of 1 mg or 80 mg [Pyrazole-5-14C]-SYN524464/kg : Charles

River Laboratories (J¢[E) | 2009 -, RAFE

Excretion in Bile Duct Cannulated Rats Following Single Oral

Administration of 1 mg or 80 mg [Pyrazole-5-14C]-SYN524464/kg : Charles

River Laboratories (J¢[E) | 2009 -, RAFE

Excretion in Bile Duct Cannulated Rats Following Single Oral

Administration of 1 mg or 80 mg [Phenyl-U-14C]-SYN524464/kg : Charles

River Laboratories (J¢[E) | 2009 -, RAFE

Tissue Depletion in the Rat Following Single Oral Administration of 1 mg or

80 mg [Pyrazole-5-14C]-SYN524464 /kg : Charles River Laboratories (Z[E) .

2009 4, RAK

Tissue Distribution and Elimination in the Rat Following Repeated Daily

Oral Administration of 1 mg [Pyrazole-5-14C]-SYN524464/kg : Charles River

Laboratories (J%[H) . 20094, RAZE

Investigation of the Nature and Identity of Radiolabelled Metabolites Present

in Plasma, Urine, Faeces and Bile Collected from Rats Following Oral

Administration of [14C]-SYN524464 : Charles River Laboratories (¥:[E) . 2009

B, RRFE

Metabolism of [14C]-SYN524464 in the Lactating Goat : Charles River

Laboratories (F%[E) . 2009 4, RAFK

Metabolism of [14C]-SYN524464 in the Laying Hen : Charles River

Laboratories (J%[F) | 2010 4, RAFK

Translocation of Radioactive Residues in Spring Wheat, Soybean and

Maize : Syngenta UK (JZ[E) | 20074, KA

[14C]SYN524464 - Metabolism in Spring Wheat (Analytical Phase Only) :

Covance Laboratories Limited (Z£[E) . 20104, KAFK

[14C]SYN524464 - Metabolism in Soya Wheat (Analytical Phase Only) :

Covance Laboratories Limited (Z£[E) . 20104, KAFK

[14C]ISYN524464 - Metabolism in Swiss Chard : Covance Laboratories Limited
(JEE) . 20104E, RAFE

[14C]SYN524464 -Uptake & Translocation of Radioactive Residues in Canola :
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16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.

31.

Covance Laboratories Limited (Z£[H) . 20104, KAFK

Route and Rate of Degradation of 14C-Pyrazole-Labelled SYN524464, Applied
as Treated Seed, in One Soil under Aerobic Laboratory Conditions at 20°C :
Syngenta (J%[E) | 20094F, RAFE

Route and Rate of Degradation of 14C-Phenyl-Labelled SYN524464, Applied
as Treated Seed, in Four Soils under Aerobic Laboratory Conditions at

20°C : Syngenta (J%[E]) . 20084F, KRAFK

[14C]-SYN524464 - Rate of Degradation in Three Soils at 20°C : Battelle UK
Ltd. (BE[E) | 20094F, RAFE

[14C]-SYN524464 — Identification of a Metabolite formed in Study NC/07/015:
Battelle UK Ltd. (G&[E) . 20104, Rk

Metabolism of [Phenyl-U-14C]Labeled SYN524464 Treated Seeds under
Aerobic/Anaerobic Laboratory Conditions in One Soil at 20°C : Syngenta Crop
Protection, Inc. CK[E) . 20074, KAFK

Adsorption/Desorptin of [Phenyl-U-14C]-labeled SYN524464 on six soils
(Gartenacker, Marsillargues, 18 Acresm Visalia, Washington and
Champaign) : Syngenta Crop Protection AG (AA Z) | 20084, KAFK
Hydrolysis of [Phenyl-U-14C]-labelled Material under Laboratory Condition :
Syngenta Crop Protection AG (A4 R) | 20074, KAFK

Aqueous Photolysis in Sterile Buffer Solution and Sterile Natural Water :
Syngenta Ltd. (J¢[E) | 20074, RAFE

TEM R R RS - KRER O T4 BBRERE, RAFK

SYN524464 500FS (A16148C) — Magnitude of the Residues in Potato
Following Seed Treatment Application USA 2011 : Syngenta Crop Protection,
LLC CKE) . 20124, RAE

Sedaxane FS (A16148C) and Diquat SN (A12872A) — Residue Levels on
Potatoes from Trials Conducted in Canada During 2011 : Syngenta Canada
Inc. (BT %) | 20124, RAFK

Magnitude of Residues in Milk and Tissues of Dairy Cows Following Multiple
Oral Administrations of SYN524464 : Charles River Laboratories (Z<[E) . 2009
B, RRFE

SYN524464 - Acute Oral Toxicity Study in the Rat (Up and Down
Procedure) : RCC Ltd. (A A X) | 2008 4, KA

SYN524464 - Acute Dermal Toxicity Study in the Rat : RCC Ltd. (A1 &) |
2007 -, RAFE

SYN524464 - 4-Hour Acute Inhalation Toxicity Study In Rats : RCC Ltd. (&
A R) | 2008 -, RAFK

CSCD465008 - Acute Oral Toxicity Study in the Rat (Up and Down
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32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

Procedure) : RCC Ltd. (AA &) | 2008 4, KRAE

SYN524464 —Acute Oral (Gavage) Neurotoxicity Study in the Rat : RCC Ltd.
(AAR) | 2009 -, RAFE

SYN524464 - Primary Eye Irritation Study in Rabbits : RCC Ltd. (A1 &) |

2007 ., RAF

SYN524464 - Primary Skin Irritation Study in Rabbits (4 Hour

Semi-Occlusive Application) : RCC Ltd. (A A &) | 2007 4E, KRAF

SYN524464 - Local Lymph Node Assay in the Mouse : Safepharm

Laboratories Limited (3%[E) | 2007 4, RAoF*

90 Day Dietary Toxicity Study In Rats : Syngenta Central Toxicology

Laboratory (3%[F) . 20074, RO

SYN524464 - 13 Week Rat Dietary Toxicity Study : Charles River

Laboratories (F%[E) . 2009 4, RAFK

SYN524464 - 4 Week Mouse Dietary Preliminary Study : Charles River (3¢[H) |

2009 4, RAFK

SYN524464 - 90 Day Mouse Preliminary Carcinogenicity Study : Charles

River Laboratories (J¢[E) | 2008 =, KRAFE

SYN524464 - 13-Week Oral (Capsule) Toxicity Study in the Beagle Dog :

Harlan Laboratories Ltd. (A1 &) | 20084, KAF

SYN524464 - 4-Week Oral (Capsule) Toxicity Study in the Beagle Dog :

Harlan Laboratories Ltd. (A1 &) | 20084, KAF

SYN524464 - 90-Day Neurotoxicity (Dietary) Study in the Rat : Harlan

Laboratories Ltd. (A1 &) . 20094, RAF

SYN524464 - 28-Day Dermal Toxicity (Semi-Occlusive) Study in the Wistar

Rat : Harlan Laboratories Ltd. (A1 &) | 20084F, KAFK

CSCD465008 - A 28-Day Oral (Dietary) Toxicity Study in Wistar Rats : WIL

Research Laboratories, LLC CK[E) . 20084, RAFE

SYN524464 - 52-Week Oral (Capsule) Toxicity Study in the Dog : Harlan

Laboratories Ltd. (A1 A) . 20094, RAF

SYNbH524464 - 104 Week Rat Dietary Carcinogenicity Study with Combined 52

Week Toxicity Study : Charles River Laboratories (Z£[E) . 20104F, RKAF

SYN524464 - 80 Week Mouse Dietary Carcinogenicity Study : Charles River

Laboratories (3%[H) | 20104F, KRAXK

SYN524464 - Two-Generation Reproduction Toxicity Study in the Han Wistar

Rat : Harlan Laboratories Ltd. (A1 &) | 20104F, KRAFK

SYN524464 - Prenatal Developmental Toxicity Study in the Han Wistar

Rat : Harlan Laboratories Ltd. (A1 &) | 20094F, KRAFE

SYN524464 - A Prenatal Developmental Toxicity Study in New Zealand
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51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

White Rabbits : WIL Research Laboratories, LLC CK[E) . 20104, RAF
SYN524464 — Salmonella Typhimurium and Escherichia Coli Reverse
Mutation Assay : Harlan Cytotest Cell Research GmbH (KA ) | 20094,
RINF

SYN524464 - Chromosome Aberration Test in Human Lymphocytes In

Vitro : Harlan Cytotest Cell Research GmbH (K- >) | 20094, RAFE
SYN524464 — Cell Mutation Assay at the Thymidine Kinase Locus (TK +/-) in
Mouse Lymphoma L5178Y Cells : Harlan Cytotest Cell Research GmbH ( K1
V) L 20094, RAEK

SYN524464 - Micronucleus Assay in Bone Marrow Cells of the Mouse : Harlan
Cytotest Cell Research GmbH (K- /) . 20104E, RAF

SYN524464 - In vivo Liver Unscheduled DNA Synthesis (UDS) Assay : Harlan
Laboratories Ltd. (%[E) | 20094, RO

CSCD465008 - Salmonella Typhimurium and Escherichia Coli Reverse
Mutation Assay : RCC Cytotest Cell Research GmbH (RCC-CCR) (K1) |
20084, Rk

CSCD465008 - Chromosome Aberration Test in Human Lymphocytes In
Vitro : RCC Cytotest Cell Research GmbH (RCC-CCR) (K1) | 20084, &
INFR

CSCD465008 — Cell Mutation Assay at the Thymidine Kinase Locus (TK +/-)
in Mouse Lymphoma L5178Y Cells : RCC Cytotest Cell Research GmbH
(RCC-CCR) (RA) . 20084, KAF

SYN508210, SYN508211 and SYN524464 28 Day Comparative Study in the
Rat : Syngenta Central Toxicology Laboratory (J:[E) . 20104, RAFE
SYNbH524464 - A 28-Day Dietary Immunotoxicity Study in CD-1 Male Mice :
WIL Research Laboratories, LLC CK[E) . 20104E, RAFE
BRI DWW T (2641 H 30 H AT EAE 57848 R B 2201305275)
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