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C: 30

ThIVV ) UEKERTD [ AF LT 8T 7 m—) (CAS No.1472649-01-6)
IZDWTC, FREEENE W TR AR R BRI & S50 L 7=,

FHIZ W BR AR 1. BiANEm (v b, PELRTC=T D) | HEMEN
Ea UhEZ, PV | (EEERY. iaEE (T y b v AR X) | 8
PeEtE (X)) | BYEEMEEDAMEDS (> 8 | BRAME (w0 R) | 2 AR
(7> b)) | FEAEENE (T RERUYF) | BewatEoRBREEE TH 5,

BHEEERBRERS, AT LT b7 77— & 510X 508%, BEERD (v
BX) DHITIRD BT, MRTENME, BB AN, BIEREICKRT 2 B8, (EH RO
BamMEITRD b Lo iz,

KAERBRAE RN D | BEPEY) ., S EY K OB O BRIt R E % A F VT |
77— (BULEMDORH) LERE LT,

KRR CEONT-EEEED S bi/MEIX, U X2 HWIRAERMERBRO 250
mg/kgRE/H ThoToZ &b 2N ERILE LT L2425 5100 THR L7 2.5 mg/kg
RE/H % — HEIGFEE (ADD) &R ELT,

Flo, AFNVT T u— ) LORBEREOEGEIZL Y AT D AHEMED & 5 w2
ITRO NPT Z b, AMESHEAE (ARD) 13 ET D ED 700 &
L7,



I. M REFEOHE
1. A%
A

2. BMHGO—#k4A
4« AFNVT b T T a—
#4, . metyltetraprole

3. 24
IUPAC
g 1-@A1-@-reu 7 2= V) 1H-¥F7 Y —)L-3-A V] F T A F)L}-3-
AFNT 2 =))1,4-0 Ra-4-AFN-5HT 8TV —)-5-F4
%4, : 1-(2-{[1-(4-chlorophenyl)-1 H-pyrazol-3-ylloxymethy}-3-
methylphenyl)-1,4-dihydro-4-methyl-5 H-tetrazol-5-one

CAS (No. 1472649-01-6)
4 12 ll1-@r7ee7x2=0) - 1H-¥7 > — -84 VA F U] A FL]-3-
AFNT x=)]-1,4-V 8 Ra-4-AF)V-5HT b T —)-5-F4
524, ¢ 1-[2-[[[1-(4-chlorophenyl)-1 H-pyrazol-3-ylloxy]methyl]-3-
methylphenyll-1,4-dihydro-4-methyl-5 H-tetrazol-5-one

4. 9FRK
C19H17CINgOs

5. 5FE
396.83

6. HEX

N =0
MN

CH,
7. BRORE

AFNT b7 7T a =L ERKMEFRASIC KV SET v oY )
AT LHREAITHY  MIAI a2 R TEARERICEN L TERERIR %



R EEZXZLNTWA,
Alal, EEEGRAIC D < BIEEGHGFE B WA Z, TAIWE) RO
O RVEERTEOEE N INTWD, WA TIIBRESN TV,



I REMICHERIABROME

EREGRER [D.1~4] 13, AFAT EITr—nDE TV YLK 3 fDRH%E
ZMC TEM LI LD (BUF Tpyr-“CIAF AT F T Fr—) L), ) | N
UNEEDBRODRFEE 14C TH—ITE# L2 b O (LU bz 14Cl AF VT 77 m—
P EWH ) ET N T Y UK B LD RFEE 14C THER L 7= @ (LT [tz-14C]
AFNT hTTa—L] LW, ) BHWTER SN, BETREREEE & O H
FEIE, FRITH D D20 E (EEBIHEE) MO AF AT B 7 P e—rd
T (mg/kg idpglg) ITHE L-EE L TR LT,

W53 FRADIE TR B O A B IS PRI, BIE 1 RPN 2 IR ENR TV 5,

1. BPERRNEMRGRER

(1) Sy b

® iR

a. MAEEHD
Wistar Hannover 7 v & (—HEMERER 4 PC) (Z[pyr-4CIAF LT F T 7 —
N1 mgkg RE (LIF [1. (D] icBWT MERAE] &), ) THEFELL
1% 14 HRRER A5 1,000 mg/kg A= (LA [1. (D] (ZB8WT IEHE]
EWH, ) THERRAO®KE, XiXlbz-4ClAF /T b7 7 v — L 2K H & CHA
AL LT, mHREHRIC OV TR SN,
A0 AR SR BN RE L) X T A —Z IR LIRS TN D,
AR O & 5Tk, A BRI 5 4~6 IFRI1Z 1T Crax ICEZE L, IEH
T BETR E DHERB I FERR A L ORI X A BEE R ITFRO b o 7=, B E
BHEEFIZEIT D Cnax XY AUC: 1X, W bR ER GHE L CHERLLT
OEEIMNTH -7,
FAE#RE A G Cl, e B ae 1T HERE & & IR G- 5 H £ TITERIRE L
7eolo, HEREOFGREE EANT, Thax X T IZRRETH 57205, Cmax X
AUCITET 3.9 V4.7 1%, T 2.1 K18 ThHHo7T=, (B2, 3)



£1 EMRVMBHEYIHEFH/NSA—F

[bz-14C] A F v

SEHTIN [pyr-14CIA F AT b7 7w —)r F R Fr—L
= B 50715 HilRE O 5 SRR P 5 HiRE O 5
;q &h& 1 mg/kg /A% |1,000 mg/kg AHE | 1 mgkg K& 1 mg/kg /A=
PRI Jii3 s Jii3 i I i3 Ji3 s
Tmax(hr) 6 8 4 6 4 2 4 4
4| Cmax(nglg) 0.693 | 0.799 | 20.4 22.9 2.69 1.76 | 0.537 | 0.673
iii} T1i2(hr) 30.2 37.3 80.8 115 47.1 32.8 38.4 24.6
AUC:(hr * pg/g)| 32.7 32.9 | 1,900 | 1,610 149 57.8 29.4 20.6
Tmax(hr) 6 6 6 4 4 2 6 4
iiik Crmax(ug/g) 1.26 1.43 39.6 42.4 4.89 3.04 1.01 1.23
e T12(hr) 30.6 29.4 43.5 32.5 41.2 34.2 37.4 23.8

AUC:(hr - pug/g)| 56.8 55.9 2,470 | 2,550 266 98.1 52.0 36.9

AUC: : iE & TRE 2R i i ERIUES i T AUC

@

IR 3

REH R PEIEEER [1. (1) @b. 1 (28B1F DR, 1B, B, 77— o e O —
B AVF I EED EFIN G, 5% 72 R OWIRIL, D72 < & HHET 90.2%.
T 86.5% & HLH Sz,

2Kl

Wistar Hannover 7 v k (—#EHERES 4 PC) (Z[pyr-4CIA T VT T 7 a—
N ERHETHBE L <X 14 AMER PG, SHAE THERO&E, XX
[bz-14CI A F T h T T a— V2 EKHAECTHERE OG5 LT, (KNS ARBRNE
i S A7,

F BlEAR M O Z 36 1T DR U REIR L1 2 ISR SN TV D,

B ARG TIE, WTIORSEICIWD T H IR I RE D A IR K Y
BHBEOEWVIC L DBHEREITRO o7, [pyr4CIAF LT F 7 7 r—
MR ERETIL, FREBUN IR BT RS 2 ORI NN T Tmax 10 THR B A< |
THALE ., MmAE, JIFE OV C ki@ < 8o b, [bz-UCIAF LT N T
Ui BRETCIE, i, IFE& OBt T & <R bivc, &5 168
IRF ] 1% D ligids M OSEARIZ 61T DR BATRE DA FHET, W TN oK GEHIZE N TS
0.9%TAR LA T Toh o7z,

FAE#E D& G381 2 FE U REIR B 1T, M TRECTHE < L gL O
Bl m <o b, (B2, 3)

UHAR « BBds 2 B BRWIERED Z L A — A A LS (BLTRIC, ) .




x2 TERBBROCEBICETHEREMSERRE (ug/g)

s T 17 2 168 % b
E5(5.33), /MNE(3.52), KII(2.60). | M4E(0.058), AH##:(0.040), 4
JFl(1.59), Mm#4E(1.48), H(1.18), |1(0.034), Bf#(0.017), Afi(0.014),
421f.(0.840), BhK(0.737). THE | EI5(0.014), AFH#0.011), %A AR
(0.546), fifi(0.362), H:IK[R(0.303), [(0.011), KA%(0.011), H{RAR
Do (0.273), miINLAR(0.256), EIE[(0.010), FZJE(0.010), L:g(0.009),
" (0.252), %A FHR(0.205), 1EH 4R | FENR(0.008), FI%(0.008), #&H Lk
(0.183), 1%H.(0.182), AEAR#E  |14(0.008), ¥5H.(0.008), i AR
(0.176), FZfE(0.176), BEN#(0.175). [(0.007), /IME(0.007). H(0.006),
B #6(0.128), Mig(0.110), AEHAE |HafR(0.005), HEHAEAG(0.005), HR
15(0.105), JafR(0.100), ‘E#&HH | ER(0.004), FEfEK(0.004), E#&#H
1 (0.082), RER(0.077), FH(0.056). [(0.004), F#(0.003). F(0.003),
mefkg KT 5(0.049), 1 ER(0.048) I ER(ND)
(B [T 1) E5(4.49), /NE(3.16), KIFE(3.03), | A2E#1#%(0.009), 1Mm#4E(0.008), i
’ FFR(1.41). MAE(1.41), Bh#E(1.08). |I#(0.006), 4:1M1.(0.005), £
H(1.05), 421M(0.799), FIEA (0.005), E15(0.004), +(0.003),
(0.562), fii(0.442), JRH(0.372), |KM(0.003), BfiE(0.002), i
FURAR(0.348), 7 5(0.317), EI%F [(0.002), JEHBAERG(0.002), /IME
[pyr-14C] i (0.310), L:Ki(0.305), %A TR (0.002). 1MmEk(0.002)
A F L (0.258). WE(0.235), AL
Al V4 (0.187), MEEBAENG(0.180), Fifg
7 — (0.173). Mafi(0.158). B #E(0.152),
fHEE(0.130), ARER(0.093). BH&HD
(0.077). ##6(0.054), 'F(0.046).
i%(0.046), 1MER(ND)
Bh(772), KIBT07), /IME(444), | E#E(6.65), MER(2.46), £1f1(2.09),
HQ77), MmiE62.4), fFl(56.8), |M4E(1.80)
41.(39.5), BISZNR(35.6), Bk
e (30.4), %E FAR(17.5), ffi(15.9), D>
fig (18.8), HUMRAR(12.7), RIE
1.000 (12.3). PEf®(11.3), B ##:(10.6).
’ MEk(10.3)
mg/kg K — \ -
([ 1) & 17(1,060), KH5(485), /M5E(422), | 1fLER(2.03), 41 (1.07), MmHEND)
’ H(359). fFi(48.9), MiE(33.1),
B #(26.0), 41M(21.9), %H TR
JE | (13.6). EIEX(138.4), i(11.9). MElE

(10.4), OMig(9.72), FIRAR(9.44).,
YNEL(9.32), ALE#R(8.70), BEHB
fENG(8.17), F=(7.16), IMEK(6.71)
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Bhb&
(¢ 5-7515)

il

Tmax 1T 2

168 IKffE 4 b

1
mg/kg K
/H
(R )

i

M 4E(0.344), AEH#H#£(0.268), 4
m.(0.209), FE(0.150), Ki%
(0.136). EM%(0.115), fii(0.096),
/NE5(0.090), B H(0.088), FIEE(AR
(0.075), JHi#(0.072), HIRAR
(0.059), %H FHR(0.059), LMk
(0.057). H(0.053). ¥55.(0.047).
B (0.044), HEH E1£(0.041),
fig(0.039). i f7(0.038). 1MER(0.037)

i

AERREE(0.064), 1M4E(0.043), A
fi§:(0.028), 41f.(0.025). B
(0.025). KI5(0.024). /1M5(0.020).,
FE(0.019), F2JE(0.019), Afi
(0.016), E#(0.014), F(0.011),
AR RG(0.010), HIfR(0.006), I
££(0.004)

[bz-14C]
AF v
7 h7

7'a—)L

1
mg/kg IKE
(HL[RIRE )

M4E0.019), AE##£(0.013), 4
f1.(0.011), BHE(0.007), JFhik
(0.006). E1%5(0.006). fifi(0.005).
FE5HL(0.004), (0.004), KI5
(0.004). [Mi#(0.003). N (0.003).
Ko fR(0.003), fEE E14(0.003), &
F&47(0.003), FZJE(0.003), /1M
(0.003), ML (0.002), i LR
(0.002), MER(ND)

i

1f4%£(0.026), 4:1f1.(0.016), ATl
(0.013), AE##£(0.012), fifi
(0.008). F=(0.008). &i#(0.007),
PRE(0.007), BEM5(0.007), RS
(0.006), K5(0.006). L:MiE(0.005).,
BH FHR(0.005), /IME(0.005), [l
(0.004), Mafr(0.004), REECAEN
(0.004), H(0.004), MH#(0.003),
B (0.003), EH5#75(0.003), HREK
(0.002), 1MEk(0.002)

— #4720, ND: miiEn

o R ER G OMEME TR 6 FE%, @ BRSO TRE 6 Ffltk, METRE 4 Kk
" [pyr-MCIAF T | T 7 v — VAR DB G R G- 168 IRl

©)

R

oAk [1. (N @] T/ L,

TS OV g, 3 QN PR (1. (1)

@a. Jy(*b. ] THLNIR, ELORET 230 LT, REEE - & &R
ES TRy Al

e, g e OV fige b oo S 384X
FAITRINLTWD,

11
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M, e Ol iz 2 EEy & LT REMMDOAF VLT T 7 a—
ADED, W G, H, K XO L 23@#EH b7,

RE ORI NT, REIDAF LT T Fa—idt Shd, FER
e L TRPTIZG, L%, B TITH Z7v7 v U BREIR, G VENRZE
nNZEnNRO oz, EBPOEER T E LT, REEDOATF LT FT7 T —1DIF
7, U G, H, L. TSR0 507,

T MIBIAAF LT b7 77— L0 FEEEHREEIT, OV 3D
AFNVEEDERIZ L DG H OAR K N UTHES TV R~z X
LR G AL, QR H 077 a fBinsg, @A F LT b7 Fu—
XIFRHEHHOT 70 O NFATFIAIZ L 2R3 K UL L AT
boLtEZONEZ, (B2, 3)

&3 MmE. FEEVBRBTPOTERHEHY (ug/f)

=N BEH& YN s BT )la:‘/l/
g (gjﬁfﬁ vl | WERY | BtE j‘;};ﬁ HMEaY R
(hr) B a—
miE | 0.854 ND 1L.(0.507). G(0.139). K(0.076)
” G(1.00). H(0.144). 1.(0.084).
1 frlg | 1.76 0.161 K(0.025)
" G(0.327). L(0.102). H(0.057).
X
H 0.557 0.033 F(0.012). K(0.011)
Mg | 1.48 ND 1(1.02). G(0.161). K(0.084)
" ; Wi | 159 ND 22(1)(2)2)2) L(0.107). H(0.062).
” G(0.308). 1.(0.246). K(0.016)
ﬁx Y Y AY
= 0.737 0.010 H(0.015)
miE | 1.19 ND 1.(1.04)
24 | g | 0.360 ND 1.(0.149). G(0.108). H(0.023)
[pyr-14C] 1 i | 0.309 ND |L(0.157). G(0.035)
A F )L mefke K 168 | &g | 0.017 ND 1.(0.014)
77 | e ) i | 1.05 | ND |L(0.666). K(0.107). G(0.095)
Za—L T . i | 2.25 0.288 G(1.13). H(0.374). 1.(0.137).
: ' K(0.041)
g | 0.969 0.084 |L(0.234). H(0.103). K(0.026)
miE | 1.41 ND L(1.04), K(0.141). G(0.061)
" G(0.646). 1.(0.129). H(0.117).
" 5 FFlg | 1.41 0.056 K(0.049)
e | 1.08 0.019 Egg.ggg\ L.(0.328), H(0.050).
m4E | 0.920 ND [1.(0.688). K(0.092)
" 1.(0.077). G(0.057). H(0.010).
24 | FFhE | 0.279 0.023 K(0.003)
i | 0.351 ND L(0.155), G(0.040)
168 | fw4E | 0.008 ND 1.(0.006)

12




=K ﬁéﬂy on g 57 A F )
wak | POTIE | epg | stk | RAH | S5 R
&5 I51%) (h) Tt iE S
1.(10.0). G(5.16). H(3.25)
7!1%5_7,‘ AY Y AY
Tl | 87.0 ND H(8.50). K(4.43). 1.(2.23)
L(37.8). G(7.18). H(3.19)
)l;l% AY AY AY
Vi3 5 miE | 624 ND K(3.03)
gk | 56.8 ND H(18.6), K(7.69)
miE | 32.2 ND L(27.7)
mg}f{(;og@ 18 A | 10.5 ND H(3.46). L(2.58)
(HALITEE 1) s | 234 ND %{((112%%))\ H(2.52). G(2.15),
) .
Wi | 433 379 G@11.7). H(5.89). K(2.27).
” L(2.20)
A mAE | 33.1 ND L(18.6). H(2.54). G(1.90)
fflg | 48.9 ND G(17.4), 1L(2.77). H(1.91)
1.(8.85). H(1.38). G(1.36)
)l-_ig N Y Y
48 | mH#E | 15.5 ND K(0.759)
[bz-14C] 1 L(0.011)
f;_ 7?; mg/kg /K | #E | 168 | MiE | 0.026 0.002
R (B [Al#% 1)
ND : #HEh$

13




x4 R, ERUBETHOEEZRHY WTAR)

ST EREY AF L
o (§§§§>;$ R e R
(hr) a—)
0-48 7 ND G(3.9), U(1.4), L(0.7), F(0.3)
0-72 | a2 ND G(5.6), L(4.2), U(0.8), F(0.2)
- 0-72 3 32.9 G(17.0), H12.7), 1.(7.1), K(1.4), T(0.1)
0-72 | #a 1.5 L(3.1). G(1.3), H(0.1). K(0.1). T(0.1)
a H 7V 7 v U ERaRE7.8), GO.7),
mg/k; e 0-24 | MY ND V(4.5), H4.1), L1.1)
CHAITE 1) 0-48 SR ND G(11.2), L(9.5). F(0.3), H(0.2)
0-72 | ®a ND L(11.7), G(7.3). F(0.2), H(<0.1)
0-48 # 32.3 G(11.5), H(4.8), L(1.0), K(0.4), T(<0.1)
[pyr-14C] o T e 4.8 G(0.2). K(0.2). 1.(0.2). H(.1). F(<0.1)
AT - ' H 717 o e k5.2, GG.6).
g7 048 | BT NP I ve.e), HED, LA.0
1,000 " 0-48 5% ND F(0.2), L(<0.1). G(<0.1), U(<0.1)
mg/l,{g e 0-72 # 77.0 G(1.6), H(<0.1), L(<0.1)
(EAJRIE 1) | e 0-48 7 ND G(0.4), F(0.1), H(<0.1), L(<0.1)
0-72 # 79.9 G(0.1), L(0.1), H(<0.1), T(<0.1)
) 0-120 | & ND L(4.2), G(2.9), U(Q.9)
ma/kg (KT L - % 979 E((:fzg)s)\FI(Jo(g.z)\ T(11.9). G(8.5),
e 6). )
P 0-72 SR ND L(15.9). G(6.9). H(0.3)
(bCRen) | o 0-48 # 35.4 H(12.2), G(7.7), T(4.8), K(2.3), 1(2.2)
[bz-14C] ) " 0-72 SR ND U(1.6), G(1.4). L(0.4)
A F L mglkg (K 0-48 £ 49.0 G(21.6), H(3.7), L(3.6)
VAl 4 (R ) | e 0-72 SR ND L(11.4). G(11.3). H(0.2)
7 a—)L ! 0-48 o 36.7 G(6.8), H(3.3). L(2.3), K(0.4)
ND : s g

S RAERR OB G TR AR B
a: JEVF A ERIEER [1. (1D @b. 1 TH 73Uk

@ it

a.

PR B U3 ok it
Wistar Hannover 7 v b (—HEfRER 4 PT) (Z[pyr-14CIA F L7 h T 7' —

A ARG RS U< 13 14 ARIRER 0BG A RCRER 5. ST
[bz-1Cl A FILTF b5 7 10— VA AR AR CHUERR 45 L C, SR Ot
BN STz

BA[AIRE O % 5% 168 FRefid] e N #E 1 % 5-1% 24 BERE DR K OVFE Pt =R 1
FHKRGIIRRINTWND,
WITNOREREIZEB W T HHEITECH)H T, BEHETFEIL., HER O 5#ET

1T 51% 48 IEfE C 82.9%TAR LL k., IERE O & G CIlIE & &R 5% 24 IF[E T
89.1%TAR 23R K O FEHFUZHEH S, W d FicEP IRt <z, IR E#

14




HREIC
RBEOFEFR~OPET, 5P T B TICERIREB L o7z,

BT,

HEWZ FE A~ CTHE TR PR A )

Mo Tz, RAEREOHGHEC

(= 2\ 3)

&5 HEROKER 168 RHIDRKRKE UE R (hTAR)

FERRAA [pyr-14CI A F T v T 7T —)u [bz-l‘*c7]f< Ij:/:f hZ
Faw s &h & 1 mg/kg A 1,000 mg/kg K E 1 mg/kg KE
e b i i i it
r)
0-24 7.18 20.4 1.06 1.57 4.14 21.7
PR 0-48 8.23 23.4 1.17 1.98 4.96 25.1
0-168 9.60 24.6 1.24 2.09 5.71 27.4
0-24 58.9 50.1 54.2 61.7 75.7 50.4
# 0-48 77.0 61.4 81.7 88.8 85.4 59.0
0-168 83.3 63.9 82.3 89.4 89.2 62.1
0-24 0.47 1.78 0.05 0.11 0.28 0.93
Zﬁ%«% 0-48 0.62 2.32 0.06 0.17 0.37 1.26
0-168 0.82 2.62 0.07 0.19 0.48 1.61
A 0-24 0.04 0.03 ND ND ND ND
HHiA 2 168 0.91 0.21 0.05 0.02 0.39 0.51
=71 A 168 1.17 0.17 0.02 ND 0.23 0.29
ND : e sn 4
a: (RN AiRER [1. (1) @] THE L FEEMBHE CORRM

&6 REEOKRSR 24 FHEORRVEFRH#E (BTAR)

- WAl 5-1% 24 it 7 B 5-1% 24 Wl 14 H# 5% 24 Wl
HE i3 i3 il 1 st
SR 6.73 22.6 10.6 27.9 9.31 22.6
# 62.7 52.6 71.0 63.4 79.7 71.8
o — VYR 0.46 2.18 0.46 2.06 0.70 1.93
TR 69.9 77.3 82.1 93.4 89.8 96.3
) A& HY720 o &I 5 RIS
b. BBkt
R B = = — L Z4fi A\ L 7= Wistar Hannover 7 v ~ (MERES- 6 VC) (12 [pyr-14C]

AFNLT hT T a— LV EKAECHRBROES L, I hgEtEER N £ S h
7=,
Be5-4% T2 REE OREH . JRE OZEPPERR IR 7T IR TV 5,

B 5T RE IR 5% 72 FEIC BT, HET 72.0%TAR., T 60.2%TAR 23 H
PR S 7,

AFRERE NS IR K O iR [1. (1) @a. ] 12

15
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BRSTRRIZ I 2 L CEPICHt S D B2 bhie, (BH#2, 3)

x1 BRERT2EEOBT. REUOERHFRE (hTAR)

AR BeHURE ] (hr) Ji3 i3
- 0-24 68.8 55.4
0-72 72.0 60.2
0-24 12.0 21.3
IR
0-72 15.5 25.2
" 0-24 0.78 0.67
0-72 7.63 6.26
o — D BeHR 0.55 0.49
JHF ik 0.13 0.04
THLE 72 0.09 0.03
HILENED 0.25 0.06
=77 A 1.99 0.50
(2) ¥¥

WHYX (T T 4y vaP—x o, —fl 188 (Zlpyr-#ClAF LT R F
7'v—/L% 12.8 mglkg Rt iL[bz-14Cl A F V7 K T 7' m— L% 12.3 mg/kg fid
BroOHET 5 B A 7'k 0 h U<, B RN E R 23 506 X iz, 2t
PREOFEIT 1 H 2 [8], SllEds & ORI T i& & 5 8~10 KFH#&ICER I S Tz,

FHAR M OV TP O FR R I BEIR FE 1332 8, Bt o REITR 9 lTRE T
W5,

BH ST RRIX RIS HE R IC R S v, EBAMEE 5 BIZR K OEFIZ 6.4%TAR
~7.8%TAR } " 56.0%TAR~58.9%TAR HEH & iuiz, FLit T o e T
IO T IO GRECB W T &R G5% 2 H TERIREE L 20 | At ~DBAT
1% 0.1%TAR AKiiii Th o 7o, FHME QTR ST REIREE IR, MRV M OV C HLlkiry
EmLRRO LT,

L R ORIz 2 EE Yy & LT, RO AT VT b T 7 a— R
FTE 3.6%TRR &Y 19.4%TRR 38 407,

AR O F Ry & LT IR OB CRE(ILD A F T T 7a— /L h3GE
D HATAED, B TREY G, TR H 224 10%TRR Zi# 2 T
RO LT,

JREOFEHR O EER L LT, R TRE(ICDOAT LT F T 70— REH 5
NiEo, (REW G KO H BRERZERD oz, (B2, 4)

16



#x8 MBRUITHOEBEMSNERE (ug/g)

e 5 B [pyr-14C] [bz-11C]
FEw st S| AFNT NT7Ta—)L AFNT N7 Fa—)L
(hr) P4 “FRI 7 — ) P4 ‘PRI 7—)
0-24 0.010 0.007 0.007 0.004 0.004 0.004
Lt 24-48 0.017 0.009 0.011 0.006 0.004 0.005
72-96 0.021 0.012 0.014 0.007 0.004 0.005
0-24 0.006 0.004 0.005 0.002 0.002 0.002
AL 24-48 0.010 0.006 0.007 0.004 0.003 0.003
72-96 0.012 0.008 0.009 0.003 0.002 0.003
0-24 0.019 0.023 0.026 0.011 0.012 0.013
FLABHS 24-48 0.031 0.025 0.025 0.021 0.010 0.013
72-96 0.050 0.023 0.028 0.017 0.013 0.016
_ | K 0.021 0.013
E; % 0.015 0.012
T 0.022 0.013
ik 0.050 0.022
JT gk g S 0.146 0.101
| MEED | 8~10 KERE 0.007 0.003
Z Billke % 0.005 0.003
R 0.005 0.003
Bt 4.53 3.55
1 4% 0.043 0.026
il 0.032 0.017

17




&9 FHAMPOKBEY (BTRR)

oY A AF )L R S
AR ) 2 ke VAl e -
(wglg) | 7 G H ARIFIE PR
- 3.6 72.8 8.4
it 0.014 (0.001) ND ND (0.011) | (0.001)
- 10.5 3.0 922.9 44.3 8.6
: | i 0.146 1 (0.015) | (0.004) | (0.033) | (0.066) | (0.010)
pyr-14C 27.7 54.3 3.5
el [ . . .
AFrzhz| FWC 0050 | D) o1y | NP | 0028 | 0.002)
7= 42.8 3.0 7.0 13.0 7.6
b . . . . .
Bl 00191 0.008) | (0.001) | 0.001) | (0.005) | (0.001)
i - ND 2.8 ND 41 -
% — 926.2 3.3 2.0 8.0 —
- 19.4 39.4 115
FLARRS 0.016 (0.003) ND ND (0.006) | (0.002)
- 13.3 1.4 13.3 313 6.2
- iR 01011 (0.013) | (0.001) | (0.013) | (0.032) | (0.006)
z 18.3 64.0 9.0
— 7 = FEX [t
A ?”7 E7 it 0.022 ND (0.004) ND 0.014) | (0.002)
w—)
66.7 6.0 9.4 <0.1
=
Bl 0.013 | vo09) | NP | 0.001) | (<0.001) |(<0.001)
I _ ND 2.1 0.5 2.9 -
% — 21.3 3.7 2.4 16.2 -
O:nglg . ND: RIISAT. —  ZS%AL
& ERAI R T, AL OISR O A e TR SR 5% 5 H O 7 — ekl St RO

b

BRI DB

FLIERG 2% G- 72~96 R 1% 07— Likkl,
BT, AEIXWTIUD 0.014 pglg A,

(3) =T ~Y

FEIRES (Bovan Brown, —#f#ff 10 ) (Z[pyr-14CIA F V7 F T 7 —/L% 11.2
~19.2 mg/kg fik X iZ[bz-14CI A F /L7 b7 7 —/L % 12.0~18.9 mg/kg ikt
ORET 14 HEA 72 v 05 LT, B ERNEMRERD I S iz, Ik
OHRIEIE 1 B 2 [B], Alsias X ORI T ki 5 6 IREfffz ICERI S v 7,

R S OWR OF B B RETR FE 13 3% 10, K EH o REids 11 1R s
W5,

B 5K e X HE ) K OV — BRI T 90.4% TAR~ 102%TAR K& Y
0.1%TAR~0.7%TAR 588 B L7z, JP K OV Rk H 0 7% 81 il g :,u\a“;h S
0.1%TAR Kiiti Th o7, I OB SRR E X, &5 8 BZITE R IRRBICE
L. [pyr-4ClAF VT N T 7o — VR GRE Tl 5 7~14 H£IZ 0.014~
0.020 pg/g . [bz-14Cl A F LT 5 7 o — LA GRECIIHR S 5~14 H#IC
0.014~0.036 pg/g =N 2B HT-,

HERR S ORFR D EHR sy & LT, REALD A TF VT T 7 a—oiEn, i
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KON THREW) G, IR R OO CTHRE H 25, £ 24 10%TRR %8 2 Tid
oz,

PE O FHERR Iy & L CURBIED AT VT v T 7 —L RO G 23R
oz, (B2, 5)

F 10 MBABEVCRPOERBRSERE (ng/g)

e 5-BRG 4 [pyr-14C] [bz-14C]
st IRE ] AFNT N7 S a—)u AFNT KT S a—)u
(hr) T il T4 Fhil
0-24 ND 0.004 ND 0.006
24-48 0.004 0.004 0.015 0.015
p 96-120 0.009 0.016 0.019 0.022
168-192 0.014 0.020 0.015 0.018
264-288 0.017 0.017 0.018 0.036
FF 0.023 0.035
JE N G 0.021 0.045
KA 0.018 0.055
JH ik 0.065 0.080
. Mt Bt 5. ND ND
Gl e 6 M 7% 0.004 0.004
k] 0.019 0.026
ARIE IR 0.031 0.034
1fn % 0.017 0.016
A 1fn. 0.025 0.015
ND : a7
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=11 Z2HEHEPORKBEY (YTRR)
Y ] A F L R
BT I ok Tt aE val "o . | RS
(uglg) | 7m—v G H ARIRE
11.3 4.6 43.0 7.8 6.5
hi e 0.017 1 0.002) | (0.001) | (0.007) | (0.002) | (0.001)
[pyr-14C] " 54.3 1.7 16.0 3.3
RFLTF R T Ik 0.065 ND 0.035) | (0.001) | (0.011) | (0.002)
ZFa—L B 58.4 7.0 16.1 1.5 7.3
et 0.021 (0.012) (0.001) | (0.003) | (<0.001) | (0.002)
BE — 60.3 27.3 ND ND 3.9
12.3 4.2 51.8 4.3 8.6
& 0.016 (0.002) (0.001) | (0.008) | (0.002) | (0.001)
[bz-14C] 52.0 1.2 16.4 6.8
AF )T ~T e 0.080 ND (0.041) | (0.001) | (0.013) | (0.005)
“Fa—L C 48.9 17.2 19.0 4.4 2.8
Al ® 0.045 1 (0.022) | (0,009 | (0.009) | 0.002) | (0.001)
HEIH) — 37.1 44.2 ND ND 14.7
() :pglg . ND: Frtiand, — 547 L

a: [pyr-¥ClAFNT b T 7 — L EERETIIERE 7~8 B, [bz¥CIAF VT b7 T u—LEHERET
1I# 5 2~14 A 7 — L ilkl,
b B2, BEER M ONK MBI IR A FHE

o FEE S DOEFT, BTIIWVTILD 0.004 nglg Al

YEXEOR=U RVIZBITAZAF LT b7 7o — O FERBFHREEIL, 2L
e 3D A FNILDOERNIC X AR H O K OZF k< D IVR A E~D

ibiz Lo

2. {EMERESFER

(1) IhZ

BRSO/ NE (50FE : Blanca Royale) (2,

# G DERTHD LEZ BN,

FLANZFHERL L 7= [pyr-14C] £ F /v

T 77—, [bzWCIAF VT F 77— XLtz ¥CIAF LT T 7 o —
JL% 240 XX 720 g ai/ha (04T H972) O H & T #F#E 36,52 K (V87 H#% (BBCH:
30, 45 KON T71) IZENENZEIENA LT, MWIAPEMBRBRN £ Sz, &
BEE LT, PR 4 BEICHEXZXE, 2 BIE#M 18 HZICTHE (BRI 8 H
Wz | W ONC R AT 21 B2 b M OERN N E RIS iz

INEDFFALIZ IS D B RE A K OREIEER 12 (RS Tn g,

FAEE FTH, b RO T A2 RERE X, 10.2~10.8, 3.56
~6.66. 10.6~13.9 X 1*0.408~0.573 mg/kg TH V. WFLHERED K45 13 3
T eV I N O e R P 238 BT,

2 240 g ai/ha LHE X OFEHI 1T 2 B B RBIRE DR ST+ Th o7 2 b, 720 g

ai/ha JLBLX DFEHI SW T EIIAT DL R0 72,
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ges

HHMEXETA, TETE (J8&

(EN/N

(OISR NSY aWib/aN

AEHT

BEELe) |
%ﬂ%ﬂ 10%TRR %f%z_fmu )) Ej/l/f;o ESN
WY 10%TRR Kiili Th - 72,

(M2, 6)

B FERDIIREDAF LT v T 70— L ThHY  EmE L
FER NP TH ZVva—zfs
BRI Q. R &

F12 INEOQOREEIZE T HBERED AR OKEY (%TRR)
e - T Per i M ONA IR IR
o - Fi | P — Fh HA
FEERAA ARBE | BEE | L oo ATT R
(mg/ke) Ve | fihHig S e (L PRI
U 72.9 | 25.0 875 |A(G.2), HZ La—2faaik | 2.0
AR 102 g0 | @54) | (889 |(1.5) 0.207)
[pyr-14C] T 6o7 | 465 | 42.7 56.2 |H 7 /va—xfié&ik(14.6), F| 10.8
X FL = ' (2.91) | (2.68) | (3.52) [|Hatrik4.5). A(3.2) 0.679)
Va4 b h 10.6 22.7 | 60.4 48.3 |A(8.0). HZ v a—2 &k | 16.9
ZFu—)L ) (2.40) | (6.37) (5.1) (5.1) (1.78)
- o408 | — 66.9 41.8  |AGB.3), HZ va—2futk | 33.1
L ' 0.273)| (0.171) [(3.2). F #&4(1.0) (0.135)
s | 107 72.1 | 25.8 86.7 |A(9.2), HZ va—2fusik | 21
AAlEs | A0 (7 69) | (2.75) | (9.29)  |(1.7) (0.227)
H 7 v = — 2508 4(14.7),
. 44.3 | 43.1 48.5 12.6
bz-uc]| | 396 | (158) | (153) | (1.79) Eifijﬁi%mg% 3(2'5)‘ (0.449)
A F I
SR A6.7). H 7 va—z2 ik
vl 4 23.4 | 61.3 47.4 ) R 15.4
Ta—p| PO 1 Gan | 65 | (659 0P BAO BZE S A8 6 1)
A1K(1.8). E H414£(0.9)
A4.4), E1.2). EZLa—=x
Bk | 0432 — «ﬁi) 5%; e (1.2), H7L=—24 5?%
' ' A18(1.1). E #41400.4) '
U 68.3 | 29.3 83.0 |A(10.2), HZ Vva—2{aiik| 2.4
AR 108 1 a9) [ 317) | (899 |22 (0.265)
H 7 v a—2a4K3017.7)., E
TH| 666 | hoo | g | Gom [BAKGL. AGD. EGO. | T
[tz-14C] ' ' ' E 7L a—xH42.1) '
A F )L H 72— 2fa414K(10.1),
F1r5 | b | 121 élég’) (325'3) (‘5121';) A®6.6). EB.9. E /L a—x (16533)
7a—)v ) ) ' f&1k(2.2), EHA1EQ.2) '
S(3.8), A(2.8), R(2.6), Q(2.5).
v | 0573 | — 73.6 39.9 |H Z/va—2{AARa0.5), 26.4
B ' 0.422)| (0.229) |E(1.4), E Zr=a—zfaak | (0.151)
(1.0), Ef351K(0.3)
FE) WY 240 g ai/ha WELXIC 1T B ikl

() : mg/kg.
a FAHMEIER OFEIZOWTIL, 78 F= b U LoKHH E

— kML

5SEOERIIZHOWTIE, 7' =R U ALK ESY,

21

23 IO 0.1 mol/L ¥ st i sy 0 &5,




(2) 207

BAFEE OV (5L : Halo 526LL) (2. FLANZFAEL L 7= [pyr-14C] 2 F /v
7 T 7 — X ixlbz-14CI A F V7 b T 7 r— L& 150 ik 450 g ai/ha (74T
H43) O ET, £ 97 H#% (BBCH : 69, &L a0#) . 131 H#% (BBCH :
75 ¢ FHEEROIN) LU 195 H#% (BBCH : 83) ([ZZNZFNZEIERAM L T, HE
WA IE A RBR N 20 S vz, 3UBHE L CL IR 12 H &I MZEIE K O 32
HZICTE (BREE 3 HMHE) |« 2 [ H#UE 49 HRZISRREAAFE L ORI
R0, BN 21 HRRICHRA T EZE R O SO0, ERE RIS iz,

W OFIALIT I T 2 ST BE A R ORI ER 13 IR ST D

BAZEE, TH, FFE CREGAK DR LR (ﬂ%)ﬂzﬁa&w&z&) hebS1b1
LR REIR BE 1%, = T 4.50~4.66, 1.81~2.37, 0.014~0.047 %X 0.081
~0.974 mg/kg TH -7,

FAEZE, THE, S CREGAK O (IZ8W T, RBRAGTRE D K133
T PEAH IR S O I R 2 ER O B, 35%552 FELTRE(LDATFNT N T

72—/l DIEH, FETHRHY E (?@/\m%ﬁ»a@) KA IOTHREY O M
10%TRR ZH X TENENFRD bz, ENTREW A, Flaaik, Ho7 v =a—
AP EERENRFRD LT, WTLh 10%TRR K Th - 72,

T RGO 2B\, AEEBED KE 5 1 [pyr-14Cl A F v 7 K
7 7 a— VIV X Tl RE . [bz-4Cl A FvT b7 7o — LALEL XTI iR
HHERFIZERD STz, EERDE LT RBLDO AT VT b T 7 a—LDIiEh,
K& O 28 10%TRR 22 CTRO BT, (BH 2, 7)

3 150 g ai/ha WLERX OFEHI T 2 BB U BEIR E MG T ic H o CTh o7 2 & D, 450 g aitha
REBRIX. DFREHZ DWW T EII T v o 72,

22



£ 13 EWI OEILIICE T HRETEE

DM B UKEHEY (RTRR)

e BP0V B
I e \E'; FKim | W | AT FhH
PR | FURE ) BONE | e i) 7 b R e
(mg/kg) S o
— 45.8 | 475 | 67.6 A1), HZLa—2f@Hk 6.7
AR 480 15 06) | (2.14) | (3.04) |(3.9). FHIAHKLE) (0.303)
- 227 | 64.8 | 409 |FHEAEO.6), HZVva—2iw 125
ol 8L 164100 | (1.17) | (0.738) [A1K(6.8). A®6.1) (0.225)
[pyr-14C]| A 0.027 B 18.5 0.6 [HZ/La—2f4k(1.8) 81.5
2FL | FE ' (0.005) | (<0.001) (0.022)
TRT | REE 337 | 315 | 385 |A(T). FRAKR1.4) 34.8
Za—nl x| 908910030 ((0.028)| (0.039) (0.031)
e e B 10.6 2.7 |A.5), FiA1k0.3) 89.4
BRTSR | 0.047 (0.005)| (0.001) (0.042)
- 29.0 | 47.9 | 389 |AB2). H/ va—2f{ak | 231
S| 0974 | (0 989) | (0.467) | (0.379) |2.1) (0.225)
H 72— 2 g 5K(6.8),
HAIZELEE | 4.66 (i)GéS) (287'1) (229'2) A(.7), E(1.6). E faA14(1.3), (052':1))7)
: : : E 7 v a—z2#454K01.2) '
E #1&146.3). H 7 /v o — 24y
FH | 237 | oo | 1z | (Lig) [AEES: E7Aa—2gualK o0
hz-14C] ‘ ' ' (5.6). AB.9), E@.7) '
){Z%b A [T [ 786 [ 42 [0@88), EfAKBS. EZ | 214
S5 T ) (0.011)| (0.001) |V =—2fa51K(4.6), A(3.8) |(0.003)
S e 358 | 494 | 300 0(10.7)\A(%8)\E?@é\{21§_£4.7)\ 14.8
s | 0081 1 (5 099) [(0.040) | (0.024) [P0 B Z/v==RmaIE | oo,
' ' ' (1.6). H 7 v a—ziaaik0.2)]
o e B 55.6 2.6 |0(17.3), EZ/La—2{aA/k | 44.4
RRTR | 0.027 0.015)| (0.001) |(4.0). B A4, A0.6 |0.012)
- 24.5 | 52.1 46.8 |A(3.3), Efa&R(2.4), E(1.5).| 234
RS | 0.687 (0.168) [(0.358)| (0.321) |H 7' /L =2 — 2 H414K(0.2) (0.161)
() : mgkg, — : %% L

a: 7 b=k U LK E S

(3)

YA

BAHEEDOD AT (il 50) |

-
—\

HANZTHH L 7=[pyr-4CIA F LT v T 7

2 —/L X Z[bz-14Cl A F V7 kT 7 m— L% 500 g ai/ha O F & CULHE 34, 24 &
TN EIERAN L. Bk ifi 14 B2 I RFEL2HRILL T, s
AR AN FEHE S T,
D A ZDEERALIC

o

14 HEIZ

VUBE Y ES N

EDKE 57

XD 7otz

BT D K RE AR M OMY;
IXR PP S R PIZERD B, A qﬂ@ﬁfﬁﬂﬁ&%
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AEHT

BT 5 EERRSE LT, %ﬁm®%%wT}77u~W®iﬁ

£

THREW A 25 10%TRR 2 2 TR L7, 1E0IRE E. H XU 0 237880
Eﬂtﬁ\wﬁﬂ%lmﬂRR%ﬁf%oto(3%2\®
F14 YAZORIMEIZE T HMEEER MR UHKHY (%TRR)
mak | B el ;T; A E H o | MY
7 a—)
RREH (0%;)500) (0?22133) (01.3'733) - (03017) B
PO | || O | o | oo |~ | oo |
7?Diiv RETHIHHR (02.?684) (0.7(;111) (01.8505) B (020?4) B (06028)
R «ﬁg@ m%aﬁ «ﬁﬁm B ND B m%&»
RREH (o%ggo) (05.2504) (01.3569) (0604516) (0.36;6) (ooogz)
S| (i | e | e | oo | N | ooon | NP
San | | R (S0 | oo | 00 | 008 | 062 | M | 000
RS | o0 | 0o0m | 0009 | 0000 | M | 0009 | ©.009
() : mg/kg, ND: S, — iz o sn g, /sl

X

L7/l
Arane
B H O ARSI R

BIBHATF AT 77 a—LOFEEREHRE L, OPIRFERT COYix
2 L AARE S A OERL. @R DL 3 ALD A FILIEDOERLIZ LB
LA E M ONF 4Rk, WNCEFNEFRIC

e <Ak, @@ E ORLIC L 2REHW O DEKTH L EEZ BT,
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3. TEFEMER
(1) FEMTESEGER

4O T BMTOKVQ (Wb KE) | L (FqY) ROWENE
Bt GEE) ] oKD ERE pF 2.0 IZHHE L, 202 COREATSRM T8 HIEY
LA vFaxX— kL7, [pyr-¥ClAF VT F 77 v—/L% 0.61 mglkg i+ X
1Z[bz-14C] A F /7 F 7 7 —/L% 0.60 mg/kg #2+ (W34 d 240 g ai/ha FHY)
OHETRA L, 2022 CORATSRME T C120 HEA ¥ =2X— F LT, H5H
TP IEMGRBR N ST, [pyr-“ClIAF LT F T n—/WT 4 EEETCO+
B, [bzUCIAF LT T 7 a0 — VWL ORI SN T,

IR THEIC 3BT 2 BN e AT L OV i I3 3R 15 ISR STV 5,

TS O RETREIL, LFRE% D 96.8%TAR~105%TAR 7> 5 4LHE 120 H %121
85.4%TAR~96.0%TAR & 72 o7z, HHIFRIE R ORSTREIZAEE 120 HZITHRK
3.2%TAR~9.3%TAR 788 H 17z, 14CO2 1T K 2.0%TAR, fEFRMEAHEYE L5
K 0.1%TARBO biTz,

FHEENIRBADAF AT T Fa—LThV, fme: LT G K
3.9%TAR o LTz,

R HEICB T A AT LT N T 7 a— VO E TE <  HEE BT
[pyr-14C] A F V7 b T 7 — VILFRIX C 3,070~8,370 H. [bz-14Cl A F LT T
7a— VALEX T 2,360 H & B ST,

R TBIZBIT D AFLT R T Fa— LD FEESERKIL, XD 347
DAFNVIEOBICIZ L 20 G OAEKTHY ., TDO%, HEFREICHES X
COs~EHLEIn D EEx bz, (B2, 9)

L DTRORBRIZE W TS, HMET USDA 43 BIC A5 <,
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F15 HRMIIRICE T IMHESTERUIHEY (WTAR)

o et | CEB —— oy
EEIUN i (EIE%I N A jxs:ﬂ; G CO: Tt
0 105 104 ND 0.8
14 95.5 94.7 ND 0.4 | 5.6
B 1+O 62 92.1 91.1 0.7 0.6 5.8
90 99.6 97.5 1.2 0.6 | 5.8
120 92.5 90.1 1.3 06 | 7.0
0 97.6 96.2 ND 0.2
14 93.4 90.1 0.4 03 | 1.4
%+ 62 91.6 90.3 1.1 06 | 2.6
90 97.4 96.4 0.8 05 | 2.2
lpyr-11Cl 120 96.0 94.4 1.3 0.6 | 3.2
AFIVT T - : - - -
ey 0 97.5 96.2 ND 0.2
14 88.5 86.8 0.4 05 | 2.8
fiblE+ 62 90.5 85.9 3.2 1.0 5.4
90 91.2 85.5 3.6 1.0 | 6.1
120 89.3 85.4 2.3 1.1 | 8.2
0 99.7 98.5 ND 0.5
14 94.2 89.9 1.6 0.6 | 2.9
BH 62 90.7 87.8 2.9 0.9 | 5.0
_— . . . . .
90 97.9 94.0 3.9 0.7 | 4.8
120 91.6 87.4 3.1 0.8 | 5.7
0 96.8 92.8 ND 0.4
[bz-14C] 14 89.6 85.4 0.8 0.2 | 2.6
AFNT N7 | wEL 62 86.5 83.3 2.0 1.7 | 7.1
T 90 89.1 84.1 3.0 2.0 | 7.2
120 85.4 79.9 2.7 1.9 | 9.3

S iE47e L. ND - KRR (0.1%TAR) i
a: AW B OFER., ZAUREE, 7 I VBEOT 2 UVESICENRENEY 1.8%TAR, 1.3%TAR KO
6.3%TAR @B 517,

(2) HIEZREANERER

HWREIZLIEWEL (N Y) 0K EBREIZGRKED T5%IZ5H% L, [pyr-14C]
AFNT F T 7=, [bz-WCIAF LT T 70— L[tz 4Cl A F LT b T
~7'vu—/L% 15.3~15.6 mg/kg ¥t (240 g ai/ha fA24) OHETHLE L, 20£2C
T13 A&/ 7 7% OLmBE : 62.3, 47.6 X 1* 58.4 W/m2, J% £ : 290 nm
Kiizw 7 4 NVE—Thy ) ZRE LT, HEREEOMREBRN I iz, &
72, lpyr-UClIAF T v T 7o — % W= BRI AR E ST,

AFNT 8T 7 a— /L OREEFRIIEE 16 ITRESN TN D,
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FRRFKIZBWT, RE(LD A F VT T 7 a— W TABE% O 89.8% TAR~
101%TAR 75 iR THZ 1T 64.3%TAR~T73.7%TAR L 720 | FESHEY & L
T A DALEL 13 HEIZHR K 15.5%TAR~16.4%TAR 728 5117, 14CO2 23ULFE 13
H %2R K 0.4%TAR~4.6%TAR 8% Hiviz, BEATcHRX CI, 48 13 HZIZ
KEALD ATFNVT 8T 7 — )L TN14C02 55 88.3% TAR X TN 0.5%TAR R & i,
SRR D B o T,

HERECBIT D AF LT T Fa—LOEEESMRE L. RIS &
LM A DERTHY | D% CO:~ER LI D B2 b, (B2,
10)

R16 AFITFSTO—IILOHEEFFL

Ak I R X HEE -0 (H)
W JEHRIT X 26
FORZF RGO 210
[bz-14C] % F 11 AR | emK 32
T h7Fa—v L NN 196
[tz-14C] £ T/ ATHREEH | RERHK 32
7T h7Fm—L FOEF KRG 241

(3) TIEAREAER
4 T OWESN L [ NVEELO CRE) | gL CRE) | sEt GeE) |
W GEE) 1 KO 1 EEOENTE [ VEELQ (K4 ] iZlpyr-14C]
AFNT KT Fa— v ERML T, HEWAERERD S S vz,
& HEIC BT AWM AEREITFR 1T ITRENRTWS, (BR2, 11)

x&1T BSLEICETA2RGEEREY

g |V PRSEL ) OVPRIRE R+ Wt
D @

Kadsg 40.5 120 200 57.4 66.7
Kadsp,, 2,890 5,470 5,270 1,550 3,920
Kdesp 107 162 469 305 191
Kdespq, 7,620 7,380 12,300 8,240 11,200

Kadsp J7 1% Kdesp : Freundlich DWW ERE L O A 125K
Kadsgoe 2 TN Kdesgpo, : AHEIRFEE A RIZ KV HE U7 SRE K OB
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4. KHEMBER
(1) MK AEFER
pH 4 (Befefefnigk) . pH7 (U UEEREER) XX pH 9 (R URBBRREK) 0%
REFEENZ . [pyr-¥Cl A F T b T 7 —/L% 0.05 mg/L O FFETHRIML, 50
+0.5COREFTSM T T5 AA v % 22— b LT ISR T2 S T,
WTILOEXIZEBWTH AT /LT b7 7 v — U ILE T, & TREOINK
IESRIT 10% ARG CTh -T2, DEMIIRD LNRhoT-, (B2, 12)

(2) KoK EEAR

pH 7 OWE Y > BEEER I [pyr-14Cl A F o7 F 7 7' v—)b [bz-14Cl A F /LT
kT 7 a—) X Eltz-4Cl A F T T 7 r—/L % 0.05 mg/L DHETHIL,
Xt /77 LB 49.5 Wim2, 5 : 290 nm Kz 7 4 VF—Th v
N & 251CTHEH (4 Kef]) XITEH (4 HE) BH LT, KoL fEati
MWER SN, £72. [pyr-¥CIAF T b7 7 —v& FAO TR T R IX 2355 E
S,

BIBFKIZ I T 2 00EMIEER 18, AT /N7 b T 7 r— L OHEE I IT R
19 I RSN TN D,

READAF VLT b T 7 a—)bid, AERGXIZE W TITAHEER O
93.9%TAR~98.6%TAR 7 5 ALEE 4 KEff#£121% 2.9% TAR~20.6%TAR & 720 |
FEHIRAXIZB W TITAEE 1 B TOT IO LBLIX T H R S /e o
oo EESRYELTA, B, C. D, E. MENRED LN,

R R XA WN T, A F VT R T 7 a— VORI b oT-,

KAFNZBIT D AFILT T 7 — O FEENSMHREIL, OB RS XX
nn 7 o VEOEFRFETOKBEERIZI S0 A, B, C, I, M X' N
DAL, @7uena 7 = VI IO KXy 7 = = LEOBBEC L5
ISR D OER. @QAF AT F T 7 — A XI5 D ZE LTI OA I X —
NOIKRDFRZ L D05 I K OVE OAERTH Y | = Dtk, ZEOME Y %
T, BRI CO B b s d B2 b, (B2, 13)
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%18 BABEHRIZET D5 (%TAR)
I AF v
T dUN 'ﬂﬁgﬁ 7 h7 A|B|C|D|E| M| I J | N | COs
Fa—
| o 93.9 ND |ND | ND | ND| — | ND | ND | ND | ND
[pyr-14C] f‘;ﬁ 1 B 382 |237|ND |62 |31 | — | 38|78 26|29
AF L 4 IR 2.9 179 51 |162| 64| — | 64| 1.0 | 6.6 | 9.1
75 1H ND 32 |ND|ND|115| — | 27 | ND | 45 | ND | 50.3
7=y iiﬁ 2 H ND ND |ND|ND| 79| — | ND|ND | 84 | ND | 552
- 4 H ND ND |ND | ND |ND| — | ND | ND | 5.9 | ND | 83.2
| ommE 98.6 ND | ND | ND | ND ND ND | — | ND
[bz-14C] f‘;ﬁ 1 B 639 |182|ND | 1.7 | 2.2 3.8 52 | — | 1.5
AF L 4 IR 20.6 [30.6| 18|06 |59 9.6 42 | — | 81
F 5 1 H ND 6.2 |12.4| 9.7 |13.0| 7.3 |104| ND | — | 4.1 | 85
P ii? 2 H ND ND | 16.8|10.0 | 10.8|11.0| 74 | 1.9 | — | ND | 10.7
40 ND 1.9 |19.4 | ND | 17.3|155| 86 | ND| — | ND | 5.3
| o mEf 97.3 ND | ND | ND | ND | ND | ND | ND | — | ND
[tz-14C] f‘;ﬁ 1 FRffi] 75.1  |20.5| ND | ND |ND |ND | ND | 49 | — | ND
AF L 4 IR 149 [30.1] 15 | 35|58 |61 65| 44| — |59
F 5 1H ND 45 |105| 77 | 56| 89 |123| ND | — | 1.4 | 3.8
7=y iii 2 A ND 16 |11.6| ND | 6.8 [121] 99 [ ND | — | 0.9 | 117
4H ND 1.9 |11.3| ND | 9.7 |126| 82 | ND | — | ND | 10.0
SN L, —  ERES A E E WS, ND BiHER T

F19 AFITFEFSTO—-IILDHETEREFEL (B)

o A SRR X HUR (Ab k5 35 ) A
[pyr-“4Cl A F /7 h 7 7 r—/L 0.9 5.7
[bz-14CIAF VT F T T a—)u 1.6 10.2
[tz-4CI A F LT T T —)L 1.5 9.5

5. TIEERHHER
KWK+ - g+ (O£, @OfEAR) | WL - 8- (&) KOEEL - B+
(B ZHNWT, AFNLT v T 7T a— L RO A &5 gib e e L=+

e R BR DN S X ATz,
FERITER 20 ITREN TV D,

(= 2, 14~17)
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#& 20 TIRERBHABRAAR

KB RE 5 P iﬁiﬁ %Z%q;? AN
s " 38 A A N
(JLEE[A1450) S S o L4A
KR+ - O 42.9 43.5
F5akBR | 1,200 g ai/haa | KUK - HiE© 22.5 22.7
(Jm H2) (1 =1) MREL - 36.6 37.4
JEE L - bt 57.7 57.9

a:35% 717 7 VA

6. FMEZRBHR
(1) EYEBEHR
TAESWD, VAZTKOEEANT, AFLT b7 Fo—1 NSRH AL E.
F X OYH #8868 & LT EW R R 23 320t < a7,
FERIIBIAR 8 ITREN TV 5,
AFNT N T T a— LW NRH A, E. F XOH OFREREIZ. T
RN 14 BRICIE S e Ak GRAk) @ 21.1, 0.26, 0.06, 0.04 & TX0.05
mg/kg Tho7-, (M2, 18~22)

(2) BEEMZEHR

WHLAE [RVAHZ A Ff, #3590 (30 mg/kg BEHE GHEOA 680, 9 b
3 BHITREHIIER ERE) 1 IS ATF AT b7 7 e—%& 3, 9 KO 30 mglkg kD
FE5T 28~30 ARRREEER G L, AF LT b7 Fo— LB NCREY G OV H
EONTRIGALE Y & UT- SRR Ehii S 7z, 30 mg/kg fikHE HEEIC
DNT, EHEHIFKE TRZICHRER 14 BEORESM I RIT b7,

BRI 4 1RSI TV D,

ETOHLHREHZBWT, AFAT F 7 7o — LY G KO H I3E
BIRA (0.01 pglg) RiMiThH o7z,

AFNT T T — R OMHY G DR RIRREIX. 30 mg/kg flEHE G-HEC
BiF50.02ug/lg (7 V—2) K1r0.03uglg (BlE) THV., KFE 3 H OB
TREW G ITERRFATHE CH -7, R H TR TOREHI B W TERRRS
Kiii CTh o7, 3 mglkg flEHE GHETILZ, WTHOREBHZBWTHATF LT N T
7a— A NIREHY G KO H IZEERAKRB CH -T2, (B2, 23)

(3) ANBEICBIT2ERARHTEERYAE
AF)NT b T T — )L DONIERKIBEIZ T B K EBRED I E T RIEE OKPE
PEC) K OMEMRAH%E (BCF) % 32, A0 R KHEERFENHE H ST,

5 REBRICE T D HEIL. (EWEERBR LGN EYORERENEH SN ICE
D PR EHR KAMTR (0.227 mg/kg) & HE L TEo o2,
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AFNT b T 7 a—OKE PEC X 0.019 pg/L, BCF X 526 (faffi: =21) |
BMEEIC BT DR RHEEFREEIX 0.05 mglkg Tho7=, (B2, 24)

(4) HEEDE
B 3 DAEW IR RS B0k K OVBIHK 4 D5 PEM IR B FRBR O 43 Wil DN S JEHIZ 3
DI RHEE R [6. Q)] ZHWTC, AFNT b T T u—)LERETN S
gL LTZBRIC, R oIS A HEERIENE 21 (RS T0sd (Bl
5 S
B, AMEEBIEOREIX., FRESNERTENS, ATF AT R T 7 r—
VN RO 2 or S C. 2 CoMAEICER S, o, ANE~
DI LFL OB KHEEFREE AR L, T - SRHELC L 2 B 3R O 4 <
2N E DIRED FIAT - 7,

x21 BRFALEREINDSGAFIILT S TO—LOETERE

[ R /NR(1~6 %) 1 bt &g (65 R L L)
(AHE : 55.1kg) | UKHE : 16.5kg) | UK : 58.5kg) | (AHE : 56.1 kg)
P 101 108 75.9 135
(ug/ A H) '
7. —HeRIEGER

—HHEBEEABRIC OV T, 2R LEEERHIR#E D 2o T,

8. AMEMHER

(1) 2HsHER
AFNT T Ta— (FUK) & Rvic 2tk tEislii s 54 Sz,
RITE 22ITRENTWVD, (B2, 25~27)

& 22 FMEHHBRERSE (RIK)

B B ;;D“(mg’ ke {@;ﬁ B S R
o | Wistar Bonnover 7k >2,000 | AR B OFE 7 L
, Wistar Hannover 7 v~ b . .

X ) \
FEHZ b W2 5 P >2.000 >2.000 SEPR K OBE T 72 L
Wistar Hannover 7 v b LCs0(mg/L) o
c i 7
BA ek 3 JT >252 | >252 AER RO A7 L

ey 3

ac AR L LT, 0.5%MC KA AV, mEEERIEIC X 2R,
b ;24 FRERIPAZERL AT

c: 4 RfHRETE (BHLA)
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X

FERIIFE 23 I REIN TV D,

AR A A T SR 0 E v ERBR S S0 S vz,

& 23

(M 2. 28)

AMEROSHEHARME KB/ 28

W

EDEZEE

LDso(mg/kg A )

i

BRI NT-IER

Aa

Z v b
9P b

Wistar Hannover

300~2,000

#5300 %O 2,000 mg/kg (A E

2,000 mg/kg A :

RAEAT, e, EFRCHER, B FES)
KT, BEEML, BIENAL, (SAIR, MRULRETR,
I A KB e ONE R (e - 2~ 6 IRgfH]7£)

2,000 mg/kg (RE B HHETH T I G 6~TF
M 2 BT, #% 5 6 BRI - 1 00 & 2%)

a: IS LT, 0.5%MC KIS W BT,

b FMESERIEIC K DR, 300 mg/kg (R 1 6 L,

(2) RHMESERER (Ty M)

Wistar Hannover 7 » b (—#EMERES- 10 PT) Z2 W 7= HEIFRHIRE O (K

0. 500, 1,000 } T* 2,000 mg/kg R, ¥ : 0.5%MC KIEHK) 512 & 52k

PR TR ME R BR N I S T,
1,000 mg/kg ARELL E&FRGREOMETHR G- 8 O 15 H IZHRHE o> H B A 73 52
SV, 5 8 BEM# (Tmax fT) TIHEHIMEEITRD DR N T2 2 &b,

MG X ATV EEZ N, RAEU ERERORETERE 8

A 1255 HuBR IR N 2358 60 B A,

2,000 mg/kg KT : 3 L,

PR SRR D 5T — & & kAo TV,

KTRFEOMED/ NS N LIZER L THREFFHIAREPRO LN LB bND
Z & [1,000 mg/kg REEG-HE : 84 mm, 2,000 mg/kg (REGHE : 88 mm, Xt

FEEE : 71 mm.,

EI=E=R
H A

T—4 :75~82mm (4Ek) ] . W5 1 LT 15 H

TIHHMBBD NN 0D REKRGIC L 2mIERETIIRVWEEZ LN

77‘/,
—o

PRSI ERL AR 2RO A IS B W T, AR GIC L 2RO b h o7,
ARRBRIZBNT, WTFNORGEHIZEWTHEMEREBIIRO 5N o7z T,
T R TMERE & b AR O IR E & 2,000 mglkg KETHL EEX b, &

PEFRREMEIIRE O B IR Do T2,

(M 2. 29)

9. R - BEISHT BRIBER UK R RIEMRAR
AFNT T Fa— (JFUK) O NZW 75 2 T2 BR K OB I ek 23
Ffi ST, £ ORER, IRFEEIZR T 2508, A CIRIE2ZEO bizis, 48
P2 & TICEME L. BEIRIC & VR OB FEO bz, BUERIRIEITRES b

RN o

7’»
—o

32




Hartley E/VE v b & W2 BB RAEMER (Maximization 7£) 723 Ef S i,

fERIIEtTh o=, (B2, 30~32)
<KERGRBRICBIT A AF AT b7 7o — L O HEEIZOVWT >

7 v AW EANEMRE [1. ()] ThAaonzr i, BEEEAT
NT T T e — L OIMBEFR R EIZERIEEDN RO HIRNZ L h, &5i@ﬁm
FEWIRIY O ffn e OSE RGBSR B IR R L7 P REOK TR E T TV D &
EZ BT, MEFEMENELN T A —Z 2O T, T v b TR THET
BeHREYET2D D Chax LONAUC O EEDZED H AL, A X TIRBAE 7ot 72 & OV 8
Bz X 2 EBEMEIIRD LN o T,

10. BRlSHHER
(1) 0O HEESMSEEEER (Sv k)

Wistar Hannover 7 v b (—FEMERES 10 PB) %2 FAVW-IEEE (54 : 0. 2,000,
6,000 }2 Y 20,000 ppm : ‘FHIBAREEIREITFR 24 M) &KGI2X 5 90 HREHiA
PR e STz, Fo, 5 7 BH RO 13 BICKBEGREMERES: 4 IEA £
LT, AFNT 77 r—/LOlfEFRENHE Sz (T Ky Eh ey
INT A=K IFK 25 BR)

F24 0 BEBEIMEEMEHR (Sv b OFHREERE

e 58 2,000 ppm 6,000 ppm 20,000 ppm
LSRR AR i 148 438 1,510
(mg/kg KH/H) | i 169 509 1,720

£20 AFIT S TO—-IILOMBREYEEZH/INSA—4

- B 57 i HfE
BELH
(ppm) 2,000 6,000 | 20,000 | 2,000 6,000 | 20,000
Cmax(ng/mL) 58.9 74.9 94.5 89.4 121 159
%5 Cmin(ng/mL) 26.0 36.5 56.5 52.5 62.7 51.8
7H AUCza 993 1,320 1,880 1,690 2,190 2,390
(hr * ng/mL)
Cmax(ng/mL) 25.1 109 48.3 109 435 184
&5 Cmin(ng/mL) 17.7 18.7 28.8 73.4 97.7 104
1338 AUCza 507 1,070 920 2,130 4,780 3,480
(hr * ng/mL)
AUCoun : —HY7-0 O RiEE

20,000 ppm $&5-FEOMERE CHF#EcE e OFL B R0, I/ EEFO TR R AR
ROFED BTN, FEtEZ R 3 2 MR A L)/ T A — 2 OZ b K OB

WP GED BT Z b WISEE(ETH D LB b,
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20,000 ppm $&5-FED TR K& ONE BB INE ONZ B pR A b 57 i i
PERR ) ST BTN, o MR L R R A OFE S, BN U 7= A Ee eIk X
o7 BTV DEREICL DD EEZ LI, ZHIHET v NREEREOIREMTH
HZEMD, INHOEBOELOE MIXT 2B FHNERIIENEEZ IO
776

ARBRIZB N T, WTNOFEGHICBWTHHEERETRO N0 T,
HEFE MR R M & b ASERBR O e & 20,000 ppm (4 : 1,510 mg/kg K E/H |
M - 1,720 mg/kg (AE/H) THhHEEXOLNTZ, (B2, 33)

(2) 0 HEESHEHHAR (TDX) ©
ICR v v A (—REMElES 12 ) ZHVW=iREE (IR : 0. 1,500, 3,500 KX
7,000 ppm : FERAEIEITER 26 2 ) BHIZ XK 5 90 H RSk E R H3
Tl 7=,

#F26 90 BHEBEIMEMEHER (YOX) OFHREERE

e 58 1,500 ppm 3,500 ppm 7,000 ppm
LR R AR B i 216 521 1,060
(mg/kg R/ H) i3 299 644 1,360

7,000 ppm £ 5-BEORE TR & OV B RS ANE O /N FR Ly AR A A oK
DFRO ALY, st &2 23 5 Mk AL SR /3T A — & DAY K OV B AR
FHEERBD LR T-Z G, BRI THD EEZ LT,

KRERIZCEB T, WTNOBEERICBEWTHLHEFEITGRO 5N T2D T,
TRV B VT & b AR O 5 & 7,000 ppm (4 : 1,060 mg/kg A/ H | #f
1,360 mg/kg (KE/H) THLHEEZEZLNT-, (B 34)

(3) 0 BB MEERER (1 X)

E— VR (—BEERES 4 DT 2 AW en (FK 0. 100, 300
KO 1,000 mg/kg K/ H) &E5I2X 5 90 HEHLAMEEMERBR N Eii Sz, F
7o, 51 HEN 18 B EGHOSEMZRILL T, ATFALT NI r—L
O MAEFYREDRIE Svle (MEREYEIRE TR/ ST A — 213K 2T B H)

6 FERERAT, IRIAA X OMRBFARIMRAE DI THOIL TR WA, BIEER T A KT A4 V&2 F 2L,
M FHIRAENTON TS Z &b FHIEEE L7z,
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£21 AFIT S TO—IILOMBHEYHEZH/NS A —4

B2 E B/ e ki3
(mg/kg IRTE/H) 100 300 1,000 100 300 1,000
m Crmax(ng/mL) 77.5 155 211 51.7 198 222
B AUC
1H 24 1,160 2,080 2,500 679 2,460 2,450
(hr * ng/mL)
N Cmax(ng/mL) 57.8 86.2 76.2 34.4 78.9 54.9
e AUC
13 i 24h 785 1,250 1,180 495 1,140 794
(hr * ng/mL)

AUCaoh : —HYU7- 0 02T FRE

ARERICBNT, WTFNOREHICB W T H 3R EITRBO LR - T-D T,
HERE M IMERE & b ARBR O fE R 1,000 mg/kg (KE/H Th D EEZ BT,
(MR 2. 35)

(4) 8 HEHBEESMEEEUEER (Sv )
Wistar Hannover 7 > & (—HEMERES 10 PT) 2 Wi (R4 : 0. 100,
300 % 8 1,000 mg/kg KT/ H . 6 BEEI/H) #2502 % % 28 H AV Fr R
BRDN TRt S uTz,
AKABRIZBEWNT, WITNORGHIZEWTHEHEEITR DO ONR N> T2D T,
MEFEME R IMERE & B ARBR O 5 & 1,000 mg/kg RE/H ThH 2D EE 2 bz,
(ZPE 2. 36)

(5) 90 HEHESMEEHE (REMA. Sv M)
Wistar Hannover 7 v ~ (—H#EERES 10 I8) 2 HW2IBEE (I A @ 0.
500, 1,000, 2,500 }O* 5,000 ppm : EHIRREERE TR 28 B) KHI2X D
90 A MM AME T MERER 2 S S A7z,

F28 90 HEEAMSEMEHER (KEMA v b)) OFHREERE

B G-HE 500 ppm 1,000 ppm | 2,500 ppm | 5,000 ppm
SR A E R | 36.0 72.4 182 363
(mg/kg KHE/H) | M 39.7 89.0 207 400

B GHETRO DIV EEITAIER 29 IR TV D,

2,500 ppm HGHEDOMET GGT HIMNNFE D H L7220y, HEIMORENENTH 5
ZEMDL, BMEEGICIDEHEETITIRWEEZ X b,

AFRBRIZ TN T, 1,000 ppm LA EF 53 0O #ERE T HRR R A Il e AR R % 7338
HNT=DOT, MM RIS b 500 ppm (7 : 36.0 mg/kg (REE/H ., 1 : 39.7
mg/kg AE/H) ThodrEEExbhiz, (&2, 37)

(FR IR A B iR AR R o5 AR ICBI LTl [14. )] 231
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F29 90 HEEIAMEMEHER (KEYA Sv b)) TROOIFEMR

B 5-0f JAi3 i
5,000 ppm - GGT H#hn - RE I N
- Alb b - fEAR R 51
o JIF# e f OV e BB - Ht, Hb 2 (* RBC J&/
o /INTRE R PR A R A 5 1 * Ret, Lym & WBC #31
- GGT #4/n
- Alb K O} A/G EbiED

2,500 ppm L. E - T.Chol £/

 /NEHL ORI A AE K 52

1,000 ppm LA E « FUR AR A B e R e R 58 - JHFHEs K OVE B &0
-+ R A B e e K
500 ppm TR L mIEPT L L

ST M RRAE BTV, BERGEORELEZ iz,
52192 500 ppm TIIMEH LA EZE TRV, BMIEREDEELZ 2 bz,
3. 1,000 ppm TIEHME LA EZEITR VD, BMIEREDOEELZ 2 bz,

11. BESUHERARRURESAMERR
(1) 1 FHEBESEESEER (1 X)

E— VR (—BEERES 4 PT) 2V 7 eufkn (FR 0. 100, 300
KTV 1,000 mg/kg R/ H) 52X D 1 ERIEMEFEERBR I S iz, 72,
Beh 1 HERO B2 BICKHEGREORE 28 L T, AF VT 77 a—oi
SEHREDNE Shvie (MR SEMBIRE TR/ ST A — X 13K 30 )

£30 AFIIT S TO—IILOMBHENENEFI/NT A —42

BB A BH#E yxi3 ik
(mg/kg K HHE/H) 100 300 1,000 100 300 1,000
Cmax(ng/mL) 55.6 129 147 50.3 112 166
&5 AUC
1H 2h 578 1,580 1,750 655 1,280 1,740
(hr * ng/mL)
Cmax(ng/mL) 28.5 49.4 159 81.0 60.4 85.6
&5 AUC
52 i 24h 456 786 2,290 964 946 1,250
(hr * ng/mL)

AUCoum : —HU7=V D2 HZTRE

1,000 mg/kg A8/ B #5HEDOIE TR L O L BRI, M CHF L B BN,
M T OB AT AR K ASEE 0 STz 28, AFath 2 /R 9 2 Mg A b5/
A — 5 DAL L OYR BRI AL 0580 B e o 7c Z e b | e 2 L T
bHEE XN,

ARRBRIZB VT, WTFNOBRERICB O THEEEBITRO SN2 2D T,
HEFE MR TMERE & b ARFRBR O & 1,000 me/kg (KE/H TH D EEZ BN,

(zH 2, 38)
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(2) 2 5HEYSE/BNAEHEER (S F)

Wistar Hannover 7 » b ([BPEEaMERE « —FEMERES 20 P, FENAUMERE « — B
MERES 50 PC) & AW =IREE (JFUA : 0. 2,000, 6,000 } O 20,000 ppm : “F#JkR
EEIEITER 31 ) &512 X5 2 FRMBMEFME D AMEDF GRS Ik S
Teo FTo. 54, 13, 26 L 52 I METEMERE D £ G- FEHERER 4 DL A4 BRI
LT, AFNT b7 7 a— v OimERRENHE e (AR B RE ) X
T A—ZTEK 32E8H)

&3 2FERIEBUESE/ ENAEHEGHER (S b)) OFHREERE

e RN ic 2,000 ppm 6,000 ppm 20,000 ppm
\ iz 101 301 1,060
12 MEEEMERE
A R AN i3 132 403 1,370
(mg/kg {KHE/A) k ) 2 2
glkg S SR iz 83.9 55 85
i3 112 339 1,190

£32 AFIIT LS TO-IILOMEFEDBEZ/NTA—42

- B 58 e It
BELH
(ppm) 2,000 6,000 | 20,000 | 2,000 6,000 | 20,000
Cmax(ng/mL) 34.4 129 156 138 320 260
A Cmin(ng/mL) 22.2 39.0 63.5 90.6 146 164
i
4 AUCza 668 1,630 2,280 2,710 4,990 4,830
(hr * ng/mL)
Cmax(ng/mL) 15.3 28.8 40.6 63.2 137 156
# 5 Cmin(ng/mL) 11.2 22.1 32.5 43.9 108 98.7
3
134 AUCzan 316 621 885 1,290 2,910 2,990
(hr * ng/mL)
Cmax(ng/mL) 14.8 23.6 36.1 96.3 144 146
&5 Cmin(ng/mL) 10.5 18.4 27.0 43.5 89.3 82.7
i
26 1 AUCzan 301 508 735 1,490 2,600 2,680
(hr * ng/mL)
Cmax(ng/mL) 28.6 25.2 43.9 64.7 142 231
A Cmin(ng/mL) 10.3 18.2 33.3 33.8 105 110
el
o2 M AUCza 379 529 902 1,270 2,890 3,700
(hr * ng/mL)

AUCoh : —H Y-V 02T ZTRE

iR RE T X0 FABEE ORI U 7= BEEMR 2 358D e o 7=,

20,000 ppm $& 57O ME TR LL B BN OVINEE R PERFRIARAE K 23388 S
7o, et 2 R4 5 MRA LR N T A — 5 OZA K OV BEAR AR 2928 (b 23
BOLNRENSTZ Enn, BWINEZETH D EE X LT, AR TRt
&UﬁigﬁMiU (ZPRER BN FE D Bz n3 . BIgIZ I TR B 28
BITRE O b2 & BEEMINTBMEFEERE TORFE O DILVR N AMERETIX
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RO BT, REBREMER DO 5T — X OFPHANTH 5 Z & [MuxEE K58
1.85g, HmT—# :1.37~2.17¢g (5akbr) . [LEE ; B5RE : 0.583 %,
T —4 :0.435~0.742% (5 #ABR) | . LIREHHEMOBREIIENTHDH Z &
NH, WS BRIERGIC L DB ETIIhneEE Lo,

20,000 ppm $& 510 M R bb B SN K OV T PRSI FRPE TR IR 03 38D
AT=D3, SRR L PR A ORE R, BN L 7 i IR 1 oo 7 2 7 )
EREICEDbDEEX DI, ZHUTHET v NFEDILEMTHDLZ b, Th
bDOFIEDOE D MIxT 2 mEFHERITENEB 2 5T,

ARBRIZB N T, WTNORERICBWTHEMEREIRRO SN0 T,
TR S TR & b ARER O s & 20,000 ppm (1 : 852 mg/kg K/ H | M :
1,190 mg/kg REH/H) ThHDH LB Z bz, BRAMETRO bR oTe, (B
FR 2. 39)

(3) 18 MAMELSAMERER (TVX)
ICR v 7 A (—HEMERER 51 L) 2 H\W - iRER (544 : 0, 700, 2,000 & TF 7,000 :
PEJRRREREILER 33 ) G2 L D 18 2 H RIZE M AMERER DN F ki S iz,

£33 18MARENAMRER (YVX) OFHREERE

B H-RE 700 ppm 2,000 ppm 7,000 ppm
R R AR Viia 82.2 225 820
(mg/kg A/ H) i3 103 291 1,010

iR X0 FAEBE ORI U - BEEMER X5 b e - 7=,

7,000 ppm £ 5-HE D TR K OB BEHEINARE O Sz, itz R
T A BRI RNRD Lo = e b | EISH AL THhDH EE XS
iz,

ARBRIZB N T, WTNOEGHICBWTHHEERETRD N0 T,
MR IMERE & b ARBR O i & 7,000 ppm (/2 : 820 mg/kg (KE/H ., M -
1,010 mg/kg RE/H) THD EEZ Oz, BRAMEITRD LN oTz, (B
M2, 40)
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12, AERESERR
(1) 2 HEEHER (Tv k)
Wistar Hannover 7 v & (—#EMERES- 24 DT) Z2 AW 72IREE (R4 : 0. 2,000,
6,000 } O 20,000 ppm : FEEMARERRILER 34 ) HHIC XD 2 VG
BRI N S Tz,

&34 2HAREHER (Sv b)) OFEHREFERE

e 58 2,000 ppm 6,000 ppm 20,000 ppm
i3 132 409 1,390
SRR AR B i3 154 480 1,540
(mg/kg {K5E/H) | HE 177 524 1,760
Fi A
i 5 187 551 1,870

20,000 ppm #5-HED P KON F1 B EMW) O e Tk & O BB RS b
ey, Mtk 2 R4 2 BAHAR PR LD RO bR Do T Z LB | IS
FlThHdHEBEZ LN,

ARBRICBNT, BlE R OREY & DT OB GEHCE W TH BT
BOLNRNo oD T, WMEMEEITHEY K RS & b ARRO &K & &
20,000 ppm (P / : 1,390 mg/kg RE/H, P M : 1,540 mg/kg (KE/H ., F1lf :
1,760 mg/kg (RKE/H, Filf : 1,870 mg/kg (AHEH/H) ThHHEEZ LN, ZhH
RRICKIT 2 BITRO b o7, (B2, 41)

(2) BESHER (Sy k)
Wistar Hannover 7 v & (—#£Mf 24 PL) O4LIR 6~19 HIZ9@HIFE D (IR
0. 250, 500 K& TX 1,000 mg/kg (RE/H | ¥ : 0.5%MC KEEK) #&5- LT, %
A TR N S X T,
ARBRIZBN T, WTNOBERGEIZENTH BRI O bR > 7D T,
MRV EIIRE K OR IR & b ARER O & 1,000 mg/kg KE/H TH D &
Ez N, BEEHIIERD bNehotz, (B2, 42)

(3) RESHHER (VUFX)

NZW 74 (—REME 24 PB) DOIEYRE 6~28 HIZHHEIRE D (K : 0, 100, 250
KON 750 mg/kg IRE/H . A 0 0.5%MC AKEHR) #5451 C, FEFEMERBRNE
i <7z,

F G TR DB AIEER 35 IR LTV 5D,

ARV T, 750 mg/kg R/ H & GHEOREM) CUE, BEFERD %N
BO B, BETIIODTNORGEICEB W T H 3R EITRO L NR - T2D T,
eI REN) T 250 mg/kg RE/H ., MG CARER O 5 H & 750 mg/kg &
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H/IATHL EEZX BN, AR bR Tz, (B2, 43)

&3 REBMER (VYF) TROONEUFR

B 57E REEN) IGIR
750 mg/kg A/ H - VEPEQL ], AR 25 H)2 750 mg/kg R/ H LI T
DBl T A wmIEAT R 72 L

- B R S

250 mg/kg (KHE/H LA T AT R L
a : ﬂﬁ%fﬂ&ﬁﬁiﬁw%ﬁﬁofwt T EMND . MEITEERDVICER LZFTR TH L EEZ LT,
CHEEHENN 20 g/HUUF (REEZFRTIHIENHREINTWBHETY OREIMEKICOWT, #at

E’Jﬁ EAEDGRO b,

1 3. EizEHHR
AFNT 7 7a— (JFUR) OMEZHWTEBIRZEARERAR, Ty =—X
INAAZ—ME MR (CHL/AU) %AWk Bk, v =— XA AR
Z — kAL (V79) & HWTC B a7 28R AR BB &k N~ U 2 & W o/ Mzl
INESY TRV g Wy
FERITIER 36 IRINTWNH EBYV ETREThHS T2 D, ATFALT T
0 —/WIBEFEE T VWL OB bRz, (B2, 44~47)

7« Matsuoka T, Mizoguchi Y, Serizawa K, Ishikura T, Mizuguchi H and Asano Y. Effects of stage
and degree of restricted feeding on pregnancy outcome in rabbits. The Journal of Toxicological

Sciences 2006; 31:169-175.
+ Cappon GD, Fleeman TL, Chapin RE, Hurtt ME. Effects of feed restriction during

organogenesis on embryo-fetal development in rabbit. Birth Defects Research (Part B) 2005;
74:424-430.
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*x 36 EFHARERSE (RiK)

R POE LB EE - & IS
Salmonella typhimurium |156~5,000 pg/~ L — k(+/-S9)
. (TA98 . TA100 . TA1535 .
RO L IREE TR et
SR Escherichia. coli
(WP2 uvrA £k)
F¥ A =—ANDAH — 020.0~60.0 pg/mL(-S9)
. e Jiti B S A (CHL/IU) 17.5~70.0 ug/mL(+S9)
n | R (6 WERRILER, 18 WER KA S B A () |
vitro| B ER T * ikataa =
a ©2.00~4.00 pg/mL(-S9)
(24 W ALPRZAE AR VERD
F XA =—ANDAH — 00.3~4.0 ug/mL(-S9)
i g | HRGHAAE(VT9) 3.9~62.0 ug/mL(+S9)
E;jf@i;;;k (Hprt 3&151) ©0.3~4.0 pg/mL(-S9) £
FEIRI 1.0~16.0 pg/mL(+S9)
(WFh 4 REFALER)
ICR ~ v A (EHAHAD) 500, 1,000 & T* 2,000 mg/kg A&
in ] (—FRERE 5 D) (500 & T* 1,000 mg/kg RS AE Hi
ivo /INEZ R [AI#E 1 4% 5 24 IF[ £ I FURHR AL, 2,000 | 21
mg/kg RE LG/ AR OB 5 24 &
O 48 % I BURHR

1) +/-89 : REFEMEALRAFAE T RUEAFAE T

B A (R, 158 OO HIR) DRI & A\ MR SEIE BB, T

A == AN LA Z —fili kM (CHL/AIU) Z2 AW 2 Qe R R HE R A OF v A =—
AN AL [ RMiE (V79) & W ToiE s 128828 Sl s 38 S vz,

RIIESTIIRENTWES B, &2TEETH T,

*x 31 EEEMHHARERBE (KBE/ 28D

(=M 2, 48~50)

iy OES LB IE - x5 & it
S. typhimurium 156~5,000 g/~ L — b (+/-S9)
rmyese | (TA98,TA100, TA1535,
ng@; TA1537 £) &
E. coli
(WP2 uvrA ££)
) Fy A =—ANLAZ— |(D325~T750 ug/mL(-S9)
n . fifih S i (CHL/IU) 9250~650 pg/mL(+S9)
vitro | REIk (6 HERALEE | 18 WHRTEE S A A VERL) | [t
R FIH . FIIEF B EEAERD) | 2t
262.5~250 pg/mL(-S9)
(24 W ALFR % R AR L)
i e i | T XA ST ANAAL — |(D125~750 pg/mL(+/-59)
AELE i khmnaTo) @51.3~500 ug/mL(+/-89) an
SN [(Hpre s T (s 4 FERTLER)

1E) +-S9 : RENEMALRAAE F R OEFE T
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14. ZOfDER
(1) WELEEEMRZAVASEEER
AFNT R T Ta—v (JRR) ONEMHEFREL BT 570, v~ U A REH
S (Balb/3T3 A31) DRI AT NT FT 7 m—/L% 0.0781~10 pg/mL
OHETHIML, ¥t/ 7700 OLME : 1.67 mW/em?2) % 50 43 fEIFRST L
T, tE BRI S vz,
SEYEEA  (Mean Photo Effect) 725 0.1 K Ch o722 Lnn . AR
TIZBWTAF AT F T 7T — It mEerdg L ene B2 b, (B2,
51)

(2) K& A OBKIR A MR X F RS EER
R A ZH\\ =7 v b 90 H L EMEEMERER[10. (B) 1ickuv\ T, 1,000
ppm LA EPEGREOMEMECHURAR A AN KNG iz 2 &b AR R
BRSNS X Tz,

@ CAREMHILERBREFRER (/n vitro)

Rt A 12 L% CAR EMHALIER 254 5720, 7> h CARBEL T T 2 3
RXiZzr he— 7T A REWNCAR A7 A K& SD 7 v b () #)
REBEFMICEAL T, VA= —8BIET7 v/ GHEREE 0.1~100
umol/L) ZEhE S 7z, BEtExtiRE LT PB MW LT,

CAR 7 F =X MEMIEFE 38 IT/RENTWD,

WO KN Z BN T H MR EE TR O bR o7,

ARFABRIZBNT, R A L7 v MFaIZE W T CARIEHEILIER 269 %
ZENEDLN, TOERIEIPB kit EZ ENT-, (B 54)
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=38 CAR7I=X L&EMHE (%)
PERWE R (umol/L) aryhkr—FIFTRAIR CAR¥HL 7T AI R

0.1 123+23 82+14

0.3 119+36 90+12

1 132+12 15722

R A 3 152+50 277+81"
10 139+15 373+110"

30 150+31 407+ 45"

100 191+ 30" 405+ 78"

1 103+19 104+18

3 116+7 130+6

10 125+16 169+43

PB 30 115+5 381+69"
100 122+15 678+91

300 110+18 802+26"

1,000 138+32 967 +83"

) EFHRETIE, W (DMSO) % 100 & L7=FEO I (n=3) EAZHE(R =
*: p<0.05 (Dunnet & E X% Steel #7E)

@ HEMRHBRFERSHER (/1 vitro)

R A\ X2 HFEEMRETEEREF S 2 MmErd 5729, Wistar Hannover 7 >
N MBS RIS A & 0.3~100 pmol/L OHETHRIML T,
CYP2B1/2 } 1 UDPGT mRNA FEEIZHOWTHIE Sz, B e LT PB
ANYZEMANSY g Wy el

JHFSEP AR SE D mRNA FBUENTHE RIIER 39 IR EN TV 5D,

3 umol/L PA_FALHX (23 T CYP2B1/2 mRNA K& O UGT2B1 mRNA D FEH,
HIMREH b, (M 55)

& 39 RFEWMAHEER O nRNA RIRFEEFTHER

PERYE & £ (umol/L) CYP2B1/2 UGT1A6 UGT2B1
0.3 92+10 93+6 98+7
1 231+48 102+6 134+8
i} 1,990+ 374" 104+1 210+22
e A 10 4,740+1,060" 89+8 321+38*
30 4,700+ 1,150 79+9* 515+101*
100 3,670+941* 66+8* 698+ 168"
PB 1,000 9,290+ 2,680™ 135+12" 431+64*

) FZRETIE, WEBEIR (DMSO) % 100 & L7ZBFOERIfE (n=3) = AEuefF
*: p<0.05. **:p<0.01 (Dunnet & X% Student # i)
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® HRIERRLAFHF—EFHEBTRIARAER (/n vitro)

Rt A ICK BRIV A X X —BIEHILELZ R 5729, Wistar
Hannovar 7 v b () OHFIRIR I 7 1 Y — AE IS A % 0.001~300 pmol
OHAETHEIML T, FARIPRA-ILV A X X — BRI OWTRIE Sz, BExHE
& LTPTU AW B,

HURBRA~ L A2 o & —BIETEIT R 40 (TR S TV %,

WTHNOHEICEBWN TS G A I L2 FRBEA~ VA% 2 7 —BIEMERE I
RO T-, (B 56)

&40 FRBERILAFOH—EFHE %)

£ (umol) K A PTU

0.001 11017 101+t9
0.003 99.9+3.1 97.5+£10.8

0.01 100*6 10612
0.03 105+t15 95.0£9.6
0.1 112+19 79.8£4.5
0.3 11121 57.1*£2.6
1 104+14 34.9+1.9

3 99.7+13.9 24.9+2.3
10 99.9+13.8 19.8+1.6
30 1077 17.4+2.4
100 102+9 15.9+2.8
300 98.8+12.0 12.5+0.8

1) P, WA (DMSO) % 100 & L7zl FfE (n=3) +iRHERZAE

<M A ORI A B AR AR K e Rl E & o >
Rt A 2R\ v b0 90 H R HEAEFMERBR[10. (5) 1 TERD L Lk
%%%ﬁ@%k@%%fﬁ A LZHOWT, UGT1A6 mRNA OFRBIZAHT A
DEITFRD IR Do T2 T & 0 b 72 w35 Do 725 CAR &M
1kl i.bt%%ﬁﬁ%ﬁm% X0 FURIRAR LT ORBEHTHEIC X DEEK
TEREIUHED X HTT 4 77 40— KNy 712X 5 FTEED SO TSH D530
HIML, FRRIEARI SN ISR D AREMNH S L E 2 bz,
FARIRAL A % U 2 —BIEHE I EIIRO 2o 2 & R A I &
LR~ OEERZEO FREMEIEW & B 2 bz,
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. BMm@EEiT(d

SHIFTTEREAWT, BE (2T LT b7 7 a—/v ) ORdREEAN
% Fihm L=,

UC TR LIZATF AT v T 7 a— DT v k& AW EENEGRBR O R,
AR DR 5 % OWINRIT D72 & 86.6% & FH S, FEREEEREE T, =
TE R e, IFiE A OV i C i < . GO RRIL IR 24 LTIz Rt

ST, FEASE LT, RPTIEREY G, L%, #BHTIERE(ILDOAF LT b
Z7 7= OMEM G, H, L, T2, IR I3RS H 707 o U AR,
G. VENGRD bivle, g, gk O ES CIERZIEDO A F LT v T T r—)L
DIEH, R G, H, K XYL 23538 b7z,

UC TR LTEAT AT N7 7 a— L OEEEY) (PXEO=U NU) ZHW:
RPNEMRBRORER, WIFIICENTH AEHICKIT 2 EER S & L TRELD 2
FNT FT77Fa—1DiED, 10%TRR Z#E 2 5R#EWE L TG LK H RRED LI
77,

UC THEGR L= AT AT 77 m— L& AW RNEGRBR O R, EEK
e LTREBIED AF LT T 7T a—LDiEN 10%TRR #2283 & LT A,
E (Jaakz&gte) . HZ v a—2 @A K00 B i,

AFNT 77— AN A, E. F XOH Z200rxtg4b 6% & L=k
MFERRRBOER, AF LT F T 7o — it NCRE A, E. F X OVH O K5
Bk, % GiZk) o 21.1, 0.26, 0.06, 0.04 % 0*0.05 mg/kg TH -7,

AFNT R 7 7 a— A ONCREY G KOV H 2ofrtgfbam e Licv v =M
W B EEMFRE R ORGSR, 3 me/kg fBHE G TIX, WL OREHZBWTH A
FNT b7 7 a— A ONAREHY G RO H I3E BRI AR CTH - 7=,

BIEHMREBAERND AT LT NI a— G L 58T B (7
TX) ORITERD BTz, MM, ENAME, BIHREICA T D, [
WEEEEITRO LR o T2,

T PR PN Gy ik B & OB PEEN ) 2 WO T RN TEMRBR OFE . 10%TRR %8 %
LR E LT, MM TA, E 5K EET) HZ AV a—XmE5K KRN0, &
PEEII O A BET G LOVH D b7, fE G KO H X7 v MZBWTEED
Hiv, K A, EXOO X7 v MZBW TR Loz, G A 1Izon
T, EMERERRICE T 2 BEITEBLAEY & TR | Y EOERE TRV &
Ezbhiz, o, A 27 v b0 90 HHEEEMERMERER [10. (5)]
23T DR RIX I TR O b v, BUbaME Ao KB & 53R TR
DONTEFTREFKRTH D Z &, KOEHAERGIE TR b MO T5H
ZEMDS, FEICOWTEBROBRSITRWEEZ O, Rt E EKEET)
IXF B DR 22 0 15D EALIZB WV TO R 10%TRR 2B 2 TR b, EMiEE
REBRICB W TEE ORI O HICHt S5 BEEY TORBMEITN T L E &R

(0.01 mg/kg) K TH -7, NEW O ITEDIRNIEMRER IR 2B EITIK
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o7z (0.009 mg/kg LAT) o LLEDZ &Exne, BEEY., SEW R OERMNED O R

$ﬁﬁ%% Ex ATFNT N7 7a—v (BULEWMDOR) LRE LT,

BRI BIT 2\ RS IR 42 1 TRENTWS

ﬁz%ﬁééééﬁ%‘%ﬁmﬁé %, &akbicf %m‘_ﬁ%@%@ 2 B/ ME
U Y& W R AEFEMRBR O 250 mg/kg KE/H TH-o7-Z &b, ZHERIIL
& LT, BB 100 T L7 2.5 me/kg AHE/H % — HERGAE (ADI) L%
E LT,

Flo, ATFAT NI T a— VOBEBERAOKGEICI VAT L RHREEO H 5 mEY
BITRO DN oTzZ Enn, 2 AE (ARMD) IR ET HILENR RN E
T L7z,

ADI 2.5 mg/kg IKE/H
(ADI 3% EARMLE £}) A TR
(B F) yAUES
(1) 1 6~28 H
(B 5-J51%) SR
(M e &) 250 mg/kg A/ H
(‘ZefRE) 100

ARfD REDOMLER L
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x4 BFHRRICBTHESUESF

Kb &

e

/R

BAIRR | SR (oig (/) | (mgfke (5/B) | (me/ke (/) R
7w b 0. 2,000, 6,000, | : 1,510 e — WERE - EEMERT R L
20,000 ppm i 2 1,720 B —
90 HfH
dat |0, 148, 438,
#=MERER | 1,510
M- 0, 169, 509,
1,720
0. 2,000, 6,000. | : 852 M — WERE - FEPERT R L
2 4£ff {20,000 ppm 2 1,190 W —
e CEBAMETRD B
IR A |0, 83.9, 255, 720N
PEOFS 852
ABR M0, 112, 339,
1,190
0. 2,000, 6,000, |P % : 1,390 P — BlEM
20,000 ppm P i : 1,540 P it : — MERE  BERT Re L
Fil : 1,760 FilfE . — WRE BT e L
P I#:0,132,409, |F1itf : 1,870 Fo i —
o it 1,390 (?%Z‘ﬁﬁ%&:ﬂa“é%%“
. P #ft: 0. 154, 480, IR B
1,540
Fi#f : 0. 177,
524, 1,760
Fi M : 0. 187,
551, 1,870
0,250,500, 1,000 | &4 : 1,000 |FFEM4) @ — REEh) : ERT R 72 L
Py gl 1,000 fale - — fe U2 - mEpT R L
nib%ﬁ ('T Tﬂ:/ ntu&) Ez/b
7200
<A 0. 1,500. 3,500. | % : 1,060 M — WERE - FEPERT R L
7,000 ppm i : 1,360 o —
90 HH
dfiavE |#E: 0, 216, 521,
PERER 1,060
M : 0, 299, 644,
1,360
0. 700, 2,000, | : 820 o — HERE « FEMEAT e L
7,000 ppm i - 1,010 B —
18 7> A [l FENAMETRD LN
SN | HE 0, 82.2, 225, 720N
AR 820

e 0. 103, 291,
1,010
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o Bt G MR e/ E "
e s (mg/kg AE/H) | (mg/kg KE/H) | (mg/kg (AHE/H) fis % v
A 0. 100, 250, 750 | E:E#) : 250 RE 750 FEW - i, e E
JGIR 750 FRIR - — Pk
A Fale - BRI RLZe L
(EHF B ITRD 5
720N
A X 90 HfH |0.100,300. 1,000 Hf : 1,000 M — BEE - EPERT R L
k=t 1 : 1,000 M —
14 |0.100, 300, 1,000 | : 1,000 I — WERE - EEMERT R L
T8 FEE M : 1,000 e —
NOAEL : 250
ADI SF : 100
ADI: 2.5
ADI 32 ERIE L AR i Task: -l

ADI : — H{EHGEFA &

— = /NENEIIRE TE o,
DB IR/ N EEE TR N EET RO E 2R L,
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<BIHE 1 AEW 53 SR I T >
AL i 3 b54

A 1SS7 1-(2-{[2-(4-chlorophenyl)-2,5-dihydro-5-oxo0-1 H-pyrazol-1-yl]
methyl}-3-methylphenyl)-1,4-dihydro-4-methyl-5 H-tetrazol-5-one

B $-9367-R1 1-12-[5-hydroxy-2-(3-hydroxy-1 H-pyrazol-1yl)benzyl]-3-
methylphenyl}-1,4-dihydro-4-methyl-5 H-tetrazol-5-one

C $-9367-R2 1-(2-{[3-hydroxy-1-(4-hydroxyphenyl)-1 H-pyrazol-4-yllmethyl}-3-
methylphenyl)-1,4-dihydro-4-methyl-5 H-tetrazol-5-one
1-methyl-4-13-methyl-2-[(1 H#-pyrazol-3-yloxy)methyllphenyl-1,4-

D de-ClPh-S-2367 dihydro-5H-tetrazol-5-one
1-[2-(methoxymethyl)-3-methylphenyl]-1,4-dihydro-4-methyl-5 H-

OHTM
tetrazol-5-one
CPOH 1-(4-chlorophenyl)-1 H-pyrazol-3-ol
2-{[1-(4-chlorophenyl)-1 H-pyrazole-3-ylloxymethyl}-3-(4-methyl-
3-COOH-S-2367 5-oxo- 4,5-dihydro-1H-tetrazol-1-yl)benzoic acid

1-[2-1[1-(4-chlorophenyl)-1 H-pyrazol-3-ylloxymethyl}-3-

H 3-CH:OH- 5-2367 (hydroxymethyl)phen}}:l]-1,4-diyhydro-4-§rfneth};l-5H§17:etrazol-5-one

I $-9367-R5 1-(2-1[1-(4-hydroxyphenyl)-1 H-pyrazol-3-ylloxymethyl}-3-
methylphenyl)-1,4-dihydro-4-methyl-5 H-tetrazol-5-one

J HPOH 1-(4-hydroxyphenyl)-1 H-pyrazol-3-ol
1-(2-1[1-(4-chlorophenyl)-1 H-pyrazol-3-ylloxymethyl}-3-

K N-des-Me- 5-2367 methylphenyl)-1,4-dih};dro-5l1}fitetrazols-f5-on}; Y

L N-des-Me-3- 1-[2-{[1-(4-chlorophenyl)-1 H-pyrazol-3-ylloxymethyl}-3-

CH:0H- S-2367 |(hydroxymethyl)phenyll-1,4-dihydro-5H-tetrazol-5-one

M $-9367-R6 1-(2-1[2-(4-hydroxyphenyl)-2,5-dihydro-5-oxo-1 H-pyrazol-1-yl]
methyl}-3-methylphenyl)-1,4-dihydro-4-methyl-5 H-tetrazol-5-one

N S-2367-R7 1-12-[5-chloro-2-(3-hydroxy-1H-pyrazol-1-yl)benzyl]-3-
methylphenyl}-1,4-dihydro-4-methyl-5 H-tetrazol-5-one2

0 OHTM-COOH 2-methyl-é?-(4-methyl-5-oxo-4,5-dihydro- 1 H-tetrazol-1-yl)
benzoic acid

Q 1-MT-lactic acid 2-hydr0)'(yl'3.'(4-methyl-5-0xo-4,5-dihydro-lfl-tetrazol'l'yl)
propanoic acid

R 1-MT-acetic acid |(4-methyl-5-oxo-4,5-dihydro-1H-tetrazol-1-yl)acetic acid

S 1-MT-alanine 3-(4-methyl-5-0x0-4,5-dihydro-1 H-tetrazol-1-yl)alanine

T Met-B AF VT kT T a— LD KEEE

U Met-C AFIVT N T T a— VO A FIVKEEILIR

\ Met-E ATFNT 8T T a—)LOKBIED 7V 7 v AR
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<HIHE 2 FRATE SE IS FR >

&R A PR
AIG ke TNT IV a7l b
ai & (active ingredient)
Alb TINT I
AUC FEN IR EE MR T A
BBCH Biologische Bundesanstalt Bundessortenamt and CHemical industry fi4%
iR DB S & KT
CAR THEMET v N 22 2B ERORFEE (constitutively active receptor)
Crmax e
Cmin HARTR A
DMSO VAFNANEF R
GOT y-ﬁ‘/w;? i/v}k?‘/x7:r_*7v—vk“‘ \
[=y- 7NV B IV KT ANTFHE—F (y-GTP) ]
Hb ~EZ ey (faFEE)
Ht ~~v 7 Uy ME [=iHmEEFE (PCV) |
LCso FHBOLIEE
LDso FHESEE
Lym U L REREL
MC AF e —A
PB T ) NVEHX—L (F YT L)
PHI BAMEHNDINEE TO I
PTU JulFAT T UL
RBC IR ERE
Ret AR IR M BK S
Ty T8 ]
TAR g () Jikdthe
T.Chol WMarx7o—L
Tmax I e o P B IR
TRR TR B U BE
UDPGT | DUV VUV Ia ) VTV RT 25—
WBC M 1 Bk EL
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<BIME 3 TEWFR R A BR R >

(ﬁ@?ﬁﬁb) ;ﬁt 1o o par | 27 e
7 R& w — =
[@;%gii] g_ (g ai/ha) fé) (H) ;;Z A Ea Fa He
% JL

0.09 <0.01 <0.01 <0.01 <0.01
3 | 007 | <0.01 | <0.01 | <0.01 | <0.01
7 | 005 | <0.01 | <0.01 | <0.01 | <0.01
> 712 | 006 | <0.01 | <001 | <0.01 | <001
21 | 004 | <0.01 | <0.01 | <0.01 | <0.01
28 | 0.03 | <0.01 | <0.01 | <0.01 | <0.01
1 | 0.02 | <0.01 | <0.01 | <0.01 | <0.01
<l 0.03 <0.01 <0.01 <0.01 <0.01
o 7 | 005 | <0.01 | <0.01 | <0.01 | <0.01
ﬁggﬂg; 3| B0 3 T 002 | <001 | <001 | <0.01 | <001
Fk 28 4 21 <0.01 <0.01 <0.01 <0.01 <0.01
28 | 0.02 | <0.01 | <0.01 | <0.01 | <0.01
1 | 0.02 | <0.01 | <0.01 | <0.01 | <0.01
0.02 | <0.01 | <0.01 | <0.01 | <0.01
7 0.01 <0.01 <0.01 <0.01 <0.01
> 14 | 002 | <001 | <001 | <0.01 | <001
21 | 0.04 | <0.01 | <0.01 | <0.01 | <0.01
28 0.04 <0.01 <0.01 <0.01 <0.01
1 | 172 | 001 | <0.01 | <0.01 | <0.01
3 | 1.26 | <0.01 | <0.01 | <0.01 | <0.01
3 1.50 | <0.01 | <0.01 | <0.01 | <0.01
DA 14 | 1.82 | <0.01 | <0.01 | <0.01 | <0.01
(2 ) o | 751gassc 21 | 193 | <0.01 | <0.01 | <0.01 | <0.01
PR 1 | 1.96 | 003 | <0.01 | <0.01 | <0.01
Tk 28 1.54 | 0.02 | <0.01 | <0.01 | <0.01
3 | 7 | 158 | 002 | <001 | <0.01 | <0.01
14 | 1.04 | 001 | <0.01 | <0.01 | <0.01
21 | 1.10 | 0.01 | <0.01 | <0.01 | <0.01
DA 1 2.72 <0.01 | <0.01 | <0.01 | <0.01
(3 Hh) 3 | 330 | 001 | <0.01 | <0.01 | <0.01
[Efgs*%] LTI T 0 er | 001 | <001 | <001 | <0.01
Tk 29 14 | 250 | 0.02 | <0.01 | <0.01 | <0.01

51




T/Ef@ % zﬁ u e R (mglkg)
(ﬁtﬁi%si%) E ﬁﬁﬁ i e |PHL| 205
[ﬁj\gggim ” (g ai/ha) (1) D A Ea Fa Ha
% I
21 1.96 0.04 <0.01 <0.01 <0.01
1 0.87 0.01 <0.01 <0.01 <0.01
3 1.06 0.01 <0.01 <0.01 <0.01
3 1.02 0.01 <0.01 <0.01 <0.01
14 0.82 <0.01 <0.01 <0.01 <0.01
21 0.77 <0.01 <0.01 <0.01 <0.01
1 2.34 0.02 <0.01 <0.01 <0.01
1.94 0.02 <0.01 <0.01 <0.01
3 7 1.36 0.01 <0.01 <0.01 <0.01
14 2.14 0.01 <0.01 <0.01 <0.01
21 1.28 <0.01 <0.01 <0.01 <0.01
1 1.78 <0.01 <0.01 <0.01 <0.01
3 2.35 0.02 <0.01 <0.01 <0.01
3 7 2.06 <0.01 <0.01 <0.01 <0.01
14 1.58 0.01 <0.01 <0.01 <0.01
21 1.34 <0.01 <0.01 <0.01 <0.01
1 1.54 0.01 <0.01 <0.01 <0.01
1.04 <0.01 <0.01 <0.01 <0.01
3 7 1.32 <0.01 <0.01 <0.01 <0.01
DAz 14 1.74 <0.01 <0.01 <0.01 <0.01
(% Hh) 21 | 1.61 | <0.01 | <0.01 | <0.01 | <0.01
[ﬂ%ﬁ%] 2 | To1~833% 171 | 0.03 | <0.01 | <0.01 | <0.01
PRk 28 4 3 1.50 0.02 <0.01 <0.01 <0.01
3 7 1.44 0.02 <0.01 <0.01 <0.01
14 0.73 <0.01 <0.01 <0.01 <0.01
21 0.91 0.01 <0.01 <0.01 <0.01
1" 242 2.73 0.26 0.09 0.05
3" 172 0.54 0.17 0.07 0.05
7 2 * 85.7 0.72 0.13 0.08 0.06
(%?iﬂf) 2 | 362~388SC 14 18.9 0.26 0.06 0.04 0.05
[reAt]
ok 28 4 21 | 0.71 0.03 | 0.01 | <0.01 | <0.01
9 1" 162 1.17 0.16 0.06 0.04
3" 96.6 0.70 0.11 0.07 0.04
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T/Ef@ % zﬁ u e R (mglkg)
(ﬁtﬁi%si%) E ﬁﬁﬁ% ” PHI | 2"
[ﬁj\gggim ” (g ai/ha) (1) D A Ea Fa Ha
iﬁ %
7" | 446 | 056 | 0.07 | 0.04 | 0.04
14 | 1.19 | 0.05 | <0.01 | <0.01 | <0.01
21 | 0.08 | <0.01 | <0.01 | <0.01 | <0.01
1 | 105 1.20 | 0.12 | 0.04 | 0.04
* | 746 | 078 | 0.10 | 0.03 | 0.04
2 | 7| 199 | 018 | 004 | 0.02 | 0.02
14 | 514 | 0.10 | 0.03 | 0.01 | 0.01
21 | 098 | 003 | 002 | <0.01 | <0.01
| 161 1.78 | 0.11 | 0.06 | 0.02
| 125 124 | 0.10 | 0.06 | 0.02
2 | 7| 590 | 046 | 0.06 | 006 | 0.03
e 14 | 211 | 022 | 0.03 | 0.04 | 0.02
(%%) i | s65~aa15c 21 | 824 | 008 | 0.02 | 002 | 0.01
D] 1 | 206 | 277 | 019 | 0.06 | 0.3
Fpk 29 4 3* | 174 2.00 | 0.18 | 0.08 | 0.05
2 | 689 | 0.80 | 0.10 | 0.05 | 0.02
14 | 857 | 0.10 | 0.03 | 0.02 | 0.02
21 | 0.18 | <0.01 | 0.01 | <0.01 | <0.01
1 | 148 1.34 | 0.12 | 0.06 | 0.06
3* | 133 1.04 | 012 | 0.11 | 0.10
2 | 7| 367 | 042 | 005 | 005 | 0.07
14 | 242 | 0.07 | 001 | <0.01 | 0.02
21 | 1.14 | 0.04 | <0.01 | <0.01 | 0.02
1* | 228 | 1.88 | 027 | 007 | 0.02
3* | 162 | 040 | 017 | 0.06 | 0.03
2 | 7| 778 | 054 | 0.13 | 0.06 | 0.04
" 14 | 203 | 0.18 | 0.05 | 0.04 | 0.02
b 21 | 0.09 | 002 | <0.01 | <0.01 | <0.01
[;;Tjjﬁ;] 2 | 362~388% 1* | 152 | 093 | 0.16 | <0.01 | <0.01
Fk 28 4F 3* | 104 | 052 | 012 | <0.01 | <0.01
2 | 7 | 451 | 043 | 0.07 | <0.01 | <0.01
14 | 014 | 0.04 | 001 | <0.01 | <0.01
21 <0.01 <0.01 <0.01 <0.01 <0.01
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P i (mgl/kg)

W :
(ﬁf‘ﬁ%ﬁﬁé) ?i o § PHI ; T’;
[ﬁ;ggziﬁ] ” (g ai/ha) (1) D A Ea Fa Ha
H %
1" | 145 0.86 0.12 0.03 0.02
3 | 10.4 0.52 0.09 0.02 0.02
2 | 7 | 338 0.12 0.04 0.02 0.02
14 | 0.78 0.06 0.02 | <0.01 | <0.01
21 | 0.16 0.02 0.01 | <0.01 | <0.01
1° | 141 1.36 0.13 0.05 0.01
3 | 102 0.84 0.12 0.04 0.01
2 * | 5.34 0.34 0.08 0.04 0.02
s 14 | 1.93 0.17 0.04 0.04 0.01
() 21 | 0.74 0.06 0.02 0.02 | <0.01
et |4 3654417 1 17.5 1.56 0.18 0.04 0.02
Pk 29 - 3 | 16.4 1.16 0.17 0.04 0.02
2 | 7 | 7.86 0.50 0.10 0.03 0.02
14 | 0.90 0.06 0.02 | <0.01 | <0.01
21 | 0.02 | <0.01 | <0.01 | <0.01 | <0.01
1* | 154 0.98 0.12 0.04 0.03
3 | 13.4 0.78 0.12 0.08 0.05
2 | 7 | 393 0.30 0.05 0.04 0.04
14 | 0.29 0.05 0.01 | <0.01 | <0.01
21 | 0.11 0.02 | <0.01 | <0.01 | <0.01

SC: 7ur 7 A
a: SR EE T,
« RO

cBTCDT—HNRE

© BRI E IR A & e T — ZS:qu ﬁ“éiﬁ/\

RIRARIEOB A1

T SME e S B (DT b EEE)
* IO IR (PHI) P, HIGE éhtﬁﬂ%jﬂﬁﬁ%@ﬂﬁ LTWa5HEE1

= ot
ANt

EIRFED )< 24T L“C.:E%JZ L7z,
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<k 4 - BEWIREREBRGRE (TY) >

AR UHBBPDEKREIE (ng/g)

A& 3 mg/kg fil Bt 9 mg/kg fiih 30 mg/kg fkt
g | ATV AF I AF I
v s T;Eyﬁ F L5 G H F N G H F G H
A~ u—)L a—) a—)
N B 5
Lt 1-98 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
5
14 A <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
RS AL L Y
98 B <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
< ~
EE; <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 %'(())11 <0.01 | <0.01
7V A ®h5 <0 61
<0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 ' <0.01 | <0.01
28 H 0.02
fh Al b <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
ik <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 0.01 <0.01 | <0.01
<0.01~ 0.02~
FEX it <0.01 | <0.01 | <0.01 | <0.01 <0.01 | <0.01 <0.01
L 0.01 0.03
B JE P |28-30 H
. <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
H
KMERE R <001 | <001 | <001 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
AN iIE ] <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
B 30 mg/kg fAlkl 30 mg/kg fAlkl 30 mg/kg fAlkl
- (R%E 3 H) WR3E 7 H) (K3 14 B)
A F I AT IVT AT IT
v VRV G H A4 G H N4 G H
7a—)L 02—/ 02—/
FLit 2 <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
A b <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
JF ik <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 0.01 <0.01 | <0.01
=l <0.01 | <0.01 | <0.01 | <0.01 <0.0 <0.01 | <0.01 | <0.01 | <0.01
5 JE B ARG <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
KiaRe s <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
£ e <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01

) BEWIR PO 3 BIOFHE, Wb ot gL e WAe 2 &
a: e GIR R OREIIR . 8 B ZEICE RS, W ORBHI B W TH EERAARGmM Th -7,
Do R M OVK RN O IR AUk
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<BIRE 5 : HECERE >

[E R /INEA~6 7%) R/ =g (65 Ll )
N 4 FEEAME | (A - 55.1kg) | (K : 16.5kg) | (A : 58.5kg) | (A : 56.1 k)
P (mg/ke)|  ff R fr R fr U ff R
(g/ )R | Qugl AB) | (g AN | (ug/ AR | (g/ B | (ug/ A | (gl ATB) | (gl AT HD
<AEw | 009 | 325 2.93 27.7 2.49 41.1 3.70 33.2 2.99
AT 3.30 | 24.2 79.9 30.9 102 18.8 62.0 32.4 107
pS 2.03 6.6 13.4 1.0 2.03 3.7 7.51 9.4 19.1
s 0.05 | 93.1 4.66 39.6 1.98 53.2 266 | 114.8 | 5.74
&t 101 108 75.9 135

- EEMORRBIIX, BFESNTWAEHARY - FEICL 2 AT AT N T 7 e — O KOFEHEFEHE
Bz AW Gk 3 &)
s FMEOERBMEICIE, AFLT b7 I a— O KRHEERRBMEEZ iz,
- GPEMIE. SRS L TR ENATEMICBIT A AF LT b T 70— OEREAEE LT, 3mgkg
(0.01 pgl/g) RiMiThHolzZ &b, BREOFFEIZHN

fEHE GRS T 52T — Z DNEEIRA

ot

[ff] : SERE 17~19 FEO RSB RSEE

H)

[ H

- EIEFE (B 52) ORSRICES < B R (g/ N/

- [R] 2o\ T, BRHEKOEZ =,
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1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

R AR MmIZ DWW T (PR 31 4 1 A 23 AN RAT @B A/ 0123 5

9 %)

BER T AFANT FT77a— EEAD) CERL304E T H 2 H) AL

FHRAS, —HAR

S-2367: Metabolism in Rats (GLP %}itz) . Envigo CRS Limited, 2017 4, #

INFR

S-2367: Metabolism in the Lactating Goat (GLP %})ix) . Envigo CRS Limited.,

2018 4, Rk

S-2367: Metabolism in Laying Hens (GLP %fii~) . Envigo CRS Limited, 2017

£, RAK

A Metabolism Study of [14C]S-2367 (3 Radiolabels) in Wheat (7riticum

aestivum) (GLP %j&7) . EGA-Laboratories-Hercules, 2018 4, KR/AF

A Metabolism Study of [14C]S-2367 (2 Radiolabels) in Soybean (Glycine max)
(GLP %})&5) . EAG-Laboratories-Hercules, 2018 45, R/AF

A Metabolism Study of [14C]S-2367 (2 Radiolabels) in Apples (Malus

domestica) (GLP %)) . EAG-Laboratories- Hercules, 2018 4F, R/AFE

Aerobic Soil Metabolism of [14C]S-2367 in Four Soils (GLP %t)&) .PTRL West,

2016 4, Rak

Photodegradation of [14C]S-2367 in/on Soil by Artificial Sunlight (GLP %}/i%) .

PTRL West, 2016 1, RKAxE

2751W: Soil Adsorption/Desorption of [14C]S-2367 in Five Soils by the Batch

Equilibrium Method (GLP %})&) . EAG-Laboratories-Hercules, 2017 4, &

NF

Hydrolysis of [14C]S-2367 at pH 4,7 and 9 (GLP xfii~) . PTRL West, 2015 4=,

RINF

Photodegradation of [14C]S-2367 in Sterilized pH 7 Buffer by Artificial

Sunlight (GLP %fit~) . EAG-Laboratories -Hercules, 2016 4, FR/AF

S-2367 40SC Al THEREAE R EREEEINEE 2 — TR AS

L 2017 4R RARK

S-2367 40SC Al IR —MRHEHTE A B AR B s a1

AL S, 2017 4, RO

S-2367 40SC Al THEFREERER  —AAEENEN B AR5 s IR R [

KALTFRR S, 2017 2, RAK

S-2367 40SC A HEFRREER REARRRSENITE R 2 —  EREBRBINIIERT, (E

AL S, 2017 4, RO

S-2367 40SC Th =\ {EWIREERER (GLP X&) . —fAHTEN B AR5

W, 2017 4, KRAFR
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20.
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22.

23.

24.

25.

26.

217.

28.

29.

30.

31.

32.

33.

34.

35.

36.

S-236740SC Y A Z 1EMFEEHER (GLP xhi&) . —MttRAEA B AKE B 1)

2. 2017 . RAE

S-236740SC W AT TEMEREERER (GLP xtii) . —fMAFENEN B AR B3 1

=, 2018 2, RAK

S-2367 40SC 7% 1EWRERER (GLP xit) . —MtERE A B A& 2

2017 F, RAFEK

S-2367 40SC 4 {EMFEERE (GLP xbik) . —MAEEAN B AR e

2018 &, RAFK

S-2367: Residue Transfer Study in Dairy Cows (GLP %f/i»). Envigo CRS

Limited, 2017 &, RAFK

[14C]S-2367-Flow-Through Bioconcentration and Metabolism Study with

Common Carp (Cyprinus carpio) (GLP %fii~). Smithers Viscient, 2016 4=,

RINF

Acute Oral Toxicity Study of S-2367 TG in Rats (GLP *)&) | EALFHAS

fh, 2015 4, Rk

Acute Dermal Toxicity Study of S-2367 TG in Rats (GLP *ti%) . {EA{bLZEER

Ath, 2015 4, RAE

Acute Inhalation Toxicity Study of S-2367 TG in Rats (GLP xti&) . AL

BRAUStE, 2015 4, RAE

Acute Oral Toxicity Study of ISS7 in Rats (GLP xt/%) . EAALFER S,

2017 F, Rz

S-2367 TG: Neurotoxicity Study by a Single Oral Administration to Han

Wistar Rats Followed by a 14 Day Observation Period (GLP %f)i:) . Envigo CRS

Limited, 2016 4, RAFK

Primary skin irritation test of S-2367 TG in rabbits (GLP %)) . fEA{LSRAEER

A&tk 2016 42, RAFK

Primary eye irritation test of S-2367 TG in rabbits (GLP xfity) . {EAA{LEZERE

Xath, 2016 4, RAFK

Skin sensitization test of S-2367 TG in guinea pigs (Maximization Test) (GLP

R) L AEAAEEFERAS AL, 2016 £, Rk

S-2367 TG: Toxicity Study by Dietary Administration to Han Wistar Rats for

13 Weeks (GLP %lits) . Envigo CRS Limited, 2017 £, RAF

S-2367: Toxicity Study by Dietary Administration to CD-1 Mice for 13 Weeks
(GLP %)) . Envigo CRS Limited, 2016 4, KA

S-2367 TG: Toxicity Study by Oral Capsule Administration to Beagle Dogs for

13 Weeks (GLP %lits) . Envigo CRS Limited, 2017 £, RAF
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