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BT VLR F Y I RRZEAITHL Tv#x3 ] (CAS No. 87497-67-6)
IZOWT, BIERBRAGES 2 ) TR R R B3l A 5206 L 7=,

PR 2SR BR AR 1T B RER (T v b, YRR O=U ) | WA
wm (FhE. 20T | EERYE. fanEE (v b v AR X) |
fatEmRREE (T ) | 1BEEE (fX) | BEEEEDAMRE (T M)
HERAME (w0 R) | 2B (T > ) | BAEFEE (T NEOBUHE) | #EBiE
BHEEORBKE TH D,

KR RBREREN D, B U REICI DT, BICRE BmmE) | &
B K O (R, /NEEFOMEFIEIE RS 1IC8 O b, Rkt
fEATTEME, BAEREIC X9 2 2, BEFEME L ORERMSITRD bk o7z,

7w MR 2 FREMEFEMELRE D AMEDFERERIC I W T = i O 58 AR B
~ U A% 80 M EIFE A AMERBRIC I W TS O ASEE AN L7=25, fE5
DIAEFILECEMEICL D2 D L ITE 2, IS -0 BEZRET D Z &I
AEETHh D EEZ LN,

KRG RO, BEMTORBRTMSWE XX BUbamoH) &
RIE LT,

FRBR RO EEEREO O bi/MEIX, 7 v ERAWE 2 EREBMEEMEE N
AMEDFERBRD 11 mg/kg KE/H TH-o72Z D, THERBILE LT, ek
100 ThRL 72 0.11 mg/kg (KHE/H % — BEIGEAEE (ADD) L&RE LT,

Fo, BV UCOERBROKGHEIZL AT HAEEMEDOH 5 R EIC KT 5 5
BB bi/MEIZ, 7 v bEHAWEAarmRENERER O 30 mgkg KETH - 7=
ZEMNS, INERILE LT, Zef%% 100 TR L7- 0.3 mg/kg (KE A 2SR &
(ARfD) ER%E LT,



I. i REBEOME
1. &
R Al

2. EHESDO—E4
Il i oy AV
#4, : sedaxane (ISO %)

3. %4
IUPAC
M4 b7 AR 2-[ARS2SR)-1,1-¥ v 7 a7 usX-2-A L]-3-(Y 7 V41
AFNA)1T-AFNAET S — -4 HNVARFST = R
AR 2-[1RS2R9-1,1-t > 7 n 71 /3-2-A )V]-3-(Y 7 4
AFNA)1T-AFAET S — -4 HNVARFST = R

B4 . T AR 2-[(LRS,2.SR)-1,1'-bicycloprop-2-yll-3-(difluoromethyl)-
1-methylpyrazole-4-carboxanilide
YN 2'-[(1RS,2RS)-1,1'-bicycloprop-2-yll-3-(difluoromethyl)-

1-methylpyrazole-4-carboxanilide

CAS (No. 87497-67-6)
4 1HvE T —-4- VAR FTT7 2R, M[2-[1,1-vy 7 a7 a ' n]-2-4
N7 2= )-8-(C 74 m AF)-1- A F

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

4. 7FX
CisH19F2N30

5. 9F&
331.4



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

. FAREDRE

BAFRY AL, VUV BT R VBRI T Y — A LR Y I RRE
WAl T LD, aNTBRBKFEBREZALEATHY . TCA Y1 7V EHE L THRREZ)
REermTEBEZONTNWD, B AT AT UV ARMEEREZE L, MR
EBRMANR T, EFREENTZNT NEFIZ, KETIYERI Y (T
Lx. NEFIZ, Z0EH T X ROZEMN TEENRRESNL TN D,

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



I RLEICHRLIABROME
BFEMAR [I.1~4] (X, BEFXV DOV T Y —VEBED 5 NDRFEA 14C T
R LT=b o (BLF T [pyr-dCle X4 Lvo, ) KOT7 == VERDRFEE
uC T L2 (LR T [phe-dClz& ¥4 LnvH, ) ZHWTE
ME STz, HONRRIRE R ORI BE1E . FRICHT O N e WIGA IR RE (B B
HHEE) b &Y A L2 (mglkg Xidpglg) Zow Uiz, a5 fedng
R OV A ZEREFRIEBIAL 1 KO 2 IR STV 5,

1. By REan AR

(1) vk
@ iR
a. IMPBEKRE

Wistar 7> & (—FEMERES 11 P8) (2, [pyr-UClE# ¥4 % 1 mglkg (K
CLF 1] icksnT HEHE] EvwWoH, ) T 80 mgkg AE (LT [1.] 1T
BWT IEHAE] 2vwWo, ) CTHEREOBE LT, &K5% 72 BRI g HE
B REr S iz,

I K V2 i PSR BhRE 2 R T A —Z 13 1 IREN TV 5D,

MAE K M HIZI 1T D Tmaxe Cmax L O Ty (ZHEMER TR 2 ZERITRO 5

Niginotz, (B 2)
& 1 MBERUVEMPEYEEZM/NT A —S
5551k HiERE N
&h& 1 mg/kg A 80 mg/kg A

PRI Ji3 i Ji3 il

Tmax (hr) 1 15 5 6
1. | Cmax (ug/g) 0.106 0.110 10.6 12.4
ﬁj% T1/2 e (hr) 22.7 249 288 233
AUCo-72 (hr + ug/g) 1.66 1.63 234 192
Thmax (hr) 1 1.5 5 4
4 | Cmax (ug/g) 0.071 0.075 9.04 9.60
i | Tve ysm (hr) 39.9 33.9 31.6 20.7
AUCo-72 (hr - uglg) 1.46 1.30 197 158

b. BRINE

PEEER (1. (1D @c KON d] THEON-E 5% 48 B £ CoORt, R, —
A VG O — PP O RED G D, WIERE, (KHERE T b
t 87.4%., MAERETAHRL &L 8T.1%EHEHENT, (B4, 5)

U AR - R Z IRV BRIV REO Z LB A — AL WS (LLFHEL, ) .



@ %

a.

EE50

PettEkER (1. (1) @bl TR & AL72 i 5 168 FF[# 14 Ollifias M Ok 2 386 & L T,
RN AR DIRES S 4T,

E Sl M SRR IS B 1 DRI BEIR AL 133R 2 IR STV 5,

g e K O R DFR B BUNRBIR EE 1L, W o G-REOMERE & & 1Tl Che b =
T ERFOMETIE, HUIRER, B, PN K OV T o B i RE T

NoTz,

FEMRZD AL, F OO,

(& 3)

[EYIRI NN

FEA M QML TP 2 S 13 S 7R o 72,

=2 FERBEVCHEBICSITIERIGMETEERE (ug/g)

e i) | P £ 55 168 I
1 1| JFi(0.020), B hi%(0.006), 421f(0.003)
M| AF(0.008), EhiE(0.003)
30 HE | AFHE(1.34), HUIRER(0.84), BiE(0.48), Jigk(0.15) | Jifi(0.14)
e | JFRE(1.01), BE0.32), 41f.(0.15)
b. HEEE5Q

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

BCHREIRE DS LT, BN

AR N FE i = T

T g M OSHRRIC 30 1 D AR I REIR FE 13 R B IR STV D,

ikt Ko ONHER 1 0D 43 AT | SERERA] CRAZE 702 7213

BEIHTREIX 0.1~3.2 H O TRz L=,
FFN N OV C i WO BE 3R D B LT 1T 0 IR SR T, B & OWER

(.
(M 6)

D B AVT ik K OV D 7%

e AT, MEIA. Wi, B M O HARBRIC S O R BE SRR O BTz,

& 3 FERSBRUVEBICETLERBERHEEE (ng/g)

kb &
(mg/kg {AH)

PERI

Tmax {#L*

5 96 W[ TA

HALE (5.37), IFhK1.10), &I
(0.245) . B gk (0.208) . i Bk
(0.162) . & 5 B (0.124) . ffi
(0.086) . 1 #4%(0.079) . H KR
(0.077), DM (0.073)

FFN(0.025), 1H{L&(0.013) | B

figk (0.006) . Ifi. #E (0.004) . Jii
(0.002) . M fi (0.001) . K5 B
(0.001). /D:E(0.001)

HILE(5.92), [TFlE(1.03) | Ml
(0.323) . FEE (0.317) . Bl &
(0.312) . B AEHL(0.295), W& Mk
(0.227) . H kIR (0.155) . fifi

(0.129), 9P%.(0.120)

HALE(0.017), AFi(0.014), &
Jig(0.004), 41f1.(0.002)

80

HALE (605), HFIE(71.7) . BHR

Jigi(2.85) . WML (1.60) . H

10



Wi62.7) . BERg@47.1) | B i
(35.2). EIE(32.4). Mifli(28.5) .
R R (19.4) | O K(18.9), fi
(18.5)

WER(1.05) . BE(0.59) . 4
(0.38) . fifi(0.19). g (0.14),
#5 71(0.06)

i3

HILE(296) . BAENA(108) . H
WAR(79.0) | FENR(65.7) | FEIE
(65.5), ATliE(64.6) . YNEL(46.0),
E(31.4), 7(24.9), #i(23.2)

FFD(1.42), Y& (1.27) . Bl
(0.45), 41f.(0.29) . Mii(0.14).
JEL(0.13)

* AR R TR OMECE e G 1 REIER KON 1.5 IRef) 6% | v )RR CUIMERE T - 5 IR,

c. REERE

Wistar 7 v b (33 ) (2. [pyr-4Cle &4 ZIKHET 14 HEKER
A#h LT, RN A akings i S vz,

T g M OS2 31T DR U RBIRE 1T R 4 I RSN TV 5D,
FHARIC B W Tl 5 24 FFfEIZ £ CloE IRBICEZE L., &
G T 42 B £ TIOHTFIE, B s O 2 Br < lgias - Ak CrRRRIREE 23 & R

£ < DIgEs -

KR ERD

ST b o T,

(ZH7)

= 4 FERBBRCHEABIZSTIEREHRSTEERE (ug/g)

myiﬁff@a) Mgl BhH3B% W57 R% B 14 A

HIHE (1.61), J HIHE(2.19), & H I (2.64), ATl
(0.287) . E#(0.066) . [(0.460) | EMK(0.119) . [(0.507) | & li%(0.194) |
M4E0.037), 40 4:1f1.(0.062) . I fE FRRR(0.189). RIIFE

1 i (0.037) . ifi(0.023), [(0.060) . Ai(0.087), [(0.099), 41 (0.070) .
FENE(0.018) . WL |BEN#(0.032) . M |fE(0.066). fifi
(0.013), JM¥fE(0.013), [(0.020), ML (0.019), [(0.044) . “F(0.032),
fH(0.008) | HEEL AERG(0.013) | FEEL |PNiE(0.027)
(0.008) (0.013)

S

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

ROV Aiaig (1. (1)@a kO e] THE LM,

VIRl « & EalBR )N FE ki S iz,

1 4%

KRB D® Z Y 1T,

RBEOFE 2R E LT ARG

PR BER O PR T 5 REMIEE 5 IS TV 5,
FROPEITFIDBRBO TP, JRP D613

HEnZzhote, EREWE L TELOIEHHIZB KR EFRZINALD S
T UEEIERDERD BV IED, 20 FELL E ORI AT b,
TR X ARBHCBEE E W T <, 7= VR E VT Y — LR ORE AL
DORRZITIZ & A ERBO BN o T2,
A X R, EIZ N-FEATF b, Kb, A FAKmb, 7vr v g

SOTHRER I AT X v R & T,

(ZH 8)

11




= 5 M#F. R. ERVEARIZEIT5KE%
B b .
IR | (mg/kg /Lf ok ff;ﬂi Rty v
LE)
| 0.022 | J(0.051) . D(0.015)
M) s [ 0:018 | J(0.054), T(0.012)
o | o 4.73 | J(4.01) | G(0.933). D(0.536), C(0.496), E(0.417)
i3 8.12 | J(4.73). E(0.237). T(0.204). D(0.102)
=9 B(2.58). M(2.11), E(1.46). Q(0.70). P(0.56).
YK nd
R(0.42) . C(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),
& 24 p(0.36). F(0.28)
i3 B(29.2) . E(11.7). C(9.32), B/C/D (2.99) .
# 9 1.56 | U(2.10) . F(1.98), L(1.63). N(1.56), D(1.47).
Q(0.80)
e 4 | Q.02 EQ1.70), B(1.68) , R(1.32) , M(1.22),
o B p0.73). N/0(0.40). H(0.25) . €(0.24), N(0.20)
i3 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)
oyr-tic]| 0 M(4.78), U(3.08) . B(2.58), E(2.02), T(0.48),
Ifg; X J7 nd | C(0.27). F(0.26). H(0.25). N(0.23). Q(0.19).
' ” 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)
PR nd M(5.76). U(4.29) . B(1.03). N/O(0.95). T(0.64).
- (312-336h) E(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) '
£ d B(35.1). E(11.5). C(7.46). G(2.92). F(2.03)
(312-336h)|
A B(1.04), E(0.86). M(0.87), U(0.47). Q(0.42),
R nd | NJ0(0.39). P(0.36)
£ XY 6.41 | nd
1k g o 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)
o B(25.4), E(22.5), F(5.63), C(5.31), G(4.99).
Hyt © 0.72
S(3.07). W(2.77). D(1.32). N(0.60). E/F/G(0.57)
i o B(2.36). M(1.66). E(0.62). C(0.50), U(0.47),
YK nd

P(0.23), 0(0.22)

12




30 4.49 | nd
. T(33.6). U(30.2). E(3.06). B(3.05). X(1.25).
M 013 9 90). 0(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)
£ 9 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).
JHH © 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), F.18), B(1.67).
. ' S(1.10). €(0.85). 1(0.52), Y(0.32)
y E(34.9). B(20.1). F(8.20). C(5.09). G(5.09)
it © nd | 5(3.95). D(1.37)
9 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).
SR ¥ 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-11C] By o nd g%%g))\ g(((;))2565)) . W(2.33), B(1.27). E(0.79).
s —— .
s 9 nd 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)
Viia E 3.69 | E(0.27) . M(0.23)
" U48.8) |, T(32.8), S(2.11), G(1.88), E(1.55),
20 Mt 0.87 C(1.35), B(0.75)
B 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 : BEHINT

1) BHOEX X o RO RMEAROGEHE (SE : pg/g, MAELSY : %TAR)
2) : ABHREUR © 1 mg/kg (KE ; 1~1.5 Fifil#%. 80 mg/kg (AT ; 5~6 K%

3) : ABHEEF : 0~96hr
4) : RBHREERE R KOV ; 0~48hr, BT} ; 0.5~48hr

5) © MKy fERi,
6) : MKy R,

FUEHR B © 0.5~48hr
FUEHR B © 0.5~48hr

13




@ it
a. REDE#D

iR EHERERER (1. (1) @al THONTRE 72 KFHE DR K OFE 2 50k &

LT, HRtEBR D 32 S e,
Feh1% 72 BRI O PR K OFE P HRIEERITER 6 IR SN TV D,

BSOS RE ORI TR0 T, B 5% 48 WEIZ 84%TAR LL B R K O (1
P XL, BICEPICHEIN S T,

(ZH 2)

x 6 BRERT2ERORRVEDG#E (KTAR)

e 5051k H A 0
&h& 1 mg/kg A 80 mg/kg A

P51 Ji3 il JAi3 i3
JR 11.8 16.8 13.1 17.2
£ 79.3 71.9 83.4 73.4

HALE KON 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
Xl 94.4 91.5 101 96.6

b. RESHMD

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

BCHEREO®RS L T, JHaBRs 32t S h i,
Kbt 168 Rfa] DR e O FEHPEi=IIER T IR ST %,

B GBI RE DI TR T L 5% 72 BRI KRER 2 it St EIZ#Ed
(PR S e, HREICBARE R PERISRE O e o Tz,

(ZH 3)

& 1 B51% 168 REREIDRKR U E I (hTAR)

P55k HA[A[RE O
&5 1 mg/kg K 80 mg/kg K
PRI Ja3 i Ja3 i3
SR 11.8 19.6 11.9 17.6
£ 88.4 79.4 83.1 74.9
HALE K ONEY) <0.1 <0.1 <0.1 <0.1
ligedet . FHAR 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. BEiehEE#®D

JRE N =2 — L &AL Wistar 7 v b (—FElEHES 4 PO 12, [pyr-14C]
A%V AR E T E R CHER O &S LT, A P emaRBR A3 3 0E < h

14



7’»
—o

eb51% 48 BRI DAY JR L OFE P PEERITR 8 ITRSN TV D,

AANTEHH PR S T,

(%08 4)

& 8 WE5RABEFOES. RERUEDH#ME (hTAR)

5751k HERE O
&h & 1 mg/kg A 80 mg/kg K
PRI JAi3 il 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
it 94.1 92.6 96.6 95.9

d. B+ HE#O

JEE ==2— V&AL Wistar 7 v b (—#EfERESR 4 JC) 12, [phe-14C]
AV B EE AR THRBRE O&E L, B EEmEER 23 30 S

7':,
—o

B 514 48 MEE DOREH . JR AL OV PEfER IR 9 IR T\ 5,

AANTI T HRIE S 7,

(ZH 5)

& 9 KBERASEMOBET, REUVEDH#E (%TAR)

P55k HA[A]#% 1

Be G 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
fE Y- 81.1 78.6 85.3 81.0

o — VDT IR 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) ¥¥

WHLY X (SRR, —#E% 188) 12, [pyr-14Cle # %4 > XiX[phe-14Cl& &
XV EENFNEY) 40.1 XL 388 me/iE/HOMHETIH 1[H, 7THEA I &
IR OIS L, e G- 12 BRI I1Z & &% L. B RPN E ay ik B s 5206 < vz,

FRUBNZ B 1 2 IR B U e o A ORI 133 10 IR STV D,

B 5 BRI B R AT FE I HEIE X Av, BEHERIIRIZ 18.4~26.1%TAR.
HFHHIZ 49.4~62.1%TAR TH > 72, FLiHH DOFEE G RENR I3 584650 2 H
RIZEFIRREIZZE LT,




V= VB OREGHAL O BZITFE D b o T,

B D B AR R Ay 13 BIC, D X OVE T, Fh N 10.6~12.8, 3.7
~12.6 & (0 13.56~22.3%TRR i & & iL7=, Al D £ B 72 758 i 13 E <

13.4~19.3%TRR 8D BV MM D EE 72 B 13 & % 0 R ORGE J C
FNEN 28.4~43.7 K1 16.1~17.6%TRR 38 H 72, LI+ TiE 10%TRR % #4
2 DT IIRD b o T,
BRBHIZIB W T, BRI L D REHC B 72BN T e, 7= LB L BT
(B 9)

= 10 BHEMICBTL5REMFRES T RURSEY (ng/g)
I + &% i
ﬂ_ffg B B ) ) ) ) ) o
ik | SR ;gﬁé b | BCY | D E1 F1 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)
[y | weps | 0.070 0.008 | 0.003 | 0.011 | 0.002 | 0.001 0.009
ual | gey | ™M 0 | G | ass) | 6D | @2 | ™ | dLe)
g Al 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
A 97| ™ | 9n | @2 | 63 | ™ | ™M | g7 | G
wr | 0421 | 0.034 | 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- [ gy | 0174 4 | 0024 [ 0024 | 0.042 | 0.002 | 0.009 L | 0016
ucl | P 916 | (12.8) | (12.6) | 2230 | (1.3) | a7 | " (8.5)
% _ | 0.015 | 0.004 0.003 | 0.001
o | 96.0) | (28.4) | ™ nd nd nd nd 76 | @
T o0.044 0.004 | 0.001 | 0.001 0.002
Lt 965 | ™M | @5 | an | @8 | ™ nd nd (g5
1) : AR EET,
nd : MR ST
TE O :%TRR
(8) =7 b1

PEONFS (Ghfd: A T — L > —8E 10 ) 12, [pyr-14ClE # %% XiX[phe-14C]
B2 XA 2.41 XF 2.30 mg/E/HOMAET1IH 1FE, 14 ARSI 7 &
RR O $E U Bofé e G- 12 RrfIZ 2 & &% U <L B RN Emallin gy i S 7z,

FBHZ 1T DR B BE A8 KM MG IT R 11 IR STV b,

e REI,

7o DNHRERRT AT RRIT B G-BAAKY 9 R R I E R IRRBICE LT,
FFlE & ONIR B2 361 2 TR R R 1R E T 13.3~16.2%TRR 589 H i1
7eo ONE. fRA, BEESHENG . RE R OMEMIC T 2 ERR-E RS I XX v &
UMW J T, ThEFN 4.7~53.1 K 3.6~13.7%TRR 7 H 7=,
BB W T, BRI L D REHCBAE 72BN T e, 7= LB L BT
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V= VEROREEHNM OREITBD bz hoTz, (B 10)

£ 11 SHMBICETLREMSEI M ROKEY (ug/8)

v | e | R [EFEV] ; ) L
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] | SFH nd nd nd
b (96.8) (4.7 (7.6) (3.2)
i N 0.004 | <0.001 <0.001 | 0.001
i BA 631 | (5.9 nd nd nd 3.6) | (16.9
M 0.007 | 0.004 0.001 | 0.001
BER5 | (91.9) | (53.1) nd nd nd (7.5) (8.1)
RER | 0.009 | 0.003 4 4 1 0.001 | 0.003
OIER | (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 JRE (94.1) | (12.1) nd nd nd 1370 | (5.9
2 Lo [0 e [ | e || o
HE 0.015 | 0.007 4 4 4 0.001 | 0.001
iz} (93.5) (46.0) (9.3) (6.5)
RER | 0.017 | 0.006 d d d 0.001 | 0.007
WENG | (69.7) (24.6) (6.0) (30.4)

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

2. {EYERE R
(1) &585C2L
EHbAZ L (MFE : Samsara) OFE 2. [pyr-14Cl+& # %4 > XiZ[phe-14C]
XX % 124~131 g ai/100 kg FE 7O FHETULE L, AI&E A28 L C, il
MR E A BRSNS S ATz,
BORIP DTG ST REIR S 1T 0.008 mg/kg LA F THh o712, (B 11)

(2) FEIMZ
FAFE (SLFE : Tybalt) OFfE 712 [pyr-14Cl+& # %4 XiZlphe-14Clt& & 4
% 41.5~42.5 g ai/100 kg Fl 1O F & CTHULERE L | W) (RPN E ay ek Bk 28 26 S 7=,
BN T 2 B AR IEER 12 IR STV D,
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BRI DR BT REIE 0.008 mg/kg LA FTH - 72,

READEZ XY 0L, FXY ., HREEXND LOEDLOWTOREIND B
10%TRR L LGRS S 41, F X0 #3k Tk 18.3%TRR (0.082 mg/kg) Th -7,
KRB CTIE. E DDWTHORENS H 10%TRR LLEFED SziE, X0 R
BT G X OVH 23 10%TRR VL BB bivic, 72, AW E 25 N-Ii X F
JAL LT ARG B SWF L O5E 6 B 5880 B L7223, 10% TRR Kiili Tdb - 72,

ZOIE. T X FREEPRKE LG 1. AA KT AB 338D biv7en, 7%
HEiENThoT-, KW B, E. G XOHO—II7vay Ragike LT

wmobiiz, (ZR11, 12)
x 12 HPMERBICE T HBHEED

N | L ey i
N Ak iifi;ﬁg /;; (%TRR) R (% TRR) (%TRR)
w0 | 0806 | 109 | 56! S, 100, Apa 0| 04
HXIY 0.451 18.3 gﬁgz)s\)j(cg'l;()lz.o)\ HYA12. )y
Jz[r;}?;C\]/ HLEEF XY | 0.730 15.1 Elll))((i'.z))“ J((g.l;(f"g) - BUG.2), 21.8
Ebb 1.13 13.4 5118133)2) ‘J(;I;)(&G)‘ BY(.0). 37.3

D ek Eate,

2) : R AA =50,

(8) 2T

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

PR

A R Oz A 0 50BN

(2 [pyr-14Cl+& &' 5 X
*ECF@{Z’KWE Af nﬁ%iﬂé’%ﬁﬂj é j/l/fk_o

B DS EEDMITE 13 IR TN D

A0

[phe-14Cl& # 4

B D BRI RSy iﬂ%ﬁﬂ:@? Z T,

R AC KOV AD BNEX 0 3REC 18.0~28.1%TRR. #lpd AEHT 12.6

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

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

18
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13)




& 13 EOWTEBICE TS RIES T

e o
mwpk | ak | poeR T [C##(% TRR) M
(mg/kg) ¢ 0
i AC(23.9). AD(16.5) . AB(4.2).
—_ ALY 0.123 165 | 53.40). 12.7) . E0.4). G0.3) 12.1
JZI;Z;%‘/ P 0.438 16.6 AC(22.3). AD(22.1). AB(3.3). 14.7

J(5.1), 1(1.0). E(0.6)

Jik AT 7 0.055 nd ABY (31.4) 8.6

AC(28.1). AD(13.0) . J(3.1) .

==
_ =) 0.138 12.0 £0.5). C0.2) 18.1
phe-i* AC(26.9). AD(12.6) . J(5.3)
o N b 2= . N . ~ . N
YA Fg | FEEFXD | 0.354 232 1 50.9). G0.2 18.3
Ji¥ R - 0.009 — — 16.4
D : Ak EET,
— R

(4) 28299

7 XY (fhfE : Fordhook Giant) Off 112, [pyr-14ClE& & ¥4 > XX

[phe-14Clz # %4 % 41.6~42.4 g ai/100 kg fE1 O A& TULER L, 4~5 BHE]
(BBCH14~15) [ZHEMRZEREL L C, WM IRPNE BN e S iz,

THE ) TREHI BT A EIIEE 14 1R E TV D,

[pyr-14Cl & % ¥ ALBRXIZ 35 1T D EE R R IR L D' X X0 T
KRB 1 L OYAB N ZNZH 10%TRR 2 TRH TR, RS REIEE
NE4 0.007 mg/kg UL FToh o 7=, [phe-14Clz # % AL XIS 1T 5 T3 725k
AR IR DE # %3 T 10%TRR Zi#8 2 5 REILiRd b o7,

(M 14)

x& 14 7OV IRBICETSMAEES T
o 0 e (B XY eI fh s
PR AR TS RE & (%TRR) (% TRR) (%TRR)
(mg/kg)

[pyr-14C] IV (12.9). ABY (11.5) . J(2.3). E/GL2
g | 00586 | 285 )60 i (0.9). AAY (0.8) 2.95
lphe*Cl |00 im0 | 523 |J(as). H2 (L5) . B/G2 (1.1) 4.54
e |0 . 5). 5) . . .

D aa ke Et,
2) : G G RO H ITEEM72RRE,

(5) h/—3
H /7 —7 (5FE : Mozart) OFE -2 [pyr-14Clt # &4 > Xiilphe-14Clt& & %
W% 9.65~9.73 g ai/100 kg fii DO E THLEL L . i &< (BBCHS9 : ji%
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) ABRELL T, M IRPE MR FEE S v,
AR 71231 D B A RE 1T T O RERR AR AL EE X C b MR HHBR AL (0.002
mg/kg) A THY, WEELFHREX Y ) — T -ITBIT LD o7,
(B2 15)

R L ORI B BB, NBA F b, 7 = =ABRR O
vruTa VRO, BAF KRR, V7 e T e ELBOBRREOT
NiE& OB, N-fas{bTh o7,

3. TEPEMFR
(1) FSLEPEGREEBRDO

/INE (ALFE : Tybalt) OFE 112, [pyr-14ClE ¥ ¥4 % 2.94 pg/fi O F & T
JLBRL, B (R4 R) IZHERE L, BEHAROHLRMSIE T, 2022 COREATC 365
A A 32— [ LT, AR rpEa il s 320 S vz,

BRI BT B U B B BRSO S OV i 338 15 1R ST s,

B XX TR R L. EES R E LT AB SLER 112 HZIZHRK
13.5%TAR F8D HivTz, ZDIEN, 53 J Y AA H3LEE 20~37 A& ITHR K
L7252 B%TAR K T o 7=, il A F /LKLY 7 % 0 R OUKER b & %
T EHEE SN D DN E N E NIRRT 1.9 KO 2.7%TAR B S =238, [A
EIZITE S 2o T,

Y Z % TR IE AR Y B Y COg 1203 fR S, ALEE 365 H 1% Tk
Kelpoie, MEMERBEMOK 65%M 7 I VBT, K 35%43 7 /L ARERH 4312
i LTz,

T XX OHEE RN 70.6 H TH o7z, (B 16)

& 15 HRMTEICEITIMEERS M EVSHEY (hTAR)

ALERTR H 4% NP A A0y ) OOy =y
(H) EFH J AA AB i)
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) LRGP EMHEBRO
/INE (SLFE : Tybalt) OFEF(Z, [phe-14ClE # ¥4 % 4.23 pg/fi+ D A& T
PR, v NEH L (7T 0R) | L (R4 R) | EBED L (RAAZ) KO
WYEIEEE T (L) ISR L, BIHROERISEM T, 20 2°COREFT TR 365
HREA % =2_X— F LT, 45 g aEay il s S5he < 7,
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Y H X TR R L. i E LTI LOVP 2RO LA, W
t 6% TAR Kiili T o 7=, 1IZ0IT, KE(LE X X0 L HEE 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 | TfhAIZHM L7228, ML 123 H# THK 3.2~
9.9%TAR Th o7, MEEMHEEMIL. KN 7 I VG, ZDIEN 7 IVAREE
F VT X EREISIS AR LT,

B2 X O RIISEME N ISR D HEEAEIIE, v NESE LT 57.6 H,
HB1T63.7TH, EWLTT7.7TH, WEHELTIS0HThoTlz, (ZH1T)

(3) FRMIEPERRAKRS

/N (MGFE : Tybalt) OFE 72, [pyr-14ClE # %4 3 L < IZ[phe-14Cl& & %
P BT NEI 4.33 png/fE KT 5.90 ng/fi+ O FARTUH L, B+ (XA R) |
WL CKE) ROWENEE L CRE) ICEREL, X, L (R4 R) [ w1 Ck
EH) ROWEREE+ CRE) 1Zlpyr-14Cl& & 4 o # L < IZ[phe-14ClE & % H
% 190 pg ai/kg #2+~195 pg aitkg #o & 70 5 X H IR L, 2 EAR OS5
BT, 20+ 2°CORFFT Tl 367 HIMA >3 = X— bk LT, a5 HEEEmR
BRosEhE S iz,

RS T O RIS BT 2 HEEENIEER 16 1RSI LTV 5,

[pyr-14ClE & % ALBRKIZ BN T, B X TR R L, B2 ey
figy & LT AA KON AB N ENEIURK T 14.5%TAR LT 31.9%TAR i8® 541
Too 1EMT, R 1T KON AE BB NN, WITNLD 6.3%TAR Kiii TH -
72o CO2 KON G MR IRRFFAICHE I L, TN E iR T 11.6%TAR KO}
48.0%TAR IZ3E L7,

[phe-14Cl& & %4 U ALFEXICEBW T, B & 23 U IIRIIIC R L, CO2 K
faa PEFR A TR IS L, N Z R T 24.5%TAR & T 58.2%TAR (2
LT, OILIRE S o Tz,

FlEALBECIE, i) AB. COg R OSSR O B3 THELEL LV &
2 BRI L5 X0 O I O I D bW EE X b7,

&% OREE NI, FE-ALEE T 78~160 H ., AL T 296~422 H
Th-oT-, (W18, 19)

x 16 FRUEHETOLIERICET S ES R

FEGRAR AIVER 7 1 +4 HEE - (H)
1 7
B L 160
[pyr-1C] He 1 296
A i 11 Wt 343
O s 377
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e 87.9

[phe-+C] MF CopmsmL 105
Nl A o A — —

+-1 WO N+ 422

(4) TR/ HINEKTIRPERFER

/NZE (50FE : Cokker9555) DOFE1-1Z, [phe-14ClE & ¥ ¥ % 4.2 ng/fE D H
BCRBL, v MEEL (X4 X) ICHFE L, BAROGXEMET, 20£2C
DOWEFFTT 30 HEA »F 2_X— F L7z, #AKREE LTER A=V L, HExm
FME T, 202 CORE T ThcR 120 HRA > % =2 X— F LT, AFKAEAIIIEK
T E R N S S T,

T2 X R, HFRISME FICB W TLEE 30 H#IZ 61.9%TAR (2B L, B
LKESEICHRHA L 7= 120 H#ZIC 46.7%TAR L 72~ 7=, HRSUETICK T 514
FH U OHEEFRINIL 375 H Th o7,

HRHSETIZRBWT, 5 FEO MR Lz, WIhd 5.2%TAR
LIFTholz, BEXHISRMEIZEIREA . T2 WIERO b iRd o T, 53
ELT, Kb XS U RN 7 v 7 a EVEROBRBRESHEE SN0, [FE
IZIZES oz,

AV, BRSSO 17.2%TAR 705, 90 H#%ICITHR K
30.6%TAR (ZHII L, 120 H#I21E 27.7%TAR (272 > 7=, BEKSMET 120 A%
DFREAMEEREWIL., 7 I VHEDICKH 45%, 7IVREREICHK 40%, 7 X BRI
IINTHI %A LTz, (MR 20)

(5) LTIRBAREHER
6 RO T2 W= &V o 0 HIER IS R A 550 S v,
Freundlich OWELRE K OMEFREIIR 17T IR ESNLTWD, (B 21)

£ 17 XY 2D Freundlich REZRB R VIHERK

+5E (BHuh) Kadsp Kadsg, Kdesp Kdesgy,
Bt (R4 R) 6.82 262 9.55 367

LV NEHEE (7T R) 5.72 548 7.39 708
Y NEEE 1+ (EE) 16.7 602 19.9 716
it CKE) 3.06 588 3.94 758
v NERE T CKRED) 13.1 538 18.8 769
it CKE) 2.00 666 2.72 907

Kadsp : Freundlich O EFRE, Kadspy : HHER R
Kiesp : Freundlich O EfRE. Kdesp, | HHERE

ol ol

AT KD MHIE L 72 WE R
ALY MHIE L2 AR

4. Keh:EaEER
(1) bk fEEER
pH 4 (7 = Peikfiig) . pH 5 (FEEREEMETR) . pH 7 (U ERREMEHR) KOV
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pH 9 (R UV ERFRER) O IREEERIC, [phe-14ClE ¥ ¥4 > % 0.0017 mg/L
ETRDEHITHIL, 50 COREERMTTh Bl (PlEatbR) . Xix, pH5, pH7
J Y pHY Tid 25°CORFSRM T T, 80 HEA v F = _— bk LT, MK fEaRERH
FEhE S 7,

W IR EESAE K OFRER P IZBWNWTH, BV O ITIEE A ERD
DALY ERINE 1 LA B EHEE ST RIFIE O3 R 3 2 FFEGR O HALTo )3,
WG 5.4%TARLL T Th o7z, (B 22)

(2) Ko fEHER

W U EEREER (pH 7) XUXIEE B ARk (pH 7.37, #K) 12, [pyr-14Clt
%Y W Elphe-Clz #5428 2 pg/mL £ 725 X HICHhL, 25+£2°CT
R 84 XX 28 A, ¥k /0t OtsifE : 23.8~26.9 W/m2, K : 290 nm
Kz v N wRRE LT, Ko iERER 2 5 S vz,

R S OV A SRR HIZ 31T B U RE 0 Al OV f 13 3R 18 IR ST 5,

[pyr-14ClE & %% U ABEX|IZ I\ T, E0fEit AA, AG, AF T, =h %
NI KT 25.7%TAR., 13.4%TAR K O 13.0%TAR #8 5 iviz,

[phe-14Cl& & F H ALBLXIZI VT, 2fiEIE AG, AF T, TNZE1HE KT
18.1%TAR K X 13.0%TAR 8 b7z,

AR RRAAALERIX & 4 | B 0E, BIRKFICIBW TR £ 0 59 3 1%
DL TR LTz,

R K O E KT BT BB & o O ilL, B OBFEZED HRKE:
BEETENFN 172 H RN 48 H L E SN, (B 23)

& 18 BERRUVBAKFBICE T DMITRED TR U S (WTAR)

. e | AR T2V R OREY

Bk | AW Gy 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
N Ao 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 : %83

5. TIERERR
HHFRBRBRIC OV TIE, 2R LEERHCREES 205 72,

6. EMFERBHR

(1) FOBRBSER

MAMCBN T, T L 2T, 2 2ot gee e Lo/EY

PRPUBR DN FEhE S iz, RERITBIR 3 IR ST D,

(2

B XY ORKEREE, ENVLE (%) @ 0.0159 mgkg TH o7z,
(M 24, 25, 26)

) BEYRBER 34
RNVAZA e 7Y —=UT AW, (—FE 35, xtREE 250 (o ¥ xH
% 1.76, 8.78 K1} 35.1 mg/8H/H T 28 HIMH A0 G L, #5844 28 H
A FLIT . MEas M O AR (BN, TR, i e OMIERG) 8L T, B & F 4|
Rt B L OVE BN ot bW & Ul S Wi g alii s 320t S vz,
TRV RO B 132 TORB CREBRARB TH . R E O
RILRE MBI T 0.03 ngl/g. &< 0.02 ug/lg Th o7, (ZHE 27)

7. —REERER
—RIEBHBR IS OV TR, SR LT-ERHCRE#EH N o T,
8. SMEMHHER
(1) SESHHEER
A XY L (FIK) 0Ty FEAWEEAEEERBRNSERK SN, HRITE
19 IR ENTWD, (HHE 28, 29, 30)
= 19 2HSEHHARBREE (R’K)
Py LDso (mg/kg {A) - RTINS
g i) ) Fe o It BRI NTIER
5,000 mg/kg (K E CiEEh I HRAMEDOIL T, I8
Wistar 5 » | BN, PEERK, T v, it B
& a ¥ 5 I 5,0004 | BRI
175 mg/kg RE DL ETREME, &AL,
Bl (51 30 /r~5 FEf)
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It : 5,000 mg/kg {AE TH TP
i | Wistar 7 b SER R OFET B 72 L
Rz M 5 P >5,000 >5,000
) - LCs0 (mg/L) FEIRME . T v, BREEHOK T,
A e Wistar 7 v k RN Ea
Wi 5 T >5.24 >5.24 e - 56172 L
a : 0.5%CMC #Eikic Tk 5
b : FERUK BRI TR G-
c: 4 RS RFE
d : HEEfE
/g

R AB & M\ 72 SRR D M el 380 S v7z, #EIRIFER 20 IREN T

W5, (ZH31)
= 20 2MEROEHHABRESE (K3
et LDso (mg/kg 1AH) e
- B HE Tt BEEINTER
- ) BEOME, #EFHb. M50
. istar 7 v W EEHIZe L
AB e 5 PC >2,000

a : 0.5%CMC &k - TH b

V&S kil

(2) SHERESERR (SY F)
Wistar 7 > b (—HBEMERES 10 D) 2 W72 BAEERERE D 5 - 0, 30, 250
KO 2,000 mglkg K E) 500 & 2 AR d R BR Y i S,
FRGHETRD LN BT IR 21 IR S TW D,

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

B 98
oA

IR LR o T,

AR\ T, 250 melkg (RTLLL 8 5RO MERE T B FEH) B % 13580
BREZ LD, ARBRICH 5 WA R, MRS b 30 mglkg KETH 5 &

FADNT, WENREMERRE RIS b o7,

& 21

(ZM 32)

=2EmEEEHER (Sy b)) TROHONEEERR

BhGRE

i3

i

2,000 mg/kg A H

- gha s (460

- RRIRIE, 5 BORIK T R O AL
(52 KO b R #£)
< PERIR O BB O D
BRI ORT (5 2 KpfR)
C BEBIEREAR KR ORSS (G 2~T7
H )

- Uhna e (341

© RRIRIFIR K O T 5L
5 RffHT%)

< SERIR O A M O I oD~
BRI ORT (b 2 KfER)

- HLE REEIET R O ML

(Fe5-2~7 H1%)
- REBIEE] (58 HiR)

(%51 KO

250 mg/kg (KT

- BREEE R (&5 3 KFHR)

- BREE B (FE 3 KFHR)
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Uk

- TREMERR

VAN SV/ARNIEIE - 3/5 2N
WIHARNIEFE . ML M OEML (85 2
B O 5 I 1%)

- HE (&E2~7 HE)
- (REHDIME (&5 8 H

%) KO
R (85 1~2 HiR)

- IR

NG BN BB
WIHIARIETE, SLBR OB RRIE T
(51 KO b R #)

* BPHKRO L AD ST (b 1 R

%, 2~7 H1%)

- HEEERD (&5 1~2 HR)

30 mg/kg 1K

wIEFT AR L

wIEFT R L

9. IR - REICHY SRR UK EREERR

NZW 7% X% HU 2R « B2 E s
RO BT, FEL
CBA/Ca ~ 7 A % F 7= B & A ED
WXEtCchH o7,

ITHME D 58

(2RI % AT

(=M 33, 34. 35)

10. BRHSEHR
(1) 90 B ERMEEHE (Sy )

nﬁ%ﬁ#é‘%ﬁméhﬁo R AG MBS
&b Eﬂfxﬁ)/) 71:—0
nﬁ%ﬁ ()EJ'HT) //\gﬁnﬁ%ﬁ) N TRV AW

IRt L CERE D

il A

Wistar 7 v ~ (—BEMEER 12 V8) 2 AW/=IREE (54K : 0. 250, 1,000 K O®
4,000 ppm : FHIRAEREITFR 22 ) &K512XK 5 90 A M HEAERMERBR N
Elig X7,

& 22 90 HREBEIMFMERE (v ) OFHREKERE

B G-8E 250 ppm 1,000 ppm 4,000 ppm
SRR AR B 1k 18.6 72.9 300
(mg/kg IAFE/H) | M 21.4 85.7 315
BHGRETRD b mhEAT TR 23 IR STV D

ARFHBRIZIB T, 4,000 ppm B5-HEOLE TREHANINS & OB R, I
& e OV IE B BN, /NEEHLOPERT AR K23, 1,000 ppm % 5-HE O M T
K K O EE &IN589 b lc DT, MMt &I T 1,000 ppm (72.9 mg/kg

KEE/H) | MET 250 ppm (21.4 mg/kg (K&E/H) ThiHEEZ N, (BR
36)
= 23 0 BREEZHESHEHRAR (Tv ) TROONEEHMR
B GRE JAi3 ki3
4,000 ppm - IREHIINHNH] L OB EH &) o PREEHEANINEH] K OB 6 &)

- PT #EF - PLT #2/0
- TG. TP } O Alb #4401 « TG. Chol } O TP #/
- JREWD K OR pH KT  ANZEFULPERT AR R K OV SR
- JHHE T R OVl IE 25 & 248800 A

2 R EEZ IR L LT BONT LS EEAMEREEE VD CITHEL, ) .
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« ANZEFRU MR AR S K OV SR
A&
1,000 ppm PA | | 1,000 ppm LA - I K OVl E B &0
250 ppm mIEPT R e L TR L

(2) BEMESESYEER (v )
90 HMmAMEEM R (7 v b) [10. (1)] & FEFZKD Wistar 7~ b (—#
MERES 10 UT) Z2 RV 7=iREE (JFUA : 0, 300, 2,000 K OF 4,000 ppm : FHIRK
BEEITE 24 B2R) #5110 L5 13 @8 AarEEERER S I S -,

& 24 BREREEEHAR (Sy b OFHRFERE

&"’5‘# 300 ppm 2,000 ppm 4,000 ppm
SEYRRRERE | I 24.8 168 325
(mg/kg KE/H) | Mt 28.3 186 350

B GHETRO DIV BT AIEER 25 ITRSNTWD

ARBR 2BV T, 4,000 ppm E"é—ﬁi@f’ﬁfﬁiﬁiﬁmﬁﬂﬁ?‘ I, kT Mo OV IF B
AN, ANEEFLOMERT AR AR R ZE . 2,000 ppm £ 57 0 M A ER BE NP K OVRiT
BIME TR 5N -0 T, EEMEEIIHET 2,000 ppm (168 mg/kg AE/H) |
1t 300 ppm (28.3 mg/kg (AH/H) THdHEBEx LNz, (M 37)

& 25 13EMBSMSUEHER (Svbh) TROONEFEMRE

B 5RE Ji3 il
4,000 ppm . ﬁ@tﬁﬂbuﬁnﬁ%moﬁﬁ H - FEEH B>
« ML ONLE - BIEEIKT (5 12~13 #H1%)
. PT JS - PT £
- RBC J#/ « GGT %1 Chol #8411, Glu J#4
« GGT., TG K ONTP #h0, Glu &k |« FFfos & OVl IE & &80
» o INZE PRSP R Y A R K OV
o JIFfEeT K OV IE B2 2 HE AN RSy W
o JINTRE RO R Al A R M OV
RS =
« FRRAR 2 i b Rz AR ARk
2,000 ppm LA E | 2,000 ppm LA T - UREIE NP
FPEAT R L - AR KT (&5 12~13 #H1%)
300 ppm FwIERT e L

(3) 28 HMESHBMHRE (THX)
ICR =7 A (—FEMERES 10 JT) % v /=865 (5& : 1 ; 0. 1,000, 5,000
KT} 7,000 ppm : EHIRRAEREITER 26 2]) #5125 5 28 B ImAMERFMER
BR2s FE il < Tz,
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#& 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 fRHE/H) | M 248 1,150 1,800

AABRIZBNT, WTFNOREGEHETH BT RITRO bR 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) 90 BHEHEAESHEHER (TVX)
ICR ~ v A (—REMEHES 10 PT) Z2 W 7=iREF (JFUA @ 1 ; 0. 500, 3,500 &
Y 7,000 ppm : ‘FEIRRAEIEIIER 27 2 1) K512X % 90 H M SRR
VIESY RV AW el

#& 21 90 HREESMSFEHER (Y OR) OFYREERE

B 58 500 ppm 3,500 ppm 7,000 ppm
EERRAERE | K 80 567 1,170
(mg/kg RE/H) | 112 810 1,460

AFRERIZFB VT, 7,000 ppm %Eﬁi@fﬁfﬁ@%ﬁuﬁnﬁﬁm WO LAV, MET
ITWTNORERETHEEF RITERD Lo 720 T, EaEMEEIIHET 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 EMESESYEER (1 X)
E— VR (—REERES 4 P8 AW A n (54K 0, 50, 150 &
V400 mg/kg (KE/H) $e512 X 2 13 3 i At R 3 52kt < iz,
AFRBRIZ ISV T, 400 mg/kg (RH/ H & G-HEORE KR TN 150 mg/kg (KE/H LA 4%
FREO M TR EIINIH K OB AT B0 3R B 7e O T, MR &I HET 150
mg/kg (AEE/H, T 50 mg/kg KE/HTHDH EEZ DN, (B 40)

(6) A AMESHSHER (1X) <BEEH >
E— VR (—REERES 108 2RV e akn (54K 0, 50, 100 &
N300 mg/kg (KE/H) #5112 K 2 4 B AR 5hE S vz,
300 mg/kg RH/H GO T, MR ORIk, R 5-8 O TR
EHOIMPE], B ENRD K Ozl b8 bz, (B 41)
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(7) 90 BHEESMEAESHERR (v M)
Wistar 7 v & (—REERER 12 P0) Z2 W 723260 54K : 0, 300, 1,000 &U“
4,000 ppm : “FERAEEER T 28 /) H 512X 5 90 A MM Em R EMG
BRDNFEME S ATz,

#& 28 90 HEEFSMMREMEHE (Sv b)) OFHRFERE

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

4,000 ppm #G-FEOMERET A S EEN & (BEIEERE) OB BRBD L, Z
S OFT RUITEB 2R EIEIC X2 b O Tide < | IREEINIMS] & O F B
DMZBET D IR L B 2 DiTe, Eo, MRORELRR IO R R IR
BHEOEEBIIRD R T,

AFRBRIZIB T, 4,000 ppm #5-FEDOMEREIZ U THREBEININH], fZE &
RO DO T, MR S © 1,000 ppm (7 : 66.0 mg/kg (KE/H .
M 2 79.7 mg/kg (AE/H) ThHoHEEZ LN, HAMMRENIIERD b)
o7, (M 42)

(8) 28 HEHAMBREMHER (v M)

Wistar 7 v b (—BEMERER 10 JT) 2 W7z (5K : 0, 100, 300 K ¥
1,000 mg/kg (RE/H, 5 HAA) #5112 K2 28 H MMM R 2 tE RS 320 X
iz,

ARBRICBN T, WTNOERGREICEB W T HRIEER 5 OREITRD b/ -
7T, MEMEEITME S S ARBROKEHE 1,000 mgkg (AH/AH THL EE
bz, (R 43)

(9) 28 HHEAMEMHER (5v 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 : FEFRAEIETR 29 2 H) &GICXL 25 28 H
AT S M R S Tl = vz,

#& 29 28 HEESMSUEHER (Sv ) OFHREERE

B 58 2,000 ppm 6,000 ppm 12,000 ppm
R AERE | B 175 497 1,020
(mg/kg RE/H) | 176 525 1,110

3 ARRBRIIEWE N DTN, BEGELE LT,
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AKABRICEBWN T, WTNOBERGHICEW T HMRIEE G OEEBITRO b o
7T, MM EITHERE & S ARRBRO K m A& 12,000 ppm  (# : 1,020 mg/kg
(RE/H, M 1,110 mgkg RH/H) THHEEBEADNT, (B44)

1. BESHEERRUBNRAEER
(1) 1 FREBESHERER (1 X)

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

B GHETRD DB AIEER 30 RSN TV D

200 mg/kg M@/ETQ@#@#&T%%@%@T&U%EEE@/&&7b> L BT
N ERT — & DHIFANTH Y | JHEHARFRZE DR RBO OGN Te 2 LD,
IR G L DB L IXEZ O ho Tz,

mft%ﬁ iob\f 200 mg/kg ARHEH/H G- FEOMERE CAREHEININE], FEET &R
DN IO T, MMM S S 50 mg/kg AH/H THDH EEZ B
7o (%ﬁﬁ 45)

& 30 1 FREMESEHR (1 X) TROONEFEMRE

B 5RE Ji(2 il
200 mg/kg RE/ | - (REHININH K OFE 65 &8 o UREEHIINNH] M O A s
H - JHHE ek Mo OVl IE 25 2N - ALP #Hn
- ALP #41 - Glu 8
- Glu. Chol X'V b
50 mg/kg (AE/H | FEMEAT R L BIEAT R L
Y

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

& 31 2 FREEHEE/ EVARHEHE (Sv ) OFHREERE

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

FRGRETRO b BT R GEEGMHERZ) 13k 32, 5 OMEI A
I 33 IR En T 5

FRIR$ G- B L7 IS & LT, 3,600 ppm 5 FEOMET, 104 H#&IC
TEAMEORAEME (9/62 F1) AxIREE (0/62 1) L’H:/\“;ﬁiﬂ R LT A
NS O BEEE 1 TR REE T, ME%aRBh & R O RBR Efifizk cov 7 —% (5#
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BR. 0~19%) O TR TH >722%, 3,600 ppm #E TILIZX
LB TH D EHWr LT,

R GREOMETERAMIE (AFiert) OB B REME
MMUTz, Z OB REEOBE S 2/62 (3.8%) &, X%

BHIC &

R

:II:E _
DHERT

— & (5 &Br, 7~32%) & FEl>CTW/i=Z &

EERZRLIEZ END,

EAA RV =
R L [F ] O R ER
WZHER 5 &

ZAOND LMD, G ORETRN LA LT,

ARRABRIZIBV

6E@LHJ1%’*HE@EW<%§

B LNTZD

m@gmgm>f&5a%zamto

\"C\

1,200 ppm LL_Eg GREOHET/NEEFL DI FFISAE R, HRR R
. A GEEOMETHRBR AR E 2 o o R Al b BRI

DT, MM R IMERE T 200 ppm (K : 11 mg/kg KE/H, 1 : 14

(=14 46)

= 32-1 2EMIEHEE/REHLAEHERAR (Tv k) TROONEEHMR
GEESMHRE)
B 5RE JA(2 i3
3,600 ppm - IREIINNH] K OB &) « TP X O Chol #n

- GGT #/m
- SRR SR AR | 28 AT AR B (4F

« PR RTS Me OVl IE 21 &M 0
- /NFEUDETFRIIAE R K OV M

(73R (G

- R = o A B - {EAH B

- Alb #50 - Alb B4
1,200 ppm LLE |- TP 0 © IREEI NI

« ST RF Ko OVl I B B

« FRIRIF RN E 2 v o R R OA

o /INTE UMY R e A R | B I
- FRRIR A B R AR R
200 ppm mIEET L L CRLGIBIRAN

SREHERARERR VR, MG ORBLEEZ DI,

#+ 32-2 52L&

mE (1 FREES

MR TROLN-FURR

(FEEBEMRE)
B GRE Ja3 i

3,600 ppm - IREEHINENGI & O i - BEH R

< ANEHOEIT IR AE R X OV |+ Chol #4400

Ry w1 - JFserS B OV IF B2 o4 0
o ZNE LR SRR AR AE R K OV
R %

1,200 ppm LA E |+ TP #4i0 - KRB N

« JHFf sk Ko OVl 1 25 B 0

« FURIR A B BRI AR K
200 ppm BmIEFT AR L mIEET AR L

SoMEHTERAERZIIRVA, RERGORBLEZ DN,

& 33 FEOESHREHE

| PRk

| Oppm | 200 ppm |

1,250 ppm 3,600 ppm
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A BN £ 52 52 52 52
iR e 0 0 1 0
- 3 2 9*

WA 0° (4.7%) (3.1%) (17.3%)

a : PR o RIS B (2002~2007 AEICBHAA L7-4 5 = BR) : 0~19%

b : RITA (Registry of Industrial Toxicology Animal -data) 5kl REISEIAEE GRERIIM 22~
25 DA B ORER) : 0~28%

§ : Peto [ fE (FE 1~4) THIMER., p<0.05

* : Fisher BE#feME, p<0.01

(3) 80 BRIRMAAMRE (THR)
ICR ~ 7 2 (—REMERES 50 L) &2 V= IRER (B : 0. 200, 1,250 KT} 7,000
ppm : EERRAERE L 34 B2 HR) #5512 X 5 80 EMIFE AN AMERRER S T S
7=,

*& 34 80 BRIEMNAMRER (RVR) OFHRAFENRE

B HRE 200 ppm 1,250 ppm 7,000 ppm
SEY RN E R E | 25 157 900
(mg/kg IKE/H) | M 29 185 1,000

HEDORFIER DR AL 35 ITRS N TV 5,

7,000 ppm £ 5-FEHEIZ 35V THFAR AR IR IE K OV ic s O & 5O F B S A
EAZHIN U7, IFRIRRRRIE O RS AEBEE (30%) S OVHMfass o 58 A B (20%)
I, YakaBR & RIREIC Rl — ORBREMER 2B\ T Thivz 3RO 77 —
2 (IRIE : 10~28%. ¥ : 6~10%) ZW\ b EE-> Tz s, A
JRAE Mo Ol O A 5t OFABEE OB HR G I L 2 HETH D Ll Lz,

AFBRIZI VT, 7,000 ppm £ 5-RED Mk AR B IMH 23578 5= D T,
e B MERE - B 1,250 ppm (M : 157 mg/kg (KEE/H . M : 185 mg/kg IKE/
H) ThaEtExbNT-, (Z/E47)

& 35 HOHESOEEHE

FGRE 0 ppm 200 ppm 1,250 ppm 7,000 ppm
MY 50 50 50 50
I LT S N o o) (30%)
WA oo (10% 6% 20
s |0 6% 10 30

a : ABRFEBITT RS IR BUAE (3 AB)
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s AR IRIE 5 10~28%, JFAIAZHE ; 6~10%
b : RITA (Registry of Industrial Toxicology Animal -data) 755kl FRIEBHEE GRERIAM] 18~19




§

MHBORER)  : FFHFIRE ; 0~13.6%. NTFHE ; 4.0~22.0%

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

* . Fisher EH#EEHE, p<0.05

12. EHEEHER
(1) 2HRKEHRER (Sv )

Wistar 7 v b (—HEMERES 25 PB) & W72 iRER (A 0 0,200,500 & O 1,500
ppm : FEIRRAEIETER 36 Z) KEGIC XD 2 REIRERD SN S T,

& 36 2HAEIERER (Sv ) OFHRKERE

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

BHEGHETRO DB AIER 37T ITRS TV D

1,500 ppm & 5-HED P O Fy HRTHEABORA | &GO P TR
YRR DD . Fr AR TR EI (FRINLZ &) BOBAD RO BT, £
72 E G REO B A TIZE A A TI2B W CHE ] O IF IR IR 2 75 38 A 23 B
MUTe, JFAEIRREIZ DWW CIER G2 L 0 B0 Fy TGRS e
el EnL, MRENRLDEEX DT, HEEOWBA, BEINE ORI
W, BB FREE T o B OEREHEINIHIC L 2 RAMBIVE N 721
REN) ORGEARIRSBIE L2 I D60 LB X BT, *HRREEOMEE

[EF R D B AEITS L, 1,600 ppm &EGHEDO KIS BSMEIREAETH -7 Z & b1
JHEBIE 2 BT TWD EB X BT, LTI bix, REmolkE
HMIHNC X 2 722 THh Y | ERKGIC XD EENRZETIT W eE S
X BT,

AFRERIZIBW T, BB TIX 1,500 ppm ¢ 5-HE 0D P HEAMERE K& OF Fy A CHERE
Ikt K Ol IEE E&HN, ANEHL ORI AE R 23 B TIE 1,500 ppm
GO Fy HACHERE S OF Fo ARMERE CIREHMINEIE 1RO 670 T, fEE
PEEIZBEY K OB O ERE 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 (K&E/H) THD
EEZ b, BRI 2 BT O bgnol, (B 48)

& 37 2HAEIEHER (v k) TROoN-FHEHRR

N %ﬁiP\ L%iFl %ﬁ Fl /u.FZ
Belihe I e I i
B 11,500 ppm | - TFROHHE |- o it |- FRGR RO |- fRmm i
5 Gkl R OWIE | ROMBAEM | E s o OB A R
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I P, Ry BloF LR
BT i I3 i I
7] RN b < INEEFULERT b
< NBEFULERT | - TR K O RN PN - JHFf Rk K OVl
RN PN IE B BN - FRIRONE M IE B SN
< INEEFULERT A R fERS « JRBL R OV R
AR AE S st M OV 1
D
< INEEFULERT
M e RS
500 ppm | mEFTAZR L BT RS L R BR 7 L BT RS L
LLF
1,500 ppm | - KRB | - REHNENE] | - REBINIH] | - REHEI0ENH]
- (W 14 o021 | (WH7H 14 U021 | (WH 14 U0 21| (i 14 kU021
%5 H) H) H) H)
) o JEERH O R AESS
500 ppm | BwEFTAZ2 L BT RS L BT RS L BT RS L
LR
§ MR RAOA BTV IS BRI B L LT,

S AREHIMENCAE S “IRIRIBIETH D LB X BT,

(2) REBHHR (Sv 1)

Wistar 7 v b (—#ff 24 JC) Ok 6~20 H
KO 200 mg/kg {KHE/H .

7=,
AGBR |

ZRWVT,

FEF R SR80 b, fa

D HENRNo =D T, BEMEEIINEM T 25 me/kg IKE/H ., BIE CARBRO &
mAE 200 mg/kg (KE/H TH D EE 2 bivie, BAEEEITED Lo T,
(%04 49)
(8) RAESHRER (VYX)

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

BRERECTRD B m AT IEER 38 ITRS TV D

200 mg/kg M@/ H¥EERED MBI

%WT

%E’j ﬁiﬁ i A E)ﬂf; 75) ;‘b,‘?\T
Nk FEz bk,

o
b

ZRWVT,

e 2 CIRIR B 558

WO B ATZD

mg/kg%i/ﬁ“(%‘é EFEZBNT, TR

34

il %

200 mg/kg AKE/H & GHEOREENY) TIRE SIS

0 (54K : 0, 25, 100
I 0.5%CMC) 5L T, 384E7ED

HEABR 2N FE e S

100 mg/kg {AE/H UL EFGHED REEN) T INENH & OY
RTEWTNORERICEW T ARG DO 213538

13 Eﬁﬂ@%ﬁi&ﬁf@t@j}uﬁ;ﬁ%
FIFHN Th v Bk 51

BHETIE

=

T. ﬁaﬁﬁi I REENM) K OR IR & 1 100

Luu &) %h&?ﬁ)o 710




(=1 50)

% 38 REBURR (V¥ T

MmO oN-FHEMR

B 5Bt ~E G IR
200 mg/kg & |- (REHININEI L OB ERD |- IKIERE
/A - FEED

- JHEHEE K OV B 4B NS
100 mg/kg 1K | BMEATRZR L BIEAT R L
FH/HLLF
$ o EEEICOWTHEHFRIEIT X S AU TR DS EEMER R & L 7=,

1 3. EEENRR
ARV (FIR) OIEEZAWZEIFEARERAE, v U U Bkl 2z Huv
7o in vitro YR BERER, ~ U R U7 —~ TKRAER, ~ 7 22 H 7=/
B OV > B FAIAR 2 V= UDS 38R 28 320 S 37z,
B RIIR 39 I RENTVNAE LB, RTRETH-T-Z D, BEX X

VNZEBEETR NS DEB X BT,

(M

51~55)

F& 39 EieEHEBREE (FE)

R POE JLPRYREE - B 5 i
Salmonella typhimurium
IR (TA98.TA100.TA1535, O R
25 TA153'7 ﬁ%) . 3~5,000 pg/7" V-t (+/-S9) S
Escherichia coli
(WP2. WP2uvrA ¥£)
in b kU oSERHR 70.8~217 ng/mL (+/-S9)
i if.éﬁiﬁs (4 REfH)ALER) i
LR 23.1~70.8 pg/mL (-S9)
(22 IFE[HALER)
~ 2 oNJEA (D13.8~110 pg/mL (+S9)
a2k | (L5178Y TK*) 6.9~82.5 pg/mL (-S9) e
75 BB ©20~100 pg/mL (+S9) -
20~90 pg/mL (-S9)
‘ kg | MBI A (Er 6 | 500, 1,000 0 2,000 mglkg R/,
in (— & 6 J0) (5 ) B [T 1 B2 )
VIvo UDS 38 SD 7 v h(iF#mAa) 667 K& X 2,000 mg/kg A H/H o
(— P 4 PC) (BAERE M #e5) (2 Jo 0% 16 R L)

+- 89 : HHEMEERFAE T R OIHEFE T

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

CREILEEOZ EALEES VDY CITRL, ) .
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MR &2 F N2 in vitro Y AR BB K (N~ R Y 7 o —= TK iR 23 i <
N7z, FERIZEAITRENTNDHEBY, &2TEETH- 7,
(&P 56~58)

& 40 EEEEAEREE ((KHY AB)

AR RS JAFRRREE - B 5 i R
| men matoo s, | 035000 uEr vk (59)
ORI | pa 537 ) e b ik
7 BBk . . @ 33~5,000 pg/7” v+ (+/-S9)
FEscherichia coli (F Lg% m e o R
(WP2., WP2uvrA ¥£)
b U SRR (D328.4~1,006 pg/mL (+S9)
in 575~1,760 pg/mL (-S9)
vitro . (4 FRFREALER)
f;iﬁ;ﬁ ©575~1,760 pg/mL (-S9) =M
) (22 1 AL EE)
575~1,760 pg/mL (+S9)
(4 WRSLEE)
i}i@f V(Li;;;/,}iﬁﬁﬂ@ 55~1,760 pg/mL (+/-S9) =M
+/- 89 : ANV RIAE T RO T
14. ZTOMORER
(1) 28 HEHEAESHHER (EEFEERER) (Sv k)
Wistar 7 v b (—#MERES 5 8) AV, SE&EESY (84D T
A A E=1 1IREY) . M T U AEKKRO T AL % 28 HFIREE (5ifAk -
0. 500. 2,000 %X 5,000 ppm : “FEJRAEREIIR 41 ) &G L, BER
M T OO GRS Ei S 7z, MAEPIREHR OBRGHI B W T, FRIES
WNE 7 AR KO A K Z 3R ER L, ENENOMEEFIEMEIEER) /N T A
— X EHEH LT,
& 41 HEEZEHSHRER (Tv ) OEHBEFERE
57 500 ppm 2,000 ppm 5,000 ppm
FRESY | 475 181 445
(T o2k
SER R A Zfk=1":1) i 46.7 181 428
R ~ i3 47.0 187 438
(mlkg fiiym) | 777 it 48.4 177 384
AR Vi3 45.9 183 438
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i3 47.6

180 436

BB R TR DAL EITFR 4212, B L PR ARE 133k 43

(2, g

HMENREF A /ST A —H TR 44 ITENTIURENTWD

2T O GHEOHERE T PROD &L N 168 7 A M AT RV E RRF
77—+ (TH) {EEOEMARRO Hiv, X%V 0% CYP2B 74 YV 7 4 —LD
FHEWMETHDHLEEZ BN, — . EROD {EHEOHINIERE TH o722 LD,

CYPIA 7 A YV 7 —ALBERBIFRWNEEZ BT,

WTNOMEEGEEOHEICHB W TY 16aTH & 2aTH 238800, i 286TH &
O 6BTH 28 L7=Z &b, BEFFY U EEICL D 22 CYP2C11 ik
CYPSA NiBEIND EEZ B,

E T 1y MEIZ
iﬁé‘ﬂﬂﬂmh O BT,

[} 7%

Yiragll =Ry
HEEIR

B
(&

=

BT, BTOMKEEGHIC

BT CYP2B KT CYP3A ©

HEPIRIEHERS DT O R, BT 2 AED Crax MY AUC (T2 2K LD B

L7,

Y. b7 AERO Y AR OEER s iﬂ?ﬂ;@i‘(&) . EIERTRORAE

SRR ORI J O S e 2 55

fR 59)

& 42 28 HiEESMEMEHE (BN

HIZEM AT

b bR T,

(v k) TROONI-FE

B 5RE Jii3 i
LEIRAY) 5,000 ppm | o (REHININGH] M O ES  | - (REIE IS & O Sei)s
(FF % - TP, Chol. TG KX Ure #4/11 |- T.Bil #4Hn
ENEE S S/ - GGT K Ot ALP #50 « ALT KO GGT #n
=1:1) < VEHE/EIE, BB R ONT A | - ANEES DR AR AR K
V) — A O HEENN - VEE/NaER, BB AE YT A Y
- PR O HE N V— A OB
- JEAEARR O 0
2,000 ppm | JFF#fcE K OVl 1E B &1 00 o JHFAERT K OVl 1E B & 10
Vi k o INERE O AR A AR « TP, Chol X' TG AN
500 ppm |- mMEAT AR L - TG #3/n
K Z > 24K 15,000 ppm |+ AREHEANNGE] L OB RIS | - IREHEINMS] & O AT S0
- T.Bil % T* Ure #01 - T.Bil #4Hn
- TP, Chol O TG #4/0 « ALT } O GGT #4010
< WETE/NER, IBRATE R ONT A | AR PR AR K
>V — A DN < Mg/ NMaR, IEREE T A
- FEHEAR A O BN ) — A OHEAN
- A O BN
2,000 ppm |« At B OV 1 25 &0 o PRkt B OVl 1 B2 &9 0
ULk o /INBECRU R R A K - TP, Chol & O TG #4/l
500 ppm - mEpT R L - TG
v AR 5,000 ppm | * IREHIINNE] L OB RS | - IREHINMS] & O Esi)s
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- JFAeEser K OVl IE BN

+ Chol XU TG ¥4

+ GGT KLU CK #n

< NBEPLO PR AT R

- YEE/ M, BV R OT A Y

* RS B UMl I B N

» FE R K OV IEEE L 0
- TP #40

- GGT #4n

- NZEFLLERT IR K

ANy | - VRV R, BEDIR AN A
- R AE A O HE N V) — KON
- PR O HEHN
2,000 ppm |+ TP H3/n + Chol X O* TG #8/0n
Ll
500 ppm MET R L « TP }2 T} Chol /01
S fBETRICOV \'Cﬁnjr%ﬁﬁﬁﬁﬁ TEN TN WA B R LT L7z,

& 43 FRELFRELR

b SRR (5ME/mg # o X7) D
PROD | EROD | 7aTH | 68TH | 16aTH | 168TH | 2aTH | 28TH
BMEREAY (FT AR v AK=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 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 JAiE 3.5" 1.3 1.1 1.2 0.7 4.4 0.8 1.0
i3 2° 1.2 1.0 1.4 2.0 1.8 0.9 1.4
kv AR
5,000 ppm HE 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 JAis 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 Mt 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(E 52" 1.6% 1.4% 2.3 0.8% | 20.0¢ 0.4* 1.5"
’ i3 7" 1.4% 1.3 4.6 5.5 5.4 1.2 6.1%
500 ppm JAiE 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
x 44 m KqJ,?c%EJJHE?E’J/\v% 3
LEIRAY (FT7 v AR) 1
PRI 1k 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
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AUC (hr-pg/g)|  1.42 143 | 212 | 123 848 | 114
LEEEAY (2K D
PERI Ji3 i3
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
A"
PERI Ji3 i3
B 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 (ng/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) :
A TR B

(2) 28 HEIAESMHHAR (¥YVX)

FRIEOWD b T o AERKR O AR pHER L, T A-F R H L,

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 Mg i i BR N £ S iz,

& 45 28 HRERESMHEHER (VX)) OFHREERE

B 5RE 500 ppm 2,000 ppm 5,500 ppm
R R TE R R
P 93 367 1,080
(mg/kg KH/H) i ’

WTNOEGHEIZIBND TS lE &L O ORE xS o & O IE B & ONE IgM
PUAPEA MRS . IR G- O BT O b o7,

AR W T, @ tEIREw b o7z,
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I. BREEEENMH

SR T ER 2 HWTEE (X300 ORI L 55 L7,

UC TR LB 0Ty EHAWT-EmENEGRROMBE., BROoES
SN XXV ORICRIT DR &Y 8T.1%TAR TH Y, EIZHEFITHEE S
720 Tmax fUT Tl FEITTHLE K OFFIRIZ BVREE DGR L7z 2y, ezl
L. EREMEIIEO Do T-, REAO® F XV 33 PIENTEZ O D0
HTHY, FERFWE LT, B, C. ELOVOF RO,

UC TR LB XV OFEHY (YXEO=U ) ZHW-BEmEnE
MRBROFE R, 10%TRR #Hx THRH S =R#%IT B, C. D, E X' J Th
S77,

UC TR L7t & XV v OMAENEMRROMS R, TREICE VT, &)
B OB HSTRED Ry & L TRE (DB X X0 o DiEh, i3 I kO AB 28
10%TRR %2 TR LT,

XX RS SAEE E LTSN BT DI L X OEMERERBR O
FER, ROARFERMEITIEZ D 0.0159 mg/kg TH -7z,

X R B KO E 20 ktgb e & Ul S EMRERR (A4
DFER, BX X0 U R OMGEHY B i3t s T, R E OfRIEREIZiED
0.03 ug/g ThH-7-,

FHEBmERBE RS, XY U BEICL 2 EEIE, EICERE G |
BT N OFl (EEHN, /NEEREIFIERS) ISR b, ik
PE. MEATTEME, ZBhEREI T A8, BEFEMELOREFEITRO bR ho T,

7 v N ERWT 2 4ERIEMEREMEFE D AMEOFERBR 2B W T B IR O RS
~ 7 A& A= 80 I ANMERRER I\ TR DR ASEEE NI L7278, il
BOFRAERFFITEEEEICL 2O L 3B 2 FHMEICY -V BEERET S 2
CIEIFRETH D EEZ b,

TR B BROFE R, ATREICHB VT 10%TRR 22 2#EHmE LTI &
WAB DD LT, BBEEND RN LD, BEEY T O BB S
Brivxxthr (BUbaEmoHr) LRELE,

FilBRIC T D MEMEESIIR 46 (2, HEREORGEICIVEELEIND EE X
DD EMERBEIIR ATITRSI N TN D,

BRMEEFZERIT, FRBTHON-EHEEED > bR/MEX, 7~ bEHAWE
2 AR M FE M/ DN AMEGFEERBR D 11 me/kg KB/ H Tho7-Z L b, Zh %R
e LT, L2250 100 T L7- 0.11 mg/kg K&/ H 2 — A A& (ADD) &
RIE LT,

Fo, BV UOEBROKGHEIZL VAT HAEEEDOH DM EICKT 5
WEMEED S bE/MEE., 7 v bERAWAdmRERBR O 30 mg/kg KAETH
ST Z b, TRERRHLE LT, 4% 100 TR L7z 0.3 mg/kg (AHE % AMES
AR (ARfD) LREL,
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ADI 0.11 mg/kg A/ H

(ADI 3% EARAE L) TP FE MR S AMEDFE 3R
(B F) VAR
€:iIEiD) 2
(5 H1E) TREH
€iiiz=2 59 11 mg/kg AH/H
(2R 100

ARfD 0.3 mg/kg K&
(ARSD 5% EARILE EE) MR FE R
(B Td) 7> bk
(B 5-J71%) HA[E] 5 ] 8 1
(e 7 ) 30 mg/kg KN
(Z2f2%0) 100
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& 46 FHRRICETLIEZUEEF

o Beh & pli BN E "
B s (mg/kg KE/H) | (mg/kg (AE/H) | (mg/kg {KE/H) fii % v
Sk 0. 250, 1,000, | % : 72.9 HE 300 HE - AR EE NI
4,000 ppm M 21.4 I - 85.7 JAAOX 3 1i8x/- %N
JHF#E st & OV IE
90 HfE | # : 0, 18.6, RN, /NEEF
darEEM | 72.9. 300 LM IR AR AR IS
0, 21.4, &
85.7. 315 B - FRE S M Ol
1E BB
0. 300, 2,000, | /4 : 168 i - 325 HE - RN
4,000 ppm M 28.3 Mt - 186 ), ERE e M OVl
13 3 IEE SN, /NIE
A HE - 0, 24.8, HR P T A A
- 168, 325 K&
I - 0, 28.3, W - PREHIN
186, 350 il BRI T
0. 300, 1,000, | % : 66.0 1 - 260 WERE - (REEHE N
4,000 ppm M 79.7 e : 303 i, FEEE %
90 H &
PEARRE R | 7 0 0, 19.7, (PR FEME IR
R BR 66.0. 260 D HIZRY)
M : 0, 24.3.
79.7. 303
0. 200, 1,200, | f : 11 i - 67 I - ANEHLO T
3,600 ppm ;14 1 : 86 ARRRAEIS, HOR R
A b Rz Al e
‘I%z‘ff%i?il #E: 0, 11, 67, e
wens e | 218 ME - FRDR A Mg
(A3 i . 0, 14, 86, M= t:fj’ K. Al
261 e B I
(M . 7B )
0. 200, 500, | BHBEWMEONE | BlEMEORE | BEY
1,500 ppm B ENLY) MEHE - R Y
P i : 41 P : 120 fHIEE &N, /)
Pt 0, 16, | P : 46 P it : 143 BE O R AR
41, 120 F. /4 - 43 | BT AR
2 AR P i : 0, 18, Fo - 47 FqE : 141
BHHAER | 46, 143 IREhY) - (REIE N
Fif .0, 17, P A
43, 134
F. ;0. 19, (BHERE (%
47, 141 HEEITRD 5
g
&AM | 0. 25, 100, 200 | REEhY - 25 FEI 100 RENM) - RN
B J&IE + 200 IR« — i Je OB £ &
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o Beh & pli BN E -
B s (mg/kg KE/H) | (mg/kg (AE/H) | (mg/kg {KE/H) fii % v
Pk
fald - BT R e
L
(A TEME LR
D HILZRY)
<7 A 0. 1,000, HE ;1,270 ot — WEHE - TR AL 7R
5,000, 7,000 | M : 1,800 e — L
28 AR PP
gf;fgﬁ 1#£:0. 178,920,
1,270
W : 0, 248,
1,150, 1,800
0. 500. 3,500, | f# : 567 HE - 1,170 o« RE RN
7,000 ppm i 1,460 i — W FEMEAT R L
90 HfH
g | #E: 0, 80, 567,
FMERER | 1,170
Mf: 0,112,810,
1,460
0. 200, 1,250, | % : 157 1 : 900 ERE - (RERH N
7,000 ppm I - 185 i - 1,000 il
80 I [H
R | HE: 0, 25, 157, (B - JFF55m e i
kbR 900 FE, A )
M0, 29, 185,
1,000
A 0. 25, 100. 200 | F:EW : 100 REE) - 200 B - REHN
JEIE - 100 F&IR 200 i), FEET R
Ee
AT
B JRIR  RIKE
(AT FETE LR
O HALIRNY)
A X 13 #[ | 0. 50, 150, 400 | # : 150 HE - 400 ERE - (RN
fAME It : 50 M : 150 il Mo OME EH s
R 2
1 4ERTEME | 00 15, 50, 200 |/ : 50 1+ 200 HERE - REEHIN
R BR It : 50 e - 200 i, FEE R %

— = B/NENEIIRE TTE o,
D BB IR/ N EEE TR N EET RO E A2 R L,

43




& 4] BRBEOREFIZLIYETLAEEOHLE

32

e WEM R L VA S R RS EIC
¥ fE B (mg/kg (A T B4 5o RaRA 2 RV
mg/kg KHE/H) (mg/kg A XiE mg/kg (AH/H)
7 v B ME - 0. 175. 550, | M : <175
1750, 5000
£ >
SEIE e MREHLIE (B 54499 30 45~5 W5 . M
P R OBEER L (B 545 2~3 )
i 0. 30. 250, 2,000 MEHE - 30
e WEHE SR, 12 X AT, GBI T
0. 300. 2,000, 4,000 | # : 168
ppm It : 186
13 M | K- 0. 24.8. 168, | M : (REBINIH (5% 0~T7 H) . 1EE
daEEErE | 325 B (FE5% 7 H)
ME - 0. 28.3. 186, | M : AAEMINING] (&51% 0~T7 H)
350
<7 A 0. 500. 3,500, 7,000 | # : 567
90 HFH ppm Wt - 1,460
ﬁ%\‘l\i . e VA, H
SR M+ 0. 80, 567, 1,170 | Kk : (KEHMINH] (B 5% 0~7 H) . BEEZ)
R HE 0, 1120 810, | FEE (5% 1~4 )
1,460
A4 X 0. 50. 150, 400 HE 2 150
13 J ] i - 50
Ak , " e ,
e MR < ORI (2 50% 1~8 B M
f&'l‘ﬁznﬁ:sﬁ

FBh% 1~8 H) KROMEERD (B &51%

1~15 H., M : &5 1~8 H)
NOAEL : 30

ARfD SF : 100
ARSD : 0.3

ARSD % EARILE K

7 v bR

ARfD : 2SI & SF

2R3 NOAEL : 7 &

D A EEETRO N EREEIT R AR LT,
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<HURE 1 - A o AN TR >

il

R ez

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

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

CSCD668404
FARF NV T = ) —
VAR (2 ZK)

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

CSCD659088
FTAAFLE R X
IR (R T 2 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 (k7 | 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-[(18,28)-2-(1-hydroxycyclopropyl)cyclopro

vruae ke
Fe¥xi K (F7
AAK)

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

CSCD668403
B-t R hLR
=K (h T A1K)

3-(difluoromethyl)-N-{2-[(18,28)-2-(3-hydroxypropanoyl)cycloprop
yllphenyl}-1-methyl-1H-pyrazole-4-carboxamide

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

vZ Y —7 I Rk

CSCD667584 N-[2-[(1S,2R)-2-cyclopropylcyclopropyllphenyl]l-3-(difluoromethyl)
N-7 A2 A F LK (I | -1H-pyrazole-4-carboxamide

7 v A E)

B-t R h LR
=NV ARATA E
7w (Z&' )

{t## H (CSCD668403) @ propanoyl & 3 fiLd S A7 A L fufy
{3

TAAFNLTE Fnr
SVIIZN

ELXFDON-TAAFI, 7= /)= VR rTrELVEREYE
[N=ESRIZ 1N

FAAFL BE Ro
% LM R =K

K H (CSCD668403) DF A A F LAk

Tk Fa xR

T AXY DOV Faxflk (7= VRV E R i 7 ==
NBERONY 7 a7a ELBROKE Ra X k)

CSCD668403
B-t Ku LR
=k (TR

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

HIVIR R

XD a T a s VR R

= =S Rl N =
XTI IVR =R

K H (CSCD668403) d 7 = / — /LK

FAAF)ILE FrXx

THAEXYUDON-TAAFIL, T/ —LXFIv 7 )VEkEe R

DS AR 1% RO O-filE R Ik
TAAFNLZ N7 B | XY O N-TAAF /N N-Z V7 v s GLARRLE R
VRRE R 72 L)

FTAAFLE R X

XXV LUDONTAAFIL, 7 /) — LI a e LBOe
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DA/ A= 2 DR

Ra % 1ko O-7v 7 v Ui Ak

LS
U bRy rarm | X072 =L I 7 v r Ve RrX ko 0-7
R AR V7 a CREEE
y |EFB* VIBIG | B XX P07 = — ATy e EARE R X AR
& A
E X AT | XX D7) =, I/ u TR ENERED S VAT A AR
W | A
NERSRLN
< e Rad I | v X072 ) I /e e ROE KRax ko O
o B A AR Y
ERafxv Ay F | BFFHh o7 /) —b, ruaru Vg S Iy F A AR
Y .
F U REE
7 e Raxy I | XX DT ) VRO a e EREOYE R AR
FA A E 7 = = )VB S TV 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-TAAF ALY TV
— Ui
CSCD667555 N-[2-[(1S,2R)-2-cyclopropylcyclopropyllphenyl]-3-(difluoromethyl)
AC N-Z L= | -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-w 1 =/L7 /L2 | bamoyll-3-(difluoromethyl)pyrazol-1-yll-3,4,5-trihydroxy-tetrahyd
N ropyran-2-yllmethoxyl-3-oxo-propanoic acid
AE 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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<BIRE 2 BRSNS >

7N KPR
ai F#hE 4y (active ingredient)
Alb TINT I
ALP TNV RAT 7 5 —F
ALT 7’7:}‘/7\2/ ]\5\/7‘\7325;% ]
(= NVEIVEBEELE VRN T AT 2 —8 (GPT) |
AST 7’%2\“7%“‘/@’27’\:/ F’?‘/xz:n’?—t\‘ v
[=on2 I gAYl 7 A7 I —8 (GOT) |
AUC YR R N AR
Chol L AT r—)b
Cunax e
CMC HIVRF AT LB —R
Cre JVvTrF=
CK JVrF=rx—+8
CYP R ALP4S0 T A VYA L
EROD ThXLINT 4y OTFT—E
FOB G ATIEL S A e | N
GOT y-&“/v? ‘:/]/]\3‘/57313’_"?\ \
[(=y-ZNH IV T ARTFH—F (y-GTP) ]
Glob raz )
Glu 7va—2A (IfifE)
Hb ~E/rEy (fFEE)
Ht ~< r7 Uy ME (=i mEkERE (PCV) ]
Ig egE a7y
LCso B ICIRE
LDso PREI R
Lym U RERER
Mon HER S
P U
PLT /N
PROD RNV LIV T 4 OTRFT—F
PT A= N = N ST
RBC PRI EREL
Tie TH 2R - I
TAR b (LB o ReE
T.Bil wreyLe s
TG NUZUEY R
TH TAMATHRVE KadvT—F
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<HIARK 8 : TEM R A SRl — v st >
EM 4 BRI
(HTEpar)| AR 6 B« @i e RIERRE I 2 T AR R
SOMIE || AIm | T ) (mg/kg) {9 (mglkg)
(S ht )
1E5501 | <0.0075 | <0.005 : <0.0025
1E55 02 | <0.0075 | <0.005 : <0.0025
1335 03 | <0.0075 | <0.005 : <0.0025
135504 | 0.0103 | 0.0078 : <0.0025
1355 05 | <0.0075 | <0.005 : <0.0025
1355 06 | <0.0075 | <0.005 : <0.0025
TRV L x 25¢g 1335 07 | <0.0075 | <0.005 : <0.0025
226 16 |45-45% a.1./100 kg ) 1355 08 | 0.0082 | 0.0057 : <0.0025
KE ARENA | R BAL 1F55 09 | 0.0085 | 0.0060 : <0.0025
(20124F) 2t 135510 | <0.0075 | <0.005 : <0.0025
1335 11 | <0.0075 | <0.005 : <0.0025
133512 | <0.0075 | <0.005 : <0.0025
1E5 13 | 0.0159 | 0.013 : <0.0025
E5 14 | <0.005 | <0.0025:<0.0025
138515 | <0.01 | <0.005 : <0.005
128516 | <0.01 | <0.005 : <0.005
95 1E5501 | <0.01 <0.005 : <0.005
87 | 1 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 1E% 05 | <0.01 <0.005 : <0.005
L s 258 8 | 13506 | <0.01 | <0.005: <0.005
) 45.45% | a.i./100 kg o '
B 13 KAnAl | Ao b AL 1 86 azi;f 07 | <0.01 | <0.005 : <0.005
(201148) 3 88 | 1ZH5 08| <0.01 | <0.005 : <0.005
93 1E% 09 | <0.01 <0.005 : <0.005
99 | 1 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 RS THR SN TR WIEE T, IS

3):
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1.

10.

11.

12.

13.

14.

15.

BE XY GREAD RIEEOKREEEREIR L EGEERTERE . o

= 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, RAFK

Excretion and Tissue Distribution in the Rat Following Single Oral

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

River Laboratories (J%[E) | 2009 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, KA

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, KRAFE

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

[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, KRAFE

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) | 20094F, RAFE

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

20°C : Syngenta (J=[E) | 20084, KRAFK

[14C]-SYN524464 - Rate of Degradation in Three Soils at 20°C : Battelle UK
Ltd. (BE[E) . 2009F, 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 &) | 20084, KnNFK
Hydrolysis of [Phenyl-U-14C]-labelled Material under Laboratory Condition :
Syngenta Crop Protection AG (AA R) | 20074F, RKAFK

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

TEM R R RS - KRER O T4 SBRERE, KA

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

51



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, RAFK

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 4£, RAFE

SYN524464 - Local Lymph Node Assay in the Mouse : Safepharm

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

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¢[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. (A A &) . 20094, KRAF

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

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

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. (A A &) . 20094, KRAF

SYN524464 - 104 Week Rat Dietary Carcinogenicity Study with Combined 52

Week Toxicity Study : Charles River Laboratories (J£[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. (X1 &) | 20105, KAFR

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

52



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 (N ) | 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, RAFK

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
SYNbH524464 - A 28-Day Dietary Immunotoxicity Study in CD-1 Male Mice :
WIL Research Laboratories, LLC CKE) . 20104E, RAFE
ARSI DWW T CERR264E1H 30 B 1T B A 5584 76 A 220130552 5)

53



