&f2—2

20124%6HA1



B R

=1

O BB . 3
O BERSERERFBEE..................... BT 3

O BRRR2EREREEMRAESEMRERE. ... 3

O B . e 5

I B DA . 6

T R L 6

2 B D R B 6

B BB, 6

T < = VO 6

T = S A 6

B, BT 6

7.RRORBEE .. e 6

L REMICERARBOIEE. e 7

1. BRI ... 7

(1) B . 7

() B ottt 8

(8) B . 10

() BEBE 12

2 R S B ... 13

(1) BE D 13

(2 B R e 14

(B Toda 15

- 3. LEPEGEER. . .......... P e 16

(1) RIS B .. .. . 16

(2) R REEAE B ... 17

(8) A RIS ... . 18

4. KBS, .. ... P 18

(1) KRR R . e 18

(2) KR R . . 19

5. R R B . 20

6. EMEREBHRER. ..., e 20

(1) EHEESRR ............ e 20

() BRI .. e 20

T R I R 21



8. BHEEMRER. . 21

(1) BB, . e 21
(2) AMEHREERB. ... U 22
9. R - &Fhﬁ?éﬂﬁﬁ&U&Fﬁﬁﬁiﬁ ................................. 22
10, BREEE . e 22
(1) VRABESHBMRR (SYP) .. 22
(2) 90 BREAMSMTER (£ R) oo 23
(3) VERMEAMHBREMAR (Sy M) 23
(4) 28 BEESHEEEMRER (SUR) 24
1. BB R URSAMRER. 24
(1) 14ERIRMEMRR (1R) ... TR 24
(2) 2 FRISEHE/ EAAERERER (Syh) ... e, 24
(3) 18 M AREREMAMERER (RTR) o, 25
12, ERERRAEEIETER. 26
(1) 2 SIESER (Sv k) ... e SR 26
(2) BEZSHRE (SUR) o SO 28
(3) BAESHERE (5 R) i 28
18, BRI 29
14, FOMOBEEE. . .. S 30
(1) FFsmRaiSmEE. i%ﬁ$ﬁ$£§&6$ﬁ%*»%/£ﬁfﬁ?éﬂﬁ ..... 30
(2) CYP2B1, UGT1A BT UGT2B1 @ mRNA RIRFZBIZH T 5% N2 EK CAR D&
ISBAT AEEM (7 vitro) oo 30
I, BRI, . ot 32
R T B R — B L 36
B 2 AR IR 37
R 3 I R 38
SRR ACHERERE SR 40
CIE < 41



<EMOER>

2010 4E

2010

2010
2011 4F
2012 £
2012 £
2012 £
2012 £
2012 £
2012
2012-4F

8 H

9H

9H
5H
3 H
3 A
4 A
4 A
4R
6 H
6 H

26 H

9H

16 H
17 H
13 H
26 H
18 d
26 H
26 H
1H
7 H

BHKEE» CEATBE~REZGFPHICHRIERR
CEEEREEE @ =k, 27, 29 ) 05
JEA @ IR A b B e IR B & i BR B R A
WOWTCER (EAFBEREZ 0909 F75) | BERE
BoES (R 1~42)
% 348 mEMEEER S (EFTEIY)
5 7RI E M IRE SR s
BINERISZER (2R 43~46)
%5 16 E B IEEM R ER M Mm s
82 EEAREMRESRES
420 AR EETEES @E)
M55 A2 HET EERMLOHEERR - FROEE
BEREEMRESEENORREEEASERR~HE
B4 N RREEERS #HE)

(161 B f-F 3 B A 5548 K B~ )

<ERELBRERRELE>

(20114 1 H 6 HET)

NRET (FAR)

RE g (EFAERH)

RE 15
B — I
JOTCER-F
BT
R

(2011 E 1 B 7T B i)
MMREF (FER)
A i (ZFREREH
R

Bt —IE

y PR o

- EiRERE

M
*: 20114F 1 A 13 ADD

<ERREZFALEEAFMESUMZREE>

(201243 A 31 HET)

WEBREAN (BE)

o B (ERAH)

FERE R
AR

RE E

B Il
R EIT

e x K| FE W
REERT A
WAL FEARLEA
EFHAE A IEYE
A YRABR
HEHETR A IES
B PR —**



EERHEF RRE ‘ FAIE ]

FHEE— KHE . E WFHFEEE
KEBE R¥EML R R
MNEEE [EPNE7E: uFRLE
&R EES - BEEETE
JIl B 18EA RELE BEREZ
TR > TR ARG e TH O
/NIRRT JAHERA HE A
=HIE= *:20114E3 A1 AET

** 201146 31 1 EHD
*% 0 2011426 H 23 B b

(20124E 4 H 1 AHb) '
WBEA (BE) tex REH M IEH

I (R RERET AR
FORERRAL EHME ARIIE T
MR BB BEATHE—
o BT AT
ROBER k@ W wm
BT IR L
INEF MR A IESE:
Il o IRASEHE HFE
ZIHAT ANBRA | A
R e = G HH
=HIE= BEA T HE B

<% 82 EIMENMRESKRESUMBE AL H>
INETE R

1%7@‘%16@%%%ﬁ%§éﬁﬁ%mﬁémaﬁkkerﬁ



3 )

5y URREA (727932 ] (CAS No. 473798-59-3) 122\ T,
SRS R BV CRMERZEFTE % F il L,

P AW R, EaikrnER (T v 8 | EBERRER (BES. vF
REE) | FWERE. 2HEEE (T b)) | BRESE (T b URARGAX)
B (5 y PRUY X)) BB (T y MEU=D R) (2 1REFE (T v 1)
REEE (Fy PRUOUTY) | BEREEESOPRBRETH S,

BREBERBRERND, 7= EFF I REIC X A8, B0 E GgmimnE) |
AHig (EESEAN, FFAREAER) RORNMRE (ARt RE) (RO bivke, Mk
[N, HEM CERERBINE DL bz AR CEREREROM R UEKR%LE
REOEMABRBD STz, T v MOREBERRIZBW TR, BFEBRICHILERA b
FRETHIRER GREIFERDESTINE) RUEKRAR (HEESAAE) A
AL, U FTIRBRICBERSOREIRD LN~ T, HREE, XM
RUOSEEBHRD bhiad o, |

ERBRTHELNEBEED > bE/MAIX, 7y FEHAWE 2 EFHBHEEMEZEN
AAEGFERABRD 12.7 mg/kg (FE/H Th -7z & 73>6 INERILE LT, EeEK
100 TR L 72 0.12 mg/kg AFE/H % — B EIFFEE (ADD) &¢EFEE L,



1. MlxRRROME
1. R
BB

2. BYRHSD—BR
& : 7= EFHI
#4 : fenpyrazamine (ISO 4)

3. %4
IUPAC
g ST UA=5-T 2283V Fe-2-4 Ve -3-4% 4
(c PIMWET S —A-1-BNAVRFFT— b
H4 : Sallyl 5-amino-2,3-dihydro-2-isopropyl-3-oxo-4-
(otolyl)pyrazole-1-carbothioate

CAS (No. 473798-59-8)
4 : §2- 7R 1A =57 2 /2,3 Tk F-2-(1- A F i Fu)-4-
2 AFNLT == )3AFV-1HET S —A-1-HARFF T — b
¥4 §-2-propen-1-yl 5-amino-2,3-dihydro-2-(1-methylethyl-4-
(2-methylphenyl)-3-oxo-1 H-pyrazole-1-carbothioate

4. 9FR
Ci17H21N3025

5. oFk
331.43

s
O/K
A. \ JJ S
o YT

7. HREOEN

7=V ETFI, FREFHRASHIC I VRB SN Y T YU ) o REREH
THY, EHASEI= N IAT o —VESRREEZEET S Z LiI2LY, HEREO
JATFRIEFOME L ERAEBIEHT HHEBERERT, BERFREBICE S BaH
G b b, Y, Ew O DE) BRINTWS,



I R2FICHRIBROME

HREMAR[I. 1~411X, 7= EFFI D7 = VEDREE 14C TH—IK
B L7=bD (UUTF MpheMCl7 =S HI ] L), ) RBET VU AED
S5ALDfRFEE UC THEBLELD (UT MMpyrUCl7 =3 HI ) W, )
FROVTERShE, 72720, BENEGRRIZE O TR, TE#EOREIH
BERENBD LN o722 L hb, [pyrUCHE#RE DAL EH Uiz, iR
ROREBREIL, B0 2 20HERRT7 = EF VI Tl L, R/

G BEIE R R OB EEEMRRIBI 1 RO 2 RS TN 5,

1. MR ERRE

(1) Bix

@ miREHES

Wistar Hannover (GALAS)Z >  (—BflERESR 8 L) &, [pyr14Cl7 =¥
FH¥ I % 3.06 mg/kg FE (BT, )DLz HEMAE L1d, ) X
1% 300 mg/kg fRE (LIF[L]IZBWT IBHE) v, ) THEREAKREL,
i B EHER I OV TTRET SN T,

WEPBEEER T A —F IR LI EN TS,

M3 B OV 8 o R g i S 1 E Rl U TR Y | i, /i od 14C Hhixm B
EBIZ 1iziEhon, MIEECMIED Cuax (HEABR TR 1EFHZ., 8HE
T 6 FMRIZEBO LA, TieTEHERICHE_AEHEHE T L 6 HEIT L
7o BAERO AUC IHEFHERED 150~170 fFTH Y, &M B CHRbRRN

—EREA L TV D 2 EARIR ST, 3T A —F T A B R ERITRD S ds

27z, (B 2)
&1 EMBEEENAZTA—F
%58 (mgkg k&) 3.06 300

S i3 i3 i3 i

Tmax (hr) 1 1 6 6

Crmax (ngfg) 1.5 2.0 68.4 52.1

Mm% T (hr) 537748 2.66 2.43 15.1 14.0
Tz (hr) H 254 107 56.8 79.2 100
AUCuctad(pg - hr/g) 13.4 13.1 2,250 1,990

. Trmax (hr) 1 1 6 6

Crmax (ug/g) 1.5 1.7 65.2 45.0

A% | Twe (h)23F48E 2,76 2.55 16.6 14.6
T (hr) i RAH 75.3 56.7 73.4 100
AUCkotan(pg * hr/g) 14.5 12.6 2,330 1,900




@

LA

R AR CHERER 1. QY RTW licB T, RPHEEE)N 80% L LTHY
BEHICBWTIIRBEMM BT AL Tholr BRICIBIT A7 = ETHFI ol
MRITBEEED 0.2~43%THoZ L b, BIREL, 100%057 =5
PFIOFEPREELZBET, 2 Ed 0% THD 2 LAFRSNE, (B
2 3) -

(2) &%

)

MERE

Wistar 7 v b (— RS 370) 2, [pyr-¥ClZ7 = I % 3 mglkg
HE CITN @Q~@lizBnT MEFAE] L), ) MitEAETEER D&
5 L. KNSR FEmE I L7z,

TR L U B D AERIEE IR 2 IREN TN D,

RILER)TH Y | KAERIC T A, ik CIEROBSER, &5
1R IR EICE L, E 0% L %5 12 EEZICIIRBIED 11~16%
Lotz HEE, BRERUHBEZSRIZEEAYOEED, 5 1 FR%ICK
EEERLEDO L, BERIERHCED Ulc, SHERETIT, 3L A SO
G 6 BRI EEEEZ R L, FRICHEE, B ORTIEA I8 A 12 ok
LY ENo A, 72 BRI L,

B ORI (1. () 1B\ T b 85 168 FE RS OB I 1%
REEiT, EHAEROIFIERUE T 0.04~0.05%TAR, tho##kit 0.01%TAR LA
FThh, SHAERHCBVTLIREUE T 0.03~0.04%TAR Tholkl L %
BREDBTHoTL MRS L b MHESMIIBWTHEEITROL bR o,

(B3, 4)

#?2 FERBRUMESBICH T DHETEERE (ue/s)

BEE

(mgfkgﬁ@ ‘&}DJIJ Tmaxﬁ‘ﬁ D ﬂ%{ﬁUﬁEﬁ)ﬁ 2
BRE®AL.7). B@5.7)., /| KIBRE®H12.3). EBHAS
ERMZ(8.45), /NME®.10), | #(7.76). BRNAHB.38). §
BEE(3.27). FFIE(3.17). mIZ | JB(2.09). /DEREY(1.83).
3 | B2, BEEQ.26), M | KAB0.92), E(0.689). N
(1.25) (0.546). Bl#0.482), /N
(0.411). Ji(0.206), B3R

(0.198), Mm#E0.177)




BEE
(mghkg A8

il

Tmes £ 2

R ER R 2

BNE#(46.3), B(25.4), /I
#5(7.21), MEREYG.92),
Fri#(3.64), BiE(2.88). 5
2.61), THE:KEE.20, BE
(1.68), M5k (1.66). EiE(1.48).
KHIBEQ.45), £M(1.44), PERE
(1.41), V> »3%(1.39), BEE
(1.33). Ffi(1.33), SBEAEY
(1.32), Mm#E(1.31)

KM AH(6.30). BIAE

| #(5.33). SIB2.31). /NERN

#9(1.60), HAAEH(1.02),
KIE0.78), AFig(0.67), /NG
0.47), B(0.32), Bl#(0.27).
TE:AE0.19), £1Mm(0.18), IfL
B%(0.18), M #%(0.16)

300

HEYE,310), H(2,280).
RIBENEHQ,600), BSENE
(1,270), BE(T61). /NMEA
H(626), /NMF264), TEMS
(234), BENH(184), KB (174).

ERE(1T73), U o8Ei(162). B

(5D, ATHEQ40). B
(118). BTIZAR(105). #HER T
FEE(102), BEE(100), MR
(93.5), M.EK(90.2), £1m.(85.6).
L i(74.9) . B (74.9) . i 5%
(71.1)

E(23.4). BEPAM16.8), &
i(6.0), MmEEB.0), MERG.5).
FFRRN(5.2), A EHREG.1), F
RE@D, BEBERCLE
(4.3), KIBEAZE#(4.0)

i3

B NEH(8,850), SIEMNEY
(8,350), 'B(1,930). KIBHZA
(815, Ei5(596). /NBEFE
W (445) . BB (168), B B
(155), /PE(154), KIE(144),
FrigEQ115), BIBQ11), #EiE
106y, BRE(05). FTEf&
(88.2). Bhg(86.9). U
86.7). HWERCEBE(T9.4),
MERE7.7). MmER62.9). F
HF6L3)., LEG., €M
(58.6). Jifi(57.9). IMLH#EGS5.2)

B HEw(21.2), 5002, T
fi#i(4.3), €1f(3.2), MERE.0),
WERCEEQ.9), KIBRE
W28, migee)

D 3 mglkg # EHETIHRE 1 K%, 500 mg/kg FER S TS 6 Bk
23 mg'kg &"Efﬁ‘@#;&’—i 12 B2, 300 mg/kg REB G THI#R S 72 FFiEE

@ RUEKE

Wistar 7 v b (—BEHERES 3 15) 17, [pyr-4Cl7 = ES¥ I V2 ERART

1~14 BRRERA®RE L, GRS mRBRNFEME S hs,
F AR ORI I 5 B BRI 1T 3 IR ER TV 3,

1F L AP OB THEEET 6~14 ORI S CRBEET L., Rkl 5 5
KOV 10 A IS ERRIC R Ui, BB R OEORNEY., AFlE. BT iz
B W T RSB E OMHNEENTED - B O A R E L KD o



7o BMERVEBOMARIIRBE ThoN, ¥ —VHORRCERIE L
bOLEZ LN, BEAEORBIZEVT, Bl (BKEE 1 BROME
HIRERERS 1 ABROBETRLUALME) X 3EUTTHY, 75y
VRO OBERETIBRNE B DIv,

(R 5)

F3 TEBBRUMBGICHST 2METEERE (ug/e)

BE R

#E

i

6 H

BAZAEH(2.59), §(1.90), K5
NE®HQOL2D., EBAEY
(1.01), FFiE(0.675): /NMBERZE
#0413, HERUVEE
(0.409). BB 0.372) . ifiiE
(0.319)

BRREw .11, 30.23). iThE
(0.594), KIBEAEM0.542). 5
B A(0.464), /NBREY
(0.277). I#%(0.260)

14 H

BEHRED@A4). KBEARY
(2.49), EBENEHQ45). B
(1.18). HEER O E1.09)., A
§#%(0.970), /MBEPREW(0.516),
B 15(0.469), J1—71 %2(0.387),
2% (0.369), MmEK(0.337), X
15(0.325), Mi(0.321)

HAREWGB.15) . RIBNEW
(1.82), 5BHNEYD(1.26), #HE
ROEEA.07). E(0.945). AT
1$(0.728). /MERNED(0.451).
B15(0.334), mEk(0.272). £
7%(0.246), B1#(0.243), 1 iE
(0.236)

BraEY(1.03), §(0.520). X
BRAE®(0.468). EBNEY
(0.431), #ERUBE(0.363),
AT i (0.324) . NEBERNAY
(0.279). H1-—1 Z(0.267). /NG
(0.169). XME(0.168), LBHR
(0.159) . & % (0.156) , I ER
(0.145), £Mm#0.143). B
0.127), Mm#E0.121)

BREMWO.737). KIERED
(0.472). BEIBRZEW0.405). §
(0.390), #EERCEE0.287).
B g (0.275) . HNIBERE WD
(0.208), RUIRRR(0.166), J1—
A (0.160) . ffi(0.127), i Bk
0.121) . /B 0.120), BHB
(0.118), 2&MmiK.116). Blg
(0.113), 1 ##(0.107)

b= s
10 A&

BHAED0.399)., 2R OEE
0.291), B (0.266), H—H A
(0.260), ATHE(0.148), FHIRAR
0.097), MER(0.092), <Mk
(0.090), /ME(0.080), A4 E 1%
0.072) . & B& (0.070) . A
(0.066), /NMENZEH(0.062), 1ML
#:0.061)

WEEVHE0.287). EREY
0.239) . B (0.130) . AF K&
(0.130). H—H A (0.108), EH
B#(0.065), i (0.061) . /5
(0.060), £Mm#(0.049), Mk
(0.048) . F+E(0.045). 5
(0.041), F&0.040) . KB
(0.037)., 4&E##R(0.036), /NG
M2 (0.032). JRE(0.030), HE
EER(0.030), MAEO0.027)

(3) M

R CEA AR [ ()] TH bR O NS ER SRR ()]
TR, R OBEARE E LT, {REMRRE - EERHs i

iz,

R U AGHMIEE 4, IR, IR O REIEE S iirshTn g,

2 4% SRR RVEREDT EA—H R ENS GITRAL) .

10




RROEHOTERMYE LT, B SHERSEROMMETROON, BLY
MECEHRt S hE, BT B 0O/ y o VBRAELRObRE, B 18
RBDTH D, FBRSERCIAVY o BRASERRD b, £, D iX
ERAEROHETE RO bk, mif, IPEE OB ICE T L ZEREHY
it B Thotr, D blEDMEE, FHEROBY CEERSMME LTEDLRE
BECIIDETHo T, EAEN L SHEBNTREAY -V RIZERKETHY .,
7 2 BT I VRIS S RN Ui, EERMRSIL,
TuR= N RANT 7 SN AN VEORREE, AFAEOKEEL, BT —
BROKBIL, Y70 ENVEORBERTREXILZ V7 7 BRI ES5BEET
hBLEZLRE, (BE3, 4)

&4 RERUVEDORBMY (WTAR)

BEE e
(mghg |50 Bot | 2575 R
@ AU E
E REs44(30.7), D(17.9). B(6.2). E4.3). B
BY | 01 TNTa  BRAEE), E S BRes
(1.9),
B T [EQL7.BAONE 77 0 Biaa A 0.9).D0.5),
3 #z9 0.1 |E fMEgis&00.3). C0.2). B 77 v L BiasH
(0.1), RimH4(2.8)
= D 0 |BBL4). EmBREAE19.1). EO8). E /o=
i ) v ERAEEQ.D. D(.5),
39 0.1 B(1.6).E(1.3). C(0.2).E 77 = »igia45(0.1).
' D.1). FKHhti#(1.6)
B(37.5). E BB 5146(12.4). B 77 v L BBas
R 2 <01 |#&(5.3). DU.D. EQ.0). E A7 arEidiEs
s (2.5), C@O.7).
_ EQ.7., B(1.8), EZA7 v BRAE0.2. E&
300 #9 4.3 |BEA(<0.1), C<0.1). F*Hhti4n(1.8)
o | <pq |B@48. BN u RiEAHEQ13.4). EG8). E
” ‘ ' WiEsS &(3.1). D(2.3). C0.6).
%9 29 E(1.3). B0.6). E Z N7 a rgadids0.2), Kk
' B 4#0.2), Rbte.2)

N $ B4 24 RERID R 2 5% ABEHHEOR 9 5K 48 M OH#

x5 miE, FREUETREDPRHEY %TRR)
a5 &

e s

= e RE
- I
B 7

B(36.5), KRIEMRHEHRTI1 2)(21.3). D16.7,

8 [ # R 28 lcen. B®)

11



BG3.D. D9.9). EQ0.7). FAERHHRT244

PR 13 ya01). C@5)
D@E0.0) . BE5.7D ., £ R E M 3 ¥ (RT42-44
R 6.1 | 057, C2.4). BE
. B(82.6). E(11.7), C{<1). #[FERHHRT31
BIED 04 |y, pes)
; B(71.2), E(9.6). RFEENHHRT42-44 53)(8.5),
BB 25 1609). D(<0.04)
: B(64.6), E(15.6), KFEMRBBRT42-44 57)(6.9).
BB 10 000, D |
miE2| 35 |B(86.0). D4.3), Ck1)., E®)
, B(69.0). RFEEMRBRTI2-44 2)X6.5). DE.3).
e |TTBE2 106 |po oy "(0.6)
. 2| 86 ggﬁl;f)\E?*:)lﬁlmﬁaﬁm(RT42-44 43)6.2), D(.1).
mifE 2 4 B(88.3). E(2.9). C2.3), D%
B(71.9). sRERHHRTI2-44 4)(10.3), C(<1),
i3 2| 9.7 D(<1). E(<1) '
B(64.8), E(5.6), RFEENRBHRT42-44 4)(3.2),
B2 40 \6eo). e
D E 1 BEgZORE 2 85 6 BEBORE
*DICEEND T EIZSEND
(4) Hitk

Wistar Hannover GALAS 5 v b (—BEHERES 4 15) 12, [pyr-4Cl7 = 1
52 L A P B G B LB 5 U C IR T OV rh BB 0% 2

iz,

FrG.1% 168 FFR DR R UEAFEIERIIR 6 ILRShTWD,

B b Lo BB OEICEIZE < . £RGEIZBWVT 0% EThofe, K
REOHEIIERLHTH Y, EARTETIIRG% 24 FRHILINIE 90%TAR LA A3
PEiE X v, B EH TR GH% 48 BEREILINIC 90%TAR L EAFR iz, £
EHHIERIZIR P TH Y, 2R5HCE

WTEREGED 80%L EE kb, (B

BE 3)
#x6 1512168 BRHIORRUEDHME (%TAR)
B’REE 3mg/kg A H 300 mg/kg A8
P 5] i3 i i3 i
R 83.9 87.2 80.4 82.5
# 10.6 8.01 12.3 9.66
MR * 0.01 0.00 0.00 0.00
H—H A 0.84 0.76 1.09 0.45
RN 2 95.3 96.0 939 - 92.6

* . e Ee 72 RO ZER iR BHETR

12




2. pHERESER
(1) &S

CRENTRELZSE S (W : Phoenix) (2, [phe¥Cl7 = I HF I X
ilpyr-4Cl7 = S H % 1 ENZ-DEH 0.75 kg aiha QA ET, RED
FRIEEEET 14 A OMB T2 A, B &5 RERCED LEL LM L, Bk
14 BRICKESDS L S RERCARNRMODES, KK 21 AEIC
BODELE D) RERVEANA I L, EOEPEGRABRSER S,
BB POBGHEESTILER 712, 7o ESYIVRUCREMORED
KEITREINTIND,
REMORBEMHERELV BEE T2, WThORBHZBWTY,
88.9%TRR LI EMR 7 b= b U ABHHEHICTEEL, REBEORBTRELK
3.2%TRR LA EAE I L v it Shie,
BPDRERCIEC BT AR H X, Zir B R IS CEITRD
Shirdiodr, Bl RO REEOEERSIZ 7= ET I
THYD, 81.0% L x5, K#EHWTIE B 28 1.0~8.0%TRRBD I, TD
iE2 C BESICRIES iz, (B 6)

27 SRMBOBEIRAES T

kY [ f
IR e - YLK R e E b e
meglkeg | %TRR | mg/kg | %¥TRR | mglkg | %TRR | mg/kg
[phe-14C] B3| 203 | 937 | 1.15 53 10206 | 1.0 21.6
727 Vs | 934 | 953 | 789 | 32 | 358 | 15 946
Skt | v = i i M
14 B | [pyr-14Cl #E| 147 | 936 [ 0790 | 50 lo218| 14 15.7
Zx BT e
so # | 972 | 939 | 413 | 40 | 224 | 22 104
[phe-14C] 22| 416 | 938 | 223 | 50 |0502 | 1.1 |- 443
72YEIF 1w | 998 | 927 | 183 | 57 | 509 | 16 | 321
BABAT | T * - Sl I I -
21 A% | [pyr-14C] B3| 951 | 958 [ 088 | 34 |0214| 08 26.2
A b o o
s # | 205 | 889 | 208 | 9.0 | 464 | 20 230
YR, R R ORI RE T RS R AF T
%8 BRHEPOI7zVESTIL, REMBRUCOEE
I - | 7o EsHEI LA B* C*
A o ¥t | mg/kg | %TRR | mgkg | %TRR | mg/kg | %TRR
=14 )
A& [gf :/%].,ﬁvbu i 20.5 94.9 0.219 1.0 " | 0.140 0.6
A I 3= 924 91.3 11.9 4.8 0.615 0.3
14 H :
py [Dyr'14C] %
Sy | & 13.8 88.2 0.773 4.9 0.051 0.3
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% # | 955 92.2 279 2.7 0.258 0.3
[phe-14C] P A
. : . : 25 | 0.184 4
5 gl oevesy| % 41.5 93.7 1:11 5 0.18 0
oI # 260 81.0 25.7 8.0 0.528 0.2
21 B | [pyr-1C] &
" el : . : 4.4 . 2
S voy| = 23.8 90.7 1.17 0.063 0
I # 196 85.1 |- 18.0 7.0 0.790 0.3

* 1 PR R OV M o DR EE DGR

(2) LARR

BEH 2 PHBOEERE L Z X (BH : Saladin) @ EEH5, [phe-14CIX
lpyr-¥Cl7 = I ¥ X %% 0.85 kg aitha TF 1[5 B OBMmMEITH., FO
% 14 ARRET 2 [@ (Bt 3 @) #cfi Lz, B 14 BRICHEL & X %I
L. i EPLEmRERDSERE iz,

B OB BERESMIER 9, BEHPO 7 = EF I U RUGRE OB
Eir#E 10 IDR SR TV 5, '

b\f:}’b@%%ﬁ%’_jﬁb\‘(‘ . 83.8%TRR LLEDOHUINEER R mPEEIE 2> & IR
i,

RS E TN 2 < . EmMEEERF R OHEFP OB IL T
= UESYEILTHY, 80.6%TRR MU Ex Edl, KW T B 28 8.7~
10.9%TRR B b, FDEN CHMEPCREShE, (BB

&9 HAMPOREBEMSEST

s BEIF R RS TR R RO

) mgtkg | %TRR | mg/keg | %TRR | mg/kg | %TRR meg/kg

[phe-14C]

A 10.2 83.8 1.68 13.8 0.286 2.4 12.1

FHEI v .

[pyr-14C]

7B | 100 £88.1 1.16 10.3 | 0.182 1.6 11.3

FHEI

* PR, TSR R R R PO BE D & F

#10 FHPDI7  ESHIL, KEMBRUCDRE
Tz ESFI L B* c*

s :
meglkeg | %TRR | mg/kg | %TRR | mghkg | %TRR
-4 7 M
[g,l;fg],/ =71 9.96 82.1 1.05 8.7 0.036 0.3
-14 : ’
Lp?g ,DLC,]/;? =71 914 | s06 | 124 | 109 | 0024 | 02

* PR R UNR R Y P RO RE D G FL

14




(3) at=4

REHIEO -8 (W : Coban Spring) 2. [phe-14C] Xiklpyr-14Cl7 =
YESYEIEM 2 AR TEH 2 EEAAE L, FEPEGRRS M S
iz, 1B E OB X BBCH R 7 —/C 50 (TEZENHEIZFR L /- IR EE THELT) |
2 [BEHIXBBCH A4 —/T69 (BAMEMKT) ICHE Sz, 1HENZ D DL E
. #9600 g aitha & iz, RERHOIHE, 1EHQLE 46 BEICH B
£ (FA0) &, Ao, 2 EBAE 45 HRICERBR S, #EHEN
EMEABRAS M X N7z, BRI, BFGH & EMicoT, FEFINIIRE 2 EHE,
TERBAITHT T, FIEH L ALY THITINT,

FRE P OBREREESHILER 1L, FRBF 07 = B 5 3 RO
MOBEEIR 12 ITRENTHS,

SRELEAHI D E X Y SRBHE B W TIX 73.9%TRR LA Lb, BB OB T
87.6%TRR LALLM & bz REPEIFERFHOEIN Xz, FEFRUE R 078 it
FEIXENTH -T2, MEAEIZIE 312~38.3%TRR BEEL., ERE., B
ROV 7= icBirEniztEx bk,

HHMNORBECERBFOEER S E LT 7 ETHF I 08 495~
67.2%TRR frtHSH, REMpE LTB (7.8~10.8%TRR) KU ED C H#RED
vz, EFABOMETIZIZ, ket (162~21.8%TRR) . B (1.9~
3.7%TRR) RUVED C Bkiahi, (BH8)

%11 B hOBERSTEED T

s | e | st ¥R VR RHERE MRk
el mg/ke | %TRR | mg/ke | %TRR | mg/keg | $TRR mg/kg
[phe-14
V4
3]1:"; FAY | 147 73.9 | 039 | 19.7 | 0.129 6.5 1.99
Amal | o]
AT 46 =
o [pyr-14
Hx Ci7 =
S5 FX) 9 1.03 78.7 0.21 15.9 | 0.070 5.3 1.31
#3I v
[phe-14 | FEIEH]
Clo= | 4w | 226 | 907 | 0173 | 68 | 0.060 2.4 2.50
N VS )
R A ﬁu; &7 - - 0.016 | 689 | 0.007 | 312 0.023
A 45 [‘ — :
e pyr-14 | FEIEER
A% | Qx| 1aes | 252 | 876 | 0266 | 93 | 0087 | 30 2.87
VS
way | BT - - 0.028 | 61.7 | 0.018 | 383 0.046
—tERARL

* PR, WRIEHHY R ORI R R B0 G F -
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#12 BEREPO 2 VESTFEL, REMBRUVCOERE

] T TSI F B* C*
2 S
kel M mgkg | %TRR | mg/kg | %TRR | mg/kg | %TRR
[phe-14C] .
TxVE | EA _ 1 | o '
s | 2527, FAY | 122 | 611 | 0.185 9.3 ND- ND
FFI
AT 46
ag | oyriCl
7B | FAY | 0.877 67.2 0.102 7.8 0.006 0.5
W
FEAFCER
lpho-C] |+ 1.48 59.5 | 0.270 | 10.8 0.046 1.8
Tl
el 7Y sz | ooos | 218 | ooor | 37 | 0001 | 40
CBAR 45 : :
E PAY ‘I:.N""‘ﬁ
& [pyr-4C] ’f‘fggg 1.42 495 | 0.267 9.3 0.123 4.3
n .
e
7YY sz | 0007 | 162 | 0001 | 19 | oo01 | 16

* o PR N O P RE D& R
ND : sHH& 3"

CBLE 2 (D~@) L0, HMITBIT B EERBRINT. TR LAY 7=
NANE=AVEORBECZL S B O£ E FhicEE © 5 Y — VRO KB LR
kB COERTHD EEL b,

3. TiRbESERR
(1) FEaLEPENE R
v NEEE CRKE) & 25E1COMEETTIS AR LA vEa—T s
1., [phe¥Cl7 = v 5 ¥ 3 Xiklpyr-14Cl 7 = VESYI RN ED
1 0.840 mg/kg (BEEHEICHY) ¢RDHE5IZHEML, 25£1°C, BERHET
T 370 HIMA ¥ a— b LCHEM R EG BB = S hs,
R IO BT 5 SRR ST ER 13 I RENTN 35,
Tz EIFFI UEOHICEEL, QB 370 HE T 12.9~16. 5%TAR 3%
TFL £, ol b LT C 2, 48R 370 H#IZ 0.1~2.5%TARFBH b,
FERMEYE & LT MCO 358 B, 438 370 H%IZ 8.2~15.T%TAR |23
Uin, FHAZSHER Rt feld, A3 370 HHIT 52.2~58.2%TAR &720, =&
LT7 L BEESY (16.7~25.4%TAR) ROX7 VARBEE Sy (16.0%~20.8%TAR)
AP E LT, A
7Y I OFR IR AHE RS GEREERIR) X, 62~
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63 8 CThHotz,

7BV I ORI BY A OMEST, T Rm VAT v =L
ANR=VEOBEEE Fhicgi €7 ) vE 4 MoKz X D C DAERT
by, ot FEOMERSCHIEL, LN HRCHEST 20 idk#
iz COx I ETHMILIhD EE 2 bhiz, (B9

13 HFREILRICE T MM RUSEY (BTAR)
R A=

=i odalr
AL, B % h A RE ey C
[phe-14C] 62 54.2 46.9 0.4
TGP 370 31.4 16.5 0.1
[pyr-14C] 62 55.5 45.8 5.2
TxETYI | 370 32.9 12.9 2.5

(2) TREREESHEER

et (EE) o LEEEIC, [phe-Cl7 = BT ¥ 3 2 Xiklpyr-14Cl 7 =
VEGFIEELYEY 84mgke EARA X DIZEINL,20E3°CT 30 HIH,
¥/ T 7Y (BBRE - 25.55~26.32 Wim2, #EEHA : 300~400 nm) %
FRET L T R E L R AN M S,

R KB DR MR O RITER 1412, 7 EF I OHEE
HHEHITE 15 IR EN TS,

7= EZ YR E, 30 BRI T1.0~T2.1%TAR (234 L7z, SERRE I
BT HEESMEMT 1CO2 TH Y, 408 30 A#iZ[phe- 14C}t‘t"“éia{$&&ﬂal:ﬂi

2.9%TAR, [pyr-4CIE#AENEX Tl 75%TAR BED b, iz, W
FRIZBNTCTILSMED BEUC AR IR,

C HEEEIEEEICHE L. 30 A 11.5~12. 9%TAR _@ L7z, 30 EI
BOTNH Y SEERNG, BB VREE, 73 VBROT I VESC
B—Zmfi L TWA Z EMRRENT, 2B, R K & BIRRE LI m“,ﬁ%il:'c
ﬁiﬁfﬁ‘éﬁ:}ﬁ&u MEREBITIZIERE Th ~ T,

T2 ESYI vOHERRI BT BEMMRESIE. B SRR AL T
SAINR=VEEORBEZL Y BARAEKL, BIISHIZEITVUALED 462D
KEMEIZE Y ClohaEni, TOMORKE LT, 720 ETFIUNED
EERE C OARRUMEDOREERFDOERBE X biv, TXTOLHY
MEERRIICTHEBE L 250, XX CO: FCEE{LIhd 3200, &
 13)
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%14 RESHRICHETIHSESTRUMEY GTAR)

RS Rk 14 30
iR RE 84.5 80.7
T EFH¥I 79.0 72.1
[phe-14C] B 0.9 0.2
A el 4 . -
Ny C 0.6 0.7
g 11.2 12.9
COz 1.3 2.9
Rmcctiiang 8 ordcl 79.3 75.1
Tz TP 77.2 71.0
[pyr-1Cl B 02 02
7 BT - -
¥y LC 0.7 1.2
1R 10.0 11.5
CO2 . 4.9 7.5
#1565 ZzvESYEIUOHEERRES (A
bk 3N : SRR X R s R X
[phe-4Cl7 = > 52 80 . 60
[pyr-4Cl7 = > 5 ¥ 3 74 50

(3) TRBEMERR
ATIEOME I R, St QM) . HEDL] RO 1EECERN
+4E [ NEELS BFE) ] 2, pheMCl7 = IV o EEINL T8
W fii o R S e X v,
Freundlich OB 4% Kads 11 4.27~9.36, BERFBSHFRICL VML LI
EFE Koc 1% 112~731, BiElRE Kdes i 5.07~10.82, #HEHA{RE Kdesoc
i1 133~954 Thoiz, (BH 14)

4. KeEd R
(1) KRB

pH 4 (7 = EEEER) . pH 7 (V VEERER) IpH9 (R vEBEEIRKR)
DEFFENRIC, [phe-UCl7 = EFHF I U X idlpyr4Cl7 = EFFI 5281
mg/L & 725 X 3 ZEM LTRSS ERBRMSERE Shiz, - _

1EH ORERTiX pH 4 XU pH 7 DFEE K EZ 50°COME&RMT T5 BHFA %
a— f LR, pHA BT 7 =2V ES I VKR ORICEE Th o7
A3, pHT TIXANIE 5 A& 10% L EDfR STz i=%, 2 BIEORERN, pHT D
FEEIR 1L 50, 60 TN 70 °C, pH 9 DEEEE Tix 25, 40 RTr50 CTHE 50
AfA vFa—bLTEEINE,

pH7TIZBiF27 =5V I EEER. 50 CTAH 50 H#%ICABBTHE
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D 31.1~32.9%TAR, 60 CT 30 H#%IZ 10.7~11.1%TAR, 70 ‘CT5 A%z
25.0~25.6%TAR Th o7, pH 9 BTk, 25 CT 17 BHIZ 32. '1~
34.7%TAR. 40 °CT 72 H#Fﬁ%ék 13.4~14.4%TAR, 50 CT 30 Rl
~9.5%TAR Th-17, )

FELEWMIE B ThHY., BXT pH 9, 50 CTIzRBWTAE 30 BREEIC
88.9%TAR £k L7z, F£7z. B BKE bz C BB o, TSR DE

I K B0 MEREDZETIFRD bIvT | 0 OAKIZ pH OFEWIC L 571

mmlﬁb LT, :

E%ﬁ%&ﬁﬁ?wﬁjmm%m LBTORZJVRNVT 7 = VTN E=
EOBBECHY . FRICLVERLE B i3k SR xt L THBNLETHD
N, —MIdkEM {bLEhBd B A bhiz, (B8 10)

(2) K2 BEER

BHEREER H 7.0) RUREBKK [(REHA GEEH) | pH 6.9~7.2] iZ,
[phe-UCl 7 = ¥ ¥ I Xidlpyr-UCl7 = ¥ 2 % 1.0 mg/L THEM
L. BEEEIL 25621°CT 80 At/ 5 7% CEME : 2564 Wim2,
WRHIE : 300~400 nm) ZRH L, BEBEAKOFE ST 2652 CT15 A
X )T RBREE : 15.8 Wim2, HEHE : 300~400 nm) % MBH L
TR o AR A Bl X v 7,

L RBAKPIZBY 52 0IEER 16 IRERTNS,

FESRIILB ROG Thot, TESMREIRL, o=V ALT 7 =)L
HNR=NVEOBBEZL S B OERTHY, —FTFAHNLRF EOBEEC
L5 FABMERD LN, b2, MLAMOLT Y — VRO L AHEI
LY GREESMHE LTERTHI b DEEZBNE, (R 11, 12)

#= 16 &HEBKBIZHITIHEY (YTAR)

REEK TR AR TR H R

P 0 7 30 0 4 15
fohe-14C] ;j‘;gi 956 | 4.4 16 | 975 | 627 | 100
ZzvE | B ND | 6L7 | 74 0.3 7.1 7.3
¥zl @ ND | 40 | 157 | ND | 58 | 197
F ND | 48 63 | ND | 27 5.6
—_— ;j}igi 968 | 7.1 11 | 978 | 645 | ‘113
Zev¥| B ND | 638 | 95 | ND | 117 | 54
F¥I G ND 2.6 17.7 ND 6.9 19.1
F ND | 42 42 | ND | 1.7 48

ND : RESNT
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5. TIRABEE , -

JOUER « Bt GRER) ROWHE - B+ (WED) 2RAVWT, 720 IR
SArg LA L U D EEERR (SR UERN) PEfiShz, #RIIXR
17 ICRENTNS, (B 15)

%17 LEERSBRRE

_ Tl EFHI
st W +iE
HEERH ()
PR smihge | AOUK - EE | 11
| ® | 2meks B e it 12
- o | K 30
PR L880gaiha | R et 31

H*EEENEEBCIIERES., FEEE T s0%KFNEHEZ T,

6. S REEE
(1) FRBRER |

BERCREZANT, 7= E7FIVROREY B 20Wxtgbai L
L BB T S, R 3 IRER TS,

T =TV ORREREIIEEEN 1 BRI LBN A (RED
TR bz 6.58 mgkg, AHY B OFKEBIEIIEMEAM 7 AHIZNE L~
WM H2A (RE) TROLNE 1.35 mghkg THolo, (B 16)

Bl 3 OIEMBERRONFEERNT, 7= 5 F 2 RBTEN 5
b LIRS BRI NAHEEBIRENR 18IRENTNS, 235,
AHEERBEOREX, BEEFCESHERIERD, 72T FI 0N
BR DB AR HERGMET, TRTOERIER Sh, T - BEC L 5%
BEEDBEAEEL AWV E DIRED TIZITo 7,

*®18 BRHPLVERShZ I VESHTI VOEEERE

Es)=mai) AR (1~6 %) e HiRE G5
(FE:53.3keg) | (FE:158ke) | (KE:55.6ke) | (KE:54.2kg)
ENE
(gl AJE) 88.6 61.6 65.4 69.3

(2) iEFMBREBRR
7 =TI 50%KFIFE 750 g ai/ha T4 [E (7 HEWE) AELE F<
PR EBIC BV CRER L LTRSROE —< 2 AR IFDERER
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B ER ST, EDEER, ERIEVDOIFIMICBNTT7 = ETFI VAT
R B IXEEBR (0.01 ppm KT 0.008 ppm) K ThHh-7, (BE17)

7. —BRERR
T EFYIOTy MERWE—REMEBBRAERM I N, FRITF 191
REINTWA, (B 18)

K19 —REEHR

= . 3 & % % rﬂ%o‘)
{8) {£H)

1fe.J 200

L mﬁﬁgﬁ ;?b # | #H 600 ~ | 2000 | FF

[ ’ 7

[gﬁ fetine 6 2,000 2L

1 45O FENH D 200 _

| immxs | SP | ® |mno| 600 _ fEm

| B2 smmonse| 77 " | 6~s 2,000 2,000 | A0
(4% FR ) :
HE OMO Na KRR BRI,

—  BMER BRRRE SRR T,

8. MERERK
(1) SRR _
Tz ETFIVRCREMBO T v AV AanERRRERINE,
WRIIF0ITRENRTHS, (BH 19~22)
#®20 ZUEMHEREE (RAERUREM

R | s | D WD mede BB 1 masniemn
Wistar (GALAS)
% 0 Z v b >2,000 | FEREOTETHZ L
‘ it 3 T
Wistar (GALAS) '
R B Zw b - >2,000 >2 000 FEIR B OSET AR L
HERESS 5 [T
Wistar Hannover LCso (mg/L)
Rix A VA SER R OBETH) 72 L
MR 5 [T >4.84 >4.84
Wistar Hannover '
REHB| &0 7w b >500 SEN R OSELH) 72 L
: i 5 P '
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(2) BtEAERERR

Wistar 7 v b (—#fEkfES 10 [T) 2HWZHERRGRD (&58: 0, 80,
400 K% T* 2,000 mg/kg A, EE 1% I AREF L AF B r—AKERK) #
Bz X AR R B R i S v,

TR ofn, —ARKEE, SEMAREE S, HishE, HEE. AR
HRBR A R ORI A AR A I BV TRISRECRERT 2 L B2 bh
HIERITRD SR oz,

2,000 mg/kg REHR SEEOH THE% 18 B RERINHH L ORI 53
BDONIZ Lh, —FEMEICET 2 SN R T 400 me/kg (KE, HTX
REBROREAE 2,000mgkg FELEX L, MEBHIRD LR,

(58 23) - .

9. BB - ERICHT SRIMER U RREEIERR
NZW 74X % F O 72 [RPFEERER L O R BRI RBR AN ER S i, Ok
R U X ORI LT I EBEORIFIMEDFRD Dz 28, BEHITEMEERE
Hohiaholz, (R 24, 26)
Hartley “E/LE » ;& W72 & REM R (Maximization ) 2335 X+,
BREOKBRIEEEHTILEXbNE, (BB 26) |

10. ESHEENRR
(1) 0 PMERMEEERS (S )
Wistar 7 v b (—HHEHEE 12 ) #HW=iR8F (E# : 0, 300, 600, 1,000
KO 3,000 ppm : EHRAEREIZE 21 28R) H51213 5 90 A BTk
AR S iz,

F21 90 HMERMEEESER (Tv b)) OTHREERE

wEa 300ppm 600 ppm | 1,000 ppm | 3,000 ppm
EeEERE | 19.1 37.7 64.0 196
(mglkg FE/B) | Mt 20.5 42.0 68.6 207

FHREHTRD O EEETRIIR 22 IR EnTn 5,
AFRBRIZIB T, 8,000 ppm &GO M A BRI BD b0 T,
e R 1,000 ppm (4 64.0 mg/kg /A . Hf 68.6 mg/kg AE/A) THD
EEZBNIZ, (BH2T) ‘
(AFOIFEE CFIRBA~DOEE -S> Ti, [14. ()R 1ZHR)
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#&22 9 HEEZEERAR (Svb) TROLNEEHEMR

BEH HE 133
3,000 ppm - AXELE AN « I EEEEANENHI
- FFth B B3t - FEECEERR
 ANFERLDE TR HE K o NBEFLOERTRERR IR K
- FURERA FRARRAE K '
1,000ppm BAF | mEETRAZL AUt TR

(2) 90 BERESERIERE (1 X) _
E— AR (—HEMgEE 4 00 ERWELEARD (FE: 0. 256, 50 &
X 150 mg/kg (AHE/H) #5510 L 5 90 B MHEAESERBRRER S,
FEREHTRDONEBERTRIIER 28 ITF-EHLTHS,
ARERICIBUW T, 50 mg/kg RE/ F 5RO CHERINMG], #ET/NERL
AT R ASEE b e D T TR & b 25 mekg WE/ATHD &
Exbif, (&H28)

F&23 90 BERERMEFEERER (/X)) TRHohFEHERR

BEH i3 k3

150 mgfkg A&/ H o AT R UL E BN ‘RBC. Hb, Ht® Ut MCHC
 ANZE RO M AT A K igi b
s mIFHNAT T A, Alb BOYAIG | - MCV H#/n
Frigks « ALP H5/n$
- JEAKETR S
- BRI LS
* RBC. Hb. Ht’ R U*MCHC i
- MCV 540
'ﬁ%lgii'ﬁmﬂ?ﬁg\ IR IR MER EL 1Y
n
- PLT #2840
- ALP 1M ¢

50 mgtkg WHE/H L | - EEED XTI EEINMNE S s ANFERDPERTRIRAE R
£

25 mgfkg (A H/H FHER L FHFTRe L

SOEEERRVAEMFR L EL b,

(3) 90 EMEAERERERR (Y M)
Wistar 7 » b (—#EMERES 10 IT) 27280 (R : 0, 500, 1,200 &

3 RELERAIERL NS BITRUE) .
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073,000 ppm : FIIRFMIREILE 24 BH) BEICLS 90 FRITAN S
PEBRBR 2 S S T |

F&24 0 BEBEIEAESESER (Sv b)) OFHREERS

BT 500 ppm 1,200 ppm 3,000 ppm
EHREERE | M 36.8 87.6 224
(mg/kgF8/H) | 41.7 100 248

3 000 ppm #EHOMEHE T, EEMINNEIZHRD bz, —8ER, #iEd
BEBRA (FOB) HREDE, HEE, MREEL ORI EER OB
E“C‘ HRERSGICLSEETRD bR T,
REABRIZBOT, 3 000 ppm ¥GHEOHERECEEBMIHARBO L ZDT
MEFEMEEIMERE & 12 1,200 ppm  (# 87.6 mg/kg AHE/H . M 100 mg/kg A E/
A) ©hdEELbNE, BREEIED SR, (BB 29)

(4) 28 BEMESMEREERR (Sv )
SD v b (—BElERES 10 IT) %2 vk s (BE 0 0, 100, 300 BRX
1,000 mg/kg (AH/A) (2K 5 28 H MR S HERERD Fik X iz,
SR EHCEEFPNEROD 2BMEIIA LN R0,
AREBRIC T A EEME AL, g LI ARBOREH R 1,000 mg/kg (RE/
ACHhdaEBEZ LN, (B 30)

1. REEERBRERUVELSAERR
(1) 14EMMRERERR (7 X)

=R (—EEMERES 4 IT) AW AR D (B0, 5, 25 ROP
100 mg/kg fKHE/H) #5285 1 EMIEMERERBNSFEE X,

100 mg/kg A HE/ B S RO CTHRERD , KEBIMNPHA T ALP OB
Hbhi, FEOM T PLT OBMARD S, REEEFAIREICENT
1%, - 100 mg/kg B E/ B B S REO BT /NET DMEIFRRIERNRD bh i,

zli%iﬁﬁ ZRWT, 100 mg/kg RE/H & EHEOMHEEE T/ NET LTS

BHLNEZOT, EEERBIIMHE T2 meg/ke FE/HTH D EEZBNE, (B
ﬁ.lﬁ 33)

(2) 2EMBEEE/BNAALHESER (S M)
Wistar 7 v b (E## . — 8RS 50 T, FFE8 . —HMEMES 20 IT) & Hn»
76 (A : 0, 100, 300. 1,200 & T* 2,400 ppm : FEIMREBRETER 25
BR) BEIZ LD 2 ERIBMEEIEEE N A RBRARER S his,
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%25 2 ERISHBE/BNALBERER (S ) OEHNREERS

Bt 100 ppm 300 ppm 1,200 ppm 2,400 ppm
EARIGEIE | 4.25 12.7 51.9 107
(mg/kg AEH/ .
H) i3 5.29 15.6 63.6 130

B GH CTRO N BT RIIR 26 RS T D,

X PRRE L SR TRTEIS

BREIRDONT  ERERGIZHEEL TH

ABREE S U - IEEER R IR bl o 7z, #E 300 ppm #GHICENT
R b/ NERLDERTIBEAR K DE e R AT, [FEERINE > T
WAR DT v FORBRCIIR X RUEHEENR 2V DD Tk & TR LD
ST, ARBIZREWT, i 1,200 ppm S OB GBI ITE RSN, M
1,200 ppm L EOHEGFICEEMINMIHENRTO bz T, BEREIIHE
& H1Z 300 ppm (HE 12.7 mgrkg (RE/B ., M 15.6 mg/kg (FE/H) THHLEZ

bivic, BBRAETRO bhiehoiz,

(£ 31)

(RHOFER CFREA~D ROV TIE, [14. (D ETQ) 121R)

& 26 2 FRNBMESE/ EVAVEHEER (Sy b)) TREHOoLLBUEMR

B 5 Jiid i3

2,400 ppm - R E NS - i@t B O ELEEAEAN, JRFER &
- TP, ALP g/ CtLE &>, FFIEEE
+ Cre i/ « Glob 87N
« FFHERAZEPES S, Zefafbimbaie * Cre Wiz ,
» FURIBOYSH: A RR@mE S5 | « BRGNS A BB e A 8 8

o /NBE ALV B R AR AR

1,200 ppm LA | - FFHase S B OBRE EHED - (R EBAINH I

IS - Alb, GGTS#850 - TP, Alb. T.Chol #4n
« NEELOHE TR R AR R

300 ppm EAF | BHERAR L BHITRZL

511,200 ppm THABZERRVEERFTRLEZ SN,
88 HEEIMVHEEFTREEZ BN,

- (3) 18 hAMBBRAERR (¥VR)
ICR =& (E# : Bl 52 [T, fERE « —FEMEHES 12 I0) Z vz

JREE (Gt : JR{& 0, 100, 1,500 KZTX3,000 ppm, #f : B{& 0, 100, 2,000 BT}
4,000 ppm. FHBREENIEILE 27 2R) BEICE5 18 1A HRRAERER
MFESE X i,
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%27

18 WARMELNAMEER (ROR) OFYREFERE

RERE 100 ppm | 1,500 ppm | 2,000 ppra | 3,000 ppm | 4,000 ppm
FHRISERE | i 11.1 176 — 349 —
(mg/kg FE/R) | M 13.9 — 283 — 552
— YL

ZREHTROONEEMFTRIEER 28 irnashTWD

B BEFTRCRIIAERZERO LT, it\ a5z L T
%Eﬁﬁ@%mut@%@rziwbgnmmoto S

ARRERZB VT, 3,000 ppm BEFHORETIFHRERERED O, T
2,000 ppm ZE5HE CTIFE R OLLEERNPEBD o /zD T, EEEREITHET
1,500 ppm (176 mg/kg fA5E/H) . MET 100 ppm (139 mg/kg EHE/H) TH D
sEZ BN, BRAEREO N, (BE32)

#z28 180 ARFEHLAERE (TVX) TERHLL-EHFRR
& 58 i3 i
4,000 ppm - RBC, Hb. Ht g
s oba, B R ONEE RN
- JIFHRBRAE R
3,000 ppm - RBC ¥/
« MCV. MCH ##4n
- et R O L E 180
- fTfRBRAE RS
2,000 ppm - kit B Ok B E RN
1,500 ppm 1,600 ppm ELFEMITRRZ L
100 ppm BHHERRAZL

VL FEBEEARVWRERTR EEZ DR,
/s BB AR

12. £RRLEREER
(1) 2HKARABE (S5v M) '
Wistar 5 v b (—FEHEHES 24 I0) %V 2iE68 (0. 400, 1,000 % T* 3,000
ppm : EEBREEREITE 29 2R) HHICX D 2 BRI I S/,

#20 2HREREER (Sv k) IS8T 3FENREERS

5 400ppm | 1,000 ppm | 3,000 ppm
. i3 27.4 68.6 213
pummmne | FER e 32.0 79.9 237
(mg/kg KE/R) . I3 31.6 80.5 256
f AT [ 34.5 85.2 266
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4% 5RETRD LI EIERT AI3E 30 RER TV B,

ARRER 2BV T, 400 ppm ¥ S-EE S M O B CRHax R UL E NS, 1,000
ppm #5-FEOHEC/NEER IMERTE REFRB D N0 T, — kBT D
B R ITREM) OHE T 400 ppm &5 (P HE @ 27.4 mg/kg (KE/H RKhili, Fi# :
31.6 mg/kg fKE/H KW . HET 400 ppm (P H# : 32.0 mg/kg fRE/H, Filf :
34.5 mg/kg (KEH/A) LBxZ b,

FREREIC R LTI, 3,000 ppm B 5-HE TREFRIEEGD B OWE D35 K %18 S 8
MABD SN 0D, MR 1,000 ppm (P : # 68.6 mg/kg (KE/A .

i 79.9 mg/kg f&&E/H, Fi:

#E 80.5 mg/kg {KE/A . M 85.2 me/kg (KE/H) &

 BZbhl, (BH

F30 2HAFEHAR (Svbh) T

34)

o B ERR

N %ﬁ. P\ }L. Fl %ﬂ:FI\ﬁZFZ
il H E 7 5
- EEEEIE | - AEEDME | - BEEET - BEEEIKT
- BURBER B OY| - S RIET - st EEE| - FFEEEEEMN
ErE B » FFaxEEEN | - RE A | - BRI RO
- FRIRRENE | - FRRIRKREUL BE KRS e E B
- FURBR ARkEla | - SRR A R | AEE - R RNIB sk
3 000 vom SEHAD A B AL C | ERIRA M| BEROCRESE
UV PP « INZE T D PERTA B AR JEBE 5% S :
il « FURAR A RUARAR | - FURAR 2 B A
« FORAR A R fa Am A B, AER
# BB - S PRIR SR
& b FERBEE]
| ¥ (8 s
' - FFECEERE | - FREREREMN | - FRBRCRMER
- FURBHES RO - /hEESLMERTR | EEHM
1.000 ppm J:I:fiiéi%j]l] RapE « FURRREYE
y’\ I o /NZE TR < /INBE LT
Kapmr , JRIER
- ELRAR S R
JEXK
400 ppm BL| - &R B QMK E | 400 ppm FHEET |400 ppm FHEET {400 ppm BT
= M Rl i L RiaL
Sy B B EE (26 s NERLETERER (HES. i)
- BERA D RENELE (M) - EENEEAZAETE (HE. M)
= 3,000 ppm | + BLRARKEYESES SEAFEIREE R U HARE RS
ﬁh - Bl R OV E R (k. M| 8 :
pa - igtbEERY (M, i)
1,000 ppm | - {&AE (B, #E) IRIRE (SO, )
[y - Rl E R R (B, )
400 ppm BHATRZL BT R L

VIREEIIACEEMATRLEZ b, 551,000 ppm CHEERRVPIEERALEL N,
555 fbifE A bt CERAR,
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(2) REBEBRR (59 F) |

Wistar 7 » ~ (—8fHE 22 L) OEE 6~20 HiZH&EIRED (5 : 0. 30, 125
RO500 mg/kg (BE/B, ¥ - 1%CMC AR #51C, RESHERBRNE
i,

FEREH TR DNEFEEFT TR 3LIRERL TN S,

500 mg/kg KB/ BREHOBEMIZB T, EHERD ., FEBMNME RO
EREROEZREMNRD b, £, 125 mgke KE/AFSREOREY
RO THERRERNENERICIEE Ch o,

500 mg/kg {RHE/AHRESBOBR CREBIESY RTHEOH FREEIRD 5
v, AIEREIZB W TIERIRL _aﬂﬁl R O BICRDOFRBLHEE DR B2 BN
B BN, EHRHRE TR 500 mgke KE/ARSHETHESES, WEXEHD
MR IR E B, ATHEE 2B LR OIS kg I FRECS D8NS
B bz, '

ARBRICI T, 125 mgke KE/H L EE SO BB B\ TRER N
Fﬁl%‘wﬁ: &bah 500 mg/kg ﬂigﬁlaﬁffﬁimﬁﬁﬂ%ﬁﬁ EEASENFED LN
O T, BRI T 30 mg/kg (KE/H, MY T 125 mgkg AE/A &
Zzxbhiz, (ZR35) -

%3 BEEURR (Svb) TEOLA-FHRER

REE BE) R ILENY
500 mglkg AE/R | - FEEEHED | - EEE
- hEHE B EIRAN - WRIATEE. BEILROHM

B SEE. WEIHOME
EEIEEFE. siEs
FrEefb, E e et

PrBLY
125 mg/kg EE/A | - FEENMEH 125 mglkg W/ HUT BEERT
LLE | R7L

30 mg/kg AHE/R | BEFARAARL

(3) REBERR (VU) .
NZW 79 (—BElfE 24 IT) OiFiR 6~27 E&Jﬁﬁhﬁ"n (R{iF : 0. 30. 50
ROV90 mglkg (FE/B, B 1%CMC AKER) #5 1T, %éﬂtéﬁﬁﬁm%ﬁt
I,
50 mg/kg & E/B R U190 mgrkg {KE/H &“%ﬁ@ﬁ@;%’cfﬁéﬁ%ﬁf}\&u ;n
CEET D EEBZONDMENTHEN, LHARRTHCRD N, £, =
%’LB@E’ﬂ* SV ERD bR b, BRICIIRER G0 X 58I
bBiviehsoiz,
ARBRICIBW T, 50 mg/kg RE/A L LREHTRERCEEBDENSBD L
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., REpizix

BEFPBDOONR PO T, EF

FHEEINEY T, 30 mgkg

{£E/H T, E@%’Cﬂiiﬂtﬂ‘ﬁ@%ﬁﬁﬁg 90 mg/kg AE/H THDHEZA DN,

Ak

3. BEEERR

uL.\bb E)hfi?j“o 71.:.

(ZH 36)

7o BT I VREOMBEENNWCERERERER, F v/ =—ANLRZ
— i slessEAIa (CHL/AIU) ZH Wiz in vitro e E R EREBR, F % =—X
A A Z—HIA (VT79) & BV Iz in vitro BIGTFERERRR, <~ 7 22\ in vivo
INERERDIEIE S i,
FRRITR B2 IZFRENRTVDIERD, TRTRETH T, 7/ ET7Y I

EiaFEERTVWBOEEZ BN,

(B8 37~40)

32 EGEEARRE (RiE)

AR ESE MEIRE - REE e
In vitre Salmonella typhimurium
ERAR Fechorichia coli @156~5,000 pg/7" V- (+/-59)
(WP2 uvrA Bk)
®105~135 pg/mL (-S9)
Bens 111 cnnnnpoy BN 05|
i e 4 :
B HsEEEME (CHL/IU) 40~160 pefmL (+S9)
@80~160 pg/mL (+S9)
D10~50 pg/mL (-S9)
HETER | FrA=—ANLAF—H | 12.5~100 pgimL (+S9) e
ERHBR |’ (V79) ©25~85 ug/mL (-S9) a
20~100 pg/mL (+S9)
in vivo D500~2,000 mglkg A E
(saml & 5)
ICR =W A YRR
(—BEHE 5 ) 22,000 mg/kg B &
(Gl O &5

TE) +-89 : RETEHACRTFETRUEFET

(# 5 48 BFEIERIZIRER)

3 B DOMIE & AW B IR RRERABRDEE i,
SRERFE ST 33 [CREN TS LBV RETHY . @{aﬂm;tm\%o)c‘:%z

Cbhi, (BER41)
# 33 EBE=HEEHBREE (K#HMB) .
R bSE S NERE - 58 fER
mm | BIRER | S gphimurium D156~5,000 ug/mL{+/-S9) R
vitro | Z23Ek | (TA98.TA100, @156~5,000 ng/mLE/-S9) |
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TA1535.TA1537 #)
E. coli
(WP2 uvrA £k)

14. ZOHOBEER
(1) Frifaighiis, EHNRHERRARURRERILECERICRT IBR

Z > b 90 HEFESEFEERE [10. (D] 280 TURERLEFRER R T
FARRARMRIERPED NI ENE, TOA =X LEZRETT 50,
Wistar 7~ b (—BEHE 10 IT) {2 3, 7 & Tt 14 HHEEH (B{&: 0, 2,400 ppm :
TFHREERELR 34 258R) 5 L THHREESE, BhRHEEFERDY
AR T A EBNZ B D RBRD R S iz,

&34 TFHmEERE

ik 3 H &S 7 BB 55 14 ARG
TSR
(mgfke/ ) 217 223 217

W OFSHIZE O T, et RO EERM, NEEFOHERFRIRAE
EUUESEO RRR AR EEEIERASFEEICEML 2,

KRR 2 BrdU 2k 2> BTl L7 /5 5=, 3 A B EaE crhnem 2558
Do, 7 BMEERET 14 A BERSHE T BRI A~MEERFE D 67z,
¥7-. PROD Z#EtE L L7z CYP2B FH#ER U Ta 2 H & L7z UDPGT &,
DT ORERIIBNTS, AERBEIRBD N,

3% § o FUR B EE R AE 2D CiE, 3 ROV 7 AR EHIZENT Ta &
O Ty DFERBD XZBIERABD LR D & & bic, TATOHRER T TSH
- OBIMER SRS L,

UEOERNIE, 75 I EFEO CYP2B < UDPGT Z#HE TS5 &
Ehiz, BEVHICATMREEORMEZ 2632 L, £, Ao TR Ty
OET N TSH OBMARERZ, 2hb0EEZ, CARDEY 2 L—H —
ELTHLNTWAT = )L EZ— L ERELUT LD THolz, (HHE 43)

(2) CYP2B1, UGT1A R U* UGT2B1 0 mRNA BB BRMIC £ 17 HRAZEHE CAR OF M

B3 S8 (/n vitro)

Tz LNCLED CYP2B kU UDPGT fEMEOBEMIZR¥ 2% CAR O
HlzonT, T v bOPHUEEFHRIZBT 5 RNA Tk % Uiz in vitro T
DFHl A EHE X Av iz,

EFMRECCAR / v 7 ¥ U FHBIIZ 7 = VI % 50 uM AR L
T fER . EFHR Tk CAR.CYP2B1, UDPGT 1A G UDPGT 2B1 ® mRNA
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REEIIXTRIED 4 f%, 3615, 1.3 ERW30 fFicEmML~E, —Jj5. CAR / v
7 B TR TIL, 7= S I 0miz L v CYP2B1, UDPGT 1A RO}
UDPGT 2B1 @ mRNA BEAEIWTNHAEEICE T L,

U EDFER? G, 7y FOYIREEIFRICB T2 7 2B VAR &
- T4 T % CYP2B1, UDPGT 1A FUf UDPGT 2B1 ® mRNA RE7HE 13, CAR
ERALTHBZLERRBENT, 0 Lk, AFOT v MABECHEEECO
FURBENPCAR TV =2 L—F—L LTHMLRATWDE 7 =/ X —D{EH

BB 2 RTb0EEL LN, (BHR43)
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M. ARRECERE

SRICHETIRE/EHWTERE 17 207 ¥ I ) ORREEREERH2 K
L7,

UC CEBLEZ7 =2 EIFFI 0Ty NeR0imERNEMEBROBERE, &
AREENET7 BT I ORIETADRLS EH 90%TAR Th 0 51 168
FRE I & A EOREENTEE Sz, TESRERRIRT CHh o, Bk
UHEE P IS A REIREE I, Toax fHE TIIHLE . HIBER OB TR - 7228, &
RFRYIZID U 1S E ORI E UL~ OB BIAIIERD bhviad o le, REFOE
ER#MIL. BROEDO I o /@iﬂ/-\ﬁi D, E RV EORBRAEXIZI v
7o EREeEETHo T,

UC TEBRLETZ = ETY I 2 AVEEBEREGRBORR. EEBHE
DEERDIZ 70T I (162~94.9%TRR) R UA#®H B (1.0~
10.9%TRR) T3 0, iE5Z 10%TRR %#8 2 5 REMHIIRD bhied o 7z, BE,
Rpsr B EBERBORE, 72 I OREEITREY 1 A%
{2 6.58 mg/kg 75, G B O xS REEEM 7 HEIZ 1.35 mgkg BAWnFhd
B A A (BE) RO LK,

7 E7YFIREICLSEENT, ECEE Mg | IS (R,

AR ROHIRIR (AlRAIRRIERE) IR b, 2 HARERREBRICK D
T, HEs CEERMMROR S BET, FHERBEROBD R UEREEK
BOBEMNBERD bz, 7y FOBEFERRIZBO TR, BEMICESELLA LN
EFRECTARER GREFERVCELIER RUBEKRER (HESRAS) 1
Iz s, ?#ﬂ%ﬂiﬁ-“)ﬂ IR 5 OEBIERD b o T, FiREE, A
AR B ETRMHIERD bR o T,

A RERBE R % BEDTORBFMMNBMEL2 7 = IV I (BkaW
DH) ERE LT,

XHBRICBIT A EFSHEESEIIR BRI TS,

Z v FEHWE 2 HRBEERRORBM O CEBIERPRE TEX R o7,
B/ R TR bR ZMRT RIFERENCH Y FROFTRIIIVEVCAE
TEHMERTENET v b 2 EMBHEBEEES AMIFERBRIC BT LR D 51,
EEEERELNI TN,

RREEFELSE, ERBTHEONEZESEHED > bR/MEX T v MEHWE 2
ERMBMERMEFE B AEGFEBRD 12.7 mg/kg FE/H TholzZ L b, INER
L& LT, ZEeiRE 100 TR LUZ 0.12 me/ke (RE/A 2 — B IELGFA £ (ADD) &
BELE,

ADI 0.12 meg/kg (KE/H
(ADI FRIERBERD) {84tk 2304138 0% AL S 7Rk
(BhipdE) Z > b
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(H1FE) 2 4Ef

(5T RE
(et ) 12.7 mg/kg {FE/H
(R2iRE) 100
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F 3 HERRIIBTIRESUHERVRNEEE

p RER HEEE | ) Biis )
B | PR | ugfkg K/ B) | Guglig B/ ) | (mgfleg 8/ s
S v b 0. 300. 600, #E : 64.0 HE : 196 MR « A EEEANIME],
1,200 . 3,000 | # : 68.6 I - 207 FRTATRSE B inss
Wy #E . 0.19.1,
=ERB | 97 7 640, 196
;0. 20.5.42.0.
68.6..207
0.500.1,200., | # : 876 HE . 224 HERE - {REEIEA0HNE]
90 H i 3,000 ppm i : 100 i . 248
e : (RIS B
«’I(EP%__X;:L;E‘& H:0.36.8.87.6. 20
%ﬁ% 224
h M - 0.41.7.100,
248
0. 100 . 300 . | #E: 12.7 T 5L.9 . TEERENE
gappy | 1200 « 2,400 | i : 15.6 i : 63.6 B AEIRNISIS
B | PPI
R " f(%é)ﬁwrm%m Bh
7 0,425,127, ELy)
ﬁig% 51.9. 107
FIRER ) - 0.5.29.15.6,
63.6. 130
0. 400 . 1,000 . | #&H HEN BlEhY . JTEEFN.
3,000 ppm P - Pi:274 JINEE SR T e
' P i : 32.0 P if : 79.9 K&
P HE:0.274, | Pl - Fi i 316 IREMY . KEE
68.6. Fiif - 345 | Fidd : 85.2
. | 213
gﬁ;}%ﬁ P M : 0,320, | RS R &
e 79.9., P 274 P : 68.6
237 P i : 32.0 P if : 79.9
FL#E:0,31.6. | #3316 |Fiff: 805
80.5,256 Fiif . 345 | Fiitf: 85.2
F, i : 0,345,
85.2, 266
0.30.125.500 = | ®BEWp : 30 | @ : 125 | B8 : REEs N
A e B :125 | B IR 50O &
A BBIR . BBIAFER TR
EEEAE
= A HE : 0. 100 . | H#E: 176 HE ;349 M IFEEBEM, BT
1,500 . 3,000 | Mt : 13.9 it ;283 ) a3
ppm | M FFEEEN
# : 0., 100,
18,8 | 2,000 . 4,000 (ERAMITRD BN
i5] ppm 20)
MR AN
SER | #:0.11.1.176.

349
i : 0.13.9.283,
552
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REE

MR

MR

Bl | BB | g RE/E) | (ke /B | (gl /) W=
Ty 0.30.50.90 | RFEN% : 30 | MED : 50 | BBV : T, BINE
%E%‘ﬁ ] 1% .90 &Uﬁgéﬁg/\%
B ;@ﬁ%ﬁﬁ%b%hz
' AR
75 o am |OF00100 |25 (ERE: 50 | B RS
Rl B A DA
T 0525100 | MEEE: 95 [WERE:100 |H: AEED ROVIGE
1By b AR IEA S
B i o NEE GO AT AR

U EE RN EEE CTHRD bR ROMEEZ R T,
s EENEERETE RO,
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<P 1 : 1/ o —5 >

£5 Hr %%

B §-2188-DC g:s;l:no- 1,2-dihydro-2-isopropyl-4-(o-tolyl)pyrazol-

C 5-2188-OH 5-amino-2,4-dihydro-4-hydroxy-2-isopropyl-4-
(o-tolyl)pyrazol-3-one

D $-2188-CH0H-DC {:’rammo- 1,2-d1hyd1_'o-4: (2-hydroxymethylphenyl)-2-

‘ isopropyl-pyrazol-3-one

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

F S-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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<P 2 : RATIEENEFF >

WEFR B2 s
A/G TATIvFa7Y sk
al HRSE
Alb FNT I
ALP FTAHIVEKRAT 7 4 —E
AUC SEHIE B AR T A
BrdU 57 aE-2-FAFITY
CAR FEEMET > Fu 2 554 (constitutive androstane receptor)
Craax b2 55
Cre TLTF=
GGT yjf}b?ilvbﬁyf71§mﬁ‘ )
[=y-ZN&IN T ARTFEH—F (y-GTP) ]
Glob sagy '
Hb ~NETSREY (MEFEER)
. Ht ~v Uy M
L.Cso N R B IEHR
LDso BT R
MCH - TRk R &
MCHC TR Bk AR
MCV SR BRI TR
PLT /R
PROD TRy "RV VLIANT 4 OFTTAFIT—E
RBC R BREK
Tz MR TR
T3 M a—pFHAm=r
T4 A = e v
TAR wis (W) Hihe
T.Chol WaLAFr—
Trmax T o s B B 2 )
TP REBPE
TRR PR e
TSH BB R R VB
UDPGT |UDP-ZAsa /N F A7 —F
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<RI 3 :

1R EE R RS > ,
EShezsizc] 15 HFE [E% | PO RIS HrE R FEN S AT R R
GybrdD s eahd | @ |(A)| 220593 B 7 ESEI B
SEHEERE BEiE | FEE | BedE | i | BEiE | FHE | REE | EHE
I 0.67 064 | 0112 | 0112 | 0.40 0.38 | 0.113 | 0.110°
b b 1 750 4 | 7| o2 022 | 0110 | 0109 | 027 | 025 | 0.090 | 0.086
[FEss] 21 0.06 0.06 0.010 | 0.010 | 0.08 0.03 0.032 | 0.031
(B2) 1 0.71 0.68 | 0.026 | 0.026 | 0.45 0.44 | 0.020 | 0.019
g 18 g | L 625 4 | 7 0.46 0.45 | 0.026 | 0.026 | 0.36 0.36 | 0.034 | 0.029
= 21 | 029 0.28 | 0.061 | 0.080 | 0.31 0.30 | 0.043 | 0.043
oot 625 1 2.14 2.05 | 0.239 | 0.235 | 1.43 140 | 0.140 | 0.137
1=k 1 2520 4 | 7 1.19 118 | 0.153 | 0.152 | 0.98 098 | 0153 | 0.150
[ a%] 21 | 0.47 046 | 0153 | 0.152 | 0.39 0.38 | 0.149 | 0.143
(&%) 1 1.21 1.20 | 0.170 | 0.167 | 1.44 1.42 | 0.057 | 0.056
18 g | 1 750 4 7 0.69 0.68 | 0182 | 0.180 | 1.02 1.02 | 0243 | 0.237
= 21 | 094 0.94 | 0232 | 0.220 | 0.87 0.84 | 0.353 | 0.347
1 0.51 051 | 0.033 | 0.031 | 0.48 0.46 | 0.023 | 0.023
Zah 1 625 4 7 0.12 012 | 0.027 | 0027 | 0.10 0.09 | 0023 | 0.023
[t a1 14 0.02 0.02 0.011 | 0.011 0.01 0.01 <0.008 | <0.008
&%) 1 0.76 0.75 | 0.146 | 0.143 | 0.64 0.64 | 0.099 | 0.092
s | 1 750 4 | 7 0.31 0.31 | 0.086 | 0.084 | 0.34 0.34 | 0.008 | 0.085
14 | 008 0.08 | 0049 | 0.049 | 0.08 0.08 | 0.023 | 0.023
BRI, .
5] 1 0.18 0.18 | 0.033 | 0.031 | 019 0.18 | 0.026 | 0.026
1 500 4 | 3 0.12 012 | 0027 | 0026 | 019 0.16 | 0.025 | 0.023
¥E;Z%%’2EF 7 0.05 0.05 | 0.014 | 0.014 | 0.04 0.04 | 0.009 | 0.009
TRk 18 )8
FwI b
i) 1 0.29 028 | 0026 | 0026 | 0.22 022 | 0.027 | 0.027
1 600 4 3 0.06 0.06 | 0017 | 0017 | 0.10 0.09 | 0017 | 0.017
:FEJ(?%%ZEF‘ 7 0.03 0.03 | 0.008 | 0,008 | 0.02 0.02 | 0.008 | 0.008
ME 20 E
- 1 0.01 0.01 | <0.008 | <0.008 | 0.02 002 | <0.008 | <0.008
S 1,750 3 | 7| oo02 0.02 | <0.008 | <0.008 | 0.01 001 | <0.008 | <0.008
[l 21 | 0.1 0.01 | <0.008 | <0.008 | <0.01 | <0.01 | <0.008 | <0.008
(i) 1 <().01 <0.01 [ <0.008 [ <0.008 [ 0.02 0.02 <0.008 | <0.008
g o0 e | 1 1,250 3 | 7 0.01 0.01 | <0.008 | <0.008 | 0.01 0.01 |<0.008 | <0.008
< 21 | <001 | <0.01 |<0.008|<0.008| <0.01 | <0.01 |<0.008]| <0.008
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Gt v {EFE: m¥ | PHI INEIAT T HERR P AT
TR ’ﬁ" @aha | @ |(B)| 7= E5¥FI B T2V ESFI B
HEhliERE BEE | FHE | EEE | FHE | el | THE | BEE | THE
N——— 1 5.49 5.26 1.06 1.03 5.64 5.62 1.08 1.0T
.y 5 1 1,750 3 7 4.69 4.62 1.06 1.06 4.79 4.72 1.24 1.13
[HEz%] . 21 3.47 3.44 0.72 0.72 2.88 2.88 0.891 | 0.871
(L) 1 6.58 6.52 0.86 0.6 5.88 5.80 0.859 | 0.851
Spk 20 1 1,250 3 7 3.72 3.68 0.87 0.87 4.36 4.35 1.85 1.33
= .| 21 2.27 2.26 0.67 0.66 2.54 2.50 0.907 | 0.901
1 1.54 1.58 0.103 | 0.102 | 0.97 0.95 0.092 | 0.087
BBk 1 1,250 3 7 0.77 0.76 0.142 | 0.140 | 0.61 0.60 0.164 | 0.164
[ ] 21 0.70 0.70 0.130 | 0.129 | 057 0.57 0.130 | 0.126
(B4 1 0.20 0.20 0.016 | 0.018 | 0.20 0.20 0.016 | 0.016
SERY 20 ZEE 1 1,450 3 7 0.06 0.06 0.011 | 0.011 | 007 0.07 0.014 | 0.014
e 21 0.03 0.03 0.010 | 0.009 | 0.03 .0.03 0.009 | 0.009
ET
[#3%] 1 2.64 2,56 0.027 | 0.027
1 1,250 3 7 2.39 2.38 0.029 | 0.029
ﬁf&o@% 21 | 154 154 | 0.043 | 0.043
TS
[ifeaE] 1 1.42 1.38 0.425 | 0.423
1 1,750 3 7 0.96 0.96 0.386 | 0.382
:g;%%g% 21 | 059 057 | 0.149 | 0.149
R 20 £ .
o 1 1.02 .02 | 0.303 | 0.300 | 0.94 0.92 0.399 | 0.392
>~ 1 500 4 7 0.43 0.42 0.239 | 0237 | 0.35 0.34 0.291 | 0.286
[hEs%] 18 0.14 0.14 0.074 | 0.072 | 0.11 0.10 0.082 | 0.080
(P2 1 3.05 3.04 0.804 | 0.792 | 2.59 256 0.613 | 0.607
TR 18 2 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 | 0.853 | 0.93 0.90 0.532 | 0518
I . I 1.93 1.91 0.127 | 0.122 | 2.41 2.30 0.166 | 0.157
? 1 750 3 7 1.64 1.62 0.166 | 0.163-| 1.98 1.98 0.210 | 0.209
[ a%) ' 21 1.28 1.24 0.200 | 0.197 1.73 1.72 0.253 | 0.247
(BZ) 1 4.79 176 0.120 | 0.120 | 3.52 3.46 0.130 | 0.130
SR 20 4 1 750 3 7 3.51 3.44 0.212 | 0212 | 3.42 3.34 0.212 | 0.212
=< 21 3.01 2.95 0.160 | 0.160 | 8.20 3.16 0.170 | 0.164

) SR EExRT
BRI iR A FnEI A D B,
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<Ak 4 - HETERIRE>

HEEHY R (1~65E) 28 Bl 65 mEL k)
e, BHE | (FE :53.3kg) (& &E : 15.8kg) ({&E : 55.6ke) (& : 54.2ke)
(mg/kg) ff BhEw | £ |SfREw | £ | EREGw ff R Ry
G NA) NB) EAHE) NB) GNB) NB) GNR) NB)
b= R 2.05 24.3 49.82 18.9 34.7 24.5 50.2 18.9 38.8
e 0.75 4.0 3.00 0.9 0.68 3.3 2.48 5.7 4.28
= P
fii )'9 @& 0.28 16.3 4.56 8.2 2.30 10.1 2.83 16.6 4.65
IR Ao 0.02 41.6 0.83 35.4 0.71 45.8 092 | 426 0.85
L Enge i vil Y 1.53 0.1 0.15 0.1 0.15 0.1 0.15 0.1 0.15
FOMDIAES | 256 0.4 1.02 0.1 0.26 0.1 0.26 0.6 1.54
A% el 3.04 0.8 0.91 0.4 1.22 0.1 0.30 0.1 0.30
HEES 4.76 5.8 27.6 4.4 20.9 1.6 7.62 38 18.1
B AD BT 6.52 0.1 0.65 0.1 0.65 0.1 0.65 0.1 0.65
& B . 88.6 61.6 65.4 69.3
) - EBRER, HFEINTWLERARY - Bk AR EREOEHBBECRRMEEZHWE (B
BRI 3) ,

- fF : Tk 10~12 EDEREKIENL (B8 47~49) OREICES BEiERE @ A/B),
- EBRE  BEERVBEWERENORDL 7 2TV I oW ERERE g/ N/H),
s b POEREISI = b FOEEAVV '

s FOMDIAZDENIETOMEE AV,
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BREDER 7o vI P @EAD (2010 F¥GT)  ERIERAAE, —HA%
[UC] 7= I P IVOBAERSLMEARBEERNBEHO T v MRIT 2 EYE)

#& (GLP %) : PTRL West, Inc. CGEE) . 2007 &£, RA%K

Z7eEFFIVoRAERCERERRROBRSHO T v MBI 2 R8T L UHEH
(GLP %}}%) : PTRL West, Inc. CKE) . 2007 45, RKA%E

7z VI FICORAERBICEAZEENRAORSEOT v MBI BN
(GLP #%tF5) : PTRL West, Inc. CKE) . 2007 &, RAFK

T ESYFIVOREROBEROT v MIBITAREL, Pt X OHEEBSH (GLP

%fi) : PTRL West, Inc. CKE) | 20074, RAH

T2 EFPI L 0T FUITBIT HE%ARRE (GLP %) : Covance Laboratories

Ltd. GEE) . 2006 45, KAFE

72 EZFILDUFAEBITHERBHE (GLP #I5) : Covance Laboratories

Ltd. GKE) . 200748, RA% |

7=V ETY I ORIz BT B BERER (GLP #5) : Covance Laboratories

Ltd. CKE) . 2007 &, £AF

T EIY I oDFRAEE ':F'@ﬁ‘lﬁit% (GLP #fis) : Valent Technical Center (kK

E) . 2008 F, RAFE

7 = ET W oK EEMRE (GLP #/%) : Covance Laboratories Ltd. (3

E) . 20074, RAHR

7TV o OBERBER B ofERR (GLP 4% : Covance Laboratories Litd.
(CRE) . 2007 4. RAFE

7 x BT WL OBEBRKFI SRR (GLP %) : Covance Laboratories Litd.
CEE) . 2007 4, RAK

Tz EIFYFI Qiﬁiﬁﬁﬁﬁgﬁﬁﬁ (GLP x#)t) : Covance Laboratories Ltd. (3k

E) . 2007 4%, RAOK

77 IO LBRE/MERE (GLP ff-]L}ftF) : Covance Laboratories Ltd. (3

E) . 2006 4, KA

TEER AR | AL, 20084, RKA%K

VER R BB AR« BAL NS, 2006~2008 42, kA%

B R B MR A | ERILFHRSH, 2008 6, RAK

7 =Y CVREOEEEECRITTRBICET5RER (GLP &R - (k) =%

bR AR FRFIERT, 2009 4, RAK

Tz VTP IVFEEDT v MBI 2SR DEMERR (GLP M) ER(EFHRR

£, 2007 4, RAFE

7 EFFIVEEDT v MBI ARMERREERER (GLP #5)  ERFHR

%k, 2007 &, RAE .

Z7xYEIFIVREDT v MBI ARMRAFEERE (GLP %05 : EbFHRR
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ot 2007 £, RAR

X3 S-2188-DC ©F v MIBITHEA %ﬁmﬁ:ﬁﬁiﬁﬁ (GLP i)« FRIbERAE

. 2008 4E, FKAF

7o EIFFIVFEEOT v MEAWERERESERR (GLP ®i5) RCCLtd. (=

A A) |« 20084E, KA '

7z Y IREOTTEE R ‘tﬂi)%’@]?%iﬁﬁﬁ (GLP #i&8)  : R bFHRE

. 20074, KRAF o

7z V7Y I FIEO YT X E RV IRFEERR (GLP &%) - bkt

2007 4F, FRAFE

7z B IVREOENE Y FEAWERZBRENRE (Maximization i5)  (GLP

RIS - ERALSEHASE, 20074, RAK

T2 IVEEOTy FERAWEREBHEARSICE D 90 AMRERORGEMNE

#HBR (GLP #fi) : RCCLtd. (A &) . 2006 4, KAk

7= EFHFIFEEDA R ERNEI T EARSIICLS 3 » ABREROR SR

B (GLP ®fh%)  : $hatha U H—5, 2008 . RAE

ZxEIFIVREEDT vy VEHWESRHREARSICL S 90 HEIERNREHE

HMERE (GLP %) : RCCLtd. (A4 A) | 2008 . RAK

7= ETYIVREOT v bRV 28 HERERERSHEAR (GLP ?]‘J:TS)
#) =ZFFEREEEMEI. 2008 £, KOFE

7z EIYFIVREDT v b EAWEERHEAREIC L D 2 FRRERORETFE/ZH

BAMBEGEREE (GLP %Ji5) : Harlan Laboratories Ltd. (A R) | 2009 &, RAFK

7z EIFFIVREOY 7 2R WERBHEAR S X BB AERR (GLP #i5) :

Harlan Laboratories Ltd. (A4 &) | 2009 &£, RAFE

T2 EFVIVEEOL RERAWEA T EAREC LS 1 ERRERDHERR
(GLP %JJ&) : BkREHA TV ¥ —F, 2009 &£, RAE

7xyEFHIVEEDT v MERAWEEREZEMRE (GLP i) Harlan Laboratories

Ltd. (A4 R) | 2009 &, RAF

Tz ETYIVREDT v MBS EEF ﬁaﬁ%ﬁ (GLP &) :Harlan Laboratories

Ltd. (A4 R} | 2009 &, RAF

7oy ETYIVREECT R HEFTEAMNEE (GLP #A5) R LRI,

2008 4, RAFE ' '

Tz BTV CREOHEE AV SEREREERAR (GLP 3hk)  Eb s

#h, 2006 . RAK .

T2 I I VBEEDOTF v A = AL A —Ri B MR (CHLAU) 2 AW in vitro

REEEERER (GLP ®hS)  ERIEFERASH. 2006 F, RKAE _

Ty ETHIVREDY T AR W MEREE (GLP SG) R bFERI S, 2007

F, RAR

Tz I FIVREDTF v £ ==X NbAF—fHl (V79) ZAVERETERER
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49

#ER (GLP ®) : RCC Cytotest Cell Research GmbH (A4 &) | 2007 £, KAF
KE S-2188-DC O#MIEZ MV 21RREBHREERR (GLP R)  ER/IFHRASH,
2008 £, ROEK '

RAEBEEETHIOVWT (FaL224F9 A 9 BT ELEFBERER 0909 F 75)

R AETAGIZ 6% 2 BNERORY (BEEFEILHTIEEEH [ Y7 I ]
ERAEFHRASHE, 2011 &, ®AOK

BEDG 7oy (REHD) (2011 385D ERIESEHEASH, —HAR
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&ELZHR S, 2010 F, RALAR
In vitro evaluation for role of nuclear receptor CAR in 2-2188-induced mRNA
expression of CYP2B1, UGT1A, and UGT2B1. : X LIS, 2010 4, FAFK
EEREOHR— TR 10 FEEFRFRRERR —  BF - RRIFWMERE. 2000 £
ERFEORK TR 11 FERFEMERER —  @F - RRIFHMERIE, 2001 F
EREROFIR—FAL 12 FERRBEFERL R — B - REFROIEE. 2002 £
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