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C 3

IV ) URbER (72 EF9 1) (CAS No. 473798-59-3) (22T,
K FEABR AR % & O TR RS BTN 2 520 L 7=,

P AW TR BR AR L. B AN Em (T > b)) | EIERNER (589, X
AR Opfeda) | S=EdEe < B8 NEMIREE . At (T b)) .
fEtEEE (7 b, v AR X) | BHEN (T y FEROAT X) | BBAME (T
vy FERO~DR) | 2REH (T ) | BEREME (T NEOBUYR) | BiaE
PEEEDRBRAAE TH 5.,

KHEFERBERND, 72 BT I BRI L 2 BT, EIRE GEMEE) |
Fle (BRI, ATFAAAER) K OVHRRER (ARMAAERSE) (2580 bivle, BhHME
[ZDWT, HEMW) CRESE NG O A & i iz B TR ERIER OB L O3S K%
KBOEMBBO e, 7 v bOFAFBERBRIZB W T, BEMICHEEDR LI
THETHIBELE (RREITELR OB &ILE) KOEEER (HESME%E) 18l S
AT, U XTI IICREER 5O ZBITRD Lo 7o, Mkt R0 A%k
OB EEITRD N o T,

KRB CHONTEEEED O bR/MEIX., 7 v bEHWE 2 FEREBMEFEMEED
AIMEDFEFRBRD 12.7T mglkg (KE/H THo7=2Z 006, TNABILE LT, Z8f%
100 Tkr L 7= 0.12 mg/kg A/ H 2 — HEBEGETFAE (ADD) ELE LT,

[, N
i
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. MR RBRROME
. &

B Al

. AYMHZO—H4A

M4 7= 79I
Hi4, : fenpyrazamine (ISO %)

. %%

IUPAC
M4« &7V N=5-7T /23t Ka-2-4 Y7 at-3-4F% -4
(c PV VBT —-1-IIVRFF T — b
#i4, o Srallyl 5-amino-2,3-dihydro-2-isopropyl-3-0xo0-4-
(o-tolyl)pyrazole-1-carbothioate

CAS (No. 473798-59-3)
s §2-7m_-1-A =57 X /-2,3-V & Rr-2-(1- A F L= F/1)-4-
2 AFNT 2=)3AF V- 1HE T ) —)L-1-HVRF AT — |k
¥4, 1 S2-propen-1-yl 5-amino-2,3-dihydro-2-(1-methylethyl)-4-
(2-methylphenyl)-3-oxo-1 H-pyrazole-1-carbothioate

. HFR

C17H21N302S

O
C(&/Nk
TS

O

. BFE

331.43

. HEEX

7. FAROERE
T2 ETY I T, EREEMRAESHIC L VRSN T VY U RAAE A
THY, VEAMBII= LV IAT o —VASERRKEZET 2 L1280, FHEEO
fa - EEE DR & FRAER I T 2B Z R T, BIEREIEIZEED OFgkH
i Gl P~ b, 7. Ew o DE) BRI Tnid,
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I RLEHICHRLIABROME

BFEMABR[I. 1~411%, 7= BT I 07 == VKO RFEE 14C TH—IC
L7 b o (BLF lpheCl7 = B9 I ) L), ) KOET YV U ILED
bADRFEL UC T LIZb D (LT lpyr4Cl7 =BT Ir) v, )
ERAWTEmE N, 2720, BENEMREBRIC O TE, WO RHICH
BRENBOLNRNST2Z 205, [pyr-UCHESRIKDO A2 U=, HERERE
R OMEHIRIE 1L, FFICHT D DN WEE IR 7 = BT ClE L, R/
RIS TR K ORISR IR 1 ROV 2 [R STV b,

1. EMPARREREER
(1) IR
@ MmAREHRE

Wistar Hannover (GALAS)Z v ~ (—#EMERES 8 IT) (2, [pyr-14Cl7 =¥
TH¥ I % 3.06 mglkg A (LLF[1. (H@DNicks\WT MEHAZE] £vw)H, ) X
1% 300 mg/kg (RE (LLF[. TI2BWT IEHEl &), ) THEROKS L,
M REHERIZ OV TRFT S vz,

BB ST A —Z 3R LITREN TV 5,

MR K OVILAE P RGBT BRSPS V3L L s 0 | il i vp oo 14C Bl F B
EBHIT LITEN > T, MM OIIIED Crax TR ERE TS 1 FE%, A&
BECIE 6 REZIZFER D DAL, T (HMEAERHIC NS A ERE TR L% 6 S L
7o EHERED AUC IHEHARRED 150~170 (5T 0 . & R CHE BN
—ERERI L TS T ENRIB I N, KN T A —FITH B MEZEITRD i)
STz, (BH2)

x1 EMHEFH/NTA—4

Feh (mglkg ) 3.06 300

PERI] i3 i3 i3 i3

Tomax (hr) 1 1 6 6
Crax (ug/g) 1.5 2.0 68.4 52.1
iR Tz (hr) 534 FH 2.66 2.43 15.1 14.0
Tue (he)TH A 107 56.8 79.2 100
AUCotan(ug * hr/g) 13.4 13.1 2250 1990

Tmax (hr) 1 1 6 6
Crax (ug/g) 1.5 1.7 65.2 45.0
1fn Tz (hr) 534 FH 2.76 2.55 16.6 14.6
Tue (he)TH JAH 75.3 55.7 73.4 100
AUCota(ug * hr/g) 14.5 12.6 2330 1900
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Q@ Rk

Rt R OEEERER [1. (3) OV @) 11cB W T, BRI 80% L L TH Y |
FEPIZBWTIREINIE LA L ThHo T EPICBIT2 7 =2 B H I ok
MRFREED 0.2~4.3% TH-o7=Z &b, WINEIT, 100% 057 =BT
I OFEPYMEEARC T, Dt 0% THDLZ LRI, (B
& 3)

(2) #°f
@ HEES

Wistar 7 v & (—#EHEMEL 3 8) 12, [pyr-14Cl7 = BT % I % 3 mgl/kg
HE CITH @Q~@licknT MEAZE) Lvwo, ) XdEAE CTHERR D&
B U, RPN sBR s 320 X iz,

T AR M ORI C 36 1T D U REIR IR 2 IT RSN TV D,

I EECTH 0 KBRS T D40, MR O ERO i FEEIL, 5
1R ISR EEICE L, Z 0% LT &5 12 R I IR EHED 11~16%
Lot MILE. BIBLONFEEGTIE e A S OM DL, #5 1 RFR%ICHK
EMEZ R L7eD B | RSN L, @M EFE T 13 & A & OflRk
TG 6 RIS R EMEZ s U, FRICTEBE . B e A OVFFI I B L At o
L0 E oA, 72 BRI ITED Lz,

PRI OFE R HEEGRER [1. () DB W THE b= 5 168 FEf# o #ifk H 7 &
AR, (KA BEREDOITIEL OVE T 0.04~0.05%TAR., fofHfkiL 0.01%TAR
UTTHY, mHEHICEONTHTELE T 0.03~0.04%TAR Tho7zZ &
ZrEDETH T, MFEGHEE BT, M AICB O THEITE O b o
. (B3, 4) [EBREE

x2 FEBBRUCHEBICESITIMEEERE (ug/2)

(ﬁi{%@ MR T 57 D B R 5 2
HANEW(@41.7), @57, /| KIBNEW(12.3), EHAE
NN EY(8.45), /IME6.10), | #9(7.76), HNAEY(3.38), B
I (3.27), AFNR(3.17). AiZ | 15(2.09), /INBENEY(1.83),
3 He | BR(L27) . B HE(1.26), M AE | KAE0.92). FH(0.689). ATl
(1.25) (0.546), B (0.482), /NI
(0.411), f#i(0.206), i~z R

(0.198), M#%(0.177)
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e
(mg/kg {AH)

P

Trmax 3 D

A TE R AL 2

ik

HNEY(46.3), H(25.4), /I
15(7.21), /NENEY(5.92),
i (3.64), B h(2.88), 1=
(2.61), FIEL(2.26), FElIFE
(1.68). 1MER(1.66). E15(1.48),
KI(1.45), 41 (1.44), Wl
(1.41), U > 35Hi(1.39), B
(1.33), Mii(1.33). EBNEY
(1.32), MA#(1.31)

KIGEWNEY6.30). EHENE
¥(5.33), BM#(2.31), /MEN
=9)(1.60), HHNEM(1.02),
KIE0.78), fFlE(0.67), /1N
(0.47). H(0.32), &lig0.27).
THEEAR(0.19), 4f(0.18), i
Bk(0.18). 1M#%(0.16)

300

HNAEM(4,310). H(2,280).
KEBHNAEW(1,600). EBNE
(1,270), BME(761), /MEN
w(526), /ME264), TR
(234), JENI(184), KEH(174).
BHE(73), U o Ei(162). F
(51 . T ik (140) . B
(118), HINZHR(105), #XEKL O
FRE(102), FENR(100), MER AR
(93.5). 1ML ER(90.2). 4:1f1.(85.6).
O (74.9) . Bfi(74.9), 1 4%
(71.1)

H(23.4), BNAE(16.8), &
1f.(6.0). M4%(6.0), MER(5.5),
FFig(5.2), A B e (5.1), H
W (4.4, #F K& L RE
(4.3), KIBNZE(4.0)

i

HNEW(8,850). EIHNAEY
(3,350). H(1,930). KIEHN%ZE
¥(815). BEM(596). /NMEHNE
W (445) . g N5 (168) . B %6
(155), /IE(154), KI5(144).
Frig(115), IR (111, BN

(106) . PR EL(105)., T (K
(88.2). Bi#(86.9). U o/ Hi

(86.7), #E M OFZFE(79.4),
W AR (67.7), 1MER(62.9), 1
7 (61.3), LK (9.2), 41
(58.6). Mili(57.3). IMn4E(55.2)

HNAEW(21.2), H(10.2), if
figi(4.3), 4=1.(3.2). MmER(3.0),
RO E2.9), KIGHNE
(2.8), 1ML4E(2.6)

U 3 mg/kg & G-HETIIIR L 1 FefEl#% . 300 mg/kg RE K G- Tl 5 6 el
2 3 mg/kg & GRETIEHK G 12 FFfH#. 300 mg/kg RER GHE Tl G 72 FFE %

@ RERS

Wistar 7 v & (—HEMERES 3 U0) (12, [pyr-H4Cl7 = B I VA RHET

1~14 HREIEROREG L, SN ARERDN I S 7z,
T Eflgas N OSEAR IR T 2 U REIREE 13 3 IS TV 5,

&AL DOMERICB W THEEEIZ 6~14 HREH G TREEA R L &S 5
KON 10 BRI Le, HIEE X OEONEY., ik, B gl Nz
i L2 33V T ERH A 1 T B D S BE N ZR D & U 7= 08 MBI T D Ji s BE 1 B 1 2K D o
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Too HEKLOBE DB RBIZEIRE CTh oo, 7 —VNORKOENRFE LT

b LEZ DI, 13&AEDMFKIZIBNT,

wibl Ol 1 B O/

FIREZ ARG 1 AZORETHRLIZME X3 FEUTTHY, 7= ETF
I VRO OREHOLREITR N &2 bz,

(ZH 5)

x3 FEBBRUHEBICES T IMEEERE (ug/2)

5 HE

R
H

i

e

6 H

S8 LS e
1 H%

HNAEY(2.59), H(1.90), K%
NEWA2D)., EBNEY
(1.01). ATNE(0.675). /INEENE
¥ (0.413) . # £ K O K&
(0.409) . E 15 (0.372), i 4
(0.319)

HANEW(2.11), H(1.23), s
(0.594), KIFNEW(0.542), B
BN AY(0.464) . NENEY
(0.277). 14%(0.260)

14 H

8 i
1 H%

HNAEWB.43). KIBENAEY
(2.49), ElENEWQ.45), H
(1.18), #E KO FE(1.09), T
li§(0.970), /NMEWNE(0.516),
5 15(0.469), 77— 71 22(0.387).
41f13%(0.369), 1LER(0.337), K
15(0.325), 1f4%(0.321)

HNAEWB.15). KIENEY
(1.82), ElNEM(1.26), #E
KO JE(1.07), H(0.945), Af
fig(0.728). /IMENEY(0.451).
H15(0.334), MEk(0.272). 4L
2(0.246) . B h#%(0.243), 1 HE
(0.236)

S EES
5 H#%

HNAEW(1.03), H(0.520), K
RN (0.468). SN EY
(0.431). #E M VHE(0.363).,
JF I (0.324) . /NIBE N R W)
(0.279). 71— 751 2(0.267). /N
(0.169), KH5(0.168)., A Ftift
(0.159) . & 15 (0.156) . I Bk
(0.145), 21 #%(0.143), Bk
(0.127). Mm#%(0.121)

HNAEWO.737). KENEWY
(0.472), EBNEW(0.405), H
(0.390), #¢FE KM OFJE(0.287).,
Jif & (0.275) . /NN B W
(0.206), HIRAR(0.166), 1 —H
2(0.160) . Afi (0.127) . If Ek
(0.121) . /A5 (0.120). B 15
(0.118), 21 #(0.116), &K
(0.113), 1Mm#%(0.107)

e e
10 H%

HNEY(0.399), #E K O &
(0.291). H(0.266)., B —H =%
(0.260)., Jh(0.148), F Pk AR
(0.097). MER(0.092). 4 ifik
(0.090), /INi5(0.080), AL Efifk
(0.072) . & fi& (0.070) . M
(0.066). /NFEHNZE(0.062), I
#£(0.061)

B K O fE(0.287). HINAY
(0.239) . H (0.130) . T Mk
(0.130), 71— # 2(0.103). HIk
Ji% (0.065) . Jiti (0.061) . /)5
(0.060), 41 i#%(0.049), I EK
(0.048) . 1= (0.045) . & B
(0.041) . & Ji& (0.040) . K 15
(0.037), A FH£(0.036), /M
NE(0.032), JFEL(0.030), M
W 1R(0.030), 1f5%(0.027)

(3) &

TR R OV R B (1. (4) D] T B L7 R R DL DN R ) AT LR |
[1. Q1 CHLALIIE, IR OBREE L LT, REAE - & RSB
Fhi Sz, FBRETE

PR B OFE P AEHMIE R 4, M PRI S OV i P A I35 5 IR ST %,

2 R, BERAE RV RWEEBEO R I—h AL WnS (LLFRIT) .

10
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JREOFEFOFEEREHY & LT, B BNl G EREOMETHRD Hiv, LY
ML SN, HETIZIB o7 L7 oo giid kbbb oni-, E & 18
REHTHY . HMBIBAK O VT v BIEAEERIEO L, 72, D XK
MEREORETSL <R bivz, mE, JFEL I IZBWTH FERFWIL B
Toholz, D bREOMSE, A& OBl CTEEAHY & L TR bvz ot
TIIPETH- T, BHERE SHERCRB A — I RRERETHY . 7
=BTV I R ORI LA © O Ui, BB SIS,
TRV AT 7 =)V VRO BEE. A FLEROKER L, BT —L
BROKIE L, A Y 7 a e VEORBER OWiEE XX 7 v o v BRI E 5iE1ET
bortEZLNT-, (B3, 4)

F4 RERUVEHOHREY (hTAR)

B8 e
(mehg k| #51| aorr | 257 E R
) FHI v
E Wifs#uA&14(30.7), D(17.9). B(6.2). E(4.3). B
JR D 0.1 7y Ui AaRQ.2), E Zvr a s iginais
(1.9).
e E(L7.BAO).E 717 o WA K0.9.D0.5).
5 #9 0.1 |E#fifgiuA170.3), C(0.2), B 7V o U EBiAIR
(0.1), KHlitti(2.8)
[ 0.1 | BB44). E AN K19.1), EO.8), E /L7 E
it ' R AREQ.T), D(1.5),
0 01 |BU16).EQ1.3).C0.2.E 717 r e £0.1),
' D(0.1), FKfhiH#(1.6)
B(37.5). E Wit &1£(12.4). B 7L 7 o U gis
R 2 <0.1 [|#(5.3), DA.7). E4.0), E 717 ook
e 2.5). C.7).
E(1.7). B1.6). E 717 v U igiaR0.2). E i
300 # 4.3 | A1R(<0.1), C(<0.1), FHH#(1.8)
mo | <o |B44D. EZLYEUERER13.4), EE.8). E
i ' Fifgo &148(3.1), D(2.3), C(0.6),
%9 39 E(1.3). B(0.6). E 77 v U Eiék0.2). E i
' fet & 14(0.2), AfhHP(1.2)

U e h1% 24 B O IR 2 Fehifk a8 FMIOIR Y Fehifk 48 e D3

x5 M, HFRERUBREBDLHY GTRR)

5 .
(mghg (K 51| Bpk | 2070 R
s 3

B(36.5). RFEIERH#HMRTSI1 4)(21.3). D(16.7).

bircal))
SR 28 Jeen. ke

11
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B(33.1). D(19.9). E(10.7), RIFE#H(RT42-44

R 15 paon. ces)

mpg | eq  |PGO0 . B@ED . R E A (RT42-44
' 52)(25.7), C(2.4), E(*)

| o4 B(82.6), E(11.7), C(<1), K[ EM#H ¥ RT31

7)(<1), D(**)

B(71.2), E(9.6), KFEMRHY(RT42-44 57)(8.5),

C(0.3). D(<0.04)

B(64.6), E(15.6), R[FEMRHM(RT42-44 53)(6.9),

C(0.7), D(**)

1 4% 2 3.5 |B(86.0), D(4.3), C(<1), E(*)

B(69.0). RFEERHMRT42-44 43)(6.5), D(3.3).,

E(1.0), €(0.6)

B(66.3). ARREA#H(RT42-44 57)(6.2). D(5.1),

C(<1). E()

14 2 4 B(88.3). E(2.9). C(2.3), D(*¥)

B(71.9), REERH(RT42-44 43)(10.3), C(<1),

D(<1), E(<1)

mgn| 40 D648 EG.6). RFERHRT42-44 5)(3.2),
C(2.0). D(**)

U b 1R ORE 2 Bh 6 BRI ORUE

*DICEHEEND *EICEEND

M|t D] 2.5

ik v 1.0

JITHik 2 10.6

& i 2 8.6

300

e JHFhik 2 9.7

(4) BEt

Wistar Hannover GALAS 7 v & (—H#flfE#ER 4 ) 12, [pyr-14Cl7 = &
T UEBRAEIEHE THERR QG LT R O PSR 23 550 <
iz,

e 5-1% 168 I O JR e O FEH PRI RITER 6 IR TV D,

B b5 LT B Re O EICRIT & < . BREGHEIZHE VT 90%LL ETh o7, Fi
BEDOHEMHITHSTH D . IR ERECTII B 51% 24 FFHILINIZ 90%TAR UL EAS
Pt = v, m A EREClI 5% 48 FFHILINIC 90%TAR UL EAgRt =7z, &
FHEMRRK TR TH Y | BEGHICBWTERGED 80%L L& Evl-, (&

i 3)
F6 #%51% 168 BFRIORRUVERHME (%TAR)

e b8 3mg/kg A HE 300 mg/kg A

PERI 1 i3 1k i
7 83.9 87.2 80.4 82.5
# 10.6 8.01 12.3 9.66
A 0.01 0.00 0.00 0.00
T — 7 A 0.84 0.76 1.09 0.45
N EILES 95.3 96.0 93.9 92.6

* 5% T2 BRI O IR iR SRR

12
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2. WEPEREGRER
(1) &ES
RENTHEE L7258 9 (WFE : Phoenix) (2, [phe-#Cl7 = EZ ¥ I X
Elpyr-14Cl7 = BT H I % 1 [BNZ-2 X4 0.75 kg ai/ha OMLELE T, RFEDO
FREVER T 14 HORIRT2EH, & 9%%&(}%@L*M>%%ﬂﬁ L7o, Befkan
14 BRI LGOS E D RER MBI DELY | &L 21 HZIZ
D D5 E I RERLOEL )~ | Hﬁ%b FE RPN TE kB 0N S0t < vz,
BB ORIRRE U E AT FR T2, 7= 7 IV RUMNEHIYRE &
IIFE 8 ITREN TV D
%%EPO)%’%‘%F%&% EID HIEETH- T2, WTHOREHZRB W TS,
88.9%TRR LA ENRT & b=k U AP ETICHFIEL., BERZOREICIEE I
3.2%TRR LA EASEEC X 0 i STz,
SERERDEICEBIT DR AL, EERALE & O FERY T 213580
IV o Tz, Ve R OVEEERIHYEBURE D FH R IE 7 = BT I
THO., 81L.0%LL LA HED-, G TIE B 2 1.0~8.0%TRR #&H Hil, D
5 C MEMNTRI ST, (BFE6)
1 BFEBEPOEKREMSTEES
[ e . f@ﬁ%ﬁﬂ
e a2 - eI VA H ) TR E ke
mg/kg | %TRR | mg/kg | %TRR | mg/kg | %TRR | mg/kg
[phe-14C] H | 203 | 93.7 | 1.15 5.3 | 0.206 | 1.0 21.6
A A e
i | 3 1 234 | 953 | 17.89 3.2 3.58 1.5 246
14 B# | [pyr-14C] w92l 147 | 936 | 0.790 | 5.0 | 0218 | 1.4 15.7
T ETY s
s # | 972 | 939 | 4.13 4.0 2.24 2.2 104
[phe-14C] B2 416 | 938 | 2.23 50 | 0502 | 1.1 44.3
Tz T e
Bt | o 3 298 | 92.7 | 18.3 5.7 5.09 1.6 321
21 H#% | [pyr-14C] w9z | 251 | 958 | 0.88 | 3.4 | 0.214 | 0.8 26.2
A e
s B 205 88.9 | 20.8 9.0 4.64 2.0 230
* o PEMIR. TR B OVl AR TR U RE D &
®8 BHHPOIIVESHIY, KEMBRUCDRE

e 25 #® | T ETHEI L B* c*

P 11 e Bt | mg/ke | %TRR | mg/keg | %TRR | mgke | %TRR
B [;’lff%] 5 5 ji; 20.5 94.9 0.219 1.0 0.140 0.6
ji”ﬁ Zg 1V % 224 91.3 11.9 4.8 0.615 0.3
% lpyr-Cl R g 88.2 0.773 4.9 0.051 0.3

TJxrETY | E

13
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I # | 955 92.2 2.79 2.7 | 0258 [ 03

lphe-Cl s 93.7 1.11 25 | 0.184 | 04
o | 7=rEI¥ | X
w5 T # | 260 81.0 25.7 80 | 0528 | 02
2L H  oyrCl R g 90.7 1.17 44 | 0063 | 02
f ZxrEIY | E

I # | 196 85.1 16.0 70 | 0790 | 0.3

* L YR OV 0 O BRI RE D T

(2) LAR

R 2 DHBOESEREEE L2 2 (W : Saladin) @ E#H 5, [phe-14C]
iZlpyr-14Cl 7 = B 7% 2 %% 0.85 kg ai/ha CTH 1 [B] B DA 21TV, &
DO 14 HRERRT 2\ (G 3 [\]) #ofi Uiz, BEEUA 14 BIZISE L & 2 &L
HEL . HEM RPN E AR RRER S S0 S A7z,

AREHR OFRE B RE S ATITER 9 12, BT = B Z I U R OMRGE O
BEILE 10 ITREN TV D,

WTNOIEFRIRIZB VT, 83.8%TRR LA D KBS L i Pz o & [
sz,

R A0 IAETRALE TZED 2 < RIAVEFIK T & O o O FERL 13
Tz EIYPFEILTHY, 80.6%TRR Ll L% HH7-, @ TIE B 28 8.7~
10.9%TRR 38 H AL, ZDI1EN C BMEMNTHRE ST, ERT)

£9 FHHPORBRSEED

a2 Veiirik (G EEilasY] Fh R TR B U RE*
mg/keg | %TRR | mg/kg | %TRR | mg/kg | %TRR mg/kg
[phe-14C]
7zt 10.2 83.8 1.68 13.8 0.286 2.4 12.1
T
[pyr-14C]
7zt 10.0 88.1 1.16 10.3 0.182 1.6 11.3
T

% BT Ve P K OB EF it RO RE O 2T

x&10 HAHPDTIVESHIL, KREYWBRUCDRE

— L B* C*
S mg/kg %TRR mg/kg | %TRR | mg/kg | %TRR
-14 N
lphe-1Cl =7 = > [ g o 82.1 1.05 87 | 0036 | 0.3
%I
140 7 =
lpyr-1Cl 7 = 2| g ) 80.6 124 | 109 | 0024 | 02
B4

* DR R O BERH D P RO RED 2 2t

14
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1 (3) %t=4a
2 BRSO 72727 (5FE : Coban Spring) 2. [phe-14C] XiX[pyr-14C] 7 =
3 VBT I A 2 0 HRR TR 2 [BIEAALEE L. HE AR PN E R 23 S i <
4 iz, 18 B OFRE X BBCH 27— LT 50 (FEHENZEIZ G- R BE TIFEAE) .
5 2EHIZ BBCH 27—/ C69 (BAEKT) IZESNT-, 1RH7=0 OULEE &
6 L. #1600 g ai/ha & 7z, AREKEIIOINHE L, 1B H QP 46 A& ICH BT
7 R (FMD) &, REHEIOINEX, 2 BB AAH 45 B ICERIR S HL. WA
8 AR 2N ST, BREUR . FEARGH & KT 0T, RS L FR 1 & ek
9 F LTI T, RITEH EEDLETHIT ST,
10 KRB OB BT RE A 133 1112, KRB O 7 = BT I U K OMREH
11 WOEEIIFR 12 IR ENTWD,
12 KEBFHA O FX Y FHBHZBWTIEZ 73.9%TRR UL F. kB o3BTl
13 87.6%TRR LI EAS & HICREVEFIRF ) G IR X7z, o0 O 5B it
14 BIXMENTH - 722, HIHFEEICIT 31.2~38.3%TRR 23 EfF L, EAE. K
15 KR 7T =RV AENT-EEZ BV,
16 FADAB L OERABIFOEHEK S E LT 72 BT I N 495~
17 67.2%TRR K v, i & LTB (7.8~10.8%TRR) KO ED C 23389
18 bivle, FErEEtoMEEF X, Bibka® (16.2~21.8%TRR) . B (1.9~
19 3.7%TRR) KkUOVDED C 3t ESnr-, (B 8)
20
21 =11 BHABEPOKEEMSEES T
Beii VLA ) Y I R L
IHERE | L e
i1 s | B oTR
g mg/kg | %TRR | mg/kg OR mg/kg | %TRR mg/kg
[phe-14
Cl7 = L
e | s | T 1.47 73.9 | 0.39 | 19.7 | 0.129 6.5 1.99
L:1j ARV
ot 46 | [pyr-14
A% | Cl7= | .
P EX0 | 1.03 787 | 0.21 | 15.9 | 0.070 5.3 1.31
I
[phe-14 | FEAHT
Cl7 = | & 2.26 | 90.7 | 0.173 | 6.8 | 0.060 2.4 2.50
Fi 2] ;;EZ T — — 0.016 | 68.9 | 0.007 | 31.2 0.023
WA 45 = ——
A | yrtt | BRI o gr6 | 0266 | 93 | 0087 | 30 2.87
C]7I +%%B . . . . . . .
VA=
P &7 — — 0.028 | 61.7 | 0.018 | 38.3 0.046
22— EEAL

23 F YR TR K O AE TR RE DO AR

15
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x12 FEMFOTIIVESYIL, KBEYMBRUCOERE

) . Tz TP I B* C*
XE‘ 7 Pii: ¢ Eit”:
RS | R A mg/kg | %TRR | mg/kg | %TRR | mgkg | %TRR
[phe-14C]
ek ZxE | HAY 1.22 61.1 0.185 9.3 ND ND
5 4G T
H % [pyr-14C]
T | HMY 0.877 67.2 0.102 7.8 0.006 0.5
FHI v
R
[phe-1C] Eiiﬁ 1.48 59.5 | 0.270 | 10.8 | 0.046 1.8
==A
Tz
T I
R 77 iy | 0005 | 21.8 | 0.001 | 3.7 0.001 4.0
WA 45
ik ; %;%%B 1.42 49.5 0.267 9.3 0.123 4.3
[pyr-14Cl | +2&3p
==nA
Tzt
7Yy FE7 0.007 16.2 0.001 1.9 0.001 1.6

> VT N OV BT P O RE D A T
ND : &

bk 2.()~@) &0, MRS 5 FEARHEISIT, T =27 7 =
NAINVIR=NVIEDOBBEC K% B D4R E Z UK BT Y — VB DKL UG
IZLD COERTHD LEEZEZ BN,

3. TEPERHER
(1) FRTIEPERGHKER
v MESEE CKE) % 25 £ 1CORRMAETT 18 AMT LA v ¥ an—1 3
. [phe4Cl7 = 7% 12 W lpyr-4Cl 7 = > B I v k1247 )
%) 0.840 mg/kg (FGHMI A EICAHY) &7 X5 ICHML, 25+1°C, W&
T 370 A v 3% 2 — b U CFRA HHE B Gt BRI S e,
IR LEEIT 3 1T 2 BT RE A M OV i 1336 13 I RS LT 5,
7T IR MITHEE L, LB 370 H# T 12.9~16.5%TAR 734%
F LT, 72, 0 & LT C 28, ALFL 370 H 1T 0.1~2.5%TAR @& H 7=,
FERMEMET L LTI 14C02 23385 B AL, JLBE 370 A 1412 8.2~15.7%TAR (T 3%
L7z, R OBGREIE. AABE 370 A1 52.2~58.2%TAR L 720, F &
LT7 2 UM%y (16.7~25.4%TAR) K O'7 /L REEMSY (16.0%~20.8%) |C
1FAE LT=,
7TV ORI EEICE T R GESVERYR) X, 62~

16
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63 H CThH ol

7T I VORI EEICBIT D 0MRKSIE, SRRV AT 7 =)L
FIVIR = VIED BB & Z ke 7 Y UV 4 fLOKBIBIZ L B C DA T
HY ., D%, ZEOWERSRE L, OIS EHICRHEAT 50, Tk
Iz COzicE CHbL NS EB 2 b, (R 9)

< O Ot b~ W DN =

—_
=)

11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34

® 13 HRMTEICE T DIMHESTERUESHEY (WTAR)

B “ﬁf mueatie | 2570 o
[phe-14C] 62 54.2 46.9 0.4
T BT 370 31.4 16.5 0.1
[pyr-14C] 62 55.5 45.8 5.2
T BT 370 32.9 12.9 2.5

(2) TIERELH AR

g GEE) o RIS, [phe-dCl7 = ¥ 79 2 v Xilpyr-14Cl 7 =
VETV I AN 84mgkg LD X DML .20+3°C ¢ 30 HIH.
Xt TN Ot  25.55~26.32 W/m2, JE&iPH : 300~400 nm) %

FRS U C s mhoe o AR 0s 52k S iz,

HEHR XAZ 35 1T B B RE /0 AT e OV fin 33k 1412,
PIHAIEE 15 IR EN TV D,

7 ETY I 0%, 30 BT 71.0~T2.1%TAR (2D L=, SEREXIZ
Bl D EESRYIT 14C02 THY . AL 30 H#IZ[phe-4CHEFRALLEEX Tl
2.9%TAR. [pyr-4CHEFRALILX Tl 7.5%TAR 2NB® Hilz, £7-. Witk
KIZBWTILL =D B KO C 3ttt sz,

HEEFE AT IR EE N L. 30 H&1C1E 11.5~12.9%TAR (Z#L7-, 30 H
BOT A SHEFEREND SRR T VAR, 7 I UL T S CESICIEIE
B =23 L TWD Z RS NTe, 7k, JSEIRSTIX & BIEaRE Lo KXt X T
FSHHE A R O R B I IE TR T > 72,

7T IO EEREICHK T SRS, FIL T RX= LAV T y
=V AR=VEORBEC LY BAERKL, BiIZEoice oy U IO 4 1o
KEALIZE Y CIZofRETz, TOMORKEE LT, 7= ETHFI NGO
B2 C DK O EDRFEENMY DERNRE 2 B, T XTOHEY
I R & 72 By, T CO TSNS EE X LT,

M8 13)

17
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x 14 ABERICEITIMEEI M RVODEY (hTAR)

MU B 2K 14 30

T A RE 84.5 80.7

fphe-14C] T ETHEIV 79.0 72.1
e S B 0.2 0.2
FIo C 0.6 0.7
THERR 11.2 12.9

CO: 1.3 2.9

TEERh R RE 79.3 75.1

fpyr-14C] Tz ETHEI 77.2 71.0
e S B 0.2 0.2
FIo C 0.7 1.2
TR 10.0 11.5

CO2 4.9 7.5

K15 2z VESHIUDMEEELE (B)

I I Nt B IX I s Fi X
[phe-“C]l 7 = v T H# I 80 60
[pyr-4Cl7 = 5 H I v 74 50

(3) TIREAHEHER
4 P OWE 1 EE A, R QEE) . BEW ] KO 1 EEOEN
T [ FEEL 6FE) 112, [phe®Cl7 = B I iR L T HiE
W 5 TR B S FE il S T,
Freundlich OW, 5125k Kads | % 4.27~9.36, AHERFE A HRIC LY HIE L7
FEARE Koe 13 112~731, PiEMRE Kdes |3 5.07~10.82, #HIEMEMRE Kdesoc
£ 133~954 TH-o7=, (&M 14)

4. KhEMGRRER
(1) hnksrfEslER

pH 4 (7 = UEefEfER) . pH 7 (U U ERAEETR) UXpH 9 (7 7 BRFEEIR)
DEAFFIZ, [phe-14C]l 7 = > BT I Xidlpyr-14Cl 7 = o BT I %25 1
mg/L & 722 X D ZHIN L TR oy figakBr s ki S 7=,

1 [EH OFRER CTlid pH 4 2O pH 7 O 2 50 CORE S~ T 5 HiFA %
a_X— ML fESR, pHA I2B W T 7 = v ESH I 3N SBRICEE Th - T~
25, pHT TITMHE 5 BT 10%LL B Siiz7-, 2 [BIH O ER2S, pH 7 O
FRMETR Tl 50, 60 KON T70 C. pH 9 OFEMEHE TiE 25, 40 K50 C THE 50
AA > a_—F LTEBI N,

pH7IZB T 57 = BT I V- EIL, 50 CTEE 50 H % I U 6E

18
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? 31.1~32.9%TAR, 60 CT 30 H#IZ 10.7~11.1%TAR, 70 CT 5 HH#IZ
25.0~25.6%TAR Th-7-, pH 9 B\ Tix, 256 CT 17 HHEIZ 32.1~
34.7%TAR. 40 ‘CT 72 B 13.4~14.4%TAR. 50 ‘CT 30 HFRii%1C 8.2
~9 5%TAR Thol=,
SIEMIE B THY ., KT pH 9. 50 CITBWTAH 30 FEfE# I
88.9%TAR AR U=, F72, BSKELE 7z C 23580 bz, WmifEikikoiE
% oy fRIEE D ZE TR HIVT | E TR DA RKIZ pH OEWIC L 5 21T
mu&b%hiﬁb:oto
FENMER ST T VB UK SFRIZ L AT B R LA LT 7 = L LR =L
EOBEECH Y . T v AR Lz B I3k s L CHIMZE TH 5
2, —ENIKBBIlbsns EE LN, (B 10)

(2) KepfisfEHER

W EW (pH 7.0) L OWEE B AK [RIRMIAK (E) | pH 6.9~7.2] IZ
[phe-14Cl7 = > 7% I Wklpyr-4Cl 7 = > 7 ¥ I % 1.0 mg/L T
L. WEFEERIL 25+1°CT 30 Hilx &/ I 7 Ot : 25.4 W/m?2,
W RA#iPH 0 300~400 nm) Z MU L, JWE HARKOEEIX 2522 CT 15 A fH
Xk U7 o7 CEE - 15.8 Wim2, JHE#iPH : 300~400 nm) % MRE& L
f7ktlﬂi‘é%ﬁ’%§ﬁ%ﬁ75i£ﬁ’@éﬂf:o

FRBOK IR T 2 0mIER 16 ITRENTWD

%A%%iB&UGT%otOEE\%KBi A==y =y
TNVR=NVIEORBEZ XD BOAERKTHY, —HFTFAHNRF OB
£ FAMERDO LN, 612, T{bEHOY T Y —LEROIEIC X A
X0 GREESMYE L TEKRT I DOEEZEZ DN, (B 11, 12)

F16 HBHBKPIZHITE58HY (%TAR)

ARBR K IR A RE TR VAL NER VN
SLERT% B L 0 7 30 0 4 15
AT 4.4 1.6 975 | 62.7 | 10.0
[phe-14C] | 7 F I~
AN B ND 61.7 7.4 0.3 7.1 7.3
THIv G ND 4.0 15.7 ND 5.8 19.7
F ND 4.8 6.3 ND 2.7 5.6
R ETY: 7.1 1.1 978 | 645 | 113
[pyr-14C] | 7 I~
AN B ND 63.8 9.5 ND 11.7 5.4
THIv G ND 2.6 17.7 ND 6.9 19.1
F ND 4.2 4.2 ND 1.7 4.8
ND : frHis 7
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5. TIEZEERER
KPR - BEf R5R) ROWHE - L (L) 2HnWC, 7= vI7¥I 0%
IHTRIGALE M & LT TR (Bl K OVERN) D EM IS iz, fRIER
17IRENTVWD, (BH15)

& 17 TIRERBHBRNAE

T BT
B i g -4
e (H)
HEAR g | K 1
. 2 melke L 19
) T . 1
15 e | K RE 30
AR 1,880 g ai/ha = RS - bl 4 a1

* A NRRBR CIIARMENL . [B15RABR Tid 50% /KA 3 S hv i,

6. EPFERBHER
(1) E%ERBHER

PR ORFEEZHNT, 7= ETF I ROMEHEY B 2 0Wr&(bai &
L7 B R R BR sy 3af S vtz FERIFHIK 3 I RS T\ 5,

7 ETY I OR R MEITEREEC 1 BRINHE LR A0 A (RED
TRO LIz 6.58mglkg, Y B O KRFERIEIXEEEAN 7 H &I L 7=
BN A (BB TERD BT 1.35 mglkg Tho7-, (B 16)

BG83 DIEMBEEABRO S EEZ AT, 7 I I v 2 BB lixs
e e LB R DEIRESN A HERIENR I8ITRINLTWND, ks,
AWEBINEOREIX, BEHFFICESIFEATENL, 720 BT HFI N
RO 2T RS T, T_XTOEWIHER S, T - JHEIC L 55%
B DOEWN 2L RN EDIED FIZ T 72,

K18 BRPLYERSINDI I VESHYI VOHTEERE

ESJERRIS ) AR (1~67%) I bt a5 L)
(fk#E :53.3kg) | (K& :158kg) | (KE:55.6kg) | (IKHE:54.2 kg)
B
(ug/ N F) 88.6 61.6 65.4 69.3

(2) &EMZRBHR
7= ETY I 50%KFEI A 750 g ai/ha T4 [H (7 AR LB L7 b~
MRS BRI BT BIED & L TSRO —~ o 2 W= 5% /B Rk

20
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BN S, £ ORI, RRIEDOSIIICENTT =2 ETF I RO
{KH% B IZE R (0.01 ppm KT8 0.008 ppm) Aili T -7z, (BH17)

7. — RSB
T2 ETFI DTy AW RN S S s, RERIEE 191
RENTWS, (BH 18)

& 19 —ARFEHER

R el E: B | g5
Bk D Fl A EUL7/E /4;% &% | (mg/kg A TE) (ke | mgglh|
KR )
LINEE - 200
U 40) H%fa\f;ggz}f wS‘\D L|oHE | RN 600 B ) Ve
Lo L 7 6 2.000 000 1 o0
s (I FRR ) ’
1 43 o R 4 SD 200
. JRIIEIE L 50k~ U | R 600 B Ve
R | e | 77 " | gs 2,000 2,000 | "
(SR )

T CMC-Na K as v b vz,
— R/MERRITSRE SR T,

8. AMEMHHER
(1) SHSHERER
TV ETYIVROREYBOT v b E AWM ERERBR N Ei S,
FERILE 20 ITREN TV D, (B 19~22)

x20 FESHHABRESE (RAEXRUKHY)

W | 5 BT “Eym%@ﬁf) B S U
Wistar (GALAS)
AR | 7w b >2,000 | EMR L UBET B L
It 3 PT
Wistar (GALAS)
JFAR 2354 7 v b >2.000 >2,000 | GERLUBETH]Z: L
HERES- 5 T
Wistar Hannover LCs0 (mg/L)
JEAR PN Z v bk SEAR N OFE Tl 78 L
MERES: 5 DT >4.84 >4.84
feam B | ggn | o Hamnover >500 | FERKOFECHIZ L
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it 5 Pt

(2) SAESHRER

Wistar 7 v b (—#EERES 10 ) 2 AW - EEsREGRE D (5% : 0, 80,
400 &Y 2,000 mg/kg IR, W 1 1% VAT A F L m— ZAKEKR) &
FAZ & 5 A s el s 35he S vz,

BREETHNL R Do 70, —BORAE, FEMZREEBIEE, BEaBlndk, INEE, WIR
[ 993 BRAR A S O A% 09 BRAE A - O R A _iob\‘fffﬁﬁiiﬁff&:Eﬁ“é EEZLR
HIERITFRD HZe o Tz,

2,000 mg/kg R E G- REO IECTH 5% 1 B R ES NI & OEEF £ b 23
ROLNTZ LD D, —EMEICBIT 2 MR R ITME T 400 mg/kg (K, HECA
%ﬁ%ﬁ@%ﬁﬁﬁ% 2 OOOmg/kg EEEEZ b, MREMEITRD bR oT,

(B 23) FHBRBEE

9. R - REIIXNY HHEHER VR EREMRER
NZW 7 426 2 Fu 72 AR M AR M OVB S RINEE 5liR 23 33 S v Tz, 2 Dl
Ry U XOMEEEIZ 3 LT I < BREEDREED GRS BT A, B E RN L7
oo lz, (B 24, 25)
Hartley E/VE v b % H\ 72 B RENE
B DRI EZ T2 LB b,

B (Maximization 1) 25 i S v,
(P4 26)

10. BERsEtHK
(1) 0 BREZHSHHRER (S H)
Wistar 7 > b (—FEMERES 12 U8) 2 V726 (5K 0, 300, 600, 1,000
KO 3,000 ppm : FERRAEREER 21 BR) 512X 25 90 B MHSMEEE
R IVAES TRy (Wt

#21 OBREEIMEMRER (v b)) OFESRKERE
e 8 300ppm 600 ppm 1,000 ppm | 3,000 ppm
SR A TE B B It 19.1 37.7 64.0 196
(mg/kg RE/H) | 20.5 42.0 68.6 207
B GHETRO DIV BT AIE&R 22 IS TV D,
AFBRITI VT, 3,000 ppm 2 5-FE DO HEMEI AR ININHI 58D BT DT,

MEFVERIT 1,000 ppm (M 64.0 mg/kg (AHE/H |

f 68.6 mg/kg AHE/H) Th D

EEZLNE, (B 27)
(ARFN D AT S OHAR AR~ DBz oW TiE, [14. (1) L OV Q2) 15 HR)




© 0 3 O Ot b~ W

10
11
12

13
14
15
16

2012/4/18 % 82 R REMRAERHRER

JxVESHI UEHMEE () ffEF8

#22 0 BEBIMEEEHER (S b)) TROONEFHERR

57 Ji3 il
3,000 ppm - RE BN - REE I N
- L B R ns - L B RN
o NI ROV T AR E R o NI ROV T AR E R
o FPRAR A B h pe e oK
1,000 ppm LA F BT R L BT R L

(2) 90 HEEAtEYEER (1 X)
E— 7 VR (—REMEES 4 T8) Wi 7 eafkn (5RIE 0. 25, 50 K&
150 mg/kg IAHE/H) 52X D 90 B RdE A dm BN 32 E S iz,
B GHETRD DI BEHEITRIER 28 IR TW 5,
ARFRBRIZIVN T, 50 mg/kg (RHE/ H £ G- HEORECHREIE NS, 1T/ N EF L
PERF AR R 358D B VT2 0 T, Wb I & b 25 mg/kg (KE/H CTH D &

EZz bz,

(=1 28)

#£23 90 BHEBEIAMEEEHR (/1 X) TROON-FMHEMRE

- RBC. Hb. Ht® % MCHC
B

- MCV #4/1

« MR M EREL S | HEIR AR i BR bb 4
hn®

- PLT #4940

- ALP #ahn 8

B 5Bk Vi3 i3
150 mg/kg A=/ H o JHFAf R M OV G BB N -RBC. Hb. Ht® ) ) MCHC
o 7INZEE R AR A AR Pk b
- MiEA AT T A Alb Y A/G | - MCV #50
Lt - ALP #4hn8
- JEKHTEE S
ik

50 mg/kg AE/H LA
1=

- ARENAD SO IR RN S

o /NTEHL O T R R AE K

25 mg/kg 1R E/H

mIEIT R L

mIEIT R L

SR EEERVREEITR E ZE L b7,

(3) 0 B ERMMESHEEER (S )

Wistar 7 v b (—HEMEMES 10 D) Z2 VW 72iRET (A

3 KEIERAHERL V)

LUTRL) .

23

0. 500, 1,200 &
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3,000 ppm : FHMAEEREILIE 24 2MR) #5125 % 90 A MM AMERE
PEERBR S FE i S A7z,

F24 90 ARBRMMEEEESAR (Sv b)) OFHREKERE

58 500 ppm 1,200 ppm 3,000 ppm
SRR TR B & HE 36.8 87.6 224
(mg/kg KE/H) | M 41.7 100 248

3,000 ppm £ GEEOMERET, REHMPAHIAFRD iz, —iER, FOB,
B IEEhE, M R, APREE X O R B 2 MR A ClImiR i B2 L D8
BIIRD LN o T,

ARFABRIZIBWN T, 3,000 ppm £ G-HEOHERE AT IS 3380 /=D T
MEFEVE B IMERE & 12 1,200 ppm  (HE 87.6 mg/kg K/ H . M 100 mg/kg K/
H) ThsbEEZONZ, MREEITRD N7, (B 29)

(4) 8 HEHEERMEREMEER (v )
SD 7 v b (—BEMERES 10 PE) &2 AW/ &5 (JRIA : 0. 100, 300 K& O¥
1,000 mg/kg RE/H) 12K % 28 HREHEAMER L BB 6l S 7=,
EREHCTEEFMNERO D 2B ELIT A Lo T2,
AR BT DRI, M & B ICARRER OB H & 1,000 mg/kg R/
HChobEEZLNEZ, (B 30)

11. BESERRRUELSAERR
(1) 1 ERHEESHRER (1 X)
E— 7R (—REMERESS 4 J8) AW T EAn (RIE 0. 5. 25 KON
100 mg/kg RE/H) #5112 X5 1 FEREM R RER ) £l <7,
100 mg/kg AH/ H & G5-HEOME CIRERD . (REIEINIMH] & OV ALP O
DO, FIFEOHETIL PLT O bivlc, WEHEFHImAIZ B\ T
L. 100 mg/kg R/ H B G-HEOE/ELZ /NE R DPEF IR R 2358 BTz,
ARV T, 100 mg/kg R/ H 58 OMERE CT/NEFOMEF IR K2
WO HNT-D T EEMREIIME T 25 mgkeRBE/H THHEEZ LN, (B
" 33)

vi

(2) 2 E£RHEESH/BIAVEGERER (Y )
Wistar 7 > b (F#E : —HBEMERES 50 VT, fr28E © —HEERES 20 IT) & v
72988 (JR{& : 0. 100, 300, 1,200 T 2,400 ppm : ‘F¥RMAEEEITE 25
ZH) 5T XD 2 FERIEBIERIERE S AMEOFERER FhE S iz,

24
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& 25 2FEREBUHEESE/ ENVAMFHFESHER (S ) OFHREERE

5B 100 ppm 300 ppm 1,200 ppm 2,400 ppm
SRR AR i 4.25 12.7 51.9 107
(mg/kg K/
H) ki3 5.29 15.6 63.6 130

B GHETRO DB AIEE&R 26 ITRSNTWD,

*FHREE & TQ@%?“C“?EE%V%EK# TRRO LN Eo IR GIZBE LTI
E%ﬁf#ﬁiﬁé‘ﬁﬂ L7 EEMER 21338 S o 7=, 1 300 ppm HEREICHB W T
P B AV /INEER D ERFHIE AR R O 72 3 AT IN T AT EE SN 2 £ > TV 7
WL DT b OFRER TIER & RMEREZE DS 0 W REN D | Bl & VT L 222
STz, ARERICEB VT, #EX 1,200 ppm L EOFGRECAFE RSN, #T
1,200 ppm Ll EOFGHITAREIEIMNINEZENRBO b0 T, Mgt iﬁkﬁf’é
& H12 300 ppm (K 12.7 mg/kg AH/H | M 15.6 mg/kg (AH/H) THHEEZ
BTz, BERAMEITRD LN hotz, (B 31)

(KA DS CHRBRA~DZBIC SOV TIE, [14. (1) XDV (Q2) 12HR)

& 26 2FMEEBESE/ ENAEHEHEER (S b)) TROONEEFERR

5B Jii3 i3
2,400 ppm - (REEHE NN o T M OSEE B BN, PRkt M
- TP, ALP #/1 LB &R, BRI 2
+ Cre Jd> + Glob #4n
- BEIAZEMES S | Z2 R b in i B + Cre J#/b

- FRRIRONEME A i@ RS S |« FRIRONEME 2 B Mg AR R 3
* NIEHL DR AT R IE KR

1,200 ppm LA | - s S & OVL B BN - RIS

E - Alb, GGT*#4in « TP, Alb, T.Chol ¥4/
o /INBE UMY S e A R

300 ppm LT | BMERT L2 L w72 L

1200ppm“(i7ﬁ ATV EEMERT R & F 2 bz,
A EEIT RV E iﬁﬁﬁ&%z%mt

(3) 18 MAMENAMRE (THR)
ICR v~ A (F#f . —HEMEKES 52 DT, frEfE - —FEERES 12 70) 2w
JREF (g : K0, 100, 1,500 K OF 3,000 ppm. M : J5i{& 0, 100, 2,000 KX
4,000 ppm, FEMRAEEBIREITER 27 2R) B5ICL D 18 20 H BIFRN AMERER
ANESS TRV g Wil

25
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£ 21 18HARENAMRER (YOX) OFHREERE

5B 100 ppm | 1,500 ppm | 2,000 ppm | 3,000 ppm | 4,000 ppm
EEIRAE TR | M 11.1 176 — 349 —
(mg/kg (KE/H) | 13.9 — 283 — 552
— ML

B GHETRD DB AIER 28 IS LTV

KPPREE L B ERECH T RICH BRI mw%mﬁ‘it FRAR B 512 B L C
FEABAFE BN U 7= ISR A IR b o 72,

AFRBRITEB VT, 3,000 ppm KEGREOIE TR KRS NRD S, METix
2,000 ppm 58 TR K ORI bN-D T, EHEEEIIMHET
1,500 ppm (176 mg/kg fK&E/H) . HT 100 ppm (13.9 mg/kg KE/H) ThH D
EEZ LN, BERAETRD DN oTz, (B 32)

& 28 18 MARMREMNAMRER (YOR) TREDOoN-FMEHRR

557 i3 i
4,000 ppm - RBC. Hb. Ht
SN =& (5 S VA ON= = cu 0= D) |
- JIFAHERE AE R
3,000 ppm - RBC i
- MCV. MCH #/n
- JF#ser M OV L B BN
o JIF AR AE K S
2,000 ppm + PR e K OVl BB AN
1,500 ppm 1,500 ppm LA FEfERT L 7e L
100 ppm mIEPT R e L

A BEEIRVREET AL EZ N,
/R A T

12, EERESEHER

(1) 2 HKEEHRER (Sv M)
Wistar 7 » b (—BEMERES 24 PT) % W 72REE (0. 400, 1,000 }%OF 3,000
ppm : FERAEIEITE 29 ZR) & 512K 5 2 HREGHRER ) i ST,

&29 2HAREBEHR (Sy b)) [TETH2FEHREFERE

B 5 400 ppm 1,000 ppm 3,000 ppm
. YA 27.4 68.6 213
SEY R AR R B Pt i3 32.0 79.9 237
(mg/kg KHE/H) . JAi3 31.6 80.5 256
Fu AR [ 34.5 85.2 266

26
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BB R TR DT BMERT AIZER 30 I RS TV D

AFARITIB T, 400 ppm &Efﬁi%&ﬁ@b%@fﬁfw@ﬁ&w@%ﬁ%w\ 1,000
ppm % 5-HEDOMET/NEEHFL ORI R E 2GR BTz O T, — @35
MEFE B T B ENM) O IE T 400 ppm A (P E : 27.4 mg/kg M@/ Ei Al FaHfE -
31.6 mg/kg KE/H ARNM) . MET 400 ppm (P M : 32.0 mg/kg (KE/H ., Fiff :
34.5 mg/kg (AFE/H) L&z b,

BHEREIZ 3 LTI, 3,000 ppm % 51 THEKIEEIA & DR D 25 PR 1% 8 K0
MRS LN &b, EEMEIT 1,000 ppm (P : 1 68.6 mg/kg KHE/H
Mt 79.9 me/kg (AHE/H . Fi : 4 80.5 mg/keg KE/H . M 85.2 mg/kg (AHEH/H) &
Zzbohlz, (B 34)

#30 2HAREHER (Sv b)) TROGN-FUEMRE

N ﬁIP\L%IFl ﬂ Fi. /uZFQ
B B fi i i
- REHINEE | - RS | - BEEET - BEEKT
- FURBR#ME S R OY| - BEF R T - JHAE s B S 0 | - JHER EE AN
b N - JTFhfaxt BN | - IRENE S| - BUIRBRAE R & O
- BRI | - BRI L =Y QONi K= L E SN
- BRI A il | - BRI A RaAmAa | JEPE - IBAE N el ok
3,000 ppm SEp AN T AR - FURRARaAE | AR ONEE
’ o /NFE LA HRE T AR JE BH 2%
JaAE R - BRI A R mAa | - BR R A il
- FUIR R A Fad i e AER W, JER
Bl AEIR - XA R A
&) b ERBEK
27| B (1E) #m
- fFEEE SN | - AFRREEE | - FRRIRCE) Mkt
o FURBRAE G R OY| « /NEH ORI AR | E RN
1,000 ppm b N R AE R - FRIR R RS L
Lk  ANE LM R /N R
R AR R AE R
- FOIR IR A Ras il e
JER
400 ppm LL| - JIF#fax & OVEE | 400 ppm #MEFT (400 ppm #MERT (400 ppm #EMET
E =N AL T RAYS AL
T2y B A () « INEERULERTRIIRAE S eS| i)
- JERH O H s () - IHE NS REGE (K, M)
i [3,000 ppm |+ FRRARAUES 5 VA REOR D KON A SR
%; AR Je N R (i, ) | 88
) - b B (e, )
1,000 ppm | - {KKE (K, HE) AKIRE (RS, )
LAk - oA o B R (e, )
400 ppm mIEIT R L AL I

SCRBEEITIRVAEEFT RS E 2 bz, 551,000 ppm THEZEITRVOEFMEATR EEZ BT,

§88§

: WERE A o TR,

27
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(2) RESHESER (Sv M)

Wistar 7~ b (—#f 22 JC) OEEIE 6~20 HIZ5R6RE D (R : 0, 30, 125
KO 500 mg/kg RE/H ., A 1%CMC KEiHR) #5 LT, FAEFMERBRNE
i <7z,

BB TR DB AIZER 31 ITRS TV D

500 mg/kg RE/H & GHEOREMIZ IV T, fﬁéﬂiﬂ/}\ R EE H M & OY

REEOABERBINNGEO bz, £z, 125 mgkg KH/ B &GO RFEMY
_;tob\f%J?i’JM@t%ﬁugrb:ﬁi KETH T,

500 mg/kg AH/HEGHOR L CREEBILEZ ~ T REOAERMKMENRD 5
h PRS2 12 330 TR VRS I R 2E K OV S LR OIS BB E O A B 7o N A3

RO LT, BHMATIX 500 mgkg (KREHE/H KRG THESDEAS, WESHIO
ﬂ%iﬁ-ﬁx IR EAGER, AT E AR E B A & OB kB FE R FREL S O HE N A3
RO T,

ARRBRIZIVN T, 125 mg/kg K5/ B UL EEGEEOREIMIZ U THREHE N
HIZE N ERO B AL, 500 mg/kg (KEHE/H EGHEOREY CHESBEENED DL
70T, HEMEREIIHNEIY T 30 mgkg (AE/H, REIY T 125 mg/kg (KE/H &
Bz, (B 35)

x 31 REBMHHER (Sv k) TEOoONFEHRR

B REENY) fia g
500 mg/kg A&/ H | - EEHEHD - (KA
Hia s BN S EFFEE, B EARROHN

< JHE DA H@@*/\Eﬁ@u%
FLE SUT R B, AlsaE
Roeagib., Mg ke FExt

iyl
125 mg/kg (RKE/H | - (REHINHH] 125 mg/kg RE/ H UL T s MR
Uk AL

30 mg/kg RE/H | TR L

(3) REEMHER (U F)

NZW v (—#ElE 24 JC) OFR 6~27 BIZHEHFED (FAK : 0, 30, 50
} Y 90 mg/kg RE/H . 1AM 1 1%CMC KIRiK) %5 LT, 3e4Ea MR 3
iz,

50 mg/kg A/ H M " 90 mg/kg (K E/H ﬁ@ﬁ@%ﬁ%ﬂ%ﬁﬂ%wﬂw&w i
WK D EEZLNDTWENZNEN., 1HILEDT FIZED wwto £7-. 2
B DOFEZB W TIAEBD LR8O bz, BRI 512 X 2 230
LIV o T,

AFRBRIZB T, 50 mglkg IREE/ B LA A% 5-8E CHiE & QMR B SN R 5

28
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. BEWICIIRENRD NRN-ToD T, BEEMEEIINEY T, 30 mgkg
{AH/H T\ ;ﬁb%‘(ﬂinﬂﬁ@ w90 mg/kg RHE/H TH D EER BN,
AEITRD b oTe, (B 36)

1 3. EEEHHR
7z E TP I VEROMEEZ AW EBIREARERRER, Fr A =— AL
— il ket (CHL/AIU) % W= in vitro YRR FHER, v 1 =— A
LA L —{flifa (V79) & ATz in vitro B2 R ~ 7 2 % F\\N 72 in vivo
IIMZRBR DN FEE S ATz,
fERIFR B2 IRSNTWND LB, TRTRIETH -T2, 7= BT I

3==N

BlmtEIsnbo e EX bz, (B} 37~40)

*x 32 EFEMHAREME (REIK)

R RIS PRI - &5 & i SR
in vitro Salmonella typhimurium
p (TA98,TA100, .
BTk ~ -~ -
BIRIEES | pA1535. TA1537 1) W156~-5,000 pegf7 Vb (H89) gy

7 R ©@156~5,000 pg/7" V-t (+-89) |

FEscherichia coli
(WP2 uvrA £F)

D105~135 pg/mL (-S9)
80~160 pg/mL (+S9)

B e =— AN — it
RAWRF T 1 Ao B AT ©22.5~90 pg/mL (-S9) =Yus

AR H ki fiE (CHL/IU) 40~160 pg/mlL (+59)
380~160 pug/mL (+S9)
D10~50 ug/mL (-S9)
BIGTZ2K | F XY A =— AL AX—HI | 12.5~100 pg/mL (+S9) -
ZRHEER |l (V79) ©@25~85 pg/mL (-S9) =
20~100 ug/mL (+S9)
in vivo D500~2,000 mg/kg 1A
(SRR 35
ICR « ]71 Py
MERE | CRBEI) o e ) A
(—BEf 5 C) 000 me/leg L
(SRR 5

(Fr 55 48 BRI BRI

1E) +-89 : RENEMACRAME TR UL T

K B OB 2 T AR IR 229828 SRR 23 Ik S 7z,
AREAERITR 3B I RESINTVDHERBVRETHY | BmiInrnbo B
bz, (ZH41)
* 33 ExEUHHBREE (KBYB)

R x5 PRIREE - &5 & i
in HIm928 | S. typhimurium D156~5,000 pg/mL(+/-S9) o
vitro | 255 | (TA98,TA100, ©@156~5,000 pg/mL(+/-S9) | =

29
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TA1535.TA1537 £)
FE. coli
(WP2 uvrA ¥§)

14. ZOMOKER
(1)Hﬂﬁ%ﬁﬁsﬁ%ﬁﬁﬁiﬁ%&vﬁﬁﬁ$»%>%ﬁtﬁ¢éﬁﬁ

Z v b 90 HEHEMEERER [10. (D] 2\ T/REES DI AR e Y
FUR R A MIEIER23F8O bl Z &b, %0)% = AL Ratd D720
Wistar 7 > & (—#E#E 10 PT) 12 3, 7 XU 14 H[HEEE (744 : 0, 2,400 ppm :
EEIRAEIREILR 34 22 H) &5 LU CIFMiaEmEm:, KRR HE L)
HRR B AR V| S ZE BN B3 2 RBR A3 520 & U7z,

x4 FHRKERE

g 3 HMI# 51 7 H B 14 HfE# 54
PEIR AR
(me/kg/ F) 217 223 217

WTNOERERICEW TS, JFHx KO BRI, /NIER LM AR,
K OVONEMED R AR A e _E Rl AR R 23 B s L7z,

FEAmAa ST 2 BrdU B2k O 3-I U 7285 5. 3 B [ e G- CHEME 7 23538
Do, 7T BMEGHL O 14 B B GHE T R IC AR EN RO BTz,
72, PROD #5fE L L7- CYP2B iEM: ) O Ty & 2'E & L 7= UDPGT {&MEIX
WTNOEGHIZEN TS, AEREEDNGED b,

M3E H O FARARBIE AR LE N2 DWW TIE, 3 LY 7 HEREREHZEBWT Ty &
Ty OFE LD AIRAMERPFBD LD & L bic, T XTOHKG5HT TSH
DOHIME R AFRD BTz,

U EDFERNG, 7 = 7% I 3O CYP2B X° UDPGT ##5E 4 5 &

2, TGN MIREE O Z 7632 &0 7z, MmO Ts LT Ty
DR TN TSH ORI, Zb DX, CARDEY 2 L—F —
ELTHLNTWA T = ) SV EX — L EHEUT 20 THhoT2, (SR 43)

(2) CYP2B1. UGT1A R UFUGT2B1 d mRNA RIREFEICEH 1T HZAZEAK CAR DFREI

B9 B5EE (in vitro) INESFIBEABE

7 ETY I KD CYP2B LU UDPGT {EHEDHEINIZ %9 % CAR DB
HIZHoOWT, 7 v bOPMREEEIFMIEIZE T 5 RNA T#E%2 A= in vitro T
DA 23 Ikt S Az,
EFITFARERCAR 7 v 7 X0 VI 7 = B9 I 0% 50 uM ALBE L
7o fE R IEH AL Tl CAR.CYP2B1, UDPGT 1A X% (X UDPGT 2B1 ® mRNA

30



© 00 3O O &~ W N

10

2012/4/18 % 82 ARXEMATEHRER Tz VESHIVFHEE () &8

FEHL RIS REED 4 f5, 3.6 5. 1.3 F&LV 30 fFI2¥mML7=, —J7. CAR / v
2 PRI, 7= BT U LY CYP2B1., UDPGT 1A KX
UDPGT 2B1 ® mRNA FEHEITW T HAEITIE T LT,

VLEDFER G, 7 v hOPREEEIFMIAICK TS 7 2 7% I iz X
>TA L% CYP2B1, UDPGT 1A X% X UDPGT 2B1 ® mRNA #Hi3%# %, CAR
EALTWDZENRBEEINT, 202 L, AFIOT ~ bFlEL OFIRIRETO
BHERBNCAR £V a2l —¥—L L THLNTWD Y =/ L EX — /LOIEH
BB 5 2 L AR T b0 L BEZ bRk, (B 43) |

[kKHEMZEZEE= A2 ]

- BERFHEIC CAR DD D HIZ O T, FHEIEOARE BT 5 & CAR 7217 T4 <
fthoOEN L7 % — (PXR) OEGHLHRETERWVETT, S0 iz s L, CAR DL %
FTIRTDITNEIT — DR EF A, o TZOETHE VR L 7= SCHEIC LARWIE D 2
IAYAPS mb\i‘ﬁ‘

31
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ﬁﬁméﬁtgﬂ%mwf%ﬁf7xyfﬁfiyj@ﬁ%@%%@&ﬁ% Jite
L7z,

UWC TR L7 = BT I 00T v baEAWT-ERNEMNRBR O R, &
ARG EINTT7 2 BT I OWRIERITD < &6 90%TAR TH Y Bt 5-1% 168
RF & T2 & A E ORURRE S et S vz, FEPEIREE IR CTh o 7=, lkes &
OAR TP 7 B O RE IR FE 1T Tax AF T TIZTHILE . TS OB g T - 72208, &%
IRFFIZ IR LU REE Dl i OSHAR~ O FRREIIFE O bz o 7o, REFOF
EREIE, BLXOZEDO T v v igiasiR, D, ELXOZEOmBIEAAE L7 v
s u UBRERTH T,

UC T L7 = BT I v DRE ), LE AR e T-hE O EmEN
EM AR O E, WTNOMEPIZIBW T H IR e D EE RSy 17;/t7#\
yfu62~949%TRR)&iﬂﬁ%W%B( 0«409%TRR>7§%@\ 22 10%TRR
X H5REMTFRD e oTe, B3, RW%E %%wEW%%%ﬁ&®%%\
7my89#¢/® ﬁi%%ﬁﬁlﬁ% 6.58 mg/kg M3, XY B D& =il

Bt 7 H1£1Z 1.35 mg/kg 7ﬁw\a“m%>«mﬂ|«7ﬁ) A (REZ) TR L,

7m/t7ﬁ\/&5u LT, BIRE (Bmand) o T (EEHm,
JFREREAE ) M OVHURAR (A R MR A k& >_M@Ento2ﬁﬁ%%ﬁ% B
T, BlEMY) CIREININHE O b - HE T, FEERIEEOWAD K O R % K
BOBEMPRD Tz, 7 v FOREFRBERBRICE O TIX, BEMICEHEERA LI
THETHIBAE CEEIITEE L O LR KOVERAER (HESRE%E) el
éhkﬁ\vﬁﬁﬁ FE VAR 5- O BITTRD B o 7o, fikagtE, B0
AR OBRTEMEITFR D IR Tz,

KRERBRER DD | BEMTRORETINGWEEZ 7 = V7 (BULEY
DIH) EFFE LTz, &RBRICB T D EENEE N O/ Mtk &IER 34 IS T
5o

32
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x4 FHRRICETLESHEERVH/NENEE

b

EatE

f/ N

=4 15 1
WRE | PR | oke R/E) | (mgfke (R/E) | (mafk RTE/H) B
7 vk 0. 300, 600, 1 - 64.0 1t - 196 e e - A BN H]
1,200 . 3,000 | M : 68.6 I - 207 FE 6T A Mk 2 B D 45
90 FI ¥ PP
IS
= M2 7[3& . O\ 19.1\
R 37.7. 64.0. 196
0. 20.5.42.0.
68.6. 207
0.500. I : 87.6 It . 224 ERE - R EE BB
1,200 3,000 | i : 100 I : 248
90 HFE |ppm (FPRRFBMHIIR D BN
i 72UN)
Pt | £ 0.36.8.87.6.
AR 224
I - 0.41.7.100,
248
0. 100 . 300 . | #E : 12.7 #E: 51.9 o - B EER N
2 M | 1,200, 2400 ppm | i : 15.6 I : 63.6 M - PR EH IS
12w
/ HE:0.4.25.12.7, (B AT D B
TN | 51.9, 107 AQY
BEA R | - 0.5.29.15.6,
63.6, 130
0.400. 1,000 . | #HEW BlEY) BlEhyy . FFEEEN,
| 3,000 ppm P - - P : 27.4 ZINZEE HR P SR e A
P i : 32.0 P : 79.9 K
P 0,274, | Filft: - F. : 31.6 IRE - (K E
68.6. F. M : 34.5 F. it : 85.2
. | 218
oot | P HE £ 0.32.0, | VEI) R
FRERWIE 79 9, Pt : 27.4 P : 68.6
237 P i : 32.0 P : 79.9
F i :0.31.6. | Fiifi: 31.6 F.f# : 80.5
80.5.256 F. M : 34.5 F. it : 85.2
Fi it : 0,345,
85.2.266
0.30.125.500 REEY : 30 REh) - 125 | REEh) - (RS H NN
T e 2125 | BR R 500 5
HKBr FE VR o BT 3 K OVA
T A
~ A M . 0. 100 . | % : 176 1t - 349 ME o FFEEER I, AT
1,500 3,000 | M : 13.9 I 283 i A R
ppm WE - R SN
18704 | : 0. 100, \ )
e 2,000 . 4,000 (ENXAEITRD BN
78 JUME \ppm_ 720N)
HR e 0.11.1.176.
349
Mt - 0.13.9.283.
552
v | FEFEME | 0,.30.50,90 REENY - 30 BEEI) : 50 e . JiipE, R
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b

BV

e/ R

7 v b &AWz 2 HARESERIER OB BN O Ik T BRI BN
P& TR0 b m AT ST EEINTH Y | RROFT T L VIRV &
TREIMRE SN2 T v b 2 FIBMEFEIEFE D A

W/J\ﬂi

MEMEENEOLNTVND,
BinZeZ B o KA

v b & iz 2 FEEIEBMEENEZE A

EMB,

ADI

ERRE L,

0.12 mg/kg AT/ H
(ADI g ERAE ) 18t FEEFE S AAE DR A
(EhHE) 7> b
(HAR) 2
(B 5-J71K) il
(M) 12.7 mg/kg R/ H
(224550 100

AT, FRBRTE L

ERPINEY

34

PEOFE

DWRE | SR | (kg TEIH) | (malke KE/R) | (me/ke (/) i v
B e U290 Ko OV s ) %%
focb\)
» X 90 A 0.25.50.150 HERE - 25 HEHE - 50 B AR EE D AR EEHE N
BNkl
=2y
e A LA
AN EE
L 4R 0.5.25.100 BERE - 25 HEHE : 100 M AREE D e OV EE
& FE R i A B O 2
g M /NIRRT R
e JIE K
D w%uﬁm PEE TR LT OB =<,
CEEMEREIIRE TERo T,

RETEIRMMo T8,

ARICBNTHIRD b,

RO ) LR/IMEN T
AR 12.7 mg/kg (KH/H TH o722
THERILE LT, R 100 THR L7 0.12 mg/kg (AH/H % — H{EHL
frR & (ADD
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<HURK 1 - AW/ o) — % > LIS BEIE

vea I b4

B $-9188-DC 5-amino-1,2-dihydro-2-isopropyl-4-(o-tolyl)pyrazol-
3-one

C $-9188-OH 5-amino-2,4-dihydroxy-4-hydroxy-2-isopropyl-4-
(o-tolyDpyrazol-3-one

D S-2188-CH>OH-DC §-am1no- 1,2-dihydro-4-(2-hydroxymethylphenyl)-2-
isopropyl-pyrazol-3-one

E MPPZ 5-amino-1,2-dihydro-4-(o-tolyl)pyrazol-3-one

F $-2188-DTC 1-allyl-5-amino-1,2-dihydro-2-isopropyl-4-(o-tolyl)
pyrazol-3-one

G MCNI cyano- N-isopropyl-o-tolylacetamide
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<HIRE 2 FRAE SR >

W& PR AR
A/G tt TNTIvITaT ) s
ai ARy &
Alb TINVT I
ALP TNHYRAT 72—
AUC FEN P FE R T A
BrdU 57 0E-2-T AR
CAR WEMT v Ra A X %K (constitutive androstane receptor)
Cmax e e
Cre JLVTF=
Ggor |V ETeAT=TE
[(=y-Z VB IV T AT FH—F (y-GTP) ]
Glob razy v
Hb ~EZrEY (EGHFER)
Ht ~v hr7 Uy ME
LCso A B
LDso PR B
MCH SRR i Bk ifn £, 55 B
MCHC 25 R 1fi Bk i £ 3 3
MCV SRR i BR A FE
PLT 1M
PROD T-_U MRV T 4O T T AR T —E
RBC IR M EREL
T EESS S
Ts F)a—FH A=
Ty VAR = SV
TAR G (LER) Htse
T.Chol Barzxra—iu
Tmax e e e B R
TP R HE
TRR HFR A U RE
TSH HRR I A V2
UDPGT UDP-7vrm ) )V b7 A7 27—
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B 3 : TEM SRR AR kA >

1YEM 4 o A (mg/kg)
ESeiizis] i]/.% fiE: [B1%% | PHI INEI AT RE TR RS
GIMFED) S (gaiha) @ | (H)| 7= B Tz ETYI B
ESEEE el | ESME | il | CERIME | ReEE | P | el | EEE
b 1 1 0.67 0.64 0.112 | 0.112 | 0.40 0.38 0.113 | 0.110
~ 1 750 4 7 0.22 0.22 0.110 | 0.109 | 0.27 0.25 0.090 | 0.086
[t %] 21 0.06 0.06 0.010 | 0.010 | 0.03 0.03 0.032 | 0.031
(5) 1 0.71 0.68 0.026 | 0.026 | 0.45 0.44 0.020 | 0.019
Tk 18 AEHE 1 625 4 7 0.46 0.45 0.026 | 0.026 | 0.36 0.36 0.034 | 0.029
< 21 0.29 0.28 0.061 | 0.060 | 0.31 0.30 0.043 | 0.043
f = he T 625 1 2.14 2.05 0.239 | 0.235 1.43 1.40 0.140 | 0.137
S=hY 1 4 7 1.19 1.18 0.153 | 0.152 | 0.98 0.98 0.153 | 0.150
- ~1750
Ui 5% 1 21 0.47 0.46 0.153 | 0.152 0.39 0.38 0.149 | 0.143
(BE) 1 1.21 1.20 0.170 | 0.167 1.44 1.42 0.057 | 0.056
Tk 18 AEHE 1 750 4 7 0.69 0.68 0.182 | 0.180 1.02 1.02 0.243 | 0.237
< 21 0.94 0.94 0.232 | 0.229 | 0.87 0.84 0.353 | 0.347
1 0.51 0.51 0.033 | 0.031 | 0.48 0.46 0.023 | 0.023
A 1 625 4 7 0.12 0.12 0.027 | 0.027 | 0.10 0.09 0.023 | 0.023
[t 2% 14 0.02 0.02 0.011 | 0.011 | 0.01 0.01 <0.008 | <0.008
(R3) 1 0.76 0.75 0.146 | 0.143 | 0.64 0.64 0.099 | 0.092
TRk 18 4R 1 750 4 7 0.31 0.31 0.086 | 0.084 | 0.34 0.34 0.098 | 0.085
14 0.08 0.08 0.049 | 0.049 | 0.08 0.08 0.023 | 0.023
EX R
[h5:2] 1 0.18 0.18 0.033 | 0.031 | 0.19 0.18 0.026 | 0.026
P 1 500 4 3 0.12 0.12 0.027 | 0.026 | 0.19 0.16 0.025 | 0.023
CR%) 7 0.05 005 | 0014 | 0014 | 0.04 0.04 | 0.009 | 0.009
Rk 18 4
I
[H53] 1 0.29 0.28 0.026 | 0.026 | 0.22 0.22 0.027 | 0.027
e 1 600 4 3 0.06 0.06 0.017 | 0.017 | 0.10 0.09 0.017 | 0.017
" E;ﬁ%%;r 7 0.03 0.03 0.008 | 0.008 | 0.02 0.02 0.008 | 0.008
g 20 4
N 1 0.01 0.01 | <0.008 | <0.008 | 0.02 0.02 <0.008 | <0.008
il 2 1 1,750 3 7 0.02 0.02 | <0.008 | <0.008 | 0.01 0.01 <0.008 | <0.008
Ui 5% 1 21 0.01 0.01 <0.008 | <0.008 | <0.01 <0.01 | <0.008 | <0.008
(1) 1 <0.01 <0.01 | <0.008 | <0.008 | 0.02 0.02 <0.008 | <0.008
TR 20 4R 1 1,250 3 7 0.01 0.01 | <0.008 | <0.008 | 0.01 0.01 <0.008 | <0.008
< 21 | <0.01 <0.01 | <0.008 | <0.008 | <0.01 <0.01 | <0.008 | <0.008
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1YEM 4 o A (mg/kg)
EEesiziis E; fiFHE: A% | PHI INHI S HTRE RS N TR RS
G gﬁ @aha) | @ | (1) [ 7=oE5HF > B T ETHFI B
ESEEE el | ESME | Al | CERIME | ReEE | P | el | P
N 1 5.49 5.26 1.06 1.03 5.64 5.62 1.08 1.01
i 77 1 1,750 3 7 4.69 4.62 1.06 1.06 4.79 4.72 1.24 1.13
Ui 5% 1 21 3.47 3.44 0.72 0.72 2.88 2.88 0.891 | 0.871
(%) 1 6.58 6.52 0.86 0.86 5.88 5.80 0.859 | 0.851
TRk 20 4R FE 1 1,250 3 7 3.72 3.68 0.87 0.87 4.36 4.35 1.35 1.33
o< 21 2.27 2.26 0.67 0.66 2.54 2.50 0.907 | 0.901
— 1 1.54 1.53 0.103 | 0.102 | 0.97 0.95 0.092 | 0.087
% 1 1,250 3 7 0.77 0.76 0.142 | 0.140 | 0.61 0.60 0.164 | 0.164
(55 1] 21 0.70 0.70 0.130 | 0.129 | 0.57 0.57 0.130 | 0.126
(B FEAE) 1 0.20 0.20 0.016 | 0.016 | 0.20 0.20 0.016 | 0.016
Tk 20 4EHE 1 1,450 3 7 0.06 0.06 0.011 | 0.011 | 0.07 0.07 0.014 | 0.014
o< 21 0.03 0.03 0.010 | 0.009 | 0.03 0.03 0.009 | 0.009
NESD
521 1 2.64 2.56 0.027 | 0.027
N 1 1,250 3 7 2.39 2.38 0.029 | 0.029
qgif%iéf;_ 21 1.54 1.54 | 0.043 | 0.043
NIy 20 ;
T775
i3] v | w0 | s | 7| oee | ose | osse | 038
1) , ) ) ) )
iéii?éizﬁr“ 21 | 059 057 | 0.149 | 0.149
Rk 20 4F S
- 1 1.02 1.02 0.303 | 0.300 | 0.94 0.92 0.399 | 0.392
Vw5 1 500 4 7 0.43 0.42 0.239 | 0.237 | 0.35 0.34 0.291 | 0.286
Ui 5% 1 18 0.14 0.14 0.074 | 0.072 0.11 0.10 0.082 | 0.080
(5) 1 3.05 3.04 0.804 | 0.792 | 2.59 2.56 0.613 | 0.607
TRk 18 4 1 500 4 7 2.06 2.04 1.27 1.26 1.72 1.70 0.963 | 0.951
< 14 0.68 0.68 0.353 | 0.353 | 0.93 0.90 0.532 | 0.518
e 1 1.93 1.91 0.127 | 0.122 | 2.41 2.30 0.166 | 0.157
- 9 1 750 3 7 1.64 1.62 0.166 | 0.163 1.98 1.98 0.210 | 0.209
Ui 5% 1 21 1.28 1.24 0.200 | 0.197 1.73 1.72 0.253 | 0.247
(5) 1 4.79 4.76 0.120 | 0.120 | 3.52 3.46 0.130 | 0.130
ik 20 AEEE 1 750 3 7 3.51 3.44 0.212 | 0.212 | 3.42 3.34 0.212 | 0.212
< 21 3.01 2.95 0.160 | 0.160 | 3.20 3.16 0.170 | 0.164

HE) - A ER ST
< Bl 3RS S v vz,
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<P 4 - HEEERE>
ESjEES) MR (1~67%) LRI (65 Ll )
4, PR E ({F & : 53.3kg) (K : 15.8kg) (K : 55.6kg) (K& : 54.2kg)
(mg/kg) ff I E (ug ff FEIE (ug ff FEIE (ug ff FEIE (ug
@NP) NE) @NE) NE) @NE) NE) @NE) NE)
F= b 2.05 24.3 49.82 16.9 34.7 24.5 50.2 18.9 38.8
A 0.75 4.0 3.00 0.9 0.68 3.3 2.48 5.7 4.28
——
ffgi)@ (&7 0.28 16.3 4.56 8.2 2.30 10.1 2.83 16.6 4.65
A 0.02 41.6 0.83 35.4 0.71 45.8 0.92 42.6 0.85
oYY 1.53 0.1 0.15 0.1 0.15 0.1 0.15 0.1 0.15
FOMOIAES | 2.56 0.4 1.02 0.1 0.26 0.1 0.26 0.6 1.54
WH 2 3.04 0.3 0.91 0.4 1.22 0.1 0.30 0.1 0.30
S5 4.76 5.8 27.6 4.4 20.9 1.6 7.62 3.8 18.1
A DRz 6.52 0.1 0.65 0.1 0.65 0.1 0.65 0.1 0.65
& & 88.6 61.6 65.4 69.3

) - BB, FEESN TV DEERRS - EEIC L 5%

FRBINL 3)
- ff PR 10~12 FFOE RS (B8 47~49) OFEFICIES < BEEYRTEE (g N/ A),
IR AR N OVEEEE IR BRI T = o BT o EERE (ug/ N H),
- b~ FOEREIZI = b~ FOfEE AW,
« EOMD A EDIINIET O ZE =,
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<&M >

1

10

11

12

13

14

15

16

17

18

19

20

BIPE 77 I EEAD (2010 FGT) - ERETHRA S, —EAE

TE
(UC] 7= BT I OEHEB L OMEHERFRE O GHZDO T v MIBT 5K E)
€ (GLP %)) : PTRL West, Inc. CK[E) . 2007 4, RAFE

7z EIYIrosHE K MEAERERODREHZDO T v MR T G L ORI
(GLP %)) : PTRL West, Inc. CK[E) . 2007 4, KRAFE

TxrEIFIvoaHlEBIERAEREERAKREEZDO T v MBI DMk m
(GLP %})in) : PTRL West, Inc. CK[E) . 2007 4, KAF

Tz ETFIVORBEROKEHRDOT v MIBT ARG, HEttls KOO (GLP

*tity)  : PTRL West, Inc. CKE) | 2007 4, KAF

7z ETYIOT RUILBT HEmMGEEE (GLP xt)&) : Covance Laboratories

Ltd. CKE) . 2006 4, KAFE

7z ETHEI DO LEATEIT MRS (GLP %) : Covance Laboratories

Ltd. CKE) . 2007 4, Kok

7z ETHI ORIz T LGRS (GLP %) : Covance Laboratories

Ltd. CKE) . 2007 -, RAFR

7 =BT OMRE HEFEARE (GLP xf)%) : Valent Technical Center (K

=) . 2008 /-, KA

7 =BT I oK fREMRE (GLP %fi) : Covance Laboratories Ltd. (CK

[E) . 2007 £F, RAK

7 =T W OPEEER G0 ER (GLP %ity) : Covance Laboratories Ltd.
CKE) | 2007 4, RAFE

7 = BT U OWE B RKT S ERER (GLP %fii) : Covance Laboratories Ltd.
CKE) . 2007 7, RAFK

7 TY I o HERmEE SRS (GLP %) : Covance Laboratories Ltd. (CK

E) . 2007 F, KRAZE

7TV 0 HEW SN ERBR (GLP %) : Covance Laboratories Ltd. (kK

[E) . 2006, Kok

TR R R AR (AL RR S, 2008 4, RAR

VR VERR BRI - AL ARt 2006~2008 4, Rk

AR R MR A - (B A bRl 2008 £, RAFE

7= BT VRO AR RFE TR 23R (GLP xbik) - (KR =2

B2 BRI ERT. 2009 4B, RAR

7z ETYEIVRKRD T v MR T 2R 0 mERER (GLP 3t - FE TR

&tk 2007 . RAF

7z EITYIVRKRD T v MR T 2R mERER (GLP 5t - FEREFR

2k, 2007 F, RAFE
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21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

7z ETYEIVRKRD T v MR T o 2R AEERER (GLP xt) - FA TR

=tk 2007 4F, RAFK

R S-2188-DC O 7 v M IT HatEfkn@mMEmER (GLP %ik) - bR

fl, 2008 4, KRR

7z ETHEIVEEOT v MRV AR ENERBR (GLP %5) : RCC Ltd. (&

A R) . 2008 4, RAFK

7 =BT I VRRO T Y 2 T BERIEAERER (GLP xHiS) - AR

FE. 2007 . RAFE

7 =BT VRO 7Y & FIOC T ARFIEMERER (GLP ) B bR,

2007 =, RAE

T2 ETY I VEROENLE Y N E AW R ERIEEREB (Maximization %) (GLP

*s) o AEAEFERRA S 2007 . RAK

T2 ETYIVREDT v FERAWERHEARGIZ LD 90 HFER 0 & G5k

AR (GLP xhii) : RCCLtd. (AA R) | 2006, KAE

Tz TP IVREROA XERWE D TS VEEIZ XD 3 HRIRER D& 5EER

B (GLP xt)&) Rt A 7 U —F 2008 4, KAk

7z ETHIVEIRDT v N ERAWCERHEARGIZ LD 90 HFRAERE N i Grrik

IERBR (GLP %fit) : RCC Ltd. (AA &) | 2008 4, RAF

7 ETFIVFEROT v b EHWE 28 H KBRS EERER (GLP %it)
(BR) =2 2R Er7ET. 2008 £, RaEk

Tz ETHEIVEREDOT v b EAWTCEEHEAR 5T X D 2 R BE R 1 i b

D AMEGEARER (GLP %1)&) : Harlan Laboratories Ltd. (A1 A2) | 2009 4, KAF

7= BTV I VRERO T R 2 DT BHR AR G2 & D03 AR (GLP XJ)S)

Harlan Laboratories Ltd. (XA &) | 2009 4, KA

T2 BTV IVEROAL XER N T EEICL D 1 ARMKER D B R
(GLP xfis) @ BRAE&FA T U —F, 2009 -, RKAK

7z EITYEIVRIKRD T v b E W2 B RS (GLP %) Harlan Laboratories

Ltd. (RA Z) | 2009 4, RAFK

72 ETFEIVFEIRD T v NI T DA (GLP %fik) :Harlan Laboratories

Ltd. (ZA %) | 2009 4, KRAHFEK

7z BT I VRERO T Y FITBIT H AR (GLP X5 AR bR

2008 iF, RA#

7 =BT VFIROMIE 2 WV DRI BB (GLP xf)s) - A bR

. 2006 F, Rk

7z ETPIVRIKDOT ¥ A =— AL F —[ifi kAl (CHL/AU) 2 HvN 7z in vitro

et R BEHE (GLP xts) - ER(EFHRAStt, 2006 4, RAE

7z TP VRERO~ T X2 AW o /MEEER (GLP xS - A bRt 2007

. RAFE
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40

41

42
43

44

45

46

47

48
49

T2 ETHEIVREDF ¥ A =— AL A Z— il (V79) %5815 722K B
Bk (GLP %)) : RCC Cytotest Cell Research GmbH (A A &) | 2007 £, RAFE
R S-2188-DC DM 2 M\ 2 1B IRZEIR AR SR (GLP i) - AUk,
2008 4, Rk

RS ERE EERHMIC DWW T Rk 22 4F 9 H 9 AAHTEATTBE I % 0909 5 7 75)
BRI AR DB INE RO (FEEFERII T ORIEER [7 = BT I ]
EREFHRARA, 2011 5, Rk

BEPeE: 7o I (BREAD (2011 F5GT) RS, RAK
Study for Mode of Action Analysis for Rat Liver and Thyroid Tumors by S-2188:
Evaluation for time course alteration mainly focusing on hepatocellular proliferation,
liver enzyme induction and thyroid hormone. : {F/&Z bR S 4E, 2010 4, RAFK
In vitro evaluation for role of nuclear receptor CAR in 2-2188-induced mRNA
expression of CYP2B1, UGT1A, and UGT2BL1. : (£ S, 2010 £, RAFE
[ B AR D BUR — 1Ak 10 FE BB RMAR R — « [ - REFHRIIZESHR,. 2000 4

[ R AR DO BUR —2Fhk 11 FE BRI ARG R — ¢ [ - REFHRIIZESHR,. 2001 4

B FORAE O BUR — Fhk 12 FE BRI AR R — « flEHE - REFHRUIZESHR, 2002 44
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