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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=,

FHIIZ W EBRERR 1. BIiANEm (T > b YXE) | EWERNES (B
. EWTE) | AEWEERYE, matEt (T y b v U RE) | matkestEr (7
v R LB (X)) | BHEENSEDAMEE (T v ) L BB (T R) |
2HAREGE (Z v ) | BEEE (Ty NEROUHF) | BhahEoslRdE Th
%o

BHEEMERBRAERNS, BV R G5IC X 2EL, EICRE () |
A K Ol (BRI, /NERDEIFIEIERE) ISR LT, ke,
AT IEME, BAERRIC XTI D2, Biam M O B3 b o7,

7 v MR\ 2 ARSI DY AMEDFERBRIZ I T b O F8 AEBEFE
~ U A% 80 M EIFE A AMERBRIC I W TS O ASEE AN L7=28, fE5
DREMFITEREMEICE 2D L ITB 2 FMHIC S -V EELZRET 5 Z &I

AEETHD EEZ LI,
BRERBAE RS, BEDTORBRITMMEME XX BikEaoi) &
BRE LT,

FRBR R ONT-EEEREO O bi/MEIX, 7 v ERAWE 2 EREMEEMEE N
AMEDFERBERD 11 mg/kg KE/H TH-o72Z &b, THEZBILE LT, ZefiK
100 ThrRL 7= 0.11 mg/kg (KHE/H % — HEIGFAEE (ADD) L&RE LT,

Fo, BV UOERBROKGHEIZL VAT HAEEMEOH 5 I KT 5
BB bi/MEIZ, 7 v bEAWEArmRENERER O 30 mgkg KETH - 7=
ZEMNS, INERILE LT, Zef%% 100 THL7- 0.3 mg/kg (KE A 2SR &

(ARfD) ER%E LT,
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I. FMEREFEOHE
1. A%

BN

2% B A

2. EPESDO—EA
M& - v H Y
#4, : sedaxane (ISO %)

3. L4
IUPAC
4 . TR E; 2-[ARS2SR)-1,1-E L 7 1 7 sR-2-4 L]-3-(Y 7 LA n
AFN)1-AFNLE TS —)-4-HLARF T =1 R
AR 2-[1RS2R9-1,1-t°> 7 v Fus3-2-A L]-3-( 7 )L F 1
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-( 7 v Fr AF)-1- A2 F v

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

4. H5FK
Ci1sH19F2N30

5. HFE
331.4
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| RSk | o A
kT AR AR 81~85 1 10~15

7. FREORERE

BAFRY AL, VUV BRI R VBRI T Y — A LR Y I R
WAITH D, a7 BNKERAREATHY ., TCA YA 7V AHE L TREZ)
REerTEBEZONTND, BRI AT U ABMEEREZE L, MR
EHEEDRE AT, EREEENRENT MRFIC, RKETRYERI Y (Thn
Lx. NEFIZ, Z20E0H T X ROZEMNTEENRRESNL TN D,

Al A R=F LT UARE (T L x) DEEERRIN TN D,
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I REHICHRLIABROME
BHEEMRR [DI.1~4] (X, BT OET V—LED 5 \LDRFEE 14C T
R L7=b o (BLF T [pyr-dCle X4 Lvwo, ) KO7 == VERDRFEE
UC T L2t (LR T [phe-dClzX X4 LnvH, ) ZHWTE
i S AV, BN RETR EE M OB EE I, FRIZHT 0 2372 W IGA T aE (E =K
HHEE) b A A L2 (mglkg Xidpglg) Zow Uiz, REMW55 fedng
R ORI SERE IR 1 LY 2 IR &SN TV 5,

1. BPERESRRR
(1) vk
@ B}
a. MPBREHRE
Wistar 7> & (—FEMERES 11 P8) (2, [pyr-UClE# ¥4 % 1 mglkg (KH
LLF 1] iksnT HEHE] EvwH, ) T 80 mgkg AE (LT [1.] 1T
BWT IEHE] 2vwWo, ) THEREOBE LT, &5% 72 BRI g H
BOE S iz,
MAE N OV i PSR BN RE ) N T A —Z (TR 1 IR STV D,
MAE R ORI HIZI1T D Tmaxe Cmax KON Ty (CHERER] TR 72 2R ITRD &
Niginoiz, (= 2)

x 1 MEERVCEMPREVDBEFH/ 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—
AR O — YR T O EED ARG, IR, KAER TR LY
87.4%. EMEMTHORI LY 8T1%EEHEINT-, (B4, 5)
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Q@ o
a. HEZRS5D
BEMERER (1. (1) @b] TE L V7= ¥ 5- 168 Hii#: O ligies & O 2308t & L €.
EAZ TG S Tz,

S M OSHARR IS B 1 DRI BEIR AL 133k 2 IR STV D,
g e K Ok R DFR B BUNRBIR EE 1L, W o G-REDOMERE & & 1Tl Che b =
o T, AFNNS, RMAERFORETIEZ, FUIRER, B, Ui K O CRe R O REHR

FEMRZED HALT=N, F OO,

(& 3)

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 v b (—#ElERER 4 JT) (2, [pyr-4Cle & %4 2K A& iTE A
BCTHERRAOKE LT, NSRRI Sz,

T Bl AR M OSRR C 36 1T DR U REIR EE 1R 3 IT RSN TV D,

g S OSEAR HR D 23 AR\ MERERR] CREZE 72 2213580 LAV T lilas M OSSR H D 7%
HHSTHEIX 0.1~3.2 H O Tl L7z,

FF M By OV I, C i OV EE 3 ER 6D B AL TZIE A, AR B IS, B M OB

(.
(M 6)

e A CIE, MEIA. Wi, B M O HARBRIC S O R BEDSEE O BTz,

& 3 FERSBRVHEBICE T LERBEMRHEEE (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)

JFiE(0.025), YHAL(0.013) | &
figk (0.006) . I %% (0.004) . Jifi
(0.002) . ¥ fig (0.001) . K B
(0.001). [Mi#(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
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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

HILE(296) . BENA(108) . H
WHR(79.0) | R (65.7) | EIE
(65.5), ATliE(64.6) . YPEL(46.0).
E(31.4), 7(24.9), #i(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. REHESE
Wistar 7 v b (33 C) (2, [pyr-4Cle X4 ZIKHET 14 HEKER
A5 LT, WA akings Ei S vz,

T g M OS2 31T DR T RBIR E 1T R 4 I RSN TV 5,

%< DIgEs -

MRRIC BV TRt 5 24 BpfE& £ CloemREICBE L., &

BT 42 H E TITHTRS, BN R OVt & Bk < Wit « ELRG o B T BE 203 1 R FR

R E 20 . BEREITRD N7z,

(ZH7)

= 4 FERBBRCHEABIZSTIEREHRSTEERE (ug/g)

58
(mg/kg (KEH/H)

P

53 Hi%

BE T H#%

$h5 14 A%

iz

BG4 (1.61). ATl
(0.287) . E#(0.066) .
M4£(0.037), 4xifi.
(0.037) . Jifi(0.023),
[EENE(0.018) . /DMl
(0.013), % (0.013),
fA(0.008) . k5L
(0.008)

(0.013)

HE(2.19), AT
(0.460) . EhK(0.119) |
41f1.(0.062) . IME
(0.060) . Hii(0.037),
FE0#(0.032) . Ol
(0.020), N (0.019),
AERG5(0.013) | KEEL

HIGE (2.64), i
(0.507) . Eg(0.194) |
RO R(0.189), EIIF
(0.099), 4:1f(0.070) .
f.4%(0.066). fifi
(0.044) . H(0.032),
JELE(0.027)

Q@ HK#

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

FOvpAiaig (1. (1)@a KOV e]l THE LM,
TEBRER 2N IE i S T,
PR FER O PR T 5 EMIEE 5 IS TV 5,

FROPEITHFIDBRO ST D, R D613

WRE
14

KRB D® XY 1T,

REOFEZ S LT, U

HEinznoiz, EREmE L TELOBHFIZB KO E RIS T
V7 a CEBEEENRD HIIEN, 20 UL ORI FED b,
TR X D RENCBAFE 2B VNTI R <, 7 == LBR & BT Y — VB DR G L
ORIZUTIZ L A ERD BN Do T,
BAFY AL, FIC NBLA T UL, KER(E, B A FAKERE, 207 v g

SOTHRER I AT X v R & T,

(ZH 8)

10
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x5 IMIE. R, ERUVBEAHDICE T LHEHY

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)
gt o o079 | B@25.4). 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)
il o aq | B2:36), M(1.66), E(0.62), €(0.50), U(0.47),
P(0.23). 0(0.22)

11
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2014/9/11 F 112 OREFEFHAESHER

XY UEEE (F)

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 AAYE 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 0 4 | T@.12), B(0.86), N/O(0.75), E(0.46), P(0.43),
& 2 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 IV o RO RMEEROGEHE (5E : pg/g, MAELS : %TAR)
2) : POEHRIRAFR : 1 me/kg (AT ; 1~1.5 FFfiE2. 80 mgfkg (KT ; 5~6 Wi {4

3) : ARBHEEUHE] : 0~96hr
4) : PBMEREER] - RKE OV ; 0~48hr, BV} ; 0.5~48hr

5) 1 ARGy fERil,

FUBHEREUEERT ¢ 0.5~48hr

6) : MK iR, FORHRERER] © 0.5~48hr
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@ HEitt
a. REDERDO
M EEHEERRR (1. (1) Dal TELN&RE 72 BRf% DR &L O &2 3Rk &
LT, HEaRER 23 50 S vz,
B 51% 72 FEE O IR B O PEERITR 6 IR STV D,
5 BE O P I T0H 0 T, B 5-1% 48 BEEIZ 84%TAR LA 2SR K OVFEHC
Pt s, FicEPICHE SR, (B 2)

x 6 BRERT2ERORRVEDG#ME (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
J—H Al 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. RESHM
Wistar 7 v b (—#EMERER 4 DT) 12, [pyr-14ClE & %V > 2R H & XX & H
ECHERO®KREL LT, PR I i,
F 4% 168 R O R K OB PRI TR 7T IR STV 5,
B G RE D PRI TH LT, % T2 FFRNCKE 2 HEtt S v, EicdEf
WZHEM S 7o, HEICBEE 2RO bk oo, (ZH3)

& 1 B51% 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]

U AR - BRIV BB Z LB A — AL WS (LLFHELC, ) .
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vV A ERAE IS E CHER O S LC, B R EEmEER 23 555 < 1
776
BeG-1% 48 IFE O HH-, IR L OEEHHEME =133 8 IR STV D,
AANTECHEA RS N, (B 4)

& 8 WE5RABEMOES. RERUEDH#ME (hTAR)

P55k HERE O
B b 1 mg/kg (KE 80 mg/kg AN

PRI Vi3 i JAi3 i3
SR 6.7 6.9 5.9 10.2

£ 6.6 4.7 7.1 3.3
fEYT 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. BEHHE#O
JRE D =a— V&AL Wistar 7 v b (—HEMERES 4 JC) 12, [phe-14C]
XY R RAE TS AE CHERR OB S LT, B P EEMEER 2 5556 < i
776
Fe51% 48 R DREYT . IR &L OFEHFPEIERITR 9 ITRS LTV D,
AFNIECIEF IS =, (BB 5)

& 9 BERASEMOBET, REUVEDH#E (%TAR)

P55k HA[A[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) ¥¥

WY X (WA, —#E% 180 12, [pyr-14ClE & % ¥ > Xid[phe-14ClE &
XY 2N FNEY 40.1 XX 38.8 me/B/HOMHET1I H 1B, 7 HMA 7k
VRO U ik 5 12 BRI L 2% L CL BRI IE MR B0 s S iz,

ZEHZ I 1T 27 U BE AT R ORI 13 3% 10 IR ST 5,

B HSTRBIX IR ST FE ISP S du, HEERITRPIZ 18.4~26.1%TAR,
T 49.4~62.1%TAR Th o7z, FLitH OFEE BN RERE X 54650 2 B

14
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7-'_‘_’7%5‘%'5‘“:‘ \—-L L/7L:o
mﬂﬁ@f%?ﬁ%”ﬁi"iﬁ%ﬁf%B/C D O'E T, #HZh 10.6~12.8, 3.7
~12.6 F (1N 13.5~22.3%TRR 588 HAV7=, AT D £ E 7278 hle 73 13 E C,
13.4~19.3%TRR D LAV A O FE 27 Bk id e 2 x4 o KOG J C,
ZIEHN 28.4~43.7 K18 16.1~17.6%TRR 22 5117, i Tld 10%TRR % i
2 DT IERD B o T,
LB BN T, EFRRIC X AMRENZEE 2 Em N T, 7=, EET
V= VB DFE S UL DOBRZUIRD b o=, (BR9)
= 10 BHEMICBTHEREMFRES T RURSEY (ng/g)
N - v i
FEERAN | 30k ;ﬁgé o B/CV DV EV FV GY J -
g | 0-268 | 0.009 | 0.014 4 | 0063 [ 0.010 | 0.001 [ 0.005 [ 0.199
7.9 | 20 | 9 | (13.4) | 2.2) | 0.3) | 1.0 | @27
[pyr | ware | 0.070 0.008 | 0.003 | 0.011 | 0.002 | 0.001 0.009
ug) | T ggny | M ol | G | ass) | G | a2 | ™M | AL
Nt A 0.010 | 0.005 0.002 |<0.001
o | T 969 | 3 | P nd nd nd nd 46 | 3.9
o031 0.003 | 0.001 | 0.002 0.001 | 0.001
At Loz | ™ | 97 | @2 | 63 | ™ nd g | e
yrpg | 0-421 [ 0.084 | 0.020 | 0.009 [ 0.119 [ 0.007 [ 0.008 | 0.015 | 0.193
(68.6) | (5.5) (3.3) (1.5 | (19.3) | (1.2) | (1.3) (2.4) | (31.5)
[phe- [ ey | 0174 4 | 0024 [ 0.024 [ 0.042 | 0.002 | 0.009 L | 0016
el | 7% 910 | " (12.8) | 126) | 023 | 1.9 | @7 | " (8.5)
2% _ 10015 | 0.004 0.003 | 0.001
o |5V 06.0) | (28.4) | ™ nd nd nd nd 76 | @D
10044 0.004 | 0.001 | 0.001 0.002
At ges | ™M | 85 | a1 | 28 | ™M nd nd | (35
D Aatkxats,
nd : MRS NT
FE (O : %TRR
(3) =7 kY
PEINES (Sl A U — L > —8E 10 P 12, [pyr-14Clt& # %4> i [phe-14C]
B2 XH &) 2.41 XF 2.30 mg/E/HOMET1IH 1FE, 14 HES 7 &
VRO G U x5 12 BRI & £ LT B RN Eay el 23 520 S 417=,
ZBHZ B U DR HRE AR K ORI I3E 11 IS TV 5
BeH s REIL. Bk 5% 12 FREIC 89.0~93.8%TAR 7§>T3Fdﬁ¢@¢' ZHEIE S
77 EFJEP%%B”)?&% IIRG-BRIAR 9 HIZICEFIRREIZE LT,
JHFliE M ONPEEIZ 351F 5 F 70 R Al A0 13 E C 18.3~16.2%TRR i 5 i
7=. BRE. T, BEEIENG. KIS K ORI EIT 2 F 8ot %0 &
O J T, ENEH 4.7~53.1 LT 3.6~13.7%TRR & b7~
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BRBHIC BT, BRI X AEHCBEE BT RL, T2 BRE YT
V= VEROREGHNMN ORAEITBD bz hoTz, (B 10)

£ 11 SHMBICETLBREMSEI M ROKEY (ug/8)

vorre | o | REE € FEF] ; ; i
A FaW Al e y B/C E F J -
. 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
-14 Ny
[?gif;ﬂ BRE 96.8) | (4.7 nd nd nd (7.6) (3.2)
v B | G | ee | M | M | md | GH | (e
R 0.007 | 0.004 a a a 0.001 | 0.001
i1} (91.9) (53.1) (7.5) (8.1)
&R | 0.009 | 0.003 1 . . 0.001 | 0.003
sl | (77.8) | (26.9) n n n (7.9 | (22.2)
N 0.168 0.006 | 0.036 | 0.003 0.094
T (64.1) nd @23 | (135 | 1.1 nd (35.7)
gri | 0062 | 0.002 a 0.013 | 0.001 | 0.001 | 0.017
) (78.5) (2.1) (16.3) 0.7 (1.9) (21.6)
N 0.007 | 0.001 0.001 | <0.001
[?gigzg] BRE (94.1) | (12.1) nd nd nd 137D | (.9
ey o 0.004 | 0.001 iy . .| <0001 0.001
(72.9) (12.9) (8.9) (27.1)
5 5 0.015 | 0.007 4 4 g 0.001 | 0.001
iz} (93.5) (46.0) (9.3) (6.5)
MKk | 0.017 | 0.006 1 . . 0.001 | 0.007
e | 69.7) | (24.6) n n n 6.00 | (30.4)

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

2. HEYERPE DR
(1) &54+452L
EHbAZ L (MFE : Samsara) OFE 2. [pyr-14Cl+& # %4 Xid[phe-14C]
XX % 124~131 g ai/100 kg FE O FETHULE L, AIE&E A2 L C, il
W RPN E AR DS S STz,
BORIP DTG ST REIR S 1T 0.008 mg/kg LA F Th o712, (B 11)

(2) FIR

FoNE (S : Tybalt) OFfE 112 [pyr-14ClE & %4 XiZlphe-14Cl+& & %4
% 41.5~42.5 g ai/100 kg Fi 1D F & CTHULER L W) (RPN E ay ek Bk 28 526 S 7=,
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FANEREHZ BT 2 EESA TR 12 133N TW5D
BRI DR FLSTREIE 0.008 mg/kg LA FTH - 72,

RENDOEZ XY 0%, FAY  @GEREXND LOEDLDOWTORENS
10%TRR LL EGR® Ha1, FXI 0 3k Chie R 18.3%TRR (0.082 mg/kg) TH - 7=,
Rl E AW oiRE S 10%TRR UL EZED S 7-1F0, HX 0 R
B G X OVH 2 10%TRR LA BB bz, £7=. % E 73 N-ii A 5
JAL LTeARGEY B DSW 3L OB S 380 L7225, 10%TRR AKJiti T - 72,

ZDIEMN, 7T REEDRA LY 1. AA KOV AB BN L2, 5
BMEITENTHoT2, KEw B, E. G XKOH O—#IZ7 vay Risgiks LT
b, (EH11, 12)

=& 12 FNERHIZE T HMETEEL R
] R .
_— g e g N A AN sirhe (o Fh T
PR AR v T BE (%TRR) K (%TRR) (%TRR)
(mg/kg)
- EV(16.4) . GY(9.4) . HY(8.8) .
A 0606 | 199 | pu.g). J6.2). 10.9). AB? 0.2) | '
[pyr-14Cl | ., 0o EV(17.1) . HY(8.0). GY(6.5) .
Ry | EERTAID 104 157 1 Bu.0). J3.5). 1(0.3) 16.0
EP(12.6) . BY(5.2) . GV(4.7) .
#P5 0884 P YA, J6.9). ABY 0.5, 10.2) | 0P
. EV(15.8). GY(12.0), HY(11.2),
Tl 0.451 18.3 BY(7.9). JG.1) 11.9
[phe-1C] | ,, .. o EV9.5) . GY(5.9 . BY(5.2) .
sy | FERTALD | 0.730 151 | Hoao). JG3.5) 21.8
EV(13.2) . HV(5.6) . BY(5.0) .
bbb 1.13 13.4 G4, J3.9) 37.3
1 : Ak EETe,
2) : i AA &0,
(8) Vg

7203 (BLFE : S12-C2) OFE 12 [pyr-14Cl+& # % XiX[phe-14Clt& & &
> % 120 g ai/100 kg fli D & TRLEL L, MW IRPIEMABRD FE S 7=,

72D TRBHC 1T D BRI A IEE 18 IS TV 5D

B K O X 0 3N 31T D BB AR B R 7| iii%/fﬂ:@k xR
B AC KO AD 25 F X 0 3BT 13.0~28.1%TRR., #MHEX] 0 3BT 12.6~
28126.9%TRR # D HiL7-, MEAFE 7+ TIXREY AB K ONZE O A KN
31.4%TRR 2% mmtz» ZF DR HSEERIT 0.017 mg/kg Th o7,
MZEE o AL McES = EERIE

(MR 11, 13)
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[BFEFfEEa A b

KEDEX XY 2ED B OIE,

FHAID =12.0~28.1] .

[ =12.6~26.9]

TY., BORVRDHIE,

(MY =13.0~28.1] |

[ f=12.6~26.9] T,

[FF)m L]

KA D BE G L TV ET 0T, HRiNY

B OBIEAEIE L £ L,

& 13 EOWTEBICE TS RIES T

_— S e [EX TS 200 (o il 7
EEEALN A Jic e & (%TRR) R (%TRR) (%TRR)
(mg/kg)
. AC(23.9). AD(16.5) . AB(4.2),
: | A 0.123 1651 53.9), 12.7) . E0.4). G(0.3) 121
pyr-#Cl [ AC(22.3), AD(22.1), AB(3.3).
AR | REFAD | 0.438 166 | 35.1). 1(1.0). E©.6) 14.7
AT - 0.055 nd ABV (31.4) 8.6
N AC(28.1), AD(13.0) . J(3.1) .
_ =Rl 0.138 120 1505, 602 18.1
phe-t AC(26.9). AD(12.6) . J(5.3)
o N i =2 [RZVAN . N . N
| RERFAY | 0.354 232 | 0.9, G0.2) 18.3
RCAFE T | 0.009 — — 16.4

D BEREETD,

— e

(4) 28297

7 XY (fhfE : Fordhook Giant) Off 112, [pyr-14Cl& & % > XiX

[phe-14Clz # %4 % 41.6~42.4 g ai/100 kg fE+ D F& TR L, 4~5 B
(BBCH14~15) |[ZAEMARZ £ L C, AE IR PN E Ay ek 23 S0 X7z,

A

AAEHT BT 2 IR 14 IR SN TV D,

[pyr-14Cl & % H ALBRXIZ 35 1T D EE R IR LD X X0 T
R 1 OV AB 32N Z 10 10%TRR 2 2 TR vy, R EIXZE
NE4 0.007 mg/kg UL FToh o 7=, [phe-14Clz # % AL X |2 F 1T 5 FE 72 5%
AR IIRZEACD® & %3 T10%TRR 248 2 A EHIEERD B o 7z,

(=04 14)
& 14 27309 0RBICH T EBERER
R e F#(6TRR) il Zxite
Gl EE | (%TRR) ° (%TRR)
(mg/kg)
[pyr-14C] IV (12.9). ABV (11.5) . J(2.3), E/G.?
T H XY 0.0556 28.5 (0.9). H22(0.9). AAY (0.8 2.95
[phe-14C] 0.0452 52.3 | J(4.5), H1? (1.5) ., E/G'? (1.1) 4.54
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EX e | |
D ek Eate,
2) : W G RO H ITEEM722[FE,

(5) h/—5
H ) —F (§FE : Mozart) DOFEFIZ[pyr-14Clt & % ¥ > Xilphe-14Clt & &%
% 9.65~9.73 g ai/100 kg i - DO & TRLEE L, B &> (BBCHS9 : ik
R 2B T, MR E R I S e,
AR 12 31T DR B U R IR WD T OFERR AR LR X C b R IR S (0.002
| mg/kg) RiETH Y, WHEEFHREIT D ) — T ITBIT LR o7z,
(%18 15)

[BLFEEPEE a2 A K]
(272 R I TIERWVWTLE )2 Pkt SN T2l 25320 FEFTLIWVTT,

[FERLY]
JEEWERTE (h/—F ) LEflanTBEY £9,

T XX OEMIRIZE T D ERRERRE L. N-LA T v, 7 == LEBRE
vrua7a e)VEBROKEL, WA TFAKEE, 7 a7 a B VEROBRLE T
RSO, Nk TchoT-,

3. ITiEdEanEER
| (1) FRMtEPERRR [LBEMZEEX
/N (SLFE : Tybalt) OFEFIC, [pyr-4Cle # &9 % 2.94pg/fEi+ D HET
RRPRL , B (A A Z) IZHEFE L | HPAR OIS T, 202 2°COREFET T 365
HRE A > % 2_— kLT, R B EMNRBR EhE Sz,
BRI T BT B B BE AT L OV i3 3R 15 1R ST s,
T TR R U, EEEY L LT AB AMLEEE112 A EICRK
13.5%TAR #D LTz, EDIED, R I O AA D3LEEEL-20~37 H £ ITH
K &2 o723 B%TAR Kiiii Th o 72, B A FVKER L& & %2 K OUKER L& &
Y EHEE SN DM ENE NIRRT 1.9 LT 2. T%TAR FitH S L7273,
FEICIZE S o Tz,
| B Y AT RE BV R O CO AR S, JUBIE-365 H % T
R ERoT, FEAMREM DR 66%03 7 2 VAN, K 35%70 7 /L AN EE I 4y
W2 Lz,
T XX OHEE RN 70.6 H TH o2, (2R 16)
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& 15 HRMTEICEITIMSES 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) pRMmtEPEGRER [CBESHZEEEX

/INE (SLFE : Tybalt) OFE(Z, [phe-14ClE # ¥4 % 4.23 pg/fi+ D A& T
WLBRL, v NEHEE (7T 0 R) | B (RAR) | BEWLE (A4 R) KO
g GRE) ISR L, BHR OGRS T, 2022 COREET Tk 365
A A > 2_— [ LT, AR s a il s 320 S iz,

Y H X TR R L. i E LT LOVP 23RO LA, W
t 6% TAR K Th o 7=, 1FNIT, Kb Rueb X0 LHESNDS
R I KT 2.9%TAR FiH S =B REICITE S oo 7z,

TE A PEIR A TR RIS HE N U, LB BRI A 128 XU 865 H % Tk
32.2~50.9%TAR (25 L7, CO2 [TMR~ IZHIM L 7=A3, ALBR#-123 H % TR
3.2~9.9%TAR Th 7=, FEAVEEREWIT, KEDN7 I VHEisy, ZDIENT IV
NEEKR T I BB LT,

X XY OFRIIGHE TICB T 2 HE R, >v MERE LT 57.6 H,
HB1T63.7TH, EWLTT7.7TH, WEHELTIS0HThoTz, (1T

[ EREMEE a A ]
3. (D) 1T Tk {fbeEAXY | ERRENTEBY., #H—.

(3) KB LIEEan iR

/N (GLFE : Tybalt) OfE 712, [pyr-14Cle & 3 L < iZ[phe-14Cl & #
P BT NEH 4.33 pg/fE1 KT 5.90 pg/fi+ O AR TUE L, B+ (XA R) |
W CKE) ROWENHEE L CRE) ICHEL, X3, L (A4 R) [ w1 Ck
E) ROWEHEE L CKE) 1Zlpyr-14Cle & %4 3 L < lZ[phe-14Cl& & ¥4
% 190 ug ai/kg ¥z 1~195 pg ailkg W+ & 70 5 X 5 ICLEE L, AR ORISR
T, 202 CORFHT Chcd 367 HREA > =_— b LT, R EEPEMGR
T YNESY TR gW

RS T O R HRIC I 2 HEE NI 16 IR S LT 5,

[pyr-14Cl & % P AL XTIV T, ' X TR R L, E8 5y
fighy b LT AA KON AB BNENENAK T 14.5%TAR KT 31.9%TAR 2 Hi
Too WEDIT, DY 1T K OVAE 23580 520, W 6.3%TAR #iii Tdb -
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72 CO2 K ONEEE MR IR I L, TN E KT 11.6%TAR KO
48.0%TAR IZ3E L7,

[phe-14Cl& & %4 U ALFEXICBW T, B& 23 ITRIIIC R L, CO2 K
fa A MEFR R W TR IS L. N Z iR T 24.5%TAR & T 58.2%TAR (2
FE LT, DRASIIIRE Shish o7, [EEEMZEEE Y

FEALEE LT, fEd AB, CO KON A MHEIREM O &N THLE L Y ¢
2 BRI L 58X X0 O I RO I D bW EE X b7,

&% OREE L, FE-ALEE T 78~160 H ., I T 296~422 H
ThoT-, (W18, 19)

x 16 FRNEHETOLEFICET SHES R

FEGRAA RLFE 7 1% +- 458 HeE P (H)
w+ 77.7
—_— T EmEL 160
iy Bt 296
+45 Y+ 343
h s 377
B+ 87.9

-14

é@;;{ iy WYR i+ 105
+-1 b g 422

(4) 1FRB/RTADEK LI B EER

/INE (AnfE : Cokker9555) OfEi1-1Z, [phe-14Cl& & ¥4 % 4.2 ug/fi+ DM
BTRELL, PV MEE L (X4 2) I L, BAROGXAIEMET, 20£2C
ORGP T 30 HffIA FaX—F L7z, #AKREEE LTEHR A I—T L, Hixny
T, 202 COREPT Thcdk 120 HEA > % =2 — b LT, AFRAIEERTEK
T E R I S T,

YA X R RIS FICB W TLER 30 HIZ 61.9%TAR (ZED L, B
LHISA IR L 72 120 H#1C 46.7%TAR L 72~ 72, HRSLHETICB T 54
X0 OHEE I 3756 H ThH o T,

HRBERME FIZRBWT, 5 FEOSRD BB NN, VIt 5.2%TAR
LIFCThote, BRRIIGIFICHRIA . FTT2 72 0 IT38 0 B v o 1o, i
E LT, Kb Rl X300 KONV 7o EVEROBBRENHETE S
R, REICEED R -T2, [EREMZEEE Y]

FAMEREYIT. BRSO 17.2%TAR 725, 90 H#ZIZITHR K
30.6%TAR 2L, 120 HIZ1X 27.7%TAR (272 o 72, BEEKSMET 120 H %
DFEAMEFREWIL. 7 2 VDK 45%., TIVREREICHK) 40%, 7 2 BRI
TR 5% A Lz, (R 20)
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(5) LiRURpimEHER

6 FREE DOUFS 1A T2 & 5 o o0 HEEWR S SR BR S Fs S i
Freundlich DWW ERE N OBEREITR 1T IORSHLTWS, (2 21)

& 17 E5%Y >0 Freundlich lREZREE URHE R

+5E (BHuh) Kadsp Kadsgg, Kdesp Kdesg,,
Bt (21 %) 6.82 262 9.55 367
VIV NENE L (7T 0 R) 5.72 548 7.39 708
BRI+ (RE) 16.7 602 19.9 716
W+ CKE) 3.06 588 3.94 758
OV NERE L CKE) 13.1 538 18.8 769
bt CKE) 2.00 666 2.72 907

R HHIE L 72 WA AR
R HHIE L7 A AR

Kadsp : Freundlich OW AR, Kadspo, : AR E

RS
Kdesp : Freundlich Ot &FRE, Kdespoe : HHERFE G H I

4. Keh:EanstER
(1) ok fEeAER

pH 4 (7 = EigmEiR) . pH 5 (BEEE#EMEHR) . pH 7 (U U ERREER) KO
pH 9 (R U ERFRER) O IREEERIC, [phe-14ClE # ¥4 > % 0.0017 mg/L
ETRDEHIITHIL, 50 COREERMTTh Bl (FiEatbR) . Xix, pH5, pH7
J O pH9 Tl 25 COMREEMT T, 30 HMA % = X— K LT, MK e
FEhE S 7,

W IVDIREESAE K OFRER P IZBWTH, BTV O ITIEE A ERD
DALY ERINE 1 LA B S HEE ST RIFIE DO 2 R 3 2 FFEGR O BT )3,
WG 5.4%TARLL T Th o7, (B 22)

(2) KepfofEEER

W U EERRER (pH 7) XUXIE HARK (pH 7.37, #K) 12, [pyr-14Clt
%Y W Xlphe-4Clz #5428 2 ng/mL £ 725 X HICHshL, 25+£2°CT
R 84 XX 28 A, ¥k /0t OtsifE : 23.8~26.9 W/m2, #E : 290 nm
Kz v N wRRE LT, Ko iEaRER D 5 S vz,

TR R M OVA AR FRIT 31T D U RE 5340 M OV i) 133k 18 IR S v T\ %,

[pyr-14ClE & %% VALBLXIZ I\ T, EefEit AA, AG, AF T, =h %
MK T 25.7%TAR. 13.4%TAR K O 13.0%TAR #8 & 57z,

[phe-14ClE & F H LALBXIZ IV T, 2fiEIE AG, AF T, TN ZE1HE KT
18.1%TAR K X 13.0%TAR 8 b7z,

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

TR M VB SRR PSRBT 5 2 3 0 O, HmDFEZTED HRKBE
BEETENFN 172 H RN 48 H L E SN, (B 23)
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& 18 BERRUVBAKFBICE T LMIEED TR U S WTAR)

o R * 315 &2 %Y KR OEY

Bk | AW Gy o x] 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
R o AN 0 104 0.0 0.0 0.0 0.0
1 84.4 0.0 2.0 2.5 1.2

EEZV/N 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

TR | 8 97.9 NA NA 0.0 0.0

14 87.1 NA NA 1.7 2.2

[phe-14C] 34 58.6 NA NA 5.9 5.5
XX 0 103 NA NA 0.0 0.0
1 84.4 NA NA 2.2 2.5

SV 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 : #4875

5. TIREHEHER
TR AR OV TR, SR LB RHIRLRD 2> 72,

6. EMFXRBHER
(1) EHZEBHER
HEAMCB T, BN L X 2 FINT, B A% 2 202t am & LiEY
FRAEARBR N T S 7o, FERIFNIK 3 IR TV S,
T A FV U ORKERMEIT, L x BE%) @ 0.0159 mgkg Tho 7z,
(B 24, 25, 26)

(2) BEEYZREBHR
@ EH&

RIWVABA v« 7 )= 7 RIS (—HE3BH, SfHRIE280) Icky ¥ %
1.76, 8.78 ) U*35.1 mg/8H/H T 28 Hf I 7w/fk O b L, #5.Bth 28 H%
ZHLVE, MEER M O (B, P, A OMIERT) 28R L T, S EWFRE R
BRoZER Sz, BX X0 REW B X OVE Bt gk e & s,

T2 X KOG B 132 TORE TRHEEBRAHCTH Y . (B E Ok
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KA BRI C 0.03 pglg. EHET 0.02 pglg THo7=, (B 2T)

7. —HRFEAER
—ERHERBRIC OV TR, SR UTCERHIR#D 2o T,

8. StSEMARR
(1) SHEHHER
A XY L (FIK) 0Ty FEAWEAEEERBRSERK SN, ARITE
19 I RENTWD, (&M 28, 29, 30)

& 19 A[AEFHHBREE (R

B LDso (mg/kg A ) - e
e ) Fil pm m BIE ST IENR
5,000 mg/kg A E CiEENHFMEOIK T, I8
BV, PREIRVR K. T vV E, Wk, Bk
. .| Wistar 7 > 4 |
HEH i 5 2.000% 11 75 mefkg M ELL FCIRERIE, (L
$EE L (% 5% 30 4y ~5 HEE)
- 5,000 mg/kg (R CTHT
; Wistar 7 =~ b SEAR K OBET 72 L
EXF7 b e 5 >5,000 >5,000
. _ LCs0 (mg/L) AR . 7 v, BISEBHOEK T,
e | Vi 7T P, H1E
1 >5.24 >5.24 HERE - 56 72 L
a : 0.5%CMC Bk &5
b : kR EREIRIC TR
c : 4 Wff Ep 2%
d : #EEMM
/RS

R AB % =AM O RS Fh S iz, FERIE#R 20 IR &ENT
W5, (& 31)

& 20 [EROFSEABHRE (KB

Bz LDso (mg/kg {KH) o2 SN
. BEOMTE, #Hig b, MHEAL
. | Wistar 7 v M FETHIZR L
AB e 2,000
a : 0.5%CMC iRl T 5
S

24
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(2) 2HEARSESER (Sy M)
Wistar 7 v b (—BEMERES 10 VT) Z2 AW =Halsaflee o (54K : 0. 30, 250
F O 2,000 mg/kg A H) #2510 L 2 AVEmR s BR Y B S iz,

R GHE TR
Py BEARL AR 2 RO RR A A R SR IR 3 G- D

B2 EAREEMRAESHEE XY UHEE ()

LD BT FEMERT AT E 21 1R ézhﬂ\%s

By EB
o ¢Ev

WO BN T,

ARBRUIZ BT, %0m%@%%%ﬁ%ﬁﬁ®%%fﬁ%%@%ﬁ&%ﬁ?

L2 Emnn, KR
EZONTZ, ALNGRA fifffﬁfj:ﬁif

& 21

AtES

D MEEMERIL, MEREL b 30 mglkg KETH S &
IO Lot

(ZM 32)

ERER (T v b) TROLN-FUFRR

B hGRE

i3

i

2,000 mg/kg A H

R PERY

(4 151)
R IRAR T K O\ AL
(%5 2 KON 5 HER#)

< SPERIR O | R ORI D

YR ) ORD (F5- 2 BfEER)

C EBIEREAR KR OESS (&G 2~T7

H %)

R ERY
* RRIRIF S OV T

(3 #1)
Bw (51 kD
5 IFHTR)

< PRI O A M O I o

YR OB (5 2 FfER)

< LB EEMEIRT, BB ML

(5 2~7 A1%)

- REE IS (58 HR)

250 mg/kg (AEH
Uk

- HIEHEE R (5 3 )
AEEIMECR, N2 D B30 BIEEAD

WIHARIEFE . SLE M OBML (5 2
KO 5 H§fET%)

- HE (%5 2~T )
- IREE NI (B5-8 H

%) kO
frEpR (5 1~2 Hi%)

- HISEB R (5 3 FEfHE#)
AREWER T, A2 H BN Y B

MIARIGZE . SRR OB BRI
(51 O b Ky 12)

* PR LSO ST (&b 1 FF(H

%, 2~7 H1%)

- HETERD (%5 1~2 Hi%)

30 mg/kg N

w2 L

wIERT R L

9. IR - REICHY SRR UK EREMEHER

NZW 74X % F IR « 52 & il
WD BT, &3S 2RI

CBA/Ca ~ 7 A % F N 1= & AL
et cdh o7,

IR D3R8

(ZM 33, 34, 35)

10. BRMSEHHER

(1) 0 HEEAESHEER (v )
Wistar 7 v b (—REMERER 12 P8) &2 AW REE R : 0. 250, 1,000 &Y

IR ARTE R EIXE 22 2R) #5125 % 90 B MM AMEREERER A

4,000 ppm :
Fhs S iz,

25

RS MG S LT

IRAGRBE S5 L CREEE D

A}‘S\&) %ﬂiﬁﬁ)’)ﬁ—o
ekl (R U o HiedlR) 2350 S,

RES
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F& 22 90 HEESMSMHEHE (Sv b)) OFHREERE

B 51 250 ppm 1,000 ppm 4,000 ppm
SEY KB RE | K 18.6 72.9 300
(mg/kg IAE/H) | M 21.4 85.7 315

FREGHE TR DT RIIR 23 IR SN TV S
ARV T, 4,000 ppm TQ@H@fﬁ“(ﬁ-‘%%ﬁﬂ?ﬁﬂ&@ﬁﬁﬁ%ﬁ’)\ JiFé
Xt K O IE B SR, /NE AU OHETFBRAE RS 23 1,000 ppm #% G-FE O ME THFHE
kM O IE B EHNARO Gz DT, Mgtk E ifﬁ“( 1,000 ppm (72.9 mg/kg
{KEE/H) T 250 ppm (21.4 mg/kg (KE/H) ThHEEx LNz, (S 36)
& 23 VHEEZUHSHRER (Sv k) TROoOh-EEMAR
B h Rt Va3 i3

4,000 ppm

« REBGININH] K O R

- PT it

+ TG. TP kU Alb #/m

« REJD KUK pH KT

« FEseh K Ol IE T B2 0

- /NEERLOMERTRIIEIE RS B OV 58
L

* BRI K& QMR AT B

- PLT #/0

+ TG, Chol O TP ¥4in

< NFERLOHERFIAL R K OV 4

s

1,000 ppm VL E

1,000 ppm LA F

250 ppm

mIERT AR L

« T 5 Ko OV 1 B B 00

wIERT R L

(2) 13 AHELUSERER (Tv k)
90 HREHEAMERMERE (7~ ) [10. (1)] LFBKD Wistar 7 > ~ (—FF
MERER- 10 PB) & AW 2iREE (AR : 0. 300, 2,000 & TX 4,000 ppm : “EXJfR{K
EREIIER 24 200) BEIC KD 13 BT MERER ) B S h -,

F 24 13 EMEAMHSMEEER (Tv b)) OFEHREKERE
B H-RE 300 ppm 2,000 ppm 4,000 ppm
R ERE | R 24.8 168 325
(mg/kg fRE/H) | M 28.3 186 350

B GHETRD DB RIER 25 ITRSNTW D

ARBRIZEB VT, 4,000 ppm TQ’—?%?@?“’E“C{ZIEE%DDW%U\ JHFf sk K OVl I 2R &
BN, ANZE DRI AR KSR, 2,000 ppm % -5-FE O I GO S I A OVRi
B RRD =0T, EEFHMEEITHET 2,000 ppm (168 mg/kg KE/H)
1T 300 ppm (28.3 mg/kg {AH/H) ThHhHEZEZ LTz, (ZH3T)

2 R EE ISR LT BONT LGS EE A MEREEE VS CITHELE, ) .
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# 25 13 AMEIMEURAER (Sv b)) TREOoNE-FHMR
5 Y33 i3
4,000 ppm - (REEHININE] K OB AR &) - BEF R
- ALK ONEE - BRI (5 12~13 18%%)
« PT it R - PT it &
- RBC 8/ « GGT &0 Chol #4411, Glu J84

- GGT. TG KOTP #h1. Glu

/}\

« JiT et K OVl T BN
« /NZETL MR IE R K O3

- JHFAE R B OVl iF B5 & H N fatask ik
o /NFEHE TR AR AE O K OV
fata A
« HURIR A b Rz AR AR K
2,000 ppm 2L E | 2,000 ppm VAT - (REEHE 0]
AT RS L - BRI (&5 12~13 HH1%)
300 ppm BT AR L

(3) 28 HRIEAMSERAR (YU X)
ICR =7 % (—FEMERES 10 IT) % v 7=i86F (5& @ 1 ; 0. 1,000, 5,000
KT} 7,000 ppm : FHIRRAEIREITE 26 2]) #5125 5 28 H I AMERFMER
RS FE il < Tz,

#& 26 28 HEESMSEHER (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) | Mt 248 1,150 1,800

AABRIZBNT, WTFNOREGEHETH BT RITRO bRl T, i
PR T & b AERER O s & 7,000 ppm (7: 1,270 mg/kg A/ H | i : 1,800
mg/kg (AE/H) ThiHr B2 bz, (&K 38)

(4) 0 AHESMSERE (TUX)
ICR ~ v A (—REMfEES 10 PT) Z W 7=iREF (JFUA @ 1 ; 0. 500, 3,500 &
7,000 ppm : ‘FEIRRAEIEIIER 27 2 1) K512X % 90 H M SMEFEMERER
N FEhE X7z,

F& 21 90 HEESMSFEHER (Y VX)) OFYREERE

B 5B 500 ppm 3,500 ppm 7,000 ppm
AR | M 80 567 1,170
(mg/kg RE/H) | M 112 810 1,460

ARFERIZFB T, 7,000 ppm & G-HEOHETIHREHEIPNHI 2 FED S 722, HET

27
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TWT O EEETH BT TR D Lo 20T, HEMEEIIHET 3,500
ppm (567 mg/kg fKE/H) | M CTARER O &M & 7,000 ppm (1,460 mg/kg
KE/H) Thri&E2zbNnl-, (ZH39)

(5) 13:AMELRESERER (41 X)
E— 7 VR (—HMERER 4 0 Wi Feaugkn (JBIK 0, 50, 150 &
N 400 mg/kg IAHE/H) 52X D 13 B AT RBR N 3G S -,
ARBRIZIBV T, 400 mg/kg IR/ A & 58 OLE MK O 150 mglkg R/ H & 5-7f
O W C AR HE NN K OB B 3580 7o T, BEMEREITMET 150
mg/kg RE/H, T 50 mgkg (A&E/H CTHH EE 2 BT, (B 40)

(6) 4 BMEIMESHERR (1 X) <SFEH>
=7 VR (CREMERESS 1 08) AW vkt n (R 0 0. 50, 100 &
O 300 mg/kg (AH/H) #5102 & % 4 RSN E MR E i S vz,
300 mg/kg AH/HKGHEOLET, AFMIIAER K Oz, RG5O ThF
HIE ], AR K ORI 22 k2R b, (BH41)

(7) 90 BEERMEAESHERER (v )
Wistar 7 v & (—BEERES 12 P0) 2 V723260 54K : 0, 300, 1,000 &U“
4,000 ppm : “FERAEECER T 28 ZHR) F 512X 25 90 A M S Em R E MR
BRDNFEME S ATz,

#& 28 90 HEESMMREMEHE (v b)) OFHRFERE

B 58 300 ppm 1,000 ppm 4,000 ppm
SEYRRRERE | K 19.7 66.0 260
(mg/kg IKE/H) | M 24.3 79.7 303

4,000 ppm #G-FEOMERET A S EB & (BEIEERE) OB BRBD LR, Z
S OFT RUITEBER 2R EIEIC X 2 b O Tide < | IREBINIMS] & O EH B
DMZBET D IR L B 2 DT, ETo, MRIRELRR IO R R IR
BHOEEBIIRD NN T,

AFBRITIB VT, 4,000 ppm 5 5-FEOHEREIZ 35U TIREIE NS, B AT &>
RO DT DT, MR S H 1,000 ppm (7 : 66.0 mg/kg KE/H .
M 2 79.7 mg/kg (AE/H) ThHDHEEZ LN, HAMMRENITERD b)
o7, (M 42)

3 RRBRIBIEA DN, BERR L L,

28
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(8) 28 HEEAMBRREMRAR (v )

Wistar 7 v b (—HHERES 10 D0 ZHWofE (JFE 0. 100, 300 &
1,000 mg/kg AEE/H, 5 H/H) HHIZ X5 28 HEIH MR R Tkl s Sl =
i,

ARBRIZBNT, WTNOERGEIZENTHREKE G OREITFE O bivieno
7D T, MM RIS & S ARARBRO K HE 1,000 mgkg AH/HTHDH EH
bz, (M 43)

(9) 28 HEEALSHHEER (T v b, KB AB)
Wistar 7 v b (—BEHERES 5 UT) & V7= AB OIREE ((R#E% AB: 0.
2,000, 6,000 K TN 12,000 ppm : “FEHMAEIEITE 29 2 0) 510K 5 28 H
[ e F R 3 it = A7z

& 29 28 HEESMSUEHER (Sv b)) OFHREERE

B 5B 2,000 ppm 6,000 ppm 12,000 ppm
R ERE | K 175 497 1,020
(mg/kg fRHE/H) | M 176 525 1,110

AHBRIZBW T, WTFNOBEFICBW T HRAER G OREIIZRD b io
72D T, MEVEREITHERE & AR O RS HE 12,000 ppm (% : 1,020 mg/kg
RKE/H, M : 1,110 mg/kg (AFE/H) THHEEZ LN, (B 44)

1. EBUSHRBRRURELISAMERER
(1) 1 FEBESHRER (1 X)

E— VR (—REMERES 4 V8) 2RV AR D (BIR 0, 15, 50 KO
200 mg/kg KE/H) #5122 1 EREBMEEMERER ) i S -,

BB HHE TR DB ERT ALIZER 30 IRS LTV D

200 mg/kg ﬂ@/ﬁ&%i@fﬁfﬁ%m%ﬁ&wﬁrtii@ﬂw75> LYY (W
N, HRT — é? DHIFANTH U | HEHRFREEDRRBO OGN o7 Z L nb,
BRI L DB LITEZ NIRRT,

AFBR | Jou\f\ 200 mg/kg A/ A B G-EEOMERE TGS & O &
B ENGRD DT, MR MRS D 50 mgkg KE/HTHDH EEZD
nic, (MW 45)

& 30 1 FREMESEHR (1 X) TROONEFEMRE

e 5RE HE i3
200 mg/kg RE/ |+ AEHININE] K O B> - (REEHDINM ] K OB AR &)
H - Jf ek Mo OV IE 25 BB N - ALP 50
- ALP #9/0 - Glu B

29



< O Ot R~ W DN

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26

2014/9/11 BN ARREFRESBESR A XY UHEE ()

+ Glu, Chol XNV /b
50 mg/kg K/ H | wBIERTRLZR L AT R L
IR

(2) 2 E£RHEHSH/BIAVEGHERER (Y )
Wistar 7 v & (8 . —BEMEMES 52 DC, P & &%RE « —BEMERES 12 08) %
FWZIRET (FUA : 0. 200, 1,200 K OF 3,600 ppm : ‘EHRAEIREITE 31 5
M) #5112 & % 2 FERIBMERENEFE N AV RBR D e ST,

& 31 2 FREEMEEE/ EVARHEHE (Sv ) OFHREERE

&5R 200 ppm 1,200 ppm 3,600 ppm
SEERR AR TR B & JA:3 11 67 218
(mg/kg IKE/H) ki3 14 86 261

FRERETRO LB A GEIEBEMNZ) (3R 32, 18 OIEER LM
FEIEFE 33 IR N TWBD,

R B 5 B U 7= JEBMER A & LC. 3,600 ppm &5 EEOMET, 104 % IC
T EE OR ML (9/62 1) AxHIREE (0/62 f) IZHAFREICHEM L, &K
HECIES D A FE 1okt FREE CL Makallih & IR OB E s Cotynr —4 (R
BR. 0~19%) O FERTH 72723, 3,600 ppm Af CIHXIEIE LREZ/RLT=Z &5,
BHICEXDEETHD LW LT,

RGO CA BRI (BaME) OMEEEN HEMBIME X2 WA E I
MU7z, Z OIS REEOMEEN 2/52 (3.8%) &. Y4i%ikbh & [FHH O BR
Ehifisk COHE T —F (5 RBR, 7~32%) % Flal> T\ Z LIRS &
EBZoNDIEND, BHEOREBTR AW LT,

AFRERITIB VT, 1,200 ppm LL_E#EGREORET/NEEFULMEFRIIRAEIS, FURAR
Al bR AR RS | Rl G- O T FRRIRARE M 2 v o R R ONVA I 1 B B
ENRD SN0 T, MM EIIMERE T 200 ppm (# : 11 mg/kg (KE/H . i :
14 mg/kg KE/H) ThoHEEZ LN, (B 46)

*& 32-1 2 ERBUHEE/ ENALHFHFEHER (Sv ) TROOIEFEMRE

GEEBEMRE)
B 50 Ja3 i3
3,600 ppm - UREEH NN & O AR &R « TP K% 0% Chol #4/1
- GGT #9n o JHFHE S K OVl IF 2 = HE 0
- It R EE 2 BT (4 | - /ZEHOPERFRIE AR K O R
) BEILE
- R o e A R - BT R
- Alb #4/10 - Alb B4
1,200 ppm LA L |- TP #Eh0 - IRE NI
- JFfseh B OVl IE B S 0 - FURIRAHE R o4 REOAH

30




AW N~

o Ot

10
11

13
14
15
16
17
18
19

20
21
22

2014/9/11

B2 EAREEMRAESHEE XY UHEE ()

- NBERLO PRI AR R R
- LR A b B AE R
200 ppm TR L mIEIT R L

S REHERARERR VR, MERGORBLEEZ DI,

& 32-2 S2EEFE (1 EREBUESERARE) TROONEEHEAR

(GEfEZMRE)
FHRE i3 M
3,600 ppm « PREEEINBNHI K O A R - AT

» /NTEHL ORI AL A K OV
fatsgik s

- Chol #§/m

« BT RTS Ko OV 1 B BN

 /NEPLO PRI AL R M OV
RS %

1,200 ppm LA E |« TP #40 - IRE I
- JHFAERT B OVl 1F 25 & H9 N
- FURAR A e b Rz AR AR K

200 ppm BT RS L BT RS L

SoMEHERAERZITRVA, RERGORBLEZ DN,

& 33 FEOESHREHE

o ®

: 0~28%

S : Peto fH[AFE (B 1~4) THIMER ., p<0.05
* . Fisher E#ZfEMRE, p<0.01

(3)

80 B EMNAMRE (TVR)

e 58 0 ppm 200 ppm 1,250 ppm 3,600 ppm
RAE B 52 52 52 52
iR e 0 0 1 0
3 2 9*
B §
M 0 (4.7%) (3.1%) (17.3%)
D RBRIERS S R R BIAEE (2002~2007 FEIZBHGA L7422 5 ABR)  : 0~19%

: RITA (Registry of Industrial Toxicology Animal -data) 55X FRIEBEE GBI 22~
25 7 H [ OER)

ICR ~ v A (—REMERES 50 L) Z FV7=iRER (JBA : 0, 200, 1,250 % TX 7,000
ppm : FERMIAEREIIE 34 Z0R) 512 X 5 80 MM FE A A ek 23 FhE X v

77‘/,
—o

F& 34 80 EMEMNAMRER (YIR) OFHREERE

5 200 ppm 1,250 ppm 7,000 ppm
SRR E | M 25 157 900
(mg/kg IKE/H) | M 29 185 1,000

HEDRFRESE OF B 1L 35 1R EN TV D,
7,000 ppm & GHEHEIZ 35U TR A A OVl i O & 3t O R A E N A
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EAZHIN U7, IFRIRRRIE O RSB (30%) S OVHMfass o 58 A B (20%)
. %R & RN R — 0B Rl \Z B W Ttz 3 BROy 77 —
2 (PRAE : 10~28%. ¥ : 6~10%) %b\a“n%ﬁ@om\f::m%\ JHHE
JRNE K O AR RS DA B OFASEFE D HEINFIR 51 L A B TH 5 L L=,

AFBRIZEHV T, 7,000 ppm &“Ef%i@&k@&ﬂd@ﬁbuﬁnﬁwm HHNT-DT,
e B I MERE - B 1,250 ppm (M : 157 mg/kg IKEE/H . M : 185 mg/kg IKE/
H) ThaEtExbN-, (Z/E47)

& 35 HOHESOEEHEE

51 0 ppm 200 ppm 1,250 ppm 7,000 ppm
mAEBYK 50 50 50 50
A AN (140 (18% 0% 0%
e oo oo @ 0%
waames | (00 | 2150 63

a @ PBRFERATY SO R B (B 3KER) - ATHIIGIRAEE ; 10~28%. AFiars: ; 6~10%

b : RITA (Registry of Industrial Toxicology Animal -data) 755k FRIEBIHEE GRERIAMR] 18~19
A ORER) - RO EE 5 0~13.6%. JFMIE ; 4.0~22.0%

§: Peto fH[miRE (1~4 #F) THAMEM. p<0.05

* : Fisher EEfE=RME. p<0.05

12, EERESUHER
(1) 2HHKEEHER (Sv M)
Wistar 7 v b (—BEMERES: 25 UC) % 72 IREF (JFA : 0,200, 500 % TOY 1,500
ppm : FERAEIEITER 36 ) LI LD 2 HARBIHERD I S vz,

& 36 2HAEBEHR (v ) OFHRFKERE

5B 200 ppm 500 ppm 1,500 ppm
T 16 41 120
P A%
R | DO [ 18 46 143
(mg/kg (AH/H) \ Jiia 17 43 134
Fu S e 19 47 141

FREGHE TR DNZFmERT RIIR 3T ITRSATVS

1,500 ppm & 5-HED P O Fy AR THEEE DA H%E’%L%i@ P ARG
YRR D Fr A THREI (IRIIIaZ &) oD 13538 biviz, &
7o A% 5EE O B A TIZIE A A T IZB W THE O RIE IR 1L 2 7= 9 (E R D3 1
L7z, FaaIasic S\ i35 iRA & 0 Ko Fry AT S hveds -
2 b WENRLDEEZ LN, WEEOBD . FEEINE OB IS
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WX

[l IF D B A

%ﬁ%®ﬂﬁf®%ﬁ%®¢Eﬁmmﬁ
REEN) OFG B AER S BE L= 2 &

B2 EAREEMRAESHEE XY UHEE ()

JBIE A BT TV D EEX BN, LIz> TIh b D kT

HE A
Z b,

X AEFLIRIDIE N 728
LEDbDEEZ BN, XBREEO) éﬂ%ﬁ
\Z%f L. 1,500 ppm Tﬁﬁ-ﬁi@jﬁiﬁ TIMEIREIR TH -T2 2 & HA

. REW OIRE

(X DHHER R TH Y | RIERGIC K D EENREE TR VWEE

AFABRIZB VT, HEY T 1,500 ppm & GHED P HARMERE & O Fr HAHERE

T K OV IE B S N ONT /NEE A DM TR e JE R 56 203

ppm & 5HED Fy HAMERE N OY Fo HEAUMERE C (R B I &
M A LB EY X N EM O MERE & © 500 ppm (P 7 : 41 mg/kg (KE/H, P

M - 46 mg/kg (RHE/H, Filf -
bDHEEZ LN, ZhHEE

1aF'S h PSS 7 I B

. BT 1,500
u'u&)%ﬂf_@f

43 mgl/kg {ZFE/EI F, i : 47 mg/kg KE/H) T
F58:0) SY ARG AT) 77:—0

(P4 48)

x 37 Zﬁ{tiﬁ»’fﬁﬁuﬂﬁ (v k) TROGN-FHURR

. P, Wy BloFi, R Fe
B B i i i
1,500 ppm | = TR OHRAE |- (REHININE] | - IFES ROWE |- ASEB I
ek o OV IE Fe OME A B IEE &M Ko OMEAH Bk
RN A « INEERULPERT A
CNEFLOMENT | - TR K Ol AR AR S o JIFHERE & OVl
@ e A A 1IEE BN - R ONEE 1E BN
) - ANTERLERT A A ERS - JRE KL OV E
) Gl N ek o OV IE
A
< ANTERDERT
A A RS
500 ppm | BEMEATR R L BT R L MR L BT R L
LIF
1,500 ppm |« AEBEINIE] |- REHIEE] | - RESHNIE] |- AEEINEH]
- (HE 14 KOV 21| (E 14 X021 | (HE 14 X021 (FHE 14 KO 21
j%; ) ) H) H)
) - [EEBA D IRIESS
500 ppm | mMEATRZR L MR R L MR R L MR R L
LIF
SRR B I VS MR AR LT L7,

S AREHINMENCAE S “IRIRIBETH D LB X BT,

(2) EFMHESHR (Sv )

Wistar 7 v b (—#£f 24 )C) O-4k 6~20 H

J Y200 mg/kg RE/H | B
7=,
ABRIZB VT,

FBEE WD RO H i,

[m 4t

WZagdlRE 0 (JRK 0, 25, 100
0.5%CMC) #45 LT, BAFM BRI S v

100 mg/kg {AE/H UL EF GO R TREREINIH L O

O [ H

TIEWTNOEEHITB W T b G O 235
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D HNIRNo DT, M EIIREY T 25 mg/kg KE/H ., G TARER O &
EAE 200 mg/kg (KEH/H TH D EE 2 bV, EAEEMHITERO b oT-,
(&P 49)

(3) RESHEE (VY%

NZW 74 (—REME 25 PC) DR 7~28 HIZHHIRE D (K : 0. 25, 100
F O 200 mg/kg (R HE/H . I 0.5%CMC) #%5- LT, AR i S h
776

BB HHE TR DT BMERT AIZER 38 I RS LTV D

200 mg/kg {ZIKE/EI BEREDOIRIBIZHB T, 6 13 g @%%éﬁr“@ﬁ%m%?r
LHNCHBICRD b0, TR T — X OFRPINTH D AR5 L 228 T
rWEEZ LN,

AREBRITIB VT, 200 mg/kg KR/ H B G-HEORENMY) TR ININH] & OEAR
BN, IBIECTIRARENGED 50T, WMEERIIBYMEORIEE D
100 mg/kg (RE/H TH B L E 2 Hivic, WHFRIEITRO Hivieho 7,

(% 50)

& 38 FHAFMHER (VYF) TROOM-BUHMR

B 5Bt ~E i R
200 mg/kg & |- (REHININEI L OB ERD |- KIRE
H/H - BRI

- JHFHEsE K OVE B S NS
100 mg/kg & | BmMEATRZR L BIEAT R L
FH/HLLF

S EBIZOWTRENMERIBITIZ S TO R WS TEIERE &l L7,

1 3. EEEMEHR

BEFY L (RIR) OMEZ AW IRZEREERER, & U o B2
7= In vitro YO R FER R, ~ 7 R 73—~ TK &, ~7 2 & Hui=/hMER
Bl 8T MR A FV 7= UDS B S 320 S 7,

B RIIR 39 I RENTVNE LB, RATRETH-T-Z D, BEX X
SNIBEEET Wb D LB BN, (B 51~55)

CREILEEOZ EALEEES VDY CITRIL, ) .
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#* 39 E=sEUERBREME (KK
R PO JLERFE - B h& e
Salmonella typhimurium
IR (TA98.TA100.TA1535. D ~
s B TA153'7 ﬁk) . 3~5,000 pg/7 V- (+/-S9) 2
FEscherichia coli
(WP2., WP2uvrA ¥§)
o b U o SERRE 70.8~217 pg/mL (+/-S9)
. PSRN (4 FFE L) n
VIO | g e 93.1~70.8 pg/mL (-S9) A
(22 IRFfH L)
~ 7 AU X E MM | ©13.8~110 pg/mL (+S9)
B|in 2998 | (Ls178Y TK*) 6.9~82.5 ug/mL (-S9) e
75 Bk R @ 20~100 pg/mL (+S9). 20~90 |
ug/mL (-S9)
NMRI ~ 7 2 (B#6#0i) | 500, 1,000 & 2,000 mg/kg AR/
AR (—BEHE 6 PT) H G
in (3 1) B[R 1 % )
vivo SD 7 v kb (IFfmha) 667 K % 2,000 mg/kg {AE/H
UDS #Br (—FHE 4 JT) (AR BeE) (2 Ot 16 Wefd] | ek
QLER)
+- 89 : RANFHEALRIF(E F R OFEFAE T
K AB (FEW) e OV HHERSR) OMIE 2 W8 IR 2R A Bk, B U U
ERfla 2 Nz In vitro G R B E R ER K N~ 2 U > 7 —< TK &k 23 3 he <
Niz, FERIZE A ITRENTWVDHERBY, &2TEETH -7,
(21 56~58)
F 40 E=EUREBREME (KB AB)
PR k5 JLERFE - B h& e
Salmonella typhimurium .
‘ ) ‘ (TA98. TA100. TA1535. ®3:5,000 Hg/7 V= (+/-S9)
in 1BIHZEIR TA1537 £5) (7 L— b e
vitro| 2R @ 33~5,000 pg/7" V- (+/-S9) a

FEscherichia coli
(WP2. WP2uvrA £)

(LA rFax—a48)
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Bk k5 JLPRIREE - 5 & it
v kU > oSERHIR D 328.4~1,006 pg/mL (+S9) .
575~1,760 pg/mL (-S9)
. (4 W ALER)
Yu
*Eﬁg ©574.7~1,760 ug/mL (-S9) 2
H R
(22 WFfEALER)
575~1,760 pug/mL (+S9)
(4 WEfALER)
BETIER |~ v R U v ] JE M ~
5 Bt (L5178Y  TK*) 55~1,760 pg/mL (+/-S9) 2

+- 89 : HHEMEERFIE T R OFEFE T

14. TOMOER
(1) 28 HREAHESHHER (EEFLEEREER) (Sv k)

Wistar 7 v b (—BEfERES 5 J8) 2V, ZERAY (B4 Y DT
AR VRAR=1: 1IREW) . N T AERKR OV AR E 28 HRET (KR
0. 500, 2,000 %X 5,000 ppm : FEJRAEREITR 41 Z2R) &5 L, BEK
W COFMO GRS L Sz, MAETPREHS ORGHIB W T, FRIRE
L b7 v ARG O AR E S BIER L, T2 oM fE B 7a) 3T 2
— X EREE LT,

& 41 28 HEESMSHEHER (Sv b)) OFHREERE

B HRE 500 ppm 2,000 ppm 5,000 ppm

FERSY | 475 181 445

(FT AR
ZE=1":1) i3 46.7 181 428
RRalc _ 1 47.0 187 438

B AN
(mglke (KE/F) i 48.4 177 384
1k 45.9 183 438
AR

i 47.6 180 436

B GHETRRD DIV BT 42 12, T b A s I3k 43 12,
HYENRE LA /8T A —HTE 44 IZTZNENREN TV D,

2T OREEGEOHERE CTH PROD {EMEAL TN 168 7 A h AT R B R XY
77—+ (TH) {EHEOBIMNRD S, BZ XY 0% CYP2B 74 Y 7 4 —A4D
FHEMETHHEEZ BN, — . EROD {EEDOEINIRE Th o722 LD,
CYPIA 7 A YV 7 — LAFEREITERNEE X b,

WP OREE G REOMEIZ BV T H 16aTH } 08 2aTH 254800, X% 26TH &
W 6BTH ML= &, BX VU FEICK Y 22 CYP2C11 XX
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1 CYPSA RNFEIND LB LT,
2 7 ay MEIZBWT, £ TOMREKREERHIZEWT CYP2B &1 CYP3A @
3 tﬁéﬁnmm O oI,
4 FEPIREHER AT ORE R, 87 VA RD Chax LTV AUC 1TV AKX D & &
5 & %T L7z
6 HERAEW., T U ARED) /X{ZIWDFEE’J Bien XN CH D . AT R OIRAE
7 SR RO K O RHEERFEIEN R 2T bR o T,
8 (%M 59)
9
10 = 42 28 BEIEZMESHRAR (EMRE) (Tvy k) TROONE-FE
5B Ji3 il
LEIRGY) 5,000 ppm | o (KRB O Es  | - (REIE NS & O A Ssi)s
(FF 2 - TP, Chol. TG } O Ure #h1 |+ T.Bil #401
I NEE SN « GGT K OY ALP H#4n - ALT KO} GGT #4n
=1:1) < VEHE/EIE, BRI R ONT A | - ANEESR DR AR AR K
e DRI - W/ NEER, BB RN A Y
- JEAE AR O HE D V' — A O
- EFEHIIE O N
2,000 ppm |« [ & OVHf 1 5 &H0 - JHFfE ek Ko OVl IE 25 BB N
ULk o ANEEGUDPE R IE K - TP, Chol & O TG
500 ppm - mEPT R L « TG H#h0
K Z > 24K 15,000 ppm |+ REHEANNGE] L OEET RS | - RE SIS & O AT S )8
- T.Bil & T Ure 01 - T.Bil #4Hn
« TP. Chol }xO* TG #4/l « ALT ¥ O} GGT #4010
< W/, IBRATE R ONT A | AN EEHLO PR AR AE K
> — KON - VmE/NEAR, TR YT A
- ARG O BN ) — KN OHEAN
- AR O HE N
2,000 ppm |« At B OV 1 25 & HE 0 o JHRE R K OV 1E B BB 0
ULk o /NBE PR AR A K - TP, Chol ¥ O TG #/
500 ppm - mEET R L - TG
AR 5,000 ppm |+ (REHEINING] L OFEEE E/Ds |« (REEHINNH] M O AE Sk s
- JHFHE et Ko OV 1E 25 o JHFHE et Je OV 1E 25t
- Chol X' TG #4n © TENHEE M OVl I B BN
« GGT KU CK #4n - TP #4/n
o ANEEGUWE R AR K - GGT 0
< VBN, JENTE M ONT A | e NBE AT R AR K
VS — LD - VEE/NMEE, BB E DY A Y
- JEAE AR DN V) — LD
- JEAEHEIE O
2,000 ppm |+ TP #4/0 - Chol X O TG #4m
LIk
500 ppm mPET R L + TP }2 T} Chol 411
11 D fEEH RO “Cﬁﬁr%ﬁ’]ﬁﬁﬁ TN TV AW EEMERS R &l L 72,
12
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& 43 FRELFRELR

o SRR (5ME/mg # o 7) D
PROD | EROD | 7aTH | 68TH | 16aTH | 168TH | 2aTH | 28TH
EEERAY (NI AR R E=1:1)
5.000 ppm Mt 50" 1.0 1.6 1.4 0.6% | 22.4° | 0.1° 1.3
i3 12° 1.7" 2.0 | 10.9¢ | 18.6% | 19.7¢ | 2.3% | 13.7¢
9,000 ppm JAiE 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 Ji3 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
kv AR
5.000 ppm It 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 1t 64" 1.1 1.4 1.4 0.7 | 24.2% | 0.2° 0.8
’ i 18" 1.3 1.4 2.9 13.3° | 13.6" 1.0 2.9
500 ppm JAi3 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 Ji(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 Ja3 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 k9D EEERERT,
: p<0.05, ~ : p<0.01, * :p<0.001
= 44 MIFHFEYEIEFEIND %—9
LBIRA %(F7/X%)
PRI Ji3 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
AUC (hr - ug/g) 1.42 14.3 21.2 1.23 8.48 11.4
HEEEGY AR Y
P51 Ji3 il
55 500 ppm | 2,000 ppm | 5,000 ppm | 500 ppm | 2,000 ppm | 5,000 ppm
Tmax (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
PRI Ji3 i3
B b5 500 ppm | 2,000 ppm | 5,000 ppm | 500 ppm | 2,000 ppm | 5,000 ppm
Trmax (hr) 12 16 19 13 13 20
Crax (ug/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
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AR
PERI Ji3 i3
B b5 500 ppm | 2,000 ppm | 5,000 ppm | 500 ppm | 2,000 ppm | 5,000 ppm
Trmax (hr) — 20 16 — 16 16
Crmax (ug/g) — 0.676 0.526 — 0.266 0.635
AUC (hr* pg/g) — 5.53 6.45 — 2.63 6.38

D E'EREYMD N T AR AR ESRERL, X7 A—XERHH L,

— . /\*ﬁ,@‘—»@—

(2) 28 HERESHEHER (YU X)
FEIE 10 PT) & F V72 9REH (J5UA: 0, 500, 2,000 & T 5,500 ppm :
EEIRAR B EILR 45 Z0R) BHIC L 5 28 H

ICR~vU A (—

PERR 203 52 it

#& 45 28 HREGESMEHER (YOR) OFHREERE

Shiz,

5 500 ppm 2,000 ppm 5,500 ppm
SRR AR B
(mefkg K/ H) Vii2 93 367 1,080
WTNOEGEEIZBW T, H+H@%&UH@H7%@@><T R OM#HIEE &, IgM ik
PEAE Ui iz 1‘9&12&1&5@%2@ P BRI T,
RFRBRIZIB N T, e m Ml &bﬁghfmsof:o (%1 60)
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. &R T

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 2y, 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 SAEE & LTSN BT DI L x OEMERERBRO
FER, ROARZEREITIEZ D 0.0159 mg/kg TH -7z,

X R B KO E 20 ktgb e & Ul S EMRE AR (A4
DFER, BX X0 U R OMEHYD B i3t s T, R E ORRIEREIZHiED
0.03 uglg ThH-7=,

BREFERBERND, BV R GICL 8T, EICRE GEINmE) |
BT N OFls (FEEHN, /NEEROEFAIIIE RS ISR b, ik
PE. MEATTEME, BhEREIC T A8, BEFEMELOREFEITRO b o7,

7 v N ERWT 2 4EREMEREEMEFE D AMEOFERRBR 2B W T B IR O R AR
~ 7 A& A= 80 I ANMERRER I WD TR DR ASEEE NI L7278, il
BOFRAERFFTEEEEICL 2O L 3B 2 FMEICY - VB RET S 2
CIEIFRETH D EEZ b,

MR B BROFE R, ATREICB VT 10%TRR 22 2R#EHmE LTI &
WAB 3D LN, BEEND RN LD, BEEY T O BB S
Brivxxthr (BUbEaEmoHr) LRELE,

FlBRIC T D MEMEESIIR 46 (2, HEREORGEICIVEEIND EE X
DD EMRBEIIR AT ITRI N TN D,

B ZERESERKEMFAES L., FRRTELONEEEED H bi/IMEIL,
7 v MW 2 FRMEB MRS AMESFERERO 11 mg/kg KE/H Th o722
EMD, TNERILE LT, 2228100 T L7 0.11 mg/kg (A8/H %2 — H 12 H
TFRE (ADD) EEE L7z,

Fo, BV UCOEBROKGHEIZL VAT HAEEEDH D MR EICKT 5
WEMEED S biE/MEE., 7 v bE AW AR O 30 mg/kg KAETH
ST Z b, TRERHLE LT, 4R35 100 TR L7 0.3 mg/kg (AHE % 2AMES
AR (ARfD) LREL,
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ADI 0.11 mg/kg KHE/H
(ADI 3% EARALE L) M MEEE R3S DS APEDFE B
(B F) 7w b
(1517#9) 2
(5 H51E) IREH
(M=) 11 mg/kg A=/ H
(2R 100

ARfD 0.3 mg/kg K&
(ARfD s EMRIE L) AR M AR
(B T) 7wk
(B 5-J71%) HA[E] 5 ] g 1
(e 71 ) 30 mg/kg KN
(Z2fR%0) 100
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& 46 FHRRICETLIEZUEEF

o B b & piliE oy o/ e "
B s (mg/kg KHF/H) | (mg/kg IKE/H) | (mg/kg (KE/H) fis % v
Sk 0. 250, 1,000, | %t : 72.9 HE 300 o (RE RSN
4,000 ppm i - 21.4 iff - 85.7 il SR & OVl
90 HE IEE BN, /NI
i 2 g | 1 2 0L 18,6, HLL AT AR
- 72.9. 300 K%
M- 0. 21.4, W« R B Ol
85.7. 315 1EE BN
0. 300, 2,000, | # : 168 1t - 325 M (R E N
4,000 ppm M 28.3 Mt - 186 i), R er B OVl
13 i E?%ﬁé?ﬂ\ /NHE
ﬁ/%'l\iﬁ‘l‘é 712& . 0\ 248\ EP‘LNF%H?#HH@EE
- 168, 325 K
e 0, 28.3, I - REHE N
186, 350 il AR )k
0. 300, 1,000, ! ff : 66.0 1 260 WERE - (REEHIN
4,000 ppm {2 79.7 it - 303 ., A%
90 Hffdia !
PERRRTENE | ME - 0, 197, | (FhiR R IE 1338
AR | 66.0. 260 § H BIIRN)
ME 0, 24.3,
79.7. 303 i
0. 200, 1,200, | f# : 11 M ;67 B /N BEFROET
13,600 ppm M 14 I - 86 ARRRARIC, HOPR AR
Al E Rz AR A
'Iﬁz‘rf%i?é/ B0, 11, 67, ks
s | 218 I - FEAR A A s
[P M : 0, 14. 86, E=R=g F‘%ZU
261 2 el b R e
(O - - i)
0. 200, 500, |#HEHEOE | HEmEkOE | HEm
1,500 ppm [OLY) iy SEREE - FFFREser K Y
P M : 41 P I : 120 MHIE BB, 7
P 0, 16, | P : 46 P it : 143 B oD PR A
41, 120 F1 i : 43 F. /it : 134 AER %
2 AR P it : 0, 18, Fi : 47 Fit - 141
ZOHAER | 46, 143 IRENY) - (REEEGIN
Filf : 0. 17, e
43, 134
Fi - 0, 19, (ZERE %
47, 141 LRI 5
A7)
P 0. 25. 100, 200 | RF&E4 - 25 RrE) 100 RENY) - RN
A BRI = 200 Jele . — Pl Je O £ &
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B s (mg/kg KHF/H) | (mg/kg IKE/H) | (mg/kg (KE/H) % v
Fale - T R e
L
(AT FETE LR
D HALR)
<A 0. 1,000, M 2 1,270 M — WERE - TR AL 72
5,000, 7,000 | #f : 1,800 e — L
28 AR PP
g}ﬁfﬁ 0,178,920,
1,270
Mt 2 0, 248,
1,150, 1,800
0. 500, 3,500, | f# : 567 M 2 1,170 M - SN
7,000 ppm M - 1,460 e — W EPERT R L
90 HH
fiatE | ik 0. 80, 567,
=B | 1,170
0,112, 810,
1,460
0. 200, 1,250, | % : 157 1 = 900 WERE - (R EEH N
7,000 ppm M 185 M - 1,000 il
80 A K
TR | HE: 0, 25, 157, (B - JFF5Hm e i
R 900 JE, A )
M2 0. 29, 185,
1,000
VA 0. 25, 100, 200 | FLEI : 100 KE 200 RENMY) - RN
FRIR : 100 FRIR 200 i J OB EH &
Pk S
AN
BV JEVE - KR E
(A FEME TR
D HILIRY)
A X 1338 | 0. 50, 150, 400 | % : 150 1 : 400 MERE - AR INHD
[i=Cin i : 50 150 il M OE R &
TR ER 2%
L e | O 16+ 50, 200 | K - 50 i - 200 MEERE + (A EE B N4
s I - 50 - 200 il B OB RE S
fﬂi‘riuitgﬁ /}\%

— = B/NENEIIRE TE o,
DB/ N EEE TR N EET RO EEZ 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

Ot &~ Wk

ARD : 22 BHE SF: Z424%% NOAEL : EH &
1) : AP FEEE TR N T RE T R A2 L,
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1 <K 1 A 50 iR s B >

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-t K> hLR
=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 — L7 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

& (F &K

{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

2l N = =S 77N

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

CSCD668403
B-t Ku LR
=R (TEIE)

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

HIVIR R

XD a T a s VR BRI

= =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
y |EFB* VIBING | B XX P07 = — ATy 7 e EARE R X AR
& 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 )
Glu 7va—A (i)
Hb ~EZrEy (fFEE)
Ht ~< r7 Uy ME (=i mEkERE (PCV) ]
Ig egE a7y v
LCso PR EICIRE
LDso PREI
Lym U RERER
Mon HER S
P U
PLT /N
PROD RNV LIV T 4 OTRFT—F
PT A= N = N N ST
RBC PRI EREL
Tie TH 2R - I
TAR b (LB o ReE
T.Bil e e
TG NUZUEY R
TH TAMATORVE Kadv T —F
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2014/9/11

<k 3 : VEM R BB BlRE — st >

F12 AEEFMRAERHRER T

S ()

EM 4 BRI
(HTEpar)| AR 6 B« @i e RIR A E 2 T AR R
FEMIE | I | AR - g | (mg/kg) & (mg/kg)
CERE) 7 H¥v
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 Li;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

(RzAI) (ZRUR 2 BRI L 72,

2) : BORAA T Ot A il L, SHel 7> & UL & 0 SR C LR L7z,
3) : RBRICHE L 72RO BIEIRLE : b T Ak A K=£16: 1

49




© M 31 O U Wb

W W W W W W W W W N DNDNDDNDDDDDDNDDNDDNRFEH = B =2 = =
L 3O Ot v W DN H O O OO0 Otk W NH O OOWSNNO Uk W+~ O

2014/9/11 BN ARREFRESBESR A XY UHEE ()

<&M >

1.

10.

11.

12.

13.

14.

15.

)

1|

BE XY GREAD RIEE O EEREIR L EEENTE R - v

= BT RSt 20183 4, 8 i%

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

or 80 mg [Pyrazole-5-4C]-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%[E) | 2010/, RAE

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, RAR

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. (BWF%) | 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 4, 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 4E, 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, KA

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¢[H) |

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 &) . 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, KRAXK

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. (3%[E) | 20094, RAZE

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

CSCD465008 - Chromosome Aberration Test in Human Lymphocytes In
Vitro : RCC Cytotest Cell Research GmbH (RCC-CCR) (KA1 ) . 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 1T B4 5584 76 A 220130552 5)
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