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BTV HVIRF Y I RRZEAITHD #3492 (CAS No. 87497-67-6)
IZOWT, BFRRBRAGES 2 ) TR R R B3l A 5206 L 7=,

FHIZ W RBREAR 1. BiANEm (T v b, PERO=U NY) | HEDIEN
wam (FhE. 20T | EERYE. fiadEE (v b v UAKTAS X) |
fatEmRRENE (T ) | BEEE (fX) | BEEEEDAMERS (T M)
HERAME (o R) | 2B (T > b)) | BAEFEE (T REOUHX) | #E8iE
BIHEEORBKGE TH D,

KR RBRE RN D, B U REICI DT, BICRE () | &
B K O (RN, /NEEFOMEF IR RS IO b, fRkaEE,
fEATTENE, BAEREIC X T 2 2, BEFEME L ORERMITRD bk o7z,

7w MR 2 FREMEFEMELRE D AMEDFERERIC I W T = i O 5 AR B
~ U A% 80 M EIFE A AMERBRIC I W TS O ASEE AN L=28, fE5
DORERFITERBEMEICE 2D L ITB 2 FHMHIC Y-V EELZRET 5 Z &I
AEETH D EEZ LN,

KRG RN D, BEMTORBRTMSWE XX BUbamoH) &
RIE LT,

ERBR LN EEEREO O bi/MEIX, 7 v ERAWE 2 EREMEEMEE N
AMEDFERERD 11 mg/kg KE/H TH-o72Z &b, THEZBILE LT, ZefiK
100 ThrRL 72 0.11 mg/kg (KHE/H % — HEIFAEE (ADD) L&RE LT,

Fo, BV UCOERBROKGHEIZL AT HAEEMEOH D Ik 5
RO D b/MEX., 7 v 2RVt EERER O 30 mg/kg (AE TH - 7=
ZEMNS, INERILE LT, ZefA% 100 THL7- 0.3 mg/kg (KE A 2SR &

(ARfD) E%E LT,



. FHEXNRBRROME
. A&
B 7l

. BRSO —K4A
Il i o/
#4, : sedaxane (ISO %)

. E24
IUPAC
M4 b7 AR 2-[ARS2SR)-1,1-¥ v 7 a7 us%-2-A V]-3-(YV 7 V41
AFN)1-AFNLE TS —)-4-HLARF T =1 R
AR 2-[ARS2R9-1,1'"t> 7 uFr/,8-2-4 )V]-3-(Y 7 )L A1
AFN)1-AFNLE TS —)-4-HLARF T =1 R

B4 o T AR 2-[(LRS,2SR)-1,1'-bicycloprop-2-yl]-3-(difluoromethyl)-
1-methylpyrazole-4-carboxanilide
AR 2'-[(1RS,2RS)-1,1'-bicycloprop-2-yl]-3-(difluoromethyl)-

1-methylpyrazole-4-carboxanilide

CAS (No. 87497-67-6)
M4 1HvE T —-4- LR FTT7 2R, M2-[1,1-vy 7 a7t n]-2-4
N7 2= )-8-(C 7 Fm AF)-1- A F

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

. HFR

Ci1sH19F2N30

. BFE

331.4



| kS ik | o 2k
kT AR AR 81~85 1 10~15

7. FREORERE

XYL, VoV R R VBRI T Y — A LR Y I RRE
WAITH D, a7 BKERAREATHY ., TCA A 7V EHE L TREL)
REerTEBEZONTND, BRI AT U ABMEEREZE L, MR
EHBENRE AT, EREERENT MRFIC, RKETrYERI Y (Thn
Lx. NEFIZ, Z0E0H T X ROZEMN TEERRESNL TN D,

AE A YR—=F LT UARE (TR L L) OEFERRINATND,



I REHICHRLIABROME
BFEEMAR [I.1~4] (X, BEFXV DTV —LEBED 5 NDRFEA 14C T
R L7=b o (BLF T [pyr-dCle X4 Lvwo, ) KO7 == VERDRFEE
UC T L2t (LR T [phe-dClzX X4 LnvH, ) ZHWTE
ME STz, HOREIRE R OB IR BEIE . FRICHT O N e WIGA IR RE (B B
HHEE) b A A L2 (mglkg Xidpglg) Zow Uiz, REMW55 fedng
R OV A ZEREFRIERIAL 1 KO 2 IR STV 5,

1. BPEREGRRR
(1) vk
O
a. MPBREHRE
Wistar 7> & (—FEMERER 11 P8) (2, [pyr-UClE# ¥4 % 1 mglkg K
LLF 1] iksnT HEHE] EvwH, ) T 80 mgkg AE (LT [1.] 1T
BWT IEHE] 2vwW), ) THEREOBE LT, &5% 72 BRI g H
BOE S iz,
MAE N OV i PSR BN RE ) N T A —Z (3R LIRS LTV D,
MAE R OEIMHIZI T D Tmaxe Cmax KON Ty (CHERER] TR 72 2R ITRO &
Niginoiz, (= 2)

x 1 MERVCEMPREVBEFH/ NS A -4

5551k HiERE O
55 1 mg/kg A 80 mg/kg A
PRI Ji3 i Ji3 il
Tmax (hr) 1 1.5 5 6
1. | Cmax (ug/g) 0.106 0.110 10.6 12.4
HE | Tu2 gy (hr) 22.7 24.9 28.8 23.3
AUCo-72 (hr + ug/g) 1.66 1.63 234 192
Tmax (hr) 1 1.5 5 4
4 | Cmax (ug/g) 0.071 0.075 9.04 9.60
i | Tye ysm (hr) 39.9 33.9 31.6 20.7
AUCo-72 (hr - uglg) 1.46 1.30 197 158
b. WRUNE

PEEER (1. (1D @c KON d] THEON-E 5% 48 B £ CoOREt, R, h—
T AV N — DRI P OB REDEFN B, IR, IKHERE T2 &
b 87.4%., MAERETAHRL &L 8T.1%EHEHENT, (B4, 5)

1

FEAK - BRI D BRI gRIED Z L — T A& vwH (LLTRL, ) .



@ &

a.

B[O

5@

PettEER (1. (1) @bl TR & L7z i 5 168 WE[# 14 Oliifias K Ok 2 386E & L T,
RN AR DIRES S L7,

S M SRR IS B U DRI BEIR AL 133k 2 IR STV D,

g e M Ok R DFR B BUNRBIR FE 1L, W o G-REDOMERE & & 1Tl Che b =
e R ORETIX, HRRBE, B, Pt M OV Co B I aEik

MNoTz,

FEMRZED HALT=N, F OO,

(& 3)

[EYIRI NN

FEf M OMILAE TR 2 & 13 S 7o 7,

= 2 FERBRBEVCHEBICHSITIEREGMETEERE (ug/e)

e i | P £ 55 168 I
1 1| JFi(0.020), Bhi%(0.006), 41f(0.003)
M| AFR(0.008), EHiE(0.003)
30 e | AFRE(1.34), HUIRER(0.84), BiE(0.48), Jig(0.15) | ifi(0.14)
e | FRE(1.01), BHE0.32), 41f.(0.15)
b. HEMEE5Q

Wistar 7 > b (—BEMERES: 4 JC) 12, [pyr-14Cl& # 4> 2 {CH & T & H

BCHREIRE DS LT, SR

AR N FE i S T

T AR M ORI C 36 1T DR U REIR EE1X R 3 IT RSN TV D,

g S OREARR HR D 23 AR\ MERERR] CREZE 72 2213580 LAV T lidas M OSSR H D 7%
BBETEENY 0.1~3.2 H O 2083 Tz L 7=,

FF M Ky OV I C i WO EE 3 ER. 6D B AL TZIE A, AR B CIENE. B M OB

Wz
(M 6)

e A TIE, MEIA. N, B M O HARBRIC S O R BE SR O BTz,

& 3 FERSBRUVHEBICETLERBEMRHEEE (ng/g)

B b &
(mg/kg A H)

PRI

Tmax {#L*

5 96 R[4

HALE (5.37), IFhE(.10), &I
(0.245) . B g (0.208) . B gk
(0.162) . B 5 B (0.124) . A
(0.086) . 1f #%(0.079) . H Ik iR
(0.077). LMi(0.073)

fF(0.025), ¥H{L&(0.013) | B

figk (0.006) . Ifi. 4% (0.004) . Jifi
(0.002) . M fik (0.001) . K5 B
(0.001), L:i%(0.001)

HIbE(5.92), FFlE(1.03) | Ml
(0.323) . M (0.317) . EI &
(0.312) . B AEHL(0.295), W& Mk
(0.227) . H R IR (0.155) . fifi
(0.129), JPHL(0.120)

HILE(0.017), AFiE(0.014), &
Jig(0.004), 41f1.(0.002)

80

HALE (605), HFIE(71.7) . IR

JFig(2.85) . WML (1.60) . H




Wi62.7) . BEfg@47.1) | B
(35.2). EIE(32.4). Miflii(28.5) .
R BR(19.4) | D K(18.9), fi
(18.5)

KER(1.05) . BE(0.59) . £
(0.38) . fifi(0.19). D (0.14),
5 71(0.06)

i 3

HIbE(296) . BAEHG(108) | H
WHR(79.0) | FElR(65.7) | EIE
(65.5). fiTh#(64.6) . JPEL(46.0).

B (31.4), 7=(24.9), fi(23.2)

FFl(1.42), YHEE(1.27) | Bl
(0.45), 41f.(0.29) . Aii(0.14).
JEL(0.13)

* AR R TR OMECZ LT G 1T REfIER KON 1.5 IRef] 6% | v )RR CUIMERE T - 5 I,

c. REELRE

Wistar 7 v b (33 ) (2, [pyr-4Cle &4 ZIKHET 14 HEER
A5 LT, WA akings Ei S vz,

T g M OS2 31T DR T RBIR E 1T R 4 I RSN TV 5,
FARIZ W Tk i G- 24 il £ TIZEFIRRBIZRIZE LT, &
HH& T 42 B £ TIOHTFIE. B s O 2 Bk < lgas - Ak RIS 25 & R

%< DIgEs -

RERMERD

ZBREMEITERO b o T,

(ZH7)

= 4 FERBBRCHEABIZSTIEREHRSTEERE (ug/g)

m@izzm)@% W53 R W57 R% 14 A%

HIHE (1.61), HIHE(2.19), & HIGE(2.64), AT
(0.287) . E#(0.066) . [(0.460) . ENK(0.119) . [(0.507) | & hi%(0.194) |
M4E0.037), 40 21f.(0.062) . ImAE FRBR(0.189), FIIEF

1 i (0.037) . Hiti(0.023), [(0.060) . Afi(0.087), [(0.099), 41 (0.070) .
FENE(0.018) . WD |ENE(0.032) . DMiE |[f#E(0.066). Jifi
(0.013), Nf(0.013), [(0.020), ML (0.019), [(0.044) . F(0.032),
fH(0.008) | HEEHL ARRG(0.013) | KEEE |HiE(0.027)
(0.008) (0.013)

Q@ K

[pyr-14Clz & %4> XiZ[phe-14Cl&z & ¥ & W= WRINGRER [1. (1) Da~c]

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

VIR « & EalBR 7N FE ki S iz,

1 4%

KRB D® XY 1T,

REOFEZ S LT, U

PR BER O PICRB T 5 EMIEE 5 IS TV 5,
FROPEIT D BERBO TP, R D613

HEinznoiz, EREmE L TELOBHFIZB KO E RIS T
V7 a B ENRD HIIEN, 20 UL ORI RFED i,

TR X D RENCBAZE 2B VNT R <, 7 == LBR & BT Y — LB DR G EL
DORIZUTIZ L A ERD BN Do T,
BAFY AL, FIC NBLA T UL, KERIL, BiA FAKERE, 27 v g

SOTHRER I AT K v R & s,

(ZH 8)

10




= 5 M#IF. R. ERVEARIZEIT5KEW
B b R
IR | (mgl/kg )Lf ok J;iﬁf) Rty v
LE)
| | 0.022 | J(0.051) . D(0.015)
M) e | 0.018 | J(0.054), T(0.012)
s [ - 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)
= B(2.58). M(2.11), E(1.46). Q(0.70). P(0.56).
JK nd
R(0.42) . €(0.35). N/O(0.30) . N(0.22)
Vi3 B(26.9). E(10.1). N(.17). C(5.08). G(5.05).
# 9 1.71 | F@2.29), L(2.17). D(1.32), B/C/D (1.26) .
) U@1.21) . Q0.88)
9 4 | BO:33), M@2.71), E2.34), C(1.55), U0.96),
o %1 10.36). 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)
9 4 | Q.02 EQ1.70), B(1.68) , R(1.32) , M(1.22),
& B¢ p0.73). N/0(0.40). H(0.25) . €(0.24), N(0.20)
1t 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). L(0.99). N(5.03).
Q(2.36). U(2.02)
oyp-1ic]| 0 M(4.78), U(3.08) . B(2.58), E(2.02), T(0.48),
Ifgr\\ JR nd | C0.27). F(0.26). H(0.25). N(0.23). Q(0.19).
X
e ” 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)
FR d M(5.76). U(4.29) . B(1.03). N/O(0.95). T(0.64).
L | 812-336h) % B(0.59). R(0.48). C(0.25)
E 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)|
5 0 4 | B(.04). E0.86), M(0.87), U(0.47), Q(0.42),
& % N/0(0.39). P(0.36)
# 4 6.41 | nd
1k T 0.34 U(31.8), T(31.7). B(3.46). E(2.30). F(1.06).
1 C(0.96). X(0.85), S(0.51). Z(0.32). 1(0.16)
. B(25.4), E(22.5), F(5.63), C(5.31), G(4.99).
Ry © 0.72
S(3.07). W(2.77). D(1.32). N(0.60). E/F/G(0.57)
il o B(2.36). M(1.66), E(0.62), C(0.50), U(0.47),
JK nd

P(0.23), 0(0.22)

11




30 4.49 | nd
. T(33.6). U(30.2). E(3.06). B(3.05). X(1.25).
W 073 9 90). ©(1.17), FO.57), 100.84)
. B(28.8). E(25.3). C(6.59). F(5.99). S(3.03).
Mo nd | 6(2.33). D(1.52)
o Q(0.76). M(0.73). F(0.70). P(0.49). U(0.32) .
7 0.05
Vv(0.28). E(0.23). B(0.22). N/0(0.16). T(0.09)
E 6.99 | nd
U(38.9). T(16.9. E(5.30). B(2.34). F(2.19),
el REH D 1.40 | S(1.18), X(1.11), C(1.01), 1(0.96). Z (0.61),
D(0.59)
E(30.9). B(14.7). G(9.85). F(7.53). S(2.59).
JEH © 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) .
fR 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)
it #Y 2.69 |J(0.41)
ks | 0.9g | U434, T@38), E@.15), F2.18), B(1.67),
. ' S(1.10). €(0.85). 1(0.52), Y(0.32)
i E(34.9). B(20.1). F(8.20). C(5.09). G(5.09)
it © nd | 5(3.95). D(1.37)
B nd | TA.12), B(0.86), N/O(0.75), E(0.46), P(0.43),
U(0.32), Q(0.29)
Vi3 &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),
) Mt 1.17 C(1.04), S(1.02)
M(2.51). B(1.62). U(0.85). E(0.64). C(0.54).
JR ¥ nd
Q(0.33), T(0.26), N/O(0.15) . P(0.13)
i3 R 7.38 | C(0.57). E(0.27). G(0.18)
[phe-14C] By 9 nd g%%g\ g((gig) . W(2.33), B(1.27). E(0.79).
s —— .
'y 0 d N/0(0.67), U(0.63) . T(0.58). P(0.56), Q(0.50).
R(0.47). M(0.44). B(0.31). E(0.29). V(0.16)
iia E 3.69 | E(0.27) . M(0.23)
" U(48.8) |, T(32.8), S(2.11), G(1.88), E(1.55),
20 Mt 0.87 C(1.35), B(0.75)
B 9 nd | B(.30), M(0.96), E(0.68), 5(0.38) . N/O(0.27),
U(0.40) . C(0.21), P(0.21)
i3 E 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).
Mo nd | B057). C0.47)
nd : EHINT

1D BHOEX X o RO I RMEEROGEHE (SE : pg/g, MAELS : %TAR)
2) : ABHREUR : 1 mg/kg (AE ; 1~1.5 Fifil#%. 80 mg/kg (K ; 5~6 K%

3) : BHEEFE : 0~96hr
4) : ARBHREERE R KOV ; 0~48hr, fHI ; 0.5~48hr

5) © MKy fERi,
6) = MK R,

AUEHR B - 0.5~48hr
FEHR B © 0.5~48hr

12




@ HEitt
a. REDERDO
M EEHEERRR (1. (1) Dal TELN&RE 72 BRf% DR &L O &2 3Rk &
LT, PEaER 23 50 S vz,
B 54% 72 FEE O JR B O PR ITR 6 IR STV D,
5 BE O PR I T0H 0 T B 5-1% 48 BEEIC 84%TAR LA 2SR K OVFEHC
Pt s, FcEPICHE SR, (B 2)

x 6 BRERT2ERORRVEDG#E (KTAR)

e 5051k H A% 0
e Y 1 mg/kg A 80 mg/kg K

PRI Ji3 il JAi3 i3
SR 11.8 16.8 13.1 17.2
£ 79.3 71.9 83.4 73.4

HALE M ONEY) 1.2 0.7 1.4 0.6
H—5 A 0.5 0.3 0.8 0.3

A — VR 1.7 1.8 2.3 5.1
it 94.4 91.5 101 96.6

b. REFHEMD
Wistar 7 v b (—#EERER 4 PT) (2, [pyr-14ClE & %4> 2K & X idE A

BCHEREO®RS L T, JHaER 52 S h i,

b4 168 RFR] DR K O FE P HREIERIIR TIOREN TV D,

B GBI RE DI TR T L 5% 72 BRI KRER 23t S, EiZ#Ed
(CHRE ST, PEMCEREE R MRITRRD S o Te, (B 3)

& 1 5% 168 FEREIDRR U E PRI (hTAR)

P55k HA[A[RE O
&5 1 mg/kg K& 80 mg/kg K HE
PRI Ja3 i Ja3 i3
SR 11.8 19.6 11.9 17.6
£ 88.4 79.4 83.1 74.9
WHALE Kk ONEY) <0.1 <0.1 <0.1 <0.1
g, FEAR M OV — 1 & 0.2 0.1 0.3 0.1
o — VPR 1.7 5.8 2.0 3.7
it 102 105 97.2 96.3

c. REitdhBE#D
JHE D =2 — V&AL Wistar 7 v b (—BEMEFES 4 P 12, [pyr-14C]

A Y B E I TE A E THERE DS LT, B dkakER s i S
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7’»
—o

PFeb1% 48 BRI DAY JR L OFE P PEERITR 8 ITRS TV D,

AANTEHH PR S T,

(%08 4)

& 8 WE5RABEREOEL. RERUEDH#ME (hTAR)

5751k HERE O
&5 & 1 mg/kg A 80 mg/kg K

PRI Vi3 i JAi3 i3
SR 6.7 6.9 5.9 10.2

£ 6.6 4.7 7.1 3.3
ARy 79.0 79.4 81.8 81.2

o — DY 1.4 1.5 1.3 0.9
T —H A 0.3 0.1 0.5 0.2
&t 94.1 92.6 96.6 95.9

d R+ HE#O

JHE =2 — V&AL Wistar 7 v b (—HBEERESR 4 JC) 2, [phe-14C]
AV B EE AR THERE O &G L, B EEmEER 23 30 S

7':,
—o

B 5-1% 48 REH OREH . JR ML OVFEFR PR IIER 9 IR TV 4,

AANTI TS ICHRIE S 7,

(ZH 5)

& 9 KBERASEMOBET, REUVEDH#E (%TAR)

P55k HiA[RE O
Bt 1 mg/kg (A 80 mg/kg A H

PRI Ja3 i Ja3 il

SR 6.5 8.1 6.7 5.3
£ 5.7 8.6 4.4 10.6
fEY- 81.1 78.6 85.3 81.0

o — U PRIR 1.2 0.7 1.6 0.7

T —H A 0.3 0.2 0.3 0.1
it 94.9 96.1 98.4 97.7

(2) ¥¥

WILY X (R, —#E% 188) 12, [pyr-14Cle # %4 > XiXlphe-14Cl& &
XV E TN FNEY) 40.1 XL 388 me/i/HOHET1IH 1, 7HEA &
IR OG- L &5 12 BRI & 7% U C. B IR PN TE ay alR 23 580 S 4172,

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

B 5B RE IR B R AT FE I HEIE X Av, BEHERIIR I 18.4~26.1%TAR.
FHIZ 49.4~62.1%TAR TH 7=, T OERE A EREII&R 5B 2 H
RIZEFIRREIZZE LT,




V= VB OREGHAL O BZITFED b o T,

B D T AR R Ay 13 BIC, D X OVE T, Fh i 10.6~12.8, 3.7
~12.6 & 10 13.56~22.3%TRR i & & i17=, fFlg D E B 72 58 i 13 E <

13.4~19.3%TRR 8D BV N D EE /2B B 13 & % 0 R ORGE J T
FNEN 28.4~43.7 K1 16.1~17.6%TRR 38 H 172, LI+ TiE 10%TRR % #4
2 DT IR D b o T,
BB W T, BRI L D REHCBAE 7B W T e, 7= LB L BT
(B 9)

= 10 BHEMICHBTL5EREMFRES T RURSEY (ng/g)
BT + &% i
ﬂﬁfg B B ) ) ) ) ) o
ik | SR ;?é b | BCV | D E1 F! G J e
yrg | 0-268 | 0.009 [ 0.014 4 | 0.063 | 0.010 [ 0.001 | 0.005 | 0.199
(57.4) | 20 | @9 | " (13.4) | 2.2) | 0.3 | 1.0 | (42.7)
[Py | soepe | 0.070 0.008 | 0.003 | 0.011 | 0.002 | 0.001 0.009
ugl | ey | ™M 0 | G | ass) | G | @2 | ™ | dLe)
Nt A 0.010 | 0.005 0.002 |<0.001
o | TV 962) | usm | ™ nd nd nd nd 061 | (3.9
. loo031 0.003 | 0.001 | 0.002 0.001 | 0.001
At gro| ™M | 97 | @2 | 63 | ™M nd gy | e
yrpg | 0-421 | 0.084 [ 0.020 | 0.009 [ 0.119 | 0.007 | 0.008 [ 0.015 | 0.183
(68.6) | (5.5) (3.3) (1.5) | (19.3) | (1.2 (1.3) (2.4) | (31.5)
[phe- [ gy | 0174 4 | 0024 [ 0024 | 0.042 | 0.002 | 0.009 L | 0016
ucl | P 916 | (12.8) | (12.6) | 22.3) | (1.3) | a7 | " (8.5)
w#%| _ | 0.015 | 0.004 0.003 | 0.001
o |5 96.0) | (28.4) | ™ nd nd nd nd 76 | @
T o0.044 0.004 | 0.001 | 0.001 0.002
Lt 965 | ™M | @5 | 4 | 08 | ™ nd nd (g5
1) : AR EET,
nd : MRS NT
TE O :%TRR
(8) =7 b1

PEONFS (Ghfd: A T — L > —#E 10 ) 12, [pyr-14ClE # %% XiX[phe-14C]
B2 X&) 2.41 XF 2.30 mg/E/HOMAET1IH 1FE, 14 HES 7 &
VRO U Bofé e G- 12 R & &% U <L B RN EmalBiR s 5 S 7z,

HBHZ 1T DR B RE A8 M MG IT R 11 IR STV b,

B G REI,

7o DN ERR AT RRIT B G-BAAKY 9 AR I EFIRRBICE LT,
JFlE % NN B2 36 1T 2 TR R R 1R E T 13.3~16.2%TRR 589 H i1
7eo UNE. R, BEESHENG . RE R OMEIC T 2 ERR-E RS IT e XX &
UMW J T, T2 4.7~53.1 K 3.6~13.7%TRR 7 L 7=,
BRBHIZI W T, BRI L D REBHCBA R 72BN T e, 7= LB L BT
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V= VEROREGHNMN ORAEITBD bz hoTz, (B 10)

£ 11 SHMBICETLBREMSEI M ROKEY (ug/8)

ot | g | RRE | EFEF] ., . PR
A FaW Al e y B/C E F J -
n 0.126 0.002 | 0.031 | 0.002 0.067
I (65.0) nd 12 | 162 | (0.9 nd (34.8)
. 0.055 | 0.001 | 0.001 | 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

[pyr-14C] | BFH nd nd nd
b (96.8) 4.7 (7.6) (3.2)
i N 0.004 | <0.001 <0.001 | 0.001
i BA | g3 | 5.9 nd nd nd 3.6) | (16.9
R 0.007 | 0.004 0.001 | 0.001
BER5 | 91.9) | (53.1) nd nd nd (7.5) (8.1)
KR | 0.009 | 0.003 4 4 1 0.001 | 0.003
Vsl | (77.8) | (26.9) n (7.9 | (22.2)
B 0.168 0.006 | 0.036 | 0.003 0.094
T (64.1) nd @23 | (135 | 1.1 nd (35.7)
- 0.062 | 0.002 d 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 s

[?giféﬁ BRE (94.1) | (12.1) nd nd nd 1370 | (5.9
2 Lo [ o | e | | o
HE 0.015 | 0.007 4 4 4 0.001 | 0.001
iz} (93.5) (46.0) (9.3) (6.5)
KR | 0.017 | 0.006 d d d 0.001 | 0.007
WENG | (69.7) (24.6) (6.0) (30.4)

D ek E s,
nd : R ST
TE (O : %TRR

2. HEYERPE DR
(1) &54+452L
EHbAZ L (MFE : Samsara) OFfE 2. [pyr-14Cl+& # %4 XiZ[phe-14C]
XX % 124~131 g ai/100 kg FE O FETHULE L, AIE&E A2 L C, il
MR E A RUBR DS S S ATz,
BORIh DTG ST REIR S 1T 0.008 mg/kg LA F THh o712, (B 11)

(2) HEIZ
FAFE (SLFE : Tybalt) OFfE 712 [pyr-14Cl+& # %4 XiZ[phe-14Cl& & 4>
% 41.5~42.5 g ai/100 kg Fl 1O F & CTHULERE L W) (RPN E ay ek Bk 28 26 S 7=,
NPT 2 B AR ITER 12 IR STV D,
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BRI DR FL ST REIE 0.008 mg/kg LA FTH - 72,
XY K OEDLDWNTIOREIND

REOEZFF 4%, HXY | s
10%TRR U EZB & B,

HM) 1) 3B R 18.3%TRR (0.082 mg/ke) T - 7=,

KRBT, E PWTHAORENS S 10%TRR LI ERO H721En, HX DR
BHCHRE# G OV H 28 10%TRR LA EFBo b, £z, RE E 25 N-Jlii A F
AL LT ARG B SO ORUE S HRE O B 7223 10%TRR Riiii Td > 72,

ZDIE,

7 X FREGDRAAELTAHY 1. AA LT AB 23580 L2 A3,

33

BMEITENTHoT2, KW B, E. G KOH O—#I1Z7 vay RiagikE LT

bz, (11, 12)
*& 12 FMESABICHEITHHEES T
N oyl e it
{5 4L et ﬁ(&cjj;/;; (%TRR) i (% TRR) (%TRR)
o | 0606 | 108 | 5ias! S top. anion | 14
HX Y 0.451 18.3 1538?2')8\)\,1((;.1)1()12'0)\ A1, )y
JZ[I;},}?;C\]/ RLERFFAD | 0.730 15.1 Elll))((ig))“ J((g.l;(f"g) - BB g
Zbb 1.13 13.4 511233)2) ‘J(;I;;(&G)‘ BYG0V. | g7

D ek Eate,

2) : R AA =50,

(8) 29

72t (BhFE : S12-C2) OfET-
> % 120 g ai/100 kg Fli+ D & CTHOFRL L |

PR

A R Oz A 0 30BN

(2 [pyr-14Cl& # 4> |
*ECF@{Z’KWE Unﬁ%b)%ﬁméhf—o

B DS EE D MITE 13 IS TN D

I [phe-14Cl& & 4

B D FHE IR kT iﬂ%%ﬂ:@ﬁ ZxY T,

REt AC KO AD 23 F X 0 3BT 18.0~28.1%TRR., ¥ 0 3B ¢ 12.6

~26.9%TRR #2 & i1L7-, iEEE 7 CIIGHY AB X O DR AK) 31.4%TRR
Pt &5 E)ﬂf; 75)

= DR STRERIE 0.017 mg/kg TH - 7=,
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& 13 EOWTEBICE TS RIES T

— S e BTV S AR
SN AR JJ‘(&I;!#;E; (%TRR) R# (% TRR) (%TRR)
. AC(23.9), AD(16.5) . AB(4.2),
—_ i 0.123 1651 33.4). 1(2.7) . E0.4). G(0.3) 12.1
pyr- i AC(22.3). AD(22.1). AB(3.3),
| REFAD | 0.438 166 | 15 1). 1(1.0). EO.6) 14.7
AT 7 0.055 nd ABY (31.4) 8.6
. AC(28.1), AD(13.0) . J(3.1) .
_ HA D 0.138 A T 18.1
phe- AC(26.9). AD(12.6) . J(5.3)
N il L ==X N N N
v aFF | FEEFXY | 0.354 232 1 50.9). G0.2) 18.3
AT 0.009 — — 16.4

1 sk EE e,
— e

(4) 28297
7 XY (fhfE : Fordhook Giant) Off1-12, [pyr-14Cl& & % > XX
[phe-14ClEz # %4 % 41.6~42.4 g ai/100 kg fE1 O A& TULER L, 4~5 BE]

(BBCH14~15) ([ZHEMAZHRHL L T, AE AR PR an iR 2N Fe it S vz,

THE Y URBHIB T 2 REHWITE 14 ITREN TN D,

[pyr-14Cl& & F H AR XTI 1T D FERRE R IIRE( LD | X X5 T,
A T Z O AB 732124 10%TRR %8 2 TR b8, IR feIL e
NZ 0.007 mg/kg L FTdh -7, [phe-14Cl& & 4 AL X281 5 EER 5%
BRI REAL D& # %9 T 10%TRR Z# 2 2 #MITR O bhigho T,

(=04 14)
x 14 27U DRBIZHITAMEEED
=l o BTV SETRI FhH AR
FEGRAR T RE & (%TRR) #HP (% TRR) (%TRR)
(mg/kg)
[pyr-14C] IV (12.9). ABY (11.5) . J(2.3). E/G12
warary | 00996 1 2851 ) 1o (0.9). AAD (0.8) 2.95
lphe-Cl 1 ) <o 52.3 | J(4.5). HW? (1.5) . E/G1? (1.1) 4.54
oy | O . 5). 5) . . .

D s ke Et,
2) : G G KO H ITEEN72RFE,

(5) A/—3

H ) —7 (§hFE : Mozart) OFE 1T [pyr-14ClE # %4 > Xid[phe-14C]& # %
% 9.65~9.73 g al/100 kg fii DO H E THLEL L . B &< (BBCHS9 : ji%
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I ABRELL T, M IRPE MR E S v,

R 71231 D A R 1TV T OFERR AR AL EE X C b MR HHBR A (0.002
mg/kg) RiETH Y, WHEEFEET D ) — T FEFITBIT LR o7z,

(ZHR 15)

TS F Y OWEMERICE T D BRI, N-BLA F b, 7 == VRED
vy a7 VRO, BAF KRR, Ve a ELVBOBRBREOT
FiaOBIZ, NHaafLTh o7,

3. TEPEMRR
(1) FRMLEDEGEEBEODO

/INE (AFE : Tybalt) OFE 112, [pyr-4ClE ¥ ¥4 % 2.94 pg/fi O F&ET
JLBR L, B (R4 R) IZHERE L, BHAROHRMISIE T, 2022 COREHT T 365
HE A > F=2_X— K LT, HamEd@Eamiliss 3ihe S 7z,

BRI BT B U B B BRSOV i 338 15 1R ST s,

B A X TR R L. EES R E LT AB SLER 112 HZIZHRK
13.5%TAR 7D HiLiz, EDIED, HfEdy I OV AA 730L8E 20~37 H#ZITHR K
L7252 B%TAR Kiiii T o 7=, il A F/LKERLE & % 0 R OUKER{b & & %
o EHEE SN D IR NN T NIRRT 1.9 B O 2.7%TAR B S8, [A
EIWZIXE SR )ho T2,

T H %Y TR FE G YEFRE D L O CO (23 S hu, 4L 365 H tk CTht
KERoT, FEAOMEEY DK 65%057 2 VBT, K 35%7 7 /L ARERE 4y 12
A Lz,

T 2 OHEEEREIL 70.6 H TH oz, (B 16)

£ 15 HRMTEICEITIBSES M EVSHEY (hTAR)

WLE H K T F XY RO o, | Rt
(1) [ J AA AB SR
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) FSRMLEDEGEEBRQ
/INE (SLFE : Tybalt) OFEF(Z, [phe-14ClE # ¥4 % 4.23 pg/fE+ D A& T
WML, v NEH L (77 0R) | L (R4 R) | EED L (R Z) KO
WYEHEEE T (L) ISR L, BHROERINSEME T, 20 2°COREFT TR 365
HREIA % =2_X— F LT, 45 g aEay il s S5he < v,
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Y H X TR R L, i E LT LOVP 2RO LA, W
t 6% TAR Kiili Ch o7z, 1INIT, KE(LE X X0 LHEE S LD 5D e K
T 2.9%TAR Bt ENT=NRIEITITE S 2o 7=,

it o MEER B W) I LR RFA LN U AL PR AR #E R A 123 13 365 H 1% T K 32.2
~50.9%TAR 12 L7=, COg I TfRAIZHM L7228, 4L 123 H# THK 3.2~
9.9%TAR Th o7, MEEMHEEMIL. KN 7 I VG, ZDIEN 7 IV AREE
F VT X U EREISS oA LT,

B2 X O RIISEME N ISR D HEEAEIIE, v NESE T 57.6 B,
HB1T63.7TH, EWLTT7.7TH, WEHELTIS0HThoTlz, (1T

(3) FRMIEPERRAKS

/NFE (MLFE - Tybalt) OFE 712, [pyr-14ClE= # %4 3 L < IZ[phe-14Cl& & %
P BT NEH 4.33 png/fE KT 5.90 png/fi+ O FARTUH L, B+ (XA R) |
W CKE) ROWELEE L CRE) ICEEL, X, L (A4 R) [ Wt Ck
EH) ROWEREE+ CRE) 1Zlpyr-14Cl& & 34 o # L < IZ[phe-14Cl& & % H
% 190 ug ai/kg #2+~195 pg ailkg #o - & 70 5 X 5 IR L, B EAR OS5
BT, 20+ 2°CORFFT CTlieds 367 HIMA >3 2X— bk LT, a5 HEgEEmR
BRosFEfhE S iz,

RIS T O RIS BT 2 HEE - ENIEER 16 IR LTV 5,

[pyr-14Cl & % Y AL XTI T, B X0 TR R L, E8 5y
figy & LT AA KON AB BN ENEIURK T 14.5%TAR LT 31.9%TAR 8% 541
Too 1EMT, M T L ONAE DO NN, WITLD 6.3%TAR Kiili TH -
72 CO2 KON G MR IRRFFRICHE I L, TN E i K T 11.6%TAR KO}
48.0%TAR IZ3E L7,

[phe-14Cl& & %4 U ALFEXICEBW T, B& 23 U TRIIIC R L, CO2 K
fa A MEER R W IR IS N L, N Z iR T 24.5%TAR & T 58.2%TAR (2
LT, OILIRE S ho Tz,

FlEALBECIE, i) AB. COg R OSSR O B3 THELBE L 0 &
2 BRI L 58X X0 0O E I RO I D bW EE X b7,

&% OREE L, FE-ALEE T 78~160 H ., I T 296~422 H
ThoT-, (18, 19)

x 16 FRUEHETOLEFICET S ESFL

FEGRAR JIVER 7 1 +45 HEE - (H)
1 7
B L 160
[pyr-14C] He 1 296
A i - w1 343
hE S 377
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g+ 87.9

-14
Jép;;; ;L T B R L 105
+-4 WO hEEE 422

(4) R/ HRIEKTIRPERGER

/N (50FE : Cokker9555) DFE1-IZ, [phe-14ClE ¥ ¥ ¥ % 4.2 ug/fi DO H
BCRBL, SV MEEL (X4 X) ITHFE L, BAROGXAIEMET, 20£2C
DOWEFTT 30 HEA »F 2 _X— h L7z, #AKREE LTER -V L, B
FMET, 202 COREPET ThcR 120 AR A > % 2 X— F LT, 4RI K
g e Ay R S S X ATz,

T2 X R, HFRSME FICB W TLEE 30 H#%IZ 61.9%TAR (2B L, B
LKESEICHRHA L 7= 120 H#ZIC 46.7%TAR L 72 o7=, HRSHETICHK T 514
XY OHEEFRINIL 375 H Th o7,

HRHISEETIZBWT, 5 FEOSEMNRO Lz, WIhd 5.2%TAR
LIFTholz, BERHISEMEIZIREA . T2 oI b iRdoTe, 3
ELT, Kb XS U RN 7 a7 a EVEROBBRENSHEE SN0, [FE
WZIXEL o T,

TEAMEREWIT., BRSO 17.2%TAR 726, 90 HEICITR K
30.6%TAR (28I L., 120 H#I21E 27.7%TAR (272 > 7=, BEKSMET 120 A%
DFREAMEEREIL., 7 I VHEDICKH 45%, 7IVREREICK 40%, 7 X BRI
IINTHI %A LTz, (MR 20)

(5) TIEWAREHER
6 RO T2 W= &V o 0 HIER IS R A 550 S vz,
Freundlich OWELRE K OWESREITR 17T IR INTW5D, (B4 21)

£ 17 58X H 2D Freundlich REZRB R VHERK

+5E (BHuh) Kadsp Kadsg, Kdesp Kdespo,
Bt (R4 R) 6.82 262 9.55 367
LV NEHEE (7T R) 5.72 548 7.39 708
VB REEE+ (RE) 16.7 602 19.9 716
it CKE) 3.06 588 3.94 758
v NERE L CKE) 13.1 538 18.8 769
w1 CKE) 2.00 666 2.72 907

Kadsp : Freundlich OWEREL, Kadspo. : AHELLR
KdeSF - Freundlich @H}E%'f?f‘r\d/&\ Kdesgg : ﬁﬁ%ﬁ%

o ol

AT KD MHIE L 72 WE R
AR KD MHIE L2 AR

4. Keh:EansLER
(1) hoksfEEtER
pH 4 (7 = Peikfiig) . pH 5 (FEEREEANR) . pH 7 (U EeRRfEiR) KO
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pH 9 (R U ERFRER) O IREEERIC, [phe-14ClE # ¥4 > % 0.0017 mg/L
ETRDEHITHIL, 50 COREERMTThH Bl (FlEatbR) . Xix, pH5, pH7
J O pH9 Tl 25 COREEMT T, 30 HMA % = X— |~ LT, MK e
FEhE S 7,

W HVDIRESME K OFRER P IZBWTH, BV O MITIEE A ERD
DALY ERINE 1L B EHEE ST RIFIE O3 R 3 2 FEERR O HALTo )3,
WG 5.4%TARLL T Th o7, (B 22)

(2) Ko fEEER

W U CEERRER (pH 7) XUXIE B AR (pH 7.37, #K) 12, [pyr-14Clt
%Y W Elphe-Clz # X% %28 2 pg/mL £ 725 X HICHL, 25+£2°CT
R 84 XX 28 A, ¥k /0t OtssfE : 23.8~26.9 W/m2, #E : 290 nm
Kz v N wRRE LT, KPR ER D i S vz,

TR R M OV AR FRIT 36 1T D U RE 5340 M OV ) 133k 18 IR S v T\ %,

[pyr-14ClE & %%V ALBLXIZ I\ T, E0fEit AA, AG, AF T, =h %
NI KT 25.7%TAR. 13.4%TAR K O 13.0%TAR #8 & 57z,

[phe-14Cl& & F H LALBLXIZ I T, ofiEIE AG, AF T, TN ZEHE KT
18.1%TAR K X 13.0%TAR 8 b7z,

WA ALK & & | B A 03, BRKFUIZEB W TRER T L0 b1 3 1%
DL TR LTz,

TR M VB SRR PSRBT 5 2 3 0 O, HImDFEZTEDO HRKBE
BEETENFN 172 H ROV 48 H L E SN, (B 23)

& 18 BERRUVBAKFBICEITDHMTEED TR U S EEY (WTAR)

. NN S B2 RO

PR KB e o] T 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

FRTETIR 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
N A AN 0 104 0.0 0.0 0.0 0.0
1 84.4 0.0 2.0 2.5 1.2

H 27K 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

1 98.1 NA NA 0.0 0.0

Jép;;ljf\]/ wm |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
A2k | 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 : &%+

5. TIEBREHR
HHFRBRABRIC OV TIE, 2R LEERHCREES 205 72,

6. FMFRBHR
(1) EYZREHER

MAMCBNT, T L 2T, B2 2ot gee e LB

PRWBR DN FEfE S iz, RERITBI 3 IR ST D,

(2

T A FV U ORKRERMET, L x BE%) @ 0.0159 mgkg ThHo7o,
(ZHi 24, 25, 26)

) BEMBERR (UF)

HRNAL A o 7 V=T AR (—BE 3HH, KRR 2 5 Ik 4 %9
& 1.76, 8.78 LU 35.1 mg/H8/H T 28 HH W &/ NG L, £ 5B4s 28 H
Bl LIt AR ORI IFIR. 5P R OB 28R LT, £ & % 5>,
¥ B RO E BTG & LT AR s b S v,

T4 %A RORH B 122 TORBCREAKBTHY | R# E O
KRIEEREILNIFIECC 0.03 pglg, "HIT 0.02 uglg Thofe, (B 27)

7. —ARFEERER
—EEHRER I OW TR, SR LT ERNCREE N o T2,
8. R[AMEMHER
(1) 2HEEHHER
TAEY L (BIR) Ty FERAWEatEERBRSEE SN, fEERITE
191 RESNLTCWVW5D, (=M 28, 29, 30)
= 19 2HSEHHARBRESE ('K
Py LDso (mg/kg 1K) ST
o ) ) Fe o It BIER IR
5,000 mg/kg (A E CTIEBHFHIEDIL T, IE
Wistar 5 o | B, FEIRIRR, T v RV, W, ik
0 a i & 5,0004 | FEIK
175 mg/kg IRE DL ECTREME, FHEAL,
PEERL (5% 30 2y ~5 HF)
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It : 5,000 mg/kg {AE THTH]
. Wistar 7 v b SER R OFET B 72 L
X7 b
Rz Mt 5 Pt >5,000 >5,000
) - LCs0 (mg/L) FRIRIE . T v, BREBOIKT,
T e Wistar 7 v k NN e S
MERE 5 DT >5.24 >5.24 e - 36172 L

a : 0.5%CMC M#EiRIc TG
b : FEEKEREIRIZ TR G
c : 4 WFfH) &0 2

d : HEEME

YEES el

R AB % W 7= AR 0w rERBR A 580 S vz, fESLI3E 20 IR &ENLT
W5, (=R 31)

& 20 SMEOSHEREE (KEY)

W B LD50 (mg/kg K ) - e
W Bl p T BRI NTIETR
) REOHE, #Eirb, ME0L
. | Wistar 7 v W FETHIZe L
AB e 5 PC >2,000
a : 0.5%CMC BRI TR 5
YRES ek

(2) BmREER (Sy )

Wistar 7 v & (—HEHERESS 10 I8) 2 AWz BERfFEE A (54 0, 30, 250
J 2,000 mg/kg ) 51T X D RtAp Rt a2 i < v 7z,

FREGHE TR DNZFEFT RIIR 2L IR STV S

PRSP BEAEL AR 7 O AR ARG SRS MR I e - 0D 52 280 mh&bi‘oﬂf;#o o

ARFBRIC BT, 250 mg/kg (RELL B3¢ G- O MERE T B R B) Bl 5 05580
bz &b, ARBRIC ?Z)ﬁifigi MEKES ¢ 30 mg/kg RETH D &
HR oMo, WopaatithitmtidaGEiw o ko7, (B 32)

£ 21 A[AMAESHSR (Sy ) TROHONEEERR

b iin i3 i3
2,000 mg/kg (K8 | - G &R (4 B) - Uhna e (341
© RRIRIE, AR EORIKT M OHMFEAL | - BRIRIER R O TR (G 1 KO
(52 KO b REfE#£) 5 WfHTR)
CCPEIRR O BB RO |« SPRIE DT | Al e RO
BRI ORT (5 2 FpR) BRI ORT (b 2 FfER)
- ECIRIHA KR ORS (5 2~7 |« B, {EEWMER T B Ol AL
H ) (B 5-2~T7 H1%)
- REE IS (58 HiR)
250 mg/kg (AE | - HEEEE RS (%5 3 KF#E%) - BIEB R (&5 3 FEfHE )
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PLE IEEIEIR T, 2B BV R, | IREMEIR T, ST B2 D [RIEGED
WIIRTESE, SRR ORME (%5 2 | FIHARIESE. BN O BRIRIK T
KON 5 HER#) (51 O 5 HFREIT%)
< HE (&5 2~7 HE) - I M ONE A E AT (B 1 FER
- REEEINANEH (58 HiE) MOME | £, 2~T7 HF%)
fEEP) (5 1~2 HE) - R (5 1~2 HE)
30 mg/kg (K E CALBIB AN CRLIP AN

9. BB - REITXT HRIBMER UV EEREEFER
NZW 74X % FHWT- IR - B2 &g nﬁﬁ#%ﬁméhto HRAG L % L TR D
FEPEDN TR BTz, G392 HNEITRE O btz o7z,
CBA/Ca ¥ 7 A % F\W o e JEAEMERER (RPN EiakliR) 23920 S 4, 5 R
IR Th o7, (B33, 34, 35)

10. BERMESHHER
(1) 90 HEEStE4EER (v )
Wistar 7 v b (—#EMERER 12 08) 2 W 72IREE (5K : 0. 250, 1,000 K OY
4,000 ppm : “FEMRAEEEEITE 22 2/R) & 512X 5 90 H FH 2k ERER A
Tl 7=,

& 22 90 HREBEIMFMERE (v ) OFHREKERE

57 250 ppm 1,000 ppm 4,000 ppm
SEX R IR i 18.6 72.9 300
(mg/kg IRE/H) | M 21.4 85.7 315

FRGHETRD DN BT LIEE 23 IR ST D

AHERIZIN T, 4,000 ppm $525-8E O 1T A ININH] K QBT &R | JH
kM O IE B EHDIN, /NEEF O TR AE R A3, 1,000 ppm £ 5-FE O T
M OV IE B EIEINAFE O iz DT, M3 T 1,000 ppm (72.9 mg/kg
KEE/H) | MET 250 ppm (21.4 mg/kg (K&E/H) ThiHrEEZ N, (R
36)

& 23 0 HEEZIMSMHEHE (Sv b)) TROONEFEME

5B JAi3 il
4,000 ppm - (REIEININEH] L OB &) - (REHEININE] e OB EH &>
- PTiEE - PLT #4/0
- TG. TP KO Alb #4/0 * TG, Chol }z O TP H4/n
« JREWD K O pH KT  INEEFULEFREAR AR R K Ve TR
- JHHEcE B OV IE B8 E2H8 &

2 R EE ISR LT BONT LGS EE A MEREEE VS CITHELE, ) .
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< ANZEFRD PRI AR S K OMA SR
A&
1,000 ppm JA | | 1,000 ppm LA - A K OVl IF B &0
250 ppm mIEPT R e L s R L

(2) BEMBESYEYEER (v )
90 HMmAMETFHM R (Z v b)) [10. (1)] & FEFZKD Wistar 7~ b (—#
MERES 10 UT) Z2 WV 7=IREE (JFUA : 0, 300, 2,000 KX 4,000 ppm : FHIRK
BEEIIE 24 Z2R) #5110 L 5 13 @8 AarEEERER S I S -,

& 24 BREREEEHR (Sy b OFHRFERE

TQ’%LE? 300 ppm 2,000 ppm 4,000 ppm
SEYRRRERE | I 24.8 168 325
(mg/kg IKE/H) | M 28.3 186 350

B GHETRO DIV BT AIEER 25 IR NTWD

ARER 2T, 4,000 ppm %5#@#&“(%%@%%%’]\ et e OVl I B
A, ANEEFOMERF AR AR R ZE . 2,000 ppm £ 57 0 M A ER BE NP K OVRi
BIME TR SN0 T, EEMEEITHET 2,000 ppm (168 mg/kg AHE/H) |
1T 300 ppm (28.3 mg/kg (AH/H) THDHEBExLNTZ, (M 37)

& 25 13EMBEMSHEHER (Svbh) TROOIEFEMRE

5 Mt il
4,000 ppm - UREEHINANH] K OB AR &) - BEF R
« ML ONLE - BRI (5 12~13 18%%)
- PT % - PT £
- RBC 8> « GGT &0 Chol #8411, Glu J84
« GGT, TG K ONTP #800, Glu I | - FF#asxh & OV 1 & 23 0
b o ZNZE LM A R AR O K OV
o JHHE e B OV 1F B N fat s
o ANTE LM A T AR S K OV
fatE kg
< FRIR A R R R AR
2,000 ppm LA E | 2,000 ppm LA T - (REEHE 0]
mVEAT R L - BRIV (5 12~13 %)
300 ppm FwIERT e L

(3) 28 HRIEAMSERAR (TVX)
ICR ~ 7 A (—REMEkER 10 VD) % AV 7-iREE (5K : 1 ; 0. 1,000, 5,000
KO8 7,000 ppm : FEIRIRIEIRE T 26 2HR) #5112 X 5 28 A M AMEEMER
BRDNFEME S ATz,
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F& 26 28 HEBESMSEHER (YOX) OFHREERE

B H-RE 1,000 ppm 5,000 ppm 7,000 ppm
R ERE | K 178 920 1,270
(mg/kg RE/H) | 248 1,150 1,800

AABRIZBNT, WTFNOREGEHETH BT RITRO bRl T, i
PR TR & b AERER O s & 7,000 ppm (7: 1,270 mg/kg A/ H | i : 1,800
mg/kg (AE/H) ThoHrLEx bz, (K 38)

(4) 0 AHESMSERE (TUX)
ICR ~ v A (—REMfEES 10 PT) Z W= iREF (JFUA @ 1 ; 0. 500, 3,500 &
Y 7,000 ppm : ‘FEIRRABIEIIER 27 2 1) K 512X % 90 H M SMEFEMERER
VIESY/ RV AW el

#& 21 90 HEESMSFEHER (YOR) OFYREERE

B 58 500 ppm 3,500 ppm 7,000 ppm
PR AERE | K 80 567 1,170
(mg/kg (AH/H) | M 112 810 1,460

AFBRIZEB VT, 7,000 ppm #ﬁ“’@ﬁ@fﬁfﬁ@tﬁbuﬁnﬁ%ﬂﬂ WO HALTZMN, HET
ITWTNORERETHEEF RITERD G- 720 T, WM EIIHET 3,500
ppm (567 mg/kg KH/H) | METARERO & &M E 7,000 ppm (1,460 mg/kg
{KE/H) ThorEE2OLNT, (B 39)

(5) 13 EMBEAYSEYEER (1 X)
E— VR (—BEMERER 4 VD) ZRWE 7RO URIR 0, 50, 150 &
N 400 mg/kg (KE/H) $e512 X 2 13 3 i At R 3 52kt S iz,
ARFBRIZIBN T, 400 mg/kg R H/ H & 5-HEOHE & O 150 mg/kg R/ H £ 58
O W TR I MING L OB &ED DB O oo T, BEMERITMET 150
mg/kg (AEE/H, T 50 mg/kg KE/H THDH EEZ DN, (B 40)

(6) A AMEAMSHHER (1X) <BFEH>
E— VR (—REERES 108 2RV e aAan 54K 0, 50, 100 &
N300 mg/kg (KE/H) #5112 K 2 4 B AR5 E S vz,
300 mg/kg RH/H GO T, MR K R ORI, R 5-FE O TR
EHOIME], B ENRD K Ozl b8 bz, (B 41)
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(7) 90 BEERMEAESHERER (v )
Wistar 7 v b (—BEERER 12 P0) Z2 W 723260 54K : 0, 300, 1,000 &U“
4,000 ppm : “FERAEEERITFE 28 Z2HR) F 512X 5 90 A M S Em R E M
BRNFEME S ATz,

#& 28 90 HEESMMEREMEHE (v b)) OFHRFERE

B 51 300 ppm 1,000 ppm 4,000 ppm
SEY KB RE | K 19.7 66.0 260
(mg/kg IKE/H) | M 24.3 79.7 303

4,000 ppm #G-FEOMERET A S EEN R (BEIEERE) OB BRBD L, Z
S OFT RAITEBR 2R EIEIC X 2 b O Tide < | IREBINIMS] & O EH B
DMZBET D IR L B 2 DT, Eo, MRIRBLRR IO R R IR
BHEOEEBITRD o T,

ARBRITIB VT, 4,000 ppm $#55-FEOHEREZ I35 TIREIEINANH] . B AT &
RO DO T, MR S © 1,000 ppm (7 : 66.0 mg/kg KE/H .
M 2 79.7 mg/kg (AE/H) ThHDHEEZONT-, HAMMRENITERD be)
o7, (M 42)

(8) 28 HHHAMBRREMFR (v M)

Wistar 7 v b (—BEMERER 10 JT) 2 AW 7=fk &k (5K : 0, 100, 300 K ¥
1,000 mg/kg (RE/H, 5 HAA) 8512 K2 28 H MMM 2 tE il s 320 X
iz,

ARBRICB N T, WTNORGREICE W T HRIEER 5 OREITRD b/ -
7T, MEMEEITME S S ARBRO K HE 1,000 mgkg (AH/AH THL EE
bz, (M 43)

(9) 28 HREAMEMLHER (5 v b, K AB)
Wistar 7 v b (—HEHERES 5 VT) 2 W72 AB OIEEE (1% AB: 0,
2,000, 6,000 K Tr 12,000 ppm : FERAEIEITR 29 2 ) &GI1CXL D5 28 H
AT S m M R S Tt S 7z,

#& 29 28 HEESMSUEHER (Sv ) OFHREERE

e 58 2,000 ppm 6,000 ppm 12,000 ppm
EERRAERE | K 175 497 1,020
(mg/kg (AH/H) | M 176 525 1,110

3 ARRBRIIEWE N DTN, BEGELE LT,

28



AKABRICEBWNT, WTNOBERGEHICEW T HMRIEE G OEEBITRO b Lo
7T, MM EIIHERE & b ARRBRO K& A& 12,000 ppm  (# : 1,020 mg/kg
(RE/H . M 1,110 mgkg AH/H) THLHEEADNT, (B44)

1. BUSHEEBRRUENAERER
(1) 1 FREBESHRAER (41 X)

=7 VR (—BEMERES 4 V8) W= k0 (FIK 0, 15, 50 KON
200 mg/kg RE/H) #&HIZ K 2 1 MR MEERMERBR S I S iz,

FHRGHETRD DB AIEER 30 IR NTWVD

200 mg/kg {ZIKE/EI&“’%&%i@ﬁﬁf**%@fﬁﬂ&(}ﬁﬂiﬁg@ﬁw\7b> WD BT
BN ERT — & DHIFANTH Y | JHEAHARFRZE DR RBO OGN o7 2 LD,
IR G L DB L IXEZ O ho Tz,

mft% iob\f 200 mg/kg RH/H G- FEOMERE CAREHEININE], AT &R
DN BT DT, MMM S b 50 mg/kg AH/H THDHEEZ B
7o (%ﬁﬁ 45)

& 30 1 FREMESEHR (1 X) TROONEFEHEMRE

B GRE Ji(2 il
200 mg/kg RE/ | - (REHEINIIH] K OE 6 &) - UREIEINPNH] K OB EH & k)
H - JHFHE Sk B OV IF 25 & N - ALP #8410
- ALP #41 - Glu I8
- Glu. Chol X'V b
50 mg/kg (AEE/H | FEMEAT R L BIEAT R L
Y

(2) 2 MBS E/RNARGERE (SY M)
Wistar 7> b (GERE : —BEMERES 52 DT, A & BRE « —REMERES 12 )8) %
ATz (5 0, 200, 1,200 % TF 3,600 ppm : FIIMIEEERITE 31 &
) Bz &5 2 IR R R A ARG B i S i,

& 31 2 FREEHEE/ EVARHESHE (Sv ) OFHREERE

& 5RE 200 ppm 1,200 ppm 3,600 ppm
SRR R I 11 67 218
(mg/kg IKE/H) ki3 14 86 261

AR ERECRD SN GEREBMANZ) (1% 32, TH OMEIRAE
FEIT# 33 ITRSNTND

TS5 B L 72 MR ZE & LT, 3,600 ppm $ G- BEOMET, 104 %I
FE R O AESARE (9/52 ) RFREEE (0/62 f) ICHE_BFEICHIM L, A
WESS OB AR T, Mk L M O R E IR TOW T —4 (57
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R 0~19%) D FRRTH > 7273, 8,600 ppm FETILIFIE ERER LT Z £,
BHIZ L DHETHD &M LTz,

i&“ﬁ%i@ﬁkﬁfff BRI (GFERrE) OBERE S EMBIME X2 VB EEICHY
MUz, Z OBINIRHBEEOBEED 2/52 (3.8%) & . Mi%ikbh & R OB
FEhifisk COHE T —F (5 RBR, 7~32%) % Flal> T\ Z EITREKT S &
BEZAONDZEND, BEORBETRWEHW LT,

AFERIZH VT, 1,200 ppm LL B G REOME T/ IER O ERFRIARAR A, FRIRAR
6E@L&fﬁmﬂ@ﬂek“ A% G-REOMECHR IR R E = v A R %H’?L&i%ﬁ%

D LT DT, MR IMERET 200 ppm (K : 11 mg/kg (KE/H ., M -
mg/kg (KE/H) ThHEEZONT, (&K 46)

& 32-1 2 EREBUHESEE/ ENALHESHE (Sy ) TROOIEFEHMRE

(EEEMHRE)
58t Ji3 i3

3,600 ppm - (REIEININH) & OFE R i) « TP } O Chol 5/
- GGT 8/ o JHFHERTS K OV IE B2 18 A0
- AR AR R 2 BT RERR B (4F |+ /NZE AR ORI AR A e O

) BRI

- HURPRAHE RN 2 a4 R - B AR
- Alb #40 - Alb 40

1,200 ppm LA E |- TP #4h0 - (REE SN
- JHHE S R OV IF 2B 240 - FURIHE R E o v 4 RE VA
o ANEELE AR AR K b R e
- FUIRIR A b BRI AR K

200 ppm TR L s AR L

SRR BRI OVD, RERGORB LB X ONIZ,

& 32-2 H2EEFmE (1 EREBUESERARE) TROONEEHERR

CGEREBMHRE)
B GRE Ji3 i3

3,600 ppm - IREEHINEN G & O & - BEEED

o ZINBEHCME R A A R M OVHRE + Chol ¥/

fa sz ik - JFserS M OV IF B2 4 0
o ZNE LR A AE R R O
R %

1,200 ppm LA E |« TP #40 - IRE N

- JHFREE K OVl 1F 2 SN

- FUIRR A e b B im K
200 ppm IR RS L TR L

SRR BRIV, RIEREGORELEE 2 bR,

= BN FEOESHKREHEE
‘ e 58 | 0 ppm ‘ 200 ppm ‘ 1,250 ppm 3,600 ppm
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A BN £ 52 52 52 52
Jig e 0 0 1 0
- 3 2 9*
WA 0’ (4.7%) (3.1%) (17.3%)
:0~19%

: SRBRBEREY oo BB BB (2002~2007 4EIZBHAG L7242 5 3BR)
b : RITA (Registry of Industrial Toxicology Animal -data) 75 5oxfRIEHHEE GRERMIR 22~

25 N H EIORER) - 0~28%
§ : Peto MM E (B 1~4) THIIMER ., p<0.05

* . Fisher E#MERME. p<0.01

(3) 80 BARREMNAAMRE (¥UR)
ICR ~ 7 & (—REMERES 50 VL) & A= IRER (B : 0. 200, 1,250 K T} 7,000

ppm : FERRAE R EITER 34 ZIR) $52 XK D 80 M IFE 13 AMEER N 3k = 11
7=,

*& 34 80 BRIEMNAMRER (RVR) OFHRAFENRE

B HRE 200 ppm 1,250 ppm 7,000 ppm
SEX R ERE | 25 157 900
(mg/kg {KE/H) | M 29 185 1,000

HEDRFIES DR AHEE 1L 35 1R EN TV D,
7,000 ppm #GEEHEIC I TP ARIE X OVFH iR O &5t OB AR E N A
BACHEIN U7z, FFRARARIE DR AMEE (30%) M OWFHIIE OFAEME (20%)

I, YakikBR & RIREIC Rl — ORBREMER I BV T Thiz 3RO 77 —
2 (IRIE : 10~28%. ¥ : 6~10%) ZW\ b EE-> Tz s, A
JRAE N O Al O A 5t OFABEE OBINIHR G L 2 HETH D Ll Lz,

AFRBRITIBW T, 7,000 ppm £ -5-8F O M COREIININHE 235880 S =D T,

e A I MERE & S 1,250 ppm (B : 157 mg/kg (REE/H . W : 185 mg/kg K/

H) ThoEeBEBADNT,

(PR 47)

& 35 HWOHESOEEHEE

& G1E 0 ppm 200 ppm 1,250 ppm 7,000 ppm
mAEBYK 50 50 50 50
LT S N a0 (20%) 0%

TR oo (10%) 6% 20
s |9 6% 10 30

a : AREREE AT Foc IRBE BT (3 5ABR)
b : RITA (Registry of Industrial Toxicology Animal -data)
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- FTHIARRIE ; 10~28%. ATHIMRE ; 6~10%
WER R B (BRBAHAR] 18~19




§

MHBORER)  : FFHFRE ; 0~13.6%. NTFHlaE ; 4.0~22.0%

: Peto BIAfRIE (1~4 #F) THINMEH, p<0.05

* . Fisher EH#EEME, p<0.05

12, &EHEEEHHRR
(1) 2HKEEHR (Tv )

Wistar 7 v b (—HEMERES 25 PE) & W72 iRER (U4 £ 0,200,500 & O 1,500
ppm : FERRAEIETR 36 Z) KEGIC XD 2 AREIRERD SN S T,

& 36 2HAEIEHER (v ) OFHRKERE

B 5Rf 200 ppm 500 ppm 1,500 ppm
i 16 41 120
P {4
SEY R R B AR it i3 18 46 143
(mg/kg (AH/H) . Mk 17 43 134
o A i3 19 47 141

B GHETRO DB AIER 3T ITRS TV D

1,500 ppm & 5-HED P O F1 T EAEBORA | & GHEO P TR
YRR D B RCRE I kI %2 5 T) OB RRO bhlc, £
72 E G REO B AR TIZE A A TI2B W CH B O B IF R IR 2 53 E A 23 1Y
MUTe, JFAEIRREIZ DWW CIER G2 L0 B o Fy TGRS e
el EnL, MRENRLDEEZ DT, EHEKOWBA, BEINE ORI
W, BB RIEE T o LB O R EHEINIHIC L 2 RAMBIVE N 721
RENM) ORIGE RGP EBIE L2 LI D60 LB X BT, *HRREEOMEE

[EF R D B AREITS L, 1,500 ppm &GO KIS SR EAETH -7 Z & B
JHEBIE 2 BT TWD LB X BT, LR TInsoEbix, REmoikE
HMIHNC X 2 M2 2L TH Y | ERKGIC XD EENRZETIT W eE S
z b,

AFRERIZIBW T, BB TIX 1,500 ppm #¢ 5-HE 0D P HEARHERE K& OF Fy A HERE
It X Ol IEE E&HN, ANEH ORI AE R 23 KB TIE 1,500 ppm
B HRED Fy HARHERE S OF Fo ARMERE CIREEIMINEIE 1RO 670 T, fEE
PEEIZBEY K OB O fERE S © 500 ppm (P : 41 mg/kg (KE/H, P W -
46 mg/kg RE/H ., Fi1lf : 43 mg/kg (AH/H ., FiMf : 47 mg/kg (A&E/A) THD
EEZ b, BRI T 2 BT O bignol, (B 48)

& 37 2HAEIEHER (v k) TREOoN-FHEHRR

N %ﬁiP\ L%iFl %ﬁ Fl /u.FZ
Bl i i I i
B 1500 ppm |- FEROF IR |- (REROIAE |- IFGR e O |- (R
) G R OME | ROMEEN | EEESD o O B
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I P, KRy BloF, LR
B i I i [
7] RN b < INEEFULERT b
c ANEHOERT | - R K OV AR AEAS - JHHE K OV
RN PN IE B SN - FRRARONE M IEE &N
< INEEFULPERT A R fERS < JREL K OV
RN PN et M OV 1
D
< INEEFULPERT
A0 e RS
500 ppm | mEFTAZR L BT RS L R BR 7 L BT RS L
LLF
1,500 ppm | - REIING] | - AREHNENE] | - REBNSH] | - AREHEI0ENH]
- (WH 14 eV 21| (WH7F 14 U021 | (WHH 14 U0 21| (H 14 kU021
%5 H) H) H) H)
) o JEERH O R AESS
500 ppm | BwEFTAZR L BT RS L BT RS L BT RS L
LR

A e S iR =¥ BN AVAY: -
S AREHIMENCAE S “IRIYRBIETH D LB X BT,

(2) REFBHESHR (Sv )

Wistar 7 v ~ (—#EE 24 PT) D4R 6~20 H
KO 200 mg/kg {KE/H .

7=,
AEBR |

ZRWVT,

FAF R SR80 b, fa

D HENRNo =D T, BEMEEIINEM T 25 me/kg IKE/H ., BIE CARBRO &
= AE 200 mg/kg (KRE/H TH D EE 2 bivie, BAEFEMEITERED Lo T,
(%R 49)

(3) HAESHHE (VYX)

NZW o % (—#EE 25 PB) OiFgE 7~28 HIZ5aHIR O (54 - 0. 25, 100
KON 200 me/kg (RE/H . W - 0.5%CMC) &5 LT, 3AFMERBRNER S
7=,

BRERECTRD B m AT IEER 38 ITRS TV D

mmegwﬁmkﬁﬁ@%ﬁ
"_%L‘E/j ﬁiﬁ NS &b E)ﬂf; 75) ;”ﬁ)?\T

W EZ LT,

Kﬁ%
I8 5

ZRWVT,

e TIRIR B 558

PERCE &Il L7,

WO L ATZD

m%@%ﬁﬂf%ék%{%htofﬁﬁ
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ZBWT, &

I - 0.5%CMC) %5 LT, 4%

13 i

200 mg/kg RE/H & GHEOREENY) TIRE S INHNH]

WZoRdlRE D (R 0, 25, 100
PEERER 2N £ S 4

100 mg/kg {AE/H UL EFGHED REEN) TR INENH] & OY
RTEWTFNORERICEW T ARG D135

DEEAFBEEE OISR S
X DOHEPAN TH D iR 512 &

DB TI

=

T. ﬁiﬁiil@%&o%ﬁk%1m

Luu &) %h&?ﬁ)o 710




(=8 50)

& 38 FAEFBMHER (VYF) TROOM-BUHMR

B 5RE FEN S
200 mg/kg & |+ REBEININE K OB &P |- KR E
#/H - FRWD

- JHFHEE R OVE B S NS
100 mg/kg & | mMEAT A2 L BT RS L
F/HLLF

S EBIZOWTREMERIBITIZ S TO RO SRR &l L7,

13. EEEHHE

BEFY L (RIR) OMEZ AW IRZEREERE, v U o B2
7= in vitro YO KB w B, ~ v R U7 —~< TK ik, ~ v 2 &2 HW 7=/
B VT N FRRE A V2 UDS 38R 23 3240 < 47z,

AREBAERITR 39 I REINTWDH ERBY, 2TRMEThH T2 b, BEX XY

VNZEBEETR NS DEE X BT,

(M 51~55)

F& 39 EieEUERBREE (FEK)

AR PIOE JLPRYREE - B it o
Salmonella typhimurium
IR (TA98.TA100.TA1535, O N
25 TA153.7 ﬁe) ' 3~5,000 pg/7" V-t (+/-S9) S
Escherichia coli
(WP2. WP2uvrA ¥£)
b R U BRI 70.8~217 pg/mL (+/-S9)
o ?&ﬁi{zﬁ (4 REfH)ALER) ot
LR 23.1~70.8 pg/mL (-S9)
(22 IFE[HALER)
~ 72 oNJEA (D13.8~110 pg/mL (+S9)
a2k | (L5178Y TK*) 6.9~82.5 pg/mL (-S9) o
75 FABR ©20~100 pg/mL (+S9) -
20~90 pg/mL (-S9)
' s | MBIV DX CEr i) | 500, 1,000 K0 2,000 mg/kg (KE/H 0
in (— ¥ 6 P0) (5 ) B [T O B2 5-)
vivo UDS 38 SD 7 v h(iF#mAa) 667 K& X 2,000 mg/kg {AH/H an
(— P 4 PT) (EA[ERE M #e5) (2 J OF 16 RS L)

+- 89 : HHEMEERFAE T R OIEFE T

KA AB (R O LK) DRI 2 IV T MRS R, £ 1 Y 2o

CREILEEOZ EALEEES VDY CITRIL, ) .
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ERARE 2 Nz In vitro e R B RER K N~ R U 7 g —< TK 3k 23 3 hm S
Nz, FERIZE A ITRENTNDH LB, &2CEETH -2,

(2 56~58)

& 40 EEHEEAERESE ((KHY AB)

AR BES PR - e 5B i R
e | 0375000 59
BORIER Ats37 #) 7= b i
7 BBk . . @ 383~5,000 pg/7" V-F (+/-S9)
Escherichia coli (F Lg% m e o R
(WP2., WP2uvzrA ¥£)
bt~ U BRI (D328.4~1,006 pg/mL (+S9)
in 575~1,760 pg/mL (-S9)
vitro . (4 W[ ALER)
f;f;ﬁ ©575~1,760 pg/mL (-S9) =4S
) (22 BFHEALER)
575~1,760 pg/mL (+S9)
(4 W[ ALEE)
i}i@f TLZT7§Y//;H§j§H@ 55~1,760 pg/mL (+/-S9) =3
+/- 89 : RANFIEALRIFAE T RO T
14. TOMDOHER
(1) 28 HEHEAMEHHER (EEFEEREER) (Sv k)
Wistar 7 v b (—#MERER 5 8) 2 HV., SE&EEY (84D T
A A E=1: 1IREY) . M T U AEKKROT AL % 28 HRIREE (A
0. 500. 2,000 %1 5,000 ppm : “FEJRAEREIIR 41 ) &G L, BER
[f T OO GRS E i S 7z, PR EHR OBRGHIRB W T, FR/IEES
WNE T o AEK RO A K Z5RER L, ENENOMEEFIEMEIE ) /N T A
— X EHEH LT,
& 41 HEEZEHSHRER (Tv ) OEHEFERE
57 500 ppm 2,000 ppm | 5,000 ppm
FRIEGW | g 47.5 181 445
(hZ oAk
SR A Zk=1:1) i3 46.7 181 428
R ~ i3 417.0 187 438
(me/kg fha/) | P77 i 48.4 177 384
AR Vi3 45.9 183 438
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i3 47.6

180 436

BB GHE TR DAL EITFR 4212, B L PR A RE 133k 43

(2, g

HMENREF AN T A —H IR 44 1TENTIURENTWND

2T OREE G HEOMERE T PROD &AL N 168 7 A M AT RV E RRF
77— (TH) {EEOEMRRO Hiv, X%V 0% CYP2B 74 YV 7 4 —LD
FHEWMETHDLEEZ BN, — . EROD {EHEOHINIRE TH -T2 LD,

CYP1A 74 YV 7 #—AFHEEITEWEE 2 5Tz,

W OBRE S5REOMEIZ BT 16aTH & 2aTH 254800, X% 26TH &
W 6BTH MM L= &End, XX o HE5ICL 0 Z2nZE CYP2C11 Xix
CYPSAN#FEHEIIND LB X BT,

T vy MEIZBWT, 2 TORKEGRIZIEWT CYP2B LT CYP3A @

iﬁé‘ﬂﬂ 75>mh LONY Wit

B
(&

HER R EHER T OFER. BT 2 ZED Chpax L O AUC 1T AE LD & EW
e %T L7
LEIRAW. b7 v AR O AR OIE g iﬂ?ﬂ;@z‘(&)@ FMERT RO AE

SRR ORI J O S e 2 58

fR 59)

& 42 28 HEESMEMEHE (BN

HIZEM =T

b bR T,

(v k) TROON-FE

B 51E Ji3 i
S BRAY 5,000 ppm |+ (REEEINENG] R OFEEE B DS | - (REBINENG] R OB R B s
(FF v - TP, Chol. TG KX Ure ¥4/l |- T.Bil #4HN
NEE 7N - GGT K OY ALP #50 - ALT KO GGT #5n
=1:1) < VEHE/EIE, BRI R ONT A | - ANEESR DR AR AR K
e DRI AT VAN R NN = o ) R O B
- PR AL O HE N ) — AN
- AR O N
2,000 ppm | = Rt o OVl 1 5 B4 - JIFft K OVl IE B2 & H 0
LIk o NIRRT A A R - TP, Chol TN TG H&hn
500 ppm |- mMEATRZR L - TG 3/
K Z > 24K 15,000 ppm |+ AREHEANGE] L OEET RIS | - REHINMS] & OB AT S )8
- T.Bil % T* Ure #01 - T.Bil #4Hn
« TP. Chol }xO* TG #4/l « ALT KO GGT #n
< W/, IBRATE R ONT A | AN EEHLO PR AR AE K
> — WO - B/ NMEE, B E T A
- ARG O BN ) — KN OHEAN
- PR O N
2,000 ppm | - % K OV 1E 2 &0 o JHFRERT K OV 1E B BB 0
LIk o /NZEHROVAE TR A AR R - TP, Chol T TG H5/n
500 ppm - mEPT R L < TG #4n
v AR 5,000 ppm |+ FREHIIINE] L OEET B DS | - AREBINmE] & OS] Bgi )
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- JiFREser K OVl IE T &N

» Chol XU TG ¥4

* GGT KLU CK #n

- NBEPLO PR AT R

- EE/ MK, BV L OT A Y

+ FFREEE B UM IE B RS

s AR R UM I RN
- TP 40

+ GGT #0

s /NZEFLERT AR

V' — LD HEN - VTR, BB L YT A
- PRHEHE R O HE M V— LD HENN
- AR B O HE N
2,000 ppm | - TP B4/ - Chol 08 TG B4/
Ll
500 ppm mMEIT R L + TP }2 T} Chol 41

§: Tﬁﬁﬁ%h/)b\fﬁ#%éﬁﬁﬁﬁ TSN TRV B LT LT,

& 43 FRELFRELR

b S REEERTEE (5ME/mg # o 7) D
PROD | EROD | 7aTH | 68TH | 16aTH | 168TH | 2aTH | 28TH
BMEEAY (FT AR v Ak=1:1)
5.000 ppm Mt 50" 1.0 1.6 1.4 0.6% | 2247 | 0.1° 1.3
’ i3 12° 1.7* 2.0 | 10.9¢ | 18.6% | 19.7¢ | 2.3% | 13.7¢
9,000 ppm JA(2 73" 1.5 1.6% 2.2 0.9 23.4% | 047 1.2
’ i3 10* 1.5% 1.3 3.2 6.7 6.5 1.9 3.7
500 ppm JAi2 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 14
k7 AR
5.000 ppm Ik 118" 0.8% 1.8° 1.9 0.8 35.6% | 0.2¢ 1.1
’ i3 12" 1.4 1.5 3.9 13.4° | 14.4° 1.0 4.1
9,000 ppm JA(2 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 Ji3 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 iz 46" 1.4 1.2 1.7% 0.6 | 20.7Y | 0.2° 1.8¢
’ i3 9* 1.5% 1.7% 8.87 11.2* | 11.9% | 3.4% | 11.8¢
9,000 ppm JA(2 52" 1.6% 1.4% 2.3¢9 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 JAi3 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) Bl ixﬂﬁﬁi X A EEERE R,
. p<0.05.  : p<0.01. ¢ : p<0.001
x4 M KqJ,?c%EJJHE?E’J/\v% 3
LEIRAY (FT7 L AR) 1
PRI Ik i3
B b5 500 ppm | 2,000 ppm | 5,000 ppm | 500 ppm | 2,000 ppm | 5,000 ppm
Trmax (hr) 17 19 23 12 16 19
Crax (ug/g) 0.112 1.22 1.61 0.0915 0.555 0.843

37




AUC (hr-pg/g)|  1.42 143 | 212 | 123 848 | 114
LEEEAY O AK) D
PERI Ji3 i3
55 500 ppm | 2,000 ppm | 5,000 ppm | 500 ppm | 2,000 ppm | 5,000 ppm
Thmax (hr) 20 19 19 — 17 19
Crmax (ug/g) 0.0275 0.101 0.120 — 0.134 0.147
AUC (hr-pug/g)| 0.320 1.42 2.03 — 1.55 1.78
AN
PERI Ji3 i3
b5 500 ppm | 2,000 ppm | 5,000 ppm | 500 ppm | 2,000 ppm | 5,000 ppm
Thmax (hr) 12 16 19 13 13 20
Crmax (ug/g) 0.391 4.61 3.40 0.198 2.50 3.37
AUC (hr-pg/g)|  4.89 59.0 44.8 2.73 28.6 44.6
AR
PERI Ji3 i3
55 500 ppm | 2,000 ppm | 5,000 ppm | 500 ppm | 2,000 ppm | 5,000 ppm
Thmax (hr) — 20 16 — 16 16
Crmax (ug/g) — 0.676 0.526 — 0.266 0.635
AUC (hr - ug/g) — 5.53 6.45 — 2.63 6.38

1) :
AL T B

(2) 28 HEISRESMHHER (YO X)

FRIEOWD b T o AERR O AR pHER L, NTA-F 2R H LT,

ICR ~ 7 A (—#EH#E 10 VT) 2 H 7= i8EE (& : 0, 500, 2,000 K O} 5,500 ppm :
LR ATE R IL R 45 B2IR) 512X 5 28 H s i i BR N £ S iz,

& 45 28 HRERESMHEHER (VX)) OFHREERE

B 5 500 ppm 2,000 ppm 5,500 ppm
IR AR
P 93 367 1,080
(mg/kg AH/H) i ’

WTNOEGHEIZIBD TS | RS O ORE xS o & O IE F & ONE IgM
PUAPEA IR . IR G- OB O b o7,

AFBRIZI W T, s thaaEw b o7z,
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I BREEsEFTH

SMICFF T ER 2 HWTEE X300 ORI A 5 L7,

UG TSR LB 0T vy FERAWT-EmENEGRBROMBE., BROoES
SN XXV ORICRIT DR &Y 8T.1%TAR TH Y, ElZHEFITHEE S
720 Tmax fIUTTIE, FEITTHLE K OFFIRIZ BVREE DGR L7z 23, ez
L. BRI bR oT-, REMNO® F X W 33 PIENTEZ DO HL-0
HTHY, FERFWE LT, B, C. ELOVOF RO LN,

UC TR LB XV OFEEHY (YXEO=U ) ZHWi-BEmiEnE
MRBROFE R, 10%TRR #Hx THRH S -R#®IT B, C. D, E X' J Th
ST,

UC TR L= & X3 OMMAENEMRBROMS R, TREICE VT, &)
B OB HSRED Ry & L TRE (kDB X X0 o DiEh, K3 I kO AB 28
10%TRR %2 TR LT,

XX RS SEE & LTSN BT DI L x OEMERERBRO
FER, ROARZEREITIEZ D 0.0159 mg/kg TH -7z,

X R B KO E 20ktgb e & Ul S EMRE AR (A4
DFER, BX X0 U R OMGEHY B iZmt s T, R E ORREREIZIFiED
0.03 uglg ThH-7-,

BREFERBE MO, BV R EICL D8, EICRE GEINmE) |
BT N O Pl (EEHN, /NEEROEFAIIE RS ISR b, ik
PE. MEATTEME, BhEREI T A8, BEFEMELOREFEITRO b7,

7 v N ERWT 2 4ERIEMERERMEFE D AMEOFERRBR 2B W T B IR O R AR
~ 7 A& A= 80 BRI AMERRER I\ TR DR ASEEE NI L7278, il
BOFRAERFFITEEEEICL 2O L IFZ 2 FHMEICY -V BEEsRET S 2
CIEIFRETH D LB b,

MR B BROFE R, ATREICB VT 10%TRR 282 2R#EHmE LTI &
WAB DD LN, BEEND RN LD, BEEY T O BB S
Brivxxthr (BUbeEmoHr) LRELE,

FlBRIC T D MM ESIIR 46 (2, HEREORGEICIVEEIND EEX
DD EMRBEIIR AT ITRI N TN D,

B ZEFESEREMFAES L., FRRTELONEEEED 5 bi/IMEIL,
7 v MW 2 FRMEB MRS AMESFERERO 11 mg/kg KE/H Th o722
EMD, TNERILE LT, 2828100 T L7 0.11 mg/kg (A8/H %2 — H 12 H
TFRE (ADD) ERE L7z,

Fo, BV UCOEBROKGHEIZL VAT DAL H DM EICKT 5
WEMEED S biE/MEE, 7 v b E AW AR O 30 mg/kg KAETH
ST Z b, TRERHLE LT, Z44R5 100 TR L7 0.3 mg/kg (AHE % AMES
AR (ARfD) LREL,
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ADI 0.11 mg/kg A/ H

(ADI 3% EARALE L) TP FEVE T N AMEDFE 3R
(B F) AR
(MR 2
(5 F1E) TREH
€iiiz=2 59 11 mg/kg AH/H
(2R 100

ARfD 0.3 mg/kg K&
(ARSD 5% EARILE EE) MRt FE MR
(B T) 7> bk
(B 5-J71%) HA[E] 5 ] g 1
(e 71 ) 30 mg/kg KN
(Z2fR%0) 100
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& 46 FHRRICETLIEZUEEF

o Beh & MR o/ E "
B R (mg/kg AE/H) | (mg/kg iKFE/H) | (mg/kg KE/H) fis % v
Sk 0. 250, 1,000, | it : 72.9 HE 300 HE AR E RSB
4,000 ppm i - 21.4 it - 85.7 e R BB |
JHFf sk B OV 1E
90 HfE | # : 0, 18.6, EEHM, /NEEF
darEEM | 72.9. 300 LM AR AR IS
0, 21.4, &
85.7. 315 W - RS M OVl
1E B BN
0. 300, 2,000, | 4 : 168 i - 325 e - RN
4,000 ppm it : 28.3 it : 186 il R M O
13 IEE SN, /NIE
2 HE - 0, 24.8, FR P T A
- 168, 325 K&
I - 0, 28.3, W - RN
186, 350 il AR
0. 300, 1,000, : & : 66.0 it - 260 MAERE - fASEEHE
4,000 ppm LM 79.7 i - 303 il A R A
90 H [
PERPRE R | 7 0 0. 19.7, (PR FEME IR
kB 66.0. 260 D HIZRY)
0, 24.3.
79.7. 303 :
0. 200, 1,200, | f : 11 1 - 67 I - ANBEHLOERT
3,600 ppm i ;14 it - 86 MR, HRER
A i b Rz A e
'Iﬁz‘rf%;fy ;0. 11, 67, K
s e | 218 WE - FRIR A M
(A3 i . 0, 14, 86, M= t:fj’ K. Al
261 e B2 I
(. e )
0. 200, 500, | BHBEWMEOE | BlEMEORE | BEY
1,500 ppm £l EL7) WERE - SRR KON
P - 41 P : 120 FHIEE &N, /)
P 0, 16, |PHE: 46 P it : 143 BE O TR AR
41, 120 F1 /4 - 43 | R BT AR
2 AR P i : 0, 18, Fo - 47 FqE : 141
ZOHABR | 46, 143 IREhY) - RN
Fiff .0, 17, G
43, 134
Fi : 0. 19, (BHHAEI SRS
47, 141 HEEITHD B
7)
&AM | 0. 25, 100, 200 | REELY - 25 KEI © 100 BN - RN
B FRIR : 200 FRIR - — il J OB A &
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o Beh & MR o/ E "
B s (mg/kg KHF/H) | (mg/kg IKE/H) | (mg/kg (KE/H) % v
ek
Jald - BT R e
L
(B TEME TR
D HILEY)
<7 A 0. 1,000, ;1,270 M — WEHE - TR AL 7R
5,000, 7,000 | #f : 1,800 M — L
28 A [P
g}f;fsﬁ 10,178,920,
1,270
- 0. 248,
1,150, 1,800
0. 500, 3,500, | i : 567 M 2 1,170 M AR E NI H
7,000 ppm M 1,460 M - — W FEPERT R L
90 HfH
i | #E: 0, 80, 567,
FMERER | 1,170
Mf:0, 112,810,
1,460
0. 200, 1,250, | % : 157 1 = 900 HERE - AR INHN
7,000 ppm ;185 I - 1,000 il
80 1A [H
RN | HE: 0, 25, 157, (B - JF5hm e i
kbR 900 FEE, A )
M 0, 29, 185,
1,000
A 0. 25, 100. 200 | F:E2 : 100 REE#) - 200 B - RN
JEIE - 100 J&IR : 200 i), FEET R
s
AT
B JRIR - KIKE
(AT MR ILER
D HILIRY)
A X 13 #[ | 0. 50, 150, 400 | # : 150 HE - 400 MERE - (RN
fAaME It : 50 M : 150 il Mo OME EH FEs
e R 2%
1 4ERTEME | 0. 15, 50, 200 |/ : 50 1 - 200 HERE - REEHIN
I ERER M - 50 Mt - 200 i, FEEH

— = B/NENEIIRE TE o,
D BB IR/ N EEE TR N EET RO EE R L,
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& 4] HREBEOREZFIZLIYETLAREEOHLIEMELES

P b HEMR LRSI EREI
B TE AR (mg/kg K8 I g 5oy RARA v R Y
mg/kg {KH/H) (mg/kg A5 T mg/kg R/ H)
7 vk M : 0, 175, 550, | M : <175
1750, 5000

e BRI (BRRG1&AY 30 3~5 BEfED) . H
AL OB (5528 2~3 W)

0. 30, 250, 2,000 | WfEHE : 30

WERE - =55, K AHBE T, HEIMEHEK TS

0. 300, 2,000, 4,000 | # : 168
ppm HE : 186

13 A e 0, 24.8, 168, | HE : REEIININEH] (5% 0~7 H) | EEiE

kM | 325 A (BeH%TH)
ME . 0, 28.3. 186, | M : REHEIIMNE (F5% 0~T7H)
350
<R 0. 500, 3,500, 7,000 | /4 : 567
00 BR[| PPM__ ] Wi + 1,460
i 2 e ' " . "
ppainy | M:0.80,567, 1,170 k&\.\ﬁ@tabuffnﬁ%u (B2 0~T H) . %)
M 0, 112, 810, D (B51% 1~418)
1,460
A X 13 R 0. 50. 150, 400 EE © 150
[iSY o S e+ 5 B . " _
kR zﬁ/. Heg D (. & 5% 8~15 H. M
Beht% 1~8 H)
NOAEL : 30
ARfD SF : 100
ARSfD : 0.3
ARSD 32 ERHLE L 7 v havErikErE

ARD : 22 BHE SF: Z424%% NOAEL : EH &
1) : D FEMEE TR N T Rm T R a L L,

43




<HURE 1 - A o AN TR >

il

B ez

CSCD659087
FTARF NV T = ) —
SR (kT v A 1K)

N-[2-[(1S,2R)-2-cyclopropylcyclopropyll-4-hydroxy-phenyl]-3-(difl
uoromethyl)-1H-pyrazole-4-carboxamide

CSCD668404
FARAF N T = ) —
JAR (2 Z{R)

N-[2-[(18,28)-2-cyclopropyleyclopropyll-4-hydroxy-phenyl]-3-(diflu
oromethyl)-1H-pyrazole-4-carboxamide

CSCD659088
FTAAFLE R X
IR (R T AK)

3-(difluoromethyl)-N-[2-[(1S,28)-2-(1-hydroxycyclopropyl)cyclopro
pyllphenyll-1H-pyrazole-4-carboxamide

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

v A K)

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

%)

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

vruae ke
Fe¥xi K (7
AAK)

pyllphenyl]-1-methyl-pyrazole-4-carboxamide

CSCD668403
B-bt RaF I /LR
=K (kT AfK)

3-(difluoromethyl)-N-{2-[(1S,28)-2-(3-hydroxypropanoyl)cycloprop
yllphenyl}-1-methyl-1H-pyrazole-4-carboxamide

CSCC210616 3-(difluoromethyl)-1-methyl-pyrazole-4-carboxamide

v — 7 2 R

CSCD667584 N-[2-[(1S,2R)-2-cyclopropylcyclopropyllphenyl]l-3-(difluoromethyl)
N-7 A A F LK (I | -1H-pyrazole-4-carboxamide

7 v A E)

B-t R B LR
=V ARATA U E
7w (Z& )

{t## H (CSCD668403) * propanoyl & 3 fiLd S A7 A L fy
(S

TAAFNLTE Fnr
X UK

CLXFCDON-TAAFI, 7= /)= VR nT R ELVEREYE
(A=Y

FAAFL BE Ro
% LR =K

R H (CSCD668403) DF A X F /LR

DAl N == /N

EEXYDVE FadF ik (2= BV Fed o iz =
NBERERNY 7 a7a ELBROKE Fa k)

CSCD668403
B-&t NI H LR
=k (T

3-(difluoromethyl)-N-{2-[2-(3-hydroxypropanoyl)cyclopropyllphen
yl}-1-methyl-1H-pyrazole-4-carboxamide

HIVIR R

AR LD a T LR R

= =S Rl N =
X B IVIR = VIR

R H (CSCD668403) D7 = / — /LK

FAAF)ILE FrXx

YEXYLUDN-TFTAAFN, T /)= XiEIr7ara’)LiEe K

ViR AR I % RO O-FREEH Ak
TFTAAF LTI A | BEFT DO N-TAXAF /)L, N-7 V7 v o BRAeR (SLRECE L
VAR 2 L)

FTAAFLE R X

TEXXY L DONFTAAFIL, 7/ — AN Fr7ar v /LBOE
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A/ A= 2 DR

Ra % 4Rk0 O-7v 7 v Ui AR

LS
U bRy rarm | X072 =TT 7 n 7 r Ve Rrf ko 0-7
R E R U SRR
v E e UMBES | B4 o7 )= dv s e a LB E RS UKo
& A E
ERRXF T AT | XX D7) =, I/ aT R ENERED S VAT A AR
W | A
NERSNLN
X e RaXT I s | XV OT7 )= A T/ e T e ELEREOE R F RO O-
=2 R G R 7o a AR
ERaXFUINET | eI XY DT 2 ) )b, Y RT RENVER S TVE T A AR
Y .
F U REE
7 e RaX Iy | BXXY O T 2 ) LD a E VROV E R X AR,
F A AR 7 = = )VER S UV E F A AR
CSAAT98670 3-(difluoromethyl)-1-methyl-1 H-pyrazole-4-carboxylic acid
AA | (CSCD798670)
vZ ) — Lk
CSCD465008 3-(difluoromethyl)-1 H-pyrazole-4-carboxylic acid
AB |N-TAAFNLE TV
— Ui
CSCD667555 N-[2-[(1S,2R)-2-cyclopropylcyclopropyllphenyl]l-3-(difluoromethyl)
AC N-Z L2 | -1-[(2R,3R,48,5S,6R)-3,4,5-trihydroxy-6-(hydroxymethyl)
tetrahydropyran-2-yllpyrazole-4-carboxamide
CSCD667556 3-[[(2R,38S,48,5R,6R)-6-[4-[[2-(2-cyclopropylcyclopropyl) phenyllcar
AD | N-v 1 =/L 7 )L 23 | bamoyll-3-(difluoromethyl)pyrazol-1-yll-3,4,5-trihydroxy-tetrahyd
N ropyran-2-yllmethoxyl-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 | cSCD668094 N-[2-(3-cyclopropyl- 1,3-dihydroxy-.propyl)phenyl] -3-(difluorometh
y1)-1-methyl-pyrazole-4-carboxamide
AG | CSCD663095 3-[2-[[3-(difluoromethyl)-1-methyl-pyrazole-4-carbonyllaminolphe

nyll-3-hydroxy-propanoic acid
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<HIRE 2 FRAE SRR >

7N KPR
ai F#hE 4y (active ingredient)
Alb TINT I
ALP TINIVRAT 7 2 —F
ALT 7’7:}‘/7\2/ ]\5\/7‘\7325;% ]
(= NVEIVEBEELE VRN T AT I —8 (GPT) |
AST 7’%2\“7%“‘/@’27’\:/ F’?‘/xz:n’?—t\‘ v
(=2 I gAYl h7 A7 I —8 (GOT) |
AUC YR R N i AE
Chol L RAT7TEa—)b
Cunax e e
CMC HIVRF T AT E—R
Cre JVvrF=
CK JVvrF=rx—+8
CYP VR AP4S0 T A VYA L
EROD ThXTVLINT 4y OT=FT—F
FOB G ATIEL S A o | N
GOT y-&“/v? ‘:/]/]\3‘/57313’_"?\ \
[(=y- T NH IV T ARTFH—F (y-GTP) ]
Glob raz )
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Ht ~< r7 Uy ME (=i mEkERE (PCV) ]
Ig egE a7y v
LCso PR EICIRE
LDso PREI
Lym U RERER
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<HIARK 8 : TEM R A Bl — v st >
EM 4 BRI
(HTEpar)| AR 6 B« @i e RIERRE I 2 NS NS
SOMIE || A | T ) (mg/kg) k9 (mg/ke)
(S h )
1E5501 | <0.0075 | <0.005 : <0.0025
1E55 02 | <0.0075 | <0.005 : <0.0025
133 03 | <0.0075 | <0.005 : <0.0025
135504 | 0.0103 | 0.0078 : <0.0025
1255 05 | <0.0075 | <0.005 : <0.0025
1355 06 | <0.0075 | <0.005 : <0.0025
TR L ok 25¢ 1335 07 | <0.0075 | <0.005 : <0.0025
#22%) 16 |45:45% a.i./100 kg ) 135508 | 0.0082 | 0.0057 : <0.0025
KE ARFNA | RO HAL 1F55 09 | 0.0085 | 0.0060 : <0.0025
(20124F) 22 135510 | <0.0075 | <0.005 : <0.0025
1335 11 | <0.0075 | <0.005 : <0.0025
13312 | <0.0075 | <0.005 : <0.0025
1E5 13 | 0.0159 | 0.013 : <0.0025
E5 14 | <0.005 | <0.0025:<0.0025
134515 | <0.01 | <0.005 : <0.005
128516 | <0.01 | <0.005 : <0.005
95 1E501 | <0.01 <0.005 : <0.005
87 | 1F# 02| <0.01 | <0.005 : <0.005
78 | 1F$ 03| <0.01 | <0.005 : <0.005
95 | 1E85 04| <0.01 | <0.005 : <0.005
. 95 T35 05 | <0.01 <0.005 : <0.005
L s 258 86 | 13506 | <0.01 | <0.005: <0.005
) 45.45% | a.i./100 kg o '
B 13 KA | o b AL 1 86 azi;f 07 | <0.01 | <0.005 : <0.005
(201148) 5 88 | 1ZH5 08| <0.01 | <0.005 : <0.005
93 1T 09 | <0.01 <0.005 : <0.005
99 | 1F$ 10| <0.01 | <0.005 : <0.005
98 | 1F# 11| <0.01 | <0.005 : <0.005
110 | 1F% 12| <0.01 | <0.005 : <0.005
110 | 15 13| <0.01 <0.005 : <0.005

1) BB AN T SN TR WIEETIEL, IS

(RlAI) (ZRUB 2 BRI L 72,

2) + FRGAE T ORI B S0 L SeHef 20 B U & C > BRI Tl L7z,
3) : BBRICHE L7 RIKDBIEIRLL © T A K 0 v AK=#96: 1

48




<&M >

1.

10.

11.

12.

13.

14.

15.

BE XY GREAD RIEE O EEREIR L EEENTE R - v

= BT RSt 20183 4, i%

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

or 80 mg [Pyrazole-5-+C]-SYN524464/kg : Charles River Laboratories (F&[H) |

2009 4, RAK

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 4, KRAFE

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 4, KRAFE

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 4, KRAFE

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

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

2009 4=, RAFK

Tissue Distribution and Elimination in the Rat Following Repeated Daily

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

Laboratories (3%[H) . 20094, KRAFK

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 (F=[E) . 2009

B, RRFE

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

Laboratories (3%[H) . 2009 4, RAFK

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

Laboratories (J%[H) . 2010 4, RAFK

Translocation of Radioactive Residues in Spring Wheat, Soybean and

Maize : Syngenta UK (3E[E) | 20074, KRAFK

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

Covance Laboratories Limited (F[E) . 20104, KRAFE

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

Covance Laboratories Limited (F[E) . 20104, RAFE

[14C]SYN524464 - Metabolism in Swiss Chard : Covance Laboratories Limited
(FE[F) . 20104, KRAFK

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

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

Covance Laboratories Limited (F[E) . 20104, RAFE

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 (JE[E) | 20094, 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) | 20084, KRAFK

[14C]-SYN524464 - Rate of Degradation in Three Soils at 20°C : Battelle UK
Ltd. (BE[E) | 2009, 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, KRAFE

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, KnNF
Hydrolysis of [Phenyl-U-14C]-labelled Material under Laboratory Condition :
Syngenta Crop Protection AG (A4 R) | 20074F, RKAFK

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

TEM R R RS - KRER O 4 SBRERE, KAk

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 (3£[E) . 2009
B, RRFE

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

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 R) | 2008 /-, KAFE

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 =, RAFE

SYN524464 - Primary Skin Irritation Study in Rabbits (4 Hour

Semi-Occlusive Application) : RCC Ltd. (A1 &) | 2007 £, RAE

SYN524464 - Local Lymph Node Assay in the Mouse : Safepharm

Laboratories Limited (3%[E) . 2007 4, RAE

90 Day Dietary Toxicity Study In Rats : Syngenta Central Toxicology

Laboratory (J%[E) | 20074, RO

SYN524464 - 13 Week Rat Dietary Toxicity Study : Charles River

Laboratories (3%[H) . 2009 4, RAFK

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

2009 4, RAFK

SYN524464 - 90 Day Mouse Preliminary Carcinogenicity Study : Charles

River Laboratories (J[E) | 2008 4, KRAFE

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

Harlan Laboratories Ltd. (A1 &) | 20084, K/AF

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

Harlan Laboratories Ltd. (A1 &) | 20084, K/AF

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

Laboratories Ltd. (A1 A) . 20094, RAF

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

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

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

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

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

Laboratories Ltd. (A1 A) . 20094, RAF

SYN524464 - 104 Week Rat Dietary Carcinogenicity Study with Combined 52

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

SYN524464 - 80 Week Mouse Dietary Carcinogenicity Study : Charles River

Laboratories (J%[F) | 20104, RAXK

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

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

SYN524464 - Prenatal Developmental Toxicity Study in the Han Wistar

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

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, RAFK
SYN524464 — Salmonella Typhimurium and Escherichia Coli Reverse
Mutation Assay : Harlan Cytotest Cell Research GmbH (KN ) | 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 ( KA
V) . 20094, RAZE

SYNb524464 - Micronucleus Assay in Bone Marrow Cells of the Mouse : Harlan
Cytotest Cell Research GmbH (K1) | 20104F, KAFK

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

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

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

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

SYN508210, SYN508211 and SYN524464 28 Day Comparative Study in the
Rat : Syngenta Central Toxicology Laboratory (F[E) . 20104, RAFE
SYNbH24464 - A 28-Day Dietary Immunotoxicity Study in CD-1 Male Mice :
WIL Research Laboratories, LLC CKE) . 20104E, RAFE
ARSI DWW T CERR264E1 H 30 B 1 BA 5584 56 A 220130552 5)
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