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1. #= . :
(1) B4 : 72> ¥5Y I [ Fenpyrazamine (ISO) ]

(2) Mk ZEA | .
Y5 U ROBRERATHE, TATRTF e VESEREERETS - ik
D, REAORFEFEOHELHAETICHTIEEBEAZT T O LELBNT
1/\50 ’

(3) 1LZ4
' S-allyl 5-amino-2, 3~dihydro—2-isopropyl-3—oxo-4-(o-tolyl)pyrazole—

. 1~carbothioate (JUPAC)

S-2~propen-1-yl b-amino-2, 3-dihydro—2-(I-methylethyl) -4~ (2-methylphenyl)- "
3-oxo-1Apyrazole—1-carbothicate (CAS)

(4) R O

533K CoHlyN;0,S

SFR 331.43

IKEEFREE 20. 4 mg/L (20%0.5C) .

SEMRE log,,Pow = 3:52  (25%+1°C, pH 7.2}

(A=A —ZHEHLY)
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- 3. 1REERER
(1) o=

* DC{& : 5—am1no-—1 2-dihydro-2-1 sopropy1-4-(o—tolyl)pyrazol~3-one
(H—F ﬁ‘ﬁ]‘%B Evve) ‘

(Dﬁﬁﬁwﬁﬁ

ﬁﬂHTX:Wt/@TF)WAVW%MKwEmLK%
BCHET 5, m~EV U CEEL,

ﬁ??%@ﬁﬁﬁzﬁu7%ﬁ77 BE5rHTEr (GCHS) TEET B,
X, BIEEICHEL. /twwm/ﬁth_Wtu)b/ﬁéAﬁﬁmﬁﬁ
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Do

EERM

R B

T2 ETHEI 0. 01~0. 05 ppm

: 0. 008~0. 03 ppm
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(BT 5w b ' :
(REHE) RERE
RBOER BB / BSAEOERER
(HARE) 2 R |

ZeefREr - 100
ADI : 0.12 mg/kg fKEE/day
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RN EDRED TIATH T,

- - TMDI/ADI (%) ®
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SR (1~6 5%) . 8.0
R ' _ 2.6
wEE (65 mIlL) 2.7
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B =BT (BIlH%2)
T — BEEEwR
EREE | EBE | BRI BE SN e E R RS
Frfh ® BT | FE| £ SETEfE
ppm ‘ppm ppm _bpm PP
k<h 5 B ' 2,05, L42(3=FF)
b 2 ] ' 0.51,0.75
90 (H—F 28T, ) 0.7 - 3] ' 0.18,0.28
Bk . 0.1 M : 0.02,0.02
T DB PADREESE 5 2| | 1.53(4),0.20
. 1 Gl D BTS2
vEY 5 2 i . BB
1 ol A ORESE
F D (F—TNFV T E ) 5 ] ] ] :
L. oD REESE
V=TI N 5 H : B '
. _ v (I oZ A DRELE
FAh 5 i , )
FOhOBAESBREE g 3] . 2 BEERIEHIIRR(SER)
WwhZ 10 BB : 1.02,3.04(%)
SES 10 ] : © 230,478
FOMDAEAAR 15 2 ' 6.52,5.62(F s A D B 7)

(BB IR ) OMIC R IDOEREH SOOI, REOCHER ﬁ%bg?ﬁﬁ%ﬁ:’ﬁ'ﬁ#ﬁﬁiﬁénfcé@f%él&’&?ﬁb‘tb VB,
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(A% 3)

7=V ETYIARERNE (BAL: u g/IA/day)

; g L EEE -
7 1
ek EHER | EEF | (g ) BER | empn)
(ppm) TMDY TMDI
' TMDY ! ! TMDI
?1“_;’:}: __________________________ 5] __121.5, _ _845,_ _ _122.5, _ ___ 94. 5|
"‘t“'===========-==============.'=.'..‘2:-'===8=0|===~1"'§E---_§._6’ “““““ 1—1—4
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BB RERE T T 5] - % 0.5 - 0.5 __ 05 ____"05
I N R S T v L O I Iy
FVY Eo7AA VI VESD, ) [ 5[ 2.0, ___ 30 " "40_ """"170
Pl e > NN I 5 ___¢f 8.0i ____20___1051 _____ 4.0
2 5[ _ X 0.5' __ 0.5 _ 0.5 0.5
?:Q@@?L&é??i%:::::::::::=:=:-_-5:::.."=::2=02=='==0;§:;;;=g=5;:_;:::::3:0
l:’;:“;f::::::::::::::::::::::===I=0:"===3=0:IF===—'4—QE———_‘l‘.“O'F—::::'_—i:O
S ll___ 100 __58.0; __440___16.0, ____ 38,0
E okl - 5] R N N R N
S ! - 220. Iy 152. i 176. 8: 172. 8
ADLE: (%) . 3.4! 8. 0! 2.6 2. 7
THDT : B34 A1 B4EH& (Theoretical Maximum Daily Intake)
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= ¥

ESYVY ) CRAER [7 =BT Y] (CAS No. 473798-59-3) 122oWT,
EERBAEE T AV TRMEREETME £ L, -
FHEIC A e R, BER (T 1) | ERERESR (RE5, vF
CRE) | (S, AR (TP | BRERE (Ty b SURRTAX) |
BEEE (5 FPRUM R)  BRAME (T PRUWTR)  2EBRERE (S M) |
FEEME (72 PRUVEY) | BEEESORBRERTHS,

EEEMRBERP L. 7 =2V U TV LRI LS HBIE. EICEE GEMNE) |
FEBE (EESEm. FAABEIER) RUFRE (SIMRIEAS) RO bhi, Sk
VT, BB CHREEIING O & b AR TREERER OB R U R %R
KEOENMFRD b, Ty FORERERBICEV UL, BEMICEERS bh
RETHRER BRFERVERLR) RUEKER ERSREE) PEES
Niei, v FTREBRICREREOFEIIRD bkbof, HREE. BXAE
R OEGRRIEERD bhnoi, o

EHRRTELNEEEERO > bR/MEL. Ty MRV 2 ERIBMEBERES
AMEBFARBAD 12.7 mg/kg KE/B Th o7l Db, ZHERILE LT, 2255
100 TR L7z 0.12 me/kg KB/ £ — BERAAR (ADD EREL,
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I. FPifiHRmIEDHME

. P
Al

. BYRSO—B%
% 7= EFFEIY
354, : fenpyrazamine (ISO 4)

. EEH
IUPAC |
g ST YNA=5-TI/-23-Tr Ra-21 V7o A-3-4F -4
(o NI AT S A1 AERFAT— B
¥4 : Sallyl 5-amino-2,3-dihydro-2-isopropyl-3-oxo-4- -
(o-tolyl)pyrazole-1-carbothioate

CAS (No. 473798-59-3) |
s - 827U&V14W47’/23/E%H2U%TWI?M4
Q- AFNT == N)3FF V- LHEZ S =1 AART F T — b
24, : S2-propen-1-yl b-amino-2,3-dihydro-2-(1-methylethyl)-4- .
(2-methylphenyl)-3-oxo- 1H-pyrazolé' 1-carbothioate

. HFR
C17H21N3025

. HTE
331.43

. HE=

7. RAEOEM

7= ETFI VR, ERIEEERRSTI ibﬁ%éﬂtﬁﬁfjj/ﬁﬁﬁﬂ
Thh, ERBE iIJI/:rZTEI—ﬂ/EAEEﬁ%%ﬁEETé ik, FE%O)
RFHEFEOMRE k%ﬁ;ﬁi CH T AEERR TR, %%Hﬁ%ﬁi CESL BEE
BEH: Peb kT, e ) DE) BRERTHS,
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I. REEBICRLIBEROBE
BREEGARIL. 1~411%, 7::/1:"74}.\/@71_4»&0);—$%3 14C CH—IT
B Lzb D (LUF lphe-¥Cl7 = E5H I 0D, ) ROET YV IAED
5MLDREE MC TERLILbD BT lpyr-4Cl7 =73 v EvS, )
ERWTERmENT, 2EL, BMEREGRBRICBV T, AEREOREICE
BERERZD LRIl b, [pyrUCHEREO L 2 ERA Ui, HiTieks
BRURBIEER., Sy ﬁsf;b\&EAm71/t“§*f VTR U, ﬁﬁfi%/
SERRERA R R BRI 1 XU 2 _;ré:n't AV

1. BPERENER
(1) B '
® mmE#ES. -
Wistar Hannover (GALAS)T v b (—BFMERES 8 IT) 1T, [pyr-1Cl7 =/t
FYWI & 3.06 mghkg FE LT (HDlicBWT HEAE] &vwd, ) X
X 300 mglkg BE (AT NCIWT IFRHE! &5, ) CHEERORSL,
0 PIREEHREI DV TRS S W, o
C EEEEENST AR IR LISRERL TV S,
i F OV o e BEB BE VAL L C38 1 | iR,/ M o MC bhid i fl 2
Lz LIGEN o7, MR MDD Coe KA ERE GRS 1 BRIG. BHE

HTHL 6 FHRICRBOON. T iMERERIC L SRAERR CRLE6 HBEL

7. EHAEREO AUC IHMERER® 150~170 £ ThH Y . &R EE THEHERE
I L TN D T e AR S, BT A— ZICE EREERRD bhd
o, (BE2) ‘ '

: R FEYEIREPRNRS A -4

o5& (mg/kgtk®) | 3.06 - 300
EA % i i i
Tmax (hr) 1 1 4 6 6 -
Comax (ug/g) 1.5 20 | 684 52.1
i | Tue(he)sy7iE 2.66 | 243 15.1 . 14.0
' Tw@moWskdd | 107 | 568 | 792 100
AUCtotan{pg - hr/g) 134 -} 181 © 2,250 1,990
Ny T]_'nax(hr)' 1 1 6 6
Crax (pglg) . 1.5 1.7 65.2 45.0
i | Twe@)a7mR | 276 2.55 166 | 146
T Tz (hr)¥H 48 75.3 55.7 78.4 100
AUCa(pg » hrig) | 145 126 2,330 1,900

7
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@ ®iRE

e R USERER 1. (3)&0(4)] WRBWT, FR¥HEEER 80%L,U:'C§>D
ERICBOTIIRIWAEE A Y Thole, BHITBIF L7 = BT ¥ OB
MR ERED 0.2~4.3% Tholc Z &b, TRINEZX, 100%0b7 =5
FLrDEFHERLPET, 2ARLD 90%‘6‘&')5: LRFERENTE, (B
fE 3) - '

(2) #%

@ HE#HE

Wistar 7 v b (—H#EHES 3 L) &, [pyrMCl7 = 7% I % 3 mg/ke
FE CUT. @ ~@licBNT H&Jﬁgj LS, ) MImAETEREREQD#®
EL. ERSARBRAEREIE,

FERBRRE UVERIC BT 5 A EREILE 2 ITRENL TV 5,

RO THY | ERARMCEY s &l MIER CMROKS MR, &5
C 1IFHBICERBEICEL. FOBELD LT RS 1I2BHBICEEEED 11~16%.
Epol., BEE, BRECFEEZSEL AL OMMKY, #E 1 BERICE
BEZRLEZOL, REFRICERHCED Uie, SABER T, 13E A OB
RS 6 RHERICESEEZTR L. HICHELE, a‘%ﬁ&)&‘dﬁﬂﬂﬁﬁﬂﬁﬁpiﬂﬁ@%ﬂ%

LD Eho s, 72 BRI IRD L,

RECEPHMRE[T. () 1IcBVTEBN-RE 168 BE% MBI R
NEEE, EABEOEEUE T 0.04~0.06%TAR, #i0EHEIE 0.01%TAR LL

TTHD, BEAERICBWTHFBREUE T 0.03~0.04%TAR Tho7Z L%
BrE SR TH oM TR L BIT, ,%ﬂ% SHFICBWTHZERBD bhid- T,

(B3, 4)

%2 IERBRUMESICHT DHETEERE (ug/e)

(mjjk‘;*{i@ reml| T 5 D  REWERA?
i | BEAESUALT), B@57, b | KIBRAE®D(12.3), EBNEA
BRNE®B.45), AE6.10). | #(7.76). BRZEW(3.38). &
. FWGE.27). RGBT, 1S | 13(2.00). AEAEH(1.83),
3 B | BRQ.27, BHE0.26), M| KiE0.92)., B(0.689). IR
a - | (1.25) . 1(0.546), 'BH£(0.482), /h B
: (0.411). BB(0.208). BITIR
1 (0.198), Mm##(0.177)
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BEE e D R & 3 -
(ke ) R TmefhiE BRAERR?Y ‘
BHAE#W6.3), (@254, /| KBENE®6.30), EBNE|
B(7.21), MEAFEYG.92). | #(5.33). BEH2.31., /NEM
fTig(3.64), BH(2.88), 7B | #4(1.60). BAEH(1.02).
(2.61), T=E&(2.26). BT | KiF0.78). JFE©.67), /NG
HE | (1.68), mER(1.66). BE8E(1.48). | (0.47). B(0.32), BH#E0.27).
. KAB(1.45), 2m(1.44), B | TEAO.19), £iMm(0.18), m
(141, ¥ > /¥Ei(1.39). B | 5k(0.18). Mm#E(0.16)
(1.33), §h(1.33). EBBHNEH
(1.32), Mm#F(1.31). :
BraE(4,310), B(2,280). | B(23.49. BrE%(6.8), £
KIENAE®(1,600), FBAE | Mm(6.0). miFE.0). mER(.5).
| #7(1,270), BME(761), /B | FFii(5.2), BR(G.1), B
7(526), MBQ264)., TEE |RBRUD., BERTCKS
(234), AEWH(184). KHB(174). | (4.8). KIBAZEH(4.0)

n BHE(178), YV > E(162). Bl [

(151D, FF&Q40), FHE
| (118). BIsZRBR(105). BEER O
FE(102), BERE(100), MEELR
(93.5). mBR(90.2), £1M(85.6).
D (74.9) . W (74.9), fu
(711 ' "

BAM(R,850). ERNEY | §RAMQL2). B(10.2). fF
(3,350), B(1,930). REBAZE | §#(4.3), £M(3.2), MER(3.0),
| (815), EHE(596). /NMBARE | HERUERE?2.9), KBRE
i (445) . BB W5 (168) . B &8 | Ww(2.8). Mm#E(2.6)

(155), /B(154), KB (144),
” FFEQas), BIEQ1D. R
: (106) . SR B (105), T &k
(88.2), BE&(86.9). Ui
(86.7). WEEUEET.4),
HERRR(67.7). Iﬁlﬂ?(62.9)\ %
| E6L3), (G2 .
(58.6), Bii(57.8). mﬁﬁ(ss 2)
E 3 mghkg REMTITRE L FlE. 300 mgkeg FEREH TS 6 i
23 mghkg REMTILRS 12 KM, 300 mglkg KER SR TIIRE 72 Refite

-300

@ RUHS |
- Wistar 7 v b (—BEERES 3 D) 1T, [pyrCl7 = BT T IEERART
1~14 AERERARE L. ERSTRBRBERE S,
EERBR MR M R EIR 3 ITRENTVS :
& A EDBICBW T HETEEIL 6~ 14 ERRE TREEEZ R L. ERESE 5
RO 10 ARICITERIICRD L, WLERCEDNEY, . BEEUI
FRE BT HBRAORS B DB BEASERD bRV 28, BRI O BN BRI BE LIS D>
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. HERCEEOMEBRERECH B, yr—VRORRUERMFLE
LDLEZbNE, FEEALOEBICEOT, TEE (KRS 1 BHROMER:
PEEEAENRS 1 AROBRECTHRLLE) X3 BUTTHY. 7=0ETY
IVREGEDREOEREIIEN L EZ b, (BE5) '

#£3 TEBSBRUMESICHTAKEERE (ug/D)

®ER#

FBHER
A

i

i3

68

RS
1A%

| nEs

BHE®(2.59), FH(1.90), XiE
(120, EBHNED
(1.01). BFIE©.675), /MNBRE
#0413), TERUVHEE
(0.409) ., S8 0.372). M i
(0.319)

BREH(2.11)., §(1.23), i
(0.594), KBRE®(0.542), B
BRAEW0.464). INERNEY
(0.277). m#E0.260)

14 H

B s
1 H#%

BEAEWB.43) . KBREY
(2.49), SBENEW(1.45). B
(1.18). BERCEE0.09), FF
0.970), /MIBEREH0.5186),
BA5(0.469), &—F 22(0.387).
21 (0.369), MER(0.337). K
#5(0.325), fiE(0.321)

BAEWGE.15)., KIBEAREY
(1.82), SBRZED(1.26), #E
EOEEA.07. BH(0.945), AF
B2(0.728), /MNBREH(0.451).
E%(0.334), M3R(0.272), £l
#%(0.246), Bh&(0.243), miE
(0.236)

5.8 S
5 B

BAREw(1.03). B(0.520), X
BARAE0.468), BEENEY
(0.431), HBRCHEEQ.363).
FrE (0329, NIBRED
(0.279). A—742(0.267). /B
(0.169). KAE(0.168), HBFHEE
0.159) .. & E(0.156) . L B
(0.145), £Mmik(0.143), B
(0.127), @m#E©Q.121)

EREw0.7370. KBEREY
(0.472). BEBNZH(0.405), B
(0.390), #WHERUHE(0.287),
@Oz, NERED
(0.206), HIRIER(0.166), 1 —H

- % (0.160) . A (0.127) . ife Bk

0121, B 0.1200, BB
(0.118), 2Mm#%(0.116), Bl
(0.113), Hh#E0.107)

RS

10 A

BREH(0.399), HEROHEF

(0.291). F0.266), H—H A
(0.260), ATi#(0.148), IR

1 (0.097), MER(0.092), &Mk

(0.090). /1NIB(0.080), AF PRk
©0.072) . B R 0070, M
(0.068), /MEPIZE(0.062). 1L
##(0.061)

IEERCRE0.287). BAEY

(0.239) ., H (0.130) , K W&
(0.130), 71— A(0.103). B
B (0.065), B (0.061). /NEB
(0.060), 21 #(0.049), ifnEk
0.048) ., +=0.045), BB
(0.041), &% (0.040), KB |
(0.037). 4B 4%%(0.036). /iR

PZ4(0.032). JPE(0.030), HEE

(3) fut- .
L RRUESHEESR. D]1cE

We(0.030), i5E(0.027)

B RECETCIENSAHAER. (2]

TELNME, FREROBRERE L LT, REWEE - ERRBIEES

e,

REOEPAFDIER 4, LR ATBROCRBRARHDITR 5 RS THS,

2 M. BEERVRVWEREOILEY—FAEWVS BATRL) .
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/‘—'\‘

RECEROFERBD L LT, B PEESEROMETRD LR, LY
MCE PRt Sz, BTIE B 077 o BEAEOROLNT, E bEE
REITHY, WRAAKROS LS v BAAERRD L, £, D i
EREEOBETEBO LN, 0, FRETERTICBOTHEEREHY
1B Thote, D bHEOMNLE. FHECERT CEEREME LTRDbAE
PHETIIDEThHoTz, BREHLERAER TREAF -V ITRERETHY .
7=V TP VRUREMIIEAEE L EONIIE L, EEAEERE.
FuR= AN T 7 ZAHNRENVEOBEE, A FANEOKEBRL, BT
ROKBIL, Y TV EORBRUTRBRIIEI Vv BRIZEZEEET

o hREEZILNE., (B3 4)

%4 RRUEDORBEM GTAR

RrEE

(mgfg ] 11| 8ot | 2275 e
B . -
E mEEH44(30.7, D(17.9). B6.2), E4.3), B
RD 0.1 |FnyulBiusER). B Fiye BEAEK
: (1.9).
# . EQ.D.BLO).E 77 u B4 (0.9).D(0.5),
5 #d 0.1 |EFEa44#0.3). C0.2), B 7y v Biuddk
: 0.1, FHh#(2.8)
zu.| og [(PGLY. EEmEHEEEKG9.1), BO8). ES/Nsn
e [ O lvERAEE.7), D5,
s | o1 |BUL6-LE(L3).C0.2).E SNy = BIAGHO.D,
‘ 7 IDO.1). S (1.6)
" |B(37.5), E figas&402.4). B ﬁ‘ﬂ/& o ERE|
WP <01 .|{&(5.3), D@, E4.0), E ZFAr o Binsdks
” ' 2.5). CO.7. .
_ E(1.7. B(1.8). E 7 ovBiasiE0.2)., Eﬁ
300 #9 4.3 |EAReH(<0.1), C<0.1), FHH#(1.8)
=9 | <0 1' B44.3), E 72 o Ea4k(13.4, E6.8), E
it - FiEgima#G.1), DE.3), ¢.6),
g0 | g9 |BA3). BOE. BIAY o BEEHK0.2). ER
- B iR0.2), FMHH(1.2)

D REHUBHMOR 0 REHBEHOR 9 RS 4BEHORE

#£5 miE. FRERCERSDLEY GTRR)

REE

(st 0| st | 227

e %
FYFI
B) 17

B(36.5). ﬁ%ﬂmﬁaﬂ%m’rm 5&)(21 3), D(16.7.
C(<1), E(®

3 #® |mEEr] 2.3
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B(33.1). D(19 9). E(IO (N kﬂﬁ{tﬁ%mﬂz 44

S i s(10.1), C(2.5)
|mmo| 61 ?3()3&2 50)7) 352254)7) E(:;E R 2 (RT42 4
W) 04 1;3}()8& 16)) DEéii)l N, C<D. KA iﬁﬁa‘% (RT31
H o 2 ﬁgls)z) DE(}i% ?4)5!%@%&%%&’1‘42-44 53)(8.5),
lmo| 1o |BO4O. E(5.6). RRERBHERTLZ-44 5)6.9),

C0.7). D
migE?| 35 [B@®6.0). DE.3), C1), E®
B(69.0); KFEEAFP(RT42-44 53)6. 5) D(3.3),

g |2 106 1506). c0.6)
- , - |B(86.3), RFIEMH(RT42-44 53)(6. 2) D(5.1D.
200 BRZ| 86 1ocy). B®
mEE?| 4 |B(88.3), E(2.9), C(2.3), D(*¥
- B(71.9), AKFZEAH¥(RT42-44 53)(10.3), C(<1),
g (FPBET) 9.7 D1, ED

: B(64.8). E(5.6), ﬁéﬂﬁﬁam(mzxz 44 4(3.2).
BE® 40 660, DE9

U RE | BIIGEOME D W5 6 RGO
*DigENS  SEREEAL

(4) it
Wistar Hannover GALAS 7 v | ( BEMEMES 4 75) 2, [pyr-1Cl7 = E
PAUIES /%4&%&5&&iﬁ%%‘f$@%ﬂ&5 LT, ﬁ&U‘ﬁ?ﬁFﬁﬁ%#%ﬁé -
iz, .
#451% 168 ﬁﬁnﬁ@ﬁ&@ﬁ*ﬁﬁﬁﬁ% 6 L_Zl‘éﬂ’b'flz‘

BE LT RBOENEETR <, SHREBITBVT QO%U\J:’C%OTLQ Mot
EOPEIERPTHY . EARETIRIREHE 24 BRELAIKC 90%TAR. BLE 3%
Pef &, BAER TG 48 REFILIPIC 90%TAR LEAsgktE iz, =
E%Eﬁti‘&%uﬁ&qﬂr%n SR ERE ;m\'c#ib;ioo so%utzi:ésabtc (B
% 3) '

#6 ?’21'5152 168 BFRI DR B U EphEh#E (YTAR)

B5E 3me/kg KE 300 mg/kg BFE -
2l HE . i - HE 3
R 83.9 87.2 804 | 825
- 10.6 8.01 12.3 " 9.66
BESR* 0.01 - 0.00 0.00 0.00
F—H A 0.84 0.76 1.09 0.45
LS 95.3 96.0 93.9 92.6

L BRER T2 H#Faﬁa)_.@ﬂsﬁﬁﬁ%&
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2. WEhFEPERRE
(1) R&ES

BEANTRELEZSELY S (8% : Phoenix) &, [phe-¥C]l7 =¥ IF¥FI X
Hilpyr-14Cl 7 =V ETHFI & 1 EICD & 0.75 kg aiha DLEET, £EOD
BREEFEIC 14 BORRET2EH, SEIRERVED LI HEA Lz, BRL
#H 14 BRIZNESOL YD BRERUCRRALHOOE L, RAH 21 BRI
ROVOSEISRERUERR £ ITRE L, EHENEMRRIERE S,

ERR P ORERAEAIMIIR 712, 7=V FIVEURBMOREZ
FSITREINTNS

REH GD%*E%'JE&%HEH%J: D HEBTH- R, V‘*J“frm%ﬂtﬁ BNTH,
88.9%TRR PLERT & b= b U LEEEPICEEL, BB ORMEATRELIZ

3.2%TRR LA AR X v i & vz,

B3 RERCECRT 3REMAFL, SR ER CINERTEITRD
Bhvlehote, YRR T R U EREESHEDEERSII 725w
THY, 81.0%LEE Kb, REYTHL B R 1.0~8.0%TRREBDHh, £
I C BEMIRE ENE, BF6)

7. %‘iﬂqﬂ(b?ﬁ%ﬁﬁ‘f“ﬁ il

e

' meg/kg | %TRR | me/kg | %TRR | mg/ke | %TRR. | mg/ke
{phe-14C] BE| 203 | 93.7 | 115 53 | 0206 10| 216
Tz

Bkt | 3o #E | 234 gs.a 7.89 3.2 3.58 L5 | 246
14 B# | [pyr-14C] B | 147 | 936 | 0790 | 5.0 | 0.218 | 1.4 15.7
TS '
s i S 972 | 939 | 413 | 40 | 224 | 22 | 104
[phe-4C] . | H%E | 416 | 93.8 | 2.23 50 | 0502 | 11 443
T EFHF .
Bk | o _ E | 298 | 927 183 | 57 | 509 | L6 | 321

21 A% | [pyr-1C] BE| 251 | 958 10886 | 34 |[0214] 0.8 26.2
T xS ~ .

2 j - S 205 | 88.9 | 208 9.0 4.64 2.0 230

“ﬁﬁ%ffﬁﬁ%%ﬂ%ﬁ%ﬁ¢&%mo

#8 &FHPDOx _/I:'c’?"f... . {‘C;Sﬂ% BRUCOREE

g ® | VTP I L B* c*
RFER # | mg/kg | %TRR | mg/kg | %TRR mg/kg 1 %TRR
: [phe-14C] E3 .
i ﬁ T ESE| = 206 | 949 0.219 1.0 0.1?.:'0 0.6
. IV : IE 224 - 91.3 11.9 4.8 0.615 0.3
14 B - - :
yrtCl 4 R 1 50 | ssa | o773 | 49 | oost | 03
T2 ET¥| E ) o - : : :
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Iy 3= 95.5 92.2 2.79 2.7 0.258 0.3
[phe-14C] P ' ‘
g & |7=vesE| E 41.5 93.7 1.11 2.5 0.184 0.4
B A IV 3 260 81.0 25.7 8.0 0.528 0.2
21 B | [pyr-14Cl ES
@ vy £ 23.8 90.7 117 44 | 0.063 0.2
v . 3= 186 |. 85.1 16.0 7.0 0.790 0.3,
¥ IR E OB ERE S R o R EREOSE
( 2) I/’Sl A . .
BEERN 2 75‘,% BOBERELF X (R Saladln) a)_ttﬁi]‘ [phe-“C]Sl

FlpyrHCl 7 = ¥ 5 ¥ I U245 0.85 kg ai/ha T 1 E E@%ﬁﬁ%ﬁb\ Z0
B4 AREBT2E GF3E) B Lz, REEAE 14 BRICKRR LV Z R PI#
L. EYERNEGRBSERE S, :
BT OBEHAESTIIR 9T, RBPOT =V S F IV ROCRBHOR
EEFE 10 KRS TV A,
VPR ORI BV Th . 83, 8%TRR uﬁwﬁkaﬁahﬁaiﬁ%@{ﬁqﬂmz‘o@& '
=hic,
{Jcél‘%ﬁ}ﬁ&iﬁf&{_f_%fﬁﬁ#;( SRR ORI O E RS 7
=V EFFILTHY . 806%TRR LlEx B, REHTIE B 28 87~

10.9%TRR BB b, F0IEN C REMNHRHESNE, SR
&9 AP BRBRETRES
pes O _ V¥R i Y TR BT iae*
- mgke | %TRR | mg/kg | %¥TRR | mg/kg | %TRR mglkg
[phe-14C] .
7=l 102 | 838 168 -| 138 | 0286 | 24’ 12.1
| 7T
[pyx-14C] :
Z7zr¥| 100 | 881 | 116 10.3 | 0.182 | 16 11.3
ZHI '

‘.*-%@@ ?ﬁ%m%&u%m%&#ﬁﬁ%wA%

%10 aﬁ¢®71>55ﬁsv\ﬁ%%3&00®%§

ik A e B* 3 Cc*
i mg/kg | %TRR | mgkg | %TRR | mgkg | %TRR
140 7 o . ' . L
['}:’,117_6 %}E]\/ = 996 | 821 | 105 8.7 | 003 | 03
+ -14 ~ . !
Eﬁpfg ﬁfi]: =7 914 80.6 124 | 109 | 0024 | 02

T R R U T A RO BT
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(3) &z

B0z (5% : Coban Spring) h.\ [phe- 14C] Xixlpyr-4C]7 =
VEZFIER 2 HARERTE 2 E’&#ﬁ&&ﬁ L. fEOEPEGRBR S &
iz, L E B OMEREIX BBCH R 7 — T 50 (TEF P E BN IRIBTHE) |

2E B BBCH Xy —T69 (BIERT) IElah, 1 ES:Y OLER

iX, #1600 g ai/ha & Eni, REAMAOIET, 1 EELE 6 BRICH LR
2 (FMY) &, RESOREIL. 2 BBAE 4 ARCERSh, EER
EMRBENER Sz, BEE. B & ERicsiT. Rt Ea Mﬁ{%’é '
LTI T, KEER L b THHE NI

£ R OBREHHEATINIR 1112, FRBFO7 = 7 H3 /&U{taa‘
WOBEEITE 12 1TRENAT VS,

FEBRMOFA Y HBHZ B TIX 73.9%TRR Bl B, BRBEOERETIX
87.6%TRR YU LA L bICREIdET h bR Shvie, BEFEBIFOBRERS
BRI Tholod, MHREICIE 31.2~38.3%TRR AEF L. BAH. &Y
RO =BV AENE L EL b,

ﬁMDﬁﬂﬁvéﬁH¢®£E$ﬁkLT?:/E7& /@4M~‘
67.2%TRR B &h, fRE#H L LT B (7.8~10.8%TRR) RUSED C H3RH
bhiz. ETFREoOMEET . #ibadY (16.2~21.8%TRR) . B (1.9~
3.7%TRR) RUE®D C RS, (BE8)

211 ZEBHOBTREEST

VEE R itifEadasis IR R

-1 7 T~ ; '.a‘
IHRRTA | BRRRiK ﬂ .| mgkg | %TRR | mglkg | %TRR | mg/kg | %TRR mg/kg
[phe-14 | . '
5 ‘ o
S]e; FX0 | 147 | 739 | 089 | 197 | 0129 | 65 1.99
R | Jes D S :
B 46"
At | BT
Clz< | o : : :
sps | FAY | 103 | 787 | 021 | 159 | 0.070 | 63 131
Fiv | '
[phe-14 | FHFEEE ' .
| Cl7e= | rag | 226 | 90.7 | 0173 | 68 |70.060 | 24 2.50 .
: YET - - -
&) qjgg.z Eia - - 10016 | 689 | 0007 | 312 . .0.023
BT 45 YR == :
Y. ° [pyr—14 %%%{S . : - ’
8% | go. | 4mep| 252 | 876 | 0266 | 9.3 | 0.087 | 3.0 2.87 -
VET [ - »
, g3 | BEF - - 0.028 | 61.7 | 0.018 | -38.3 . 0.046
— CEERL

* %@ﬁ Wﬁ%&%&Uﬁﬁ%E*ﬁ%a@ &t




12 ERPIOTITILESYIL, REMBRUCORE

) . Tz ESEI B* ‘C*
B s 204 :
el Bhaiid Bt mgkg | %TRR | mgkg | %TRR | mg/kg | %TRR
[phe-“C] :
" ;s}z%ﬁﬁ,a T | FAY 1.22 61.1 0.185 9.3 ND ND
070 46 FFEI v .
B [pyr-14C] .
=Y | FMY | 0.877 67.2 0.102 | 7.8 0.006 0.5
SG¥EI .
fohe-14C] fgiﬁ 148 | 595 | 0270 | 108 | 0046 | 18
T ¥
S X .
AR 77 | #F | 0.005 21.8 | 0.001 3.7 0.001 40
oA 45 | |
E ey, ‘u_._‘__p )
= [pyr-14C) T;g 142 | 498 0267 { 93 0.123 43
7YY @z | ooo7 | 162 | o001 | 19 | 0001 | 16

e %?@?&&U?‘ﬁ%ﬁtﬁ%qﬂﬁﬁ#*ﬁ@‘“%
ND : $H &0

B 2 ()~ @) ED. iy 5 BRI, P rAR=L ANy =

NANR=NVEDHBEC 15 B O£/ L Eh _%< v7 ‘/’-—JI/F‘O)?}(@{EEEFE
&Iécwiﬁfﬁéb%KBnto ‘

3. LETESHER

(1) BRI ERRR

A MNEEL CKE) % 251 COMEET T3 BRI LA v Fa— g
- %, [pheMCl7 = B I W iklpyr-UCl7 = BT F I B LY
% 0.840 mg/kg " (BIEHE A &ITH é) ERBIDITEHML, 256£1C, BT
T 370 RHA ¥ % =2~— F LTHRNLRTEMRBRAEL S,
R I BT B RS H R UY SIRDITE 13 KRERTVS
T2 T UHEOMCREL, %ESmE%TEMNMw%MRﬁ%
LT, o, S & LT C A%, ALBE 370 R 0.1~2.5%TAR 520 bt
ERMEHE L LT 4C0: 3500 b, 4 370 12 8.2~15.7%TAR 123
Ui, FHHEBED OMETERIE, A3 370 BT 52.2~582%TAR L720, &
LT7 I BEs (16.7~25. 4%TAR) &07;1/1“@2?’\ (16 0%~20. 8%TAR)
WAEE LT, ,
7zyﬁﬁf370ﬂﬁ%iﬁtﬁﬁéﬁﬁ¥ﬁ%(#ﬁ%@ﬁ)m\ww
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63 H Th o7,
7 = VIV rOFRTEIC BT 25N, 7“1:,\;_;1,;(;1,77__;1,
BAR=NEORBEL ThITk 7Y D vE 4 fLoKBkiZ X5 C DERT
B, TO%, SHROMERMTHML, BN HEEETEH, LR
BIZ COz In:E CEML AN B L EL b, (BE9) - -

=13 BEETEICETIREEATRUSEY (KTAR)

ﬁ&ﬁ% A=
Bkl 5% %ﬂ]mﬁﬂzﬂ# S C
[phe-14C] 62 54.2 46.9 04
TGP 370 - 31.4 - 165 0.1
[pyx-14C] 62 © BB.5B 458 5.2
Tz ETHEIV 370 32.9 12.9 2.5

(2) THEELSBRER . ' .

HiE+ GEE) o+HEERIIC., heCl7 = IV I > Xidlpyr-14Cl 7 =
YESYIVEELYEY 84mekg L72D X D IZEML,20£3°CT 30 .
Xz ) T (FEREE ¢ 25.565~26.32 W/m?2, ?EE%’E : 300~400 nm} %
B L CHEBREmE O ERBREEE I N,

HRHKICBIT DB EIMEUSHEIITR 1410, 7= V5 ¥ I OHE
NeE TS 15 IR SR TN B,

Ty EITYEI UL, 30 BEITH 7T1.0~T2.1%TAR D L, ERHKIC
B 5 EELSFEMIX 1UC0: THY . AFE 30 BEIC[phe MCHERAMEK Tl
2.9%TAR. [pyr-“ClEAABK TiX 7.5%TAR BB LN, T, MWEH
FEIEBNTILHBEOB EVC AR IR,

ARSI L. 30 BT 11.5~12.9%TAR _g%_ulo 30 B
BOT NI ) FEREREP L. BERIZ T AVRE., 7 I VBRUT I VESICEE
B—ZHm L TN B I LR EN, BB, ﬁ%ﬁ#l:&%ﬂx%&ﬁ:’btﬂ“ﬁ?@[:”c
, BB B UG R IR IERIR Th o T,

7 = U ESPI L OHEREICRY A RAERSIE. B S a A=Az T 5
SAAVR=NMEORBEC L) B RERL, BEELICETY YNED 40
KEBAEIZLY C oz, TOMOEKL LT, 7= EI73¥FIVhon
B2 C DERRUHEORAERBWOLERSE X b, TTOHEY
R LR - 250 XL CO; ETER LD EL DN, (B
R 13) '



=14 EEFRICHTZRHESTR S GIAR)

RS R# ' 14 30
S e e 3 D 84.5 80.7 .
y Tz EFFEI 79.0 72.1
[phe-1C] B 0z | oz
Tz T .
FIo C 0.6 0.7 -
+ERE 11.2 12.9
CO: - 1.3 .29
EERHAEEE | 79.3 75.1
i e T ET¥EI 77.9 71.0
Lpyx1Cl B | o2 0.2
TS -
T ,10.0 11.5
COq 4.9 7.5

£15 7z ESHIUOHERRE (H)

TRk AKX R PRX
[phe-1C] 7 = 2 BZHF I 80 60
[pyr UCI 7 =2 EFHI S 74 ‘ 50

(3) TIEEAEHIER
ATEEOEE-EE RE4. Bt QB | BERt] RU1EE0ER
8 [ VEELE FE) ]I, [phe Q)7 = BT I A RMLT L
B ERBRNERE SN,
Freundlch Ok &{GE Kads |1 4.27~9.36, AHRES 75%"51 £ *ﬁ_—LE L7zl
FEFRE Koc 11 112~731, BEA&MREL Kies 1k 5.07~10.82, MHEBLAEREL Kdesoc
it 1383~954 Thoiz, (BE14) ' :

4. KepEarRER
(1) MmkSREER

pH 4 (= BEER) . pH7 () VEEER X ipH 9 (& 7@%@{&)
DEBERIC, [phe-14Cl1 7 = V7 ¥ I Xidlpyr-1Cl7 = B 73 ER 1
meg/l, & 725 X 5 ICHM LTRSS BERBAERE ST,

1 [E B ORBRTIipH 4 R U pH 7 DiEETRY 50COREET 5 ARMA %
2~_— h LR, pH4 KBWTZ = Y ESF I VIINAS B RETHo T
2. pH7 TIHALE 5 BRIT10%EL LSS hicicd, 2EE OB, pHT7 O
FRENRCIL 50, 60 RTAT0 °C, pH 9 GD%@T?&’C 1% 25, 40 UV 50 CTHEE 50
AfA ¥ a—FLTEBShE, '

pH 71 »_;"oﬁ'é’?:-_/h"‘?“ﬂs I VEEEIX, 50 cr&&@ 50 Bt J&@s&ﬁ
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™, 31.1~32.9%TAR, 60 CT 30 BEIZ 10.7~11.1%TAR, 70 CT 5 B#ic
25.0~25.6%TAR Thot, pH 9 KBWTiEk, 25 CT 17 HEZIZ 32.1~
34.7%TAR. 40 CT 72 BEREIEIZ 13:4~14.4%TAR. 50 CT 30 BRIz 8.2
~9.5%TAR Th o7,
EEHEMIE B ThHY, BRT pH 9. 50 TIZHVTE 30 BRI
88.9%TAR £/ L7, 7. B BAEBEEhiE CBEDOIE, FiER A DE
L ASRERENEIRDLNT S SEBOERIC pH OBV L AER
'E'Eb?) bnirhoiz, ' )
EESMEUSET VI ) MARBEIZ LD S B RV ZANT 7 = VR=
EOBEETHY. TICTLVERLE B IZIKSMEICS L THEHNEZETH S
—%mm@ménaa%zbnta(5%1m

(2) 7k=h¥eﬁﬁ!i& :
TSR (pH 7. 0) &Ufﬁ%aﬁx (KM (3EE) | pH 6.9~7.2] iZ,
[phe-14Cl7 = > 7 F I Xiklpyr-“¥Cl7 = B ZF I % 1.0 mg/l. CEHM
L. WERERE 25601°CT 30 BfxE/ > 707 OERE : 25:4 Wim?,
WEGH - 300~400 nm) ¥BH L, BMEHEKKDOESE25+2 CT15 A
T VT (RERE - 15.8 Wim2, & : 300~400 nm) %ML

TR FERBRAEER S his, -
%ﬁtsﬁ%?k* IBITAS ﬁ@%&iﬁ 18I ARINTNAD
BRI B RV G Thol, E_E’J’}ﬁ?}i}?{;fi\ TR AT T
ﬁWﬁ:W%®%%*iéB®éﬁT%D —FTFFINARFEOFBEC
LB F 51 gmh&b%hto 5, ko v I Yy —VROKI L ZHEBC
XY GBREELRY L Lféﬁkﬁ‘é%ﬂ)k%z bz, (BR11, 12)

=16 %Eﬁ%?kr%ﬂ[:&‘h‘éﬁﬁi% (%TAR)

2.6 17.7 ND | 6.9 19.1
4.2 4.2 ND | 1.7 4.8

THIYV

R  REEER IR B Rk
MG RE — 0 7 30 0 4 | 15 .
[phle'“Cl ;;gi 95.6 | 4.4 16 | 975 1 627 | 100
T B ND | 617 | 7.4 03 | .71 7.3
FHI G ND | 40 15.7 ND 5.8 19.7
F- ND 4.8 6.3 ND | 27 5.6
oyt ;;gi 98 | 71 |- 11 | 978 | 645 | 113
A B 63.8 9.5 ND | 117 5.4
G
T

|88

ND : iz h



5. iﬂﬁﬁﬁﬁ

KPR - B4 ( ?ﬁiﬁﬁ) RO « B (U3 2HAWNT, Tx=rEIFEIE
SHREEEHE LT EHERRSE (BEERUCERENR) BEBEIN-Z, BRER
1TERENTWS, (BE15) - '

£17 TEERBHBREE

TSI
R BEE -
. HEEEEH (B)
T | tmige | ALK B 11
B 2 mefke fr & -t 12
ﬁ% e JOUR - B 30
vy 1,880 g ai/ha % T - Pt ' 31

* BRI CIIETEdn, TISshER Crl 50% KRR S 1L7E,

6. P ERERE
(1) EORYEEE

WRROEEL AT, 7=  ESFEIVRORBY B ¥ 478 ad &
LI B RBan s hi, BRI 3 ILREhTH3, '

'7&VE§?“V®%k&%ﬁﬁ%%ﬁﬁlE&W%LthMﬁﬁ&(%K)

B bivi 6.58 melke. {#H B ORABRBEIRAEA 7 BRINELE
?mJllseLrbw (FR) TRO LN 1.35 mghkg Thok, (BR16)

B4E 3 DIEMBRERBROMTERAVT, 7= I ¥ 2 RETINE
& LB &R P OER SN EEERENE IBICREN TV, 128,
AHEEFEREOREEL, BEFFICESIERLTEND, 7= FFI N
BAOBREEFTHEARET, T_COEPICHERSh, T - R L5
‘%%%wﬁﬁmé<&w&®ﬁE®Tmﬁoto

=18 ﬁm¢£UEménéjzyt5ﬁsy®%EEﬂ%

EERY MR (~688) | i B Gonlh

(thE:533kg) | (kE:158ke) | (fhE:55.6kg) | ({KE:54.2ke)

A ; ' _ .
&@tk/ﬁ) 88.6 61.6 654 . 693

(2) HEDERER '
T EIFEIL 50%ﬂ<ﬂ1§ﬂ%2 750 g ai/ha T 4 Bl (7 BRRE) WEBLZ b
FMERRERBIT BT BED E LThRRTE —< vk B S R ER

20
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ﬁﬁ%ﬁéhtn%wfﬁ:%%W%@\ﬁ%ukkmf7l/53$*y&@_
K3 B IXEERR (0.01 ppm X T0.008 ppm) K Tholz, (B 17)

7. —REEEER
T ETTI DTy I\%}%b\f:—ﬁxﬁﬂ?ﬁﬁ%#%ﬁéhﬁ_o BRIIF 191
RENLTHS, (BHR 18)

x 19 —REERR

e | ms| mes |WUOR REE
HERDFEE BiRE. | ¥ | B8 | (ngke B . ; .
fLE | 200 o _
U mi&igg“ 38;3 p| % ER 600 - 2000 | [FH
L,;, (R 6 2,000 7L
1 45 B DR 2 éb. . 200
1 EgRE | T HE B0 | 600 L (2
R smomsg | 77| e~s 2,000 (20004 Sy
(S RREY)
- YEBEX CMCNa ABRAR VbV,
— o RMERABRHEEBRE S hah T,
8. AMEHHR

(1) AESMRE
' T=ETTR /RU{WT%B D7y K %}ﬂb\tuﬁﬂﬁaﬁ%ﬁﬁ;ﬁﬁtéhm
ERITFE 0 IRERTVE, (BH 19~22)
RN SHSEABEE (RERTRENY)

smes | i | gem (oo PUEER ) gaang
Wistar (GALAS) o '
JEF Bo v b >2,000 |[ERKRUFECHZRL
: : HE 3 L '
" Wistar (GALAS) ) :
g 354 7wk >2,000 >2,000 |EREUIELTHIZL
HiERESE 5 I L
© | Wistar Hannover LCs (mgf) : :
RiE | WA Zo b SERRUSELFR L
HERES: 5 . >4 84 . >4.84 :
. Wistar Hannover . '
REHB| HD 22 N >500 | FERRUELHRL
: . : i 5 e .

21 .
1-34




(2) AEAEEERER '

Wistar 7 v b (—EMHES 10 L) 2HAVW-BEERRSED (B5E: 0, 80,
400 R1F 2,000 mg/kg FE, B : 1% ANAREFR Y A F AR —RKER) &
Bl L2 aaREErRsER I, ‘ .

AT ifmaof::o —HORTER, FRIRBEEE, HERE. HEE. AR
HRERER HEREEGENRE BV TRERSCERT 3 2 E2bh
AERIIRD b phol, L

2,000 mg/kg AER ERHOBETEREE 1 BREICEERNIH & CEEER S B

BD b Z L b —REHICHET 5 \EMERME T 400 mg/kg KE. HTA
ﬁgﬁ@%ﬁ)ﬂﬁ 2 OOOmg/kg EKEELEZL Bi}’bf?_o SRR EMETED bR S T,

(B 23)

9. ER - BEICHY 3R U R e
NZW 9% % AU RAEIERB R R EBHIERBR S ER S Wi, £ 0f
B X OMREEICE LT O REORIBERRD SR, BB
b oot (B 24, 25) ‘ '
Hartley EAE o b &R RERIENERS (Maximization 3) BERE S L,
BECEBBIEEEETD EEx bhi, (B 26) ‘

10. BESMEEEE
(1) 90 HRESMEEMNRE Sy M)

Wistar 7 » I (—#fHERES 12 L) %ﬁu\timﬁﬁ (B - 0, 300, 600, 1,000

%1 3,000 ppm : EHREERRIIE 21 BH) REIZL5 90 BHERESN

HRBMNERE Sk, : S

£21 00 AMEAMEMERE (S5v () OTNREERE

5 R a s

300ppm

600 ppm

1,000 ppm

3,000 ppm

THRGERE | B

19.1

37.7

64.0

196

(mgkeg&E/8) | 2

20.5

42.0

68.6 -

207

£REFHTRD LU EEFT RIS 22 RS TV S,

AR IV T, 3,000 ppm R EHEO MR EERIMIMEIRRD iz 0T,
EEMEIT 1,000 ppm (f 64.0 mg/kg fFE/H . #E 68.6 mg/kg KE/R) THB
S rEZbRE, (BR2D. , o C

(AHOFFEE CRRB~DEBEIZ >NTH, [14. () RTH2) 128E)

22
1-35



£22 0 AMESEHERR (5 H) RO LN TR

BB o i3
3,000 ppm - RIS - [RE I INHDH
' - FRECE RS . - FFeE &M
- ANEEFULCMERTARBR AR A - INEEHL MR ARAR AR X
- BORER S AR AR K : )
1,000 ppm BATF - | EMERTRAR L " BEFTRARL

(2) 90 EME[EERRE (/1 X)
PSR (—BEMEEE 4 D) BRVED SEAED (R o 25. 50 &
18150 mglkg AE/H) HBEITL 5 90 B EEAHSHRRSER S,
SRESFHTHRD bNEEFTRIEE 28 IWREhTNS,
ARBRIZBWT, 50 mg/kg FEH/ AR SHOBE THEEEMNMEG], HT/IERL
HERTARBRAE KSR D B e D¢, EE Eﬁéﬁﬁilﬂﬁk’%& H 25 mg/kg FE/HTHB L
Ezbhiz, (&R 28)

F®23 90 HREAHENFE ((X) TROLIIEMRR

WEH HE e
150 mg/kg AE/H - FFéEss R Ut E B *RBC. Hb, Hts R O'MCHC
- NEERLOERF AR R ' W
- AT A Alb RO A/G | - MCV #840
e - ALP $#8jmS
- fEAkETRRS
- BHEBEELS : o
* RBC. Hb. Ht R U'MCHC &
> :
- MCV 8/
. i’ﬁﬂiﬁﬁ’ﬁmﬂ%ﬁcg\ IR AR M BR ey
Jm
- PLT #840
- ALP #8ms : :
50 mg/kg HE/BU | - FERSIEEEMHS - NEERLE R A
k. S : _
25 mg/kg {AE/H EMFRARL IR L

VL ABERAVWEEBETRLELbNE,. '

(3) 90 HFESMEWEREER (Sy ) . |
- Wistar 7y b (RIS 10 00) 2AVCRE (REC 0. 500, 1,200 &

3 GELERYEERLLS BFRL) .



83,000 ppm : Elzi’ﬁilﬁﬁifﬁﬁﬁfii 24 M) #|HIZLB90 8 F"i:-ﬁ-ié RS
BB ER I,

R 0 ANSSEREENER (5 L) OTHRKERE

. BEE 500 ppm 1,200 ppm | 3,000 ppm
THmAERE | # 36.8 87.6 294
(mglkg ﬁ:@ B) | HE 41.7 .100 248

3,000 ppm E—@%ﬁ@m&f ﬁiﬁt%mjﬂ]%u BED N, —RER, HEE
LZROHRE (FOB) . EREDE. NER. HiRMER CREREEGRE0%R
HETHIREREC I 2EEERBD bNd o7,

AFRERIZIBN T, 3,000 ppm REHOMEREICAEERMMHARD bhiznT
e e R & b 1T 1,200 ppm (I 87.6 me/ke (KE/H. M 100 me/kg KB/
H) ThodeELLNI, ffﬁaﬁﬁm R rg:mmoﬁ_o (B 29)

(4) 28 AMEIMEEREEER (Sv k)
SD 7 v b (—#HEHEE 10 00 ZRAWERERES ik : 0, 100, 300 XUt
1,000 me/kg E/H) (245 28 HRAHES ﬁf&&ﬂﬁﬁsﬁ%ﬁn%ﬁﬁénto
SR EHTEMFENEZOH I ERERIIA LN T,
. ARBRICR B EEMEEIE, ML S ICARBRORE AR 1,000 me/ke KB/
BChBLEZDONE, (B 30)

. BHESHERBREUSNAERER
( 1 ) 1 FRaEEEREE (1 X)

E— VR (—BEMERES 4 IT) %Jﬂb\f._ﬁT-Iz;vn“D (FfE:0, 5, .25 &U\
100 mg/kg AE/H) ®EIZLDS 1 ERBEESERBRAER S,

100 mg'kg BE/ QR EH OB TEERD . FEBNIHIR O ALP O8N5
W b, FBEOMETH PLT OBIMAED bk, HEAREOREICENT

b, 100 melke R/ BB S B OBMEIT /N ET OETERIEA SRS b,

AHEBITIBV T, 100 mgkg FE/RRSHOMERE T/ ERIMETFMIEE RS
RED LD T, EEE R T 25 mekg KE/H THB LELBIE, (B
f& 33) '

(2) 2 FRMBESN/RSAEGEEE (v k)
Wistar 7 » b (F8  — M 50 [T, R . —BEHE 20T A0
jciBgE (R : 0. 100, 300, 1,200 RTF 2,400 ppm : FHRMEER ST 26
) BEICR? 2 FMBEEERESAMEFERBRBRE S,

24 .
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25 2 ERMBEBN/RAAEARE (v h) OTYRKERE

k&5 100ppm | . 300 ppm 1,200 ppm 2,400 ppm
FHREERE | B 4.25 12.7 51.9 107
(mg/kg & H/
H) HE 5.29 15.6 63.6 130
| BREFRTERDONEEREFRIIR 26 ITRERTNS,

RBEE L B SR TR AERERIRD bW SRR 5 EE L TR
EAREE AN L e BRI A58 % bivads o7, B 300 ppm B EBHTINT
8B B e/ N L AR D A R S AL S, R BN & A > TV 72
WAL DT v b ORBTHE RMEREER 2 AN b BHE L IE LR

o, ARBRICBYVT, HEbE 1,200 ppm P L0 ST ATE RIS,

i

1,200 ppm BAEDOFEFCEERMIMEIESND DR o0 T, EEEEIINEE
& H1Z 300 ppm (B 12.7 mg/keg HE/R . HE 15. 6 mgkg FE/H) ThdLEL

bivlc, BEBAMEITRD b oTo,

(M 31)

(AHIOFFEE U R R~ OFEITOWT ii [14. (1) BT (2) 128)

% 26 ZEFﬂFﬁﬁﬁ/ﬁﬁ\&ﬁ{#A‘ﬁ% (v k) TEDH bhf’aﬁﬁﬁﬁ

BER - HE SHE
2,400 ppm - REIBINEE o« fTFieset B MR EEEIEAN, RIS K
. = TP, ALP #hn - UL ERR, FIEES
+ Cre &7 - Glob &0
. H:Fﬂaﬁﬁz’fﬁ§ 5. ZepafbAmpaE + Cre >
- B BRUNE riéﬂawmﬁﬁfﬁiﬁ L %&H&w&ﬁamﬂmaﬂaﬂ 5
. . - ANEET DML A
'1,200 ppm B4 | + AR S RO EEHTN R BT
£ - Alb, GGTSHE .+ TP, -Alb, T.Chol 8450
- INEETRLUMERTHIIRAE R , :
300 ppm ELF | MR R L SRR L

: 1,200 ppm THAAEZRZVWEEEFRALZE L bhi,
§ ﬁa%ﬂtwﬁﬁﬁﬁﬁk%ZBﬂto -

.(3) 18 b\HFﬂ‘lﬁ?ﬁ‘AﬁEﬂﬁ (R2R)
ICR v v A (EE : —BHEE 52 I, HEH « —BUEREE 1210) 2V
JREE. (i - B{& 0, 100..1,500 &t 3,000 ppm. M : E{& 0. 100, 2,000 KT}
4,000 ppm, ?ﬂ%ﬁﬁﬂﬁﬁémf 27T 2R) gEICL 5 18 »A RN AR
REHE S,




% 27

18 M AERIAERER (TYR) OFYBEERS

B58F 100 ppm | 1,500 ppm | 2,000 ppm | 3,000 ppm | 4,000 ppm
FHRETRE | & 11.1 176 — 349 -
(mg/ke (X&/A) | HE 13.9 — 283 - — . 552
— gL ' .

£REFHTRY bICEER RIS 28 IR Sh T3
SRR L BERCREELEBERERBRD LT, $ir RRSICEELT
SR DN LI BB D b o T, | |
ARBCBT, 3,000 ppm R EROMR THMMEXSRRED b, BT
2,000 ppm FEE CHEEN R UL ERMMSED b-0T, EENRIIHET

1,500 ppm (176 mg/kg =E/H) )
LEX DI BHAEERD bh o,

(& 32)

. H#T 100 ppm (13.9 me/kg {AE/H) TH5.

7 28 18 MABERSAMKE (xOR) TED bhf_ﬁ‘fiﬁﬁ'ﬁ
BE5 B - HE
4,000 ppm - RBC, Hb, Ht &
b, R RO EEEM
) : - FTAARSRER
3,000 ppm | - RBC & .
- MCV, MCH #in
- it R O R E S
i 2
2,000 ppm - FRERT R UL E RN
1,500 ppm__ | 1,500 ppm u?%ﬁﬁiiﬁ L
100 ppm BEMRTRARL

b ﬁﬁ%m&wmﬁﬁﬁia%xanto

S RBREREEET

12, ERSEEERER

(1) 2 HRKERER (7*/ )
Wistar 7 v b (—FHlERES 24 IL) Eﬁﬁ wtfﬁﬁ:ﬁ (0. 400. 1, ooo KR 3,000
m : FHREERERR 29 2R) BREICLS 2 wfc%ﬁﬁﬁﬁ#%ﬁﬁéhto

R0 QBREERER (5v b S EORKERE

. 1-839

RERE 400 ppm 1,000 ppm 3,000 ppm_
| - 274 68.6 213
EHREERE Pl i3 32.0 79.9 237
(mg/kg £E/B) . e 31.6 80.5 256
By Y i 34.5 85.2 266
26




FREFTRD LN BEFTRIIR 30 KRS TV B,

AFRERITIV T, 400 ppm B 5 EEREIW ORE GRS R O E B3, 1,000
ppm RSB OMET/HEPR IEFFERERSENED b0 T, —RERCHNTS
J|EMETEIYMORET 400 ppm £ (P HE : 27.4 mg/kg RE/ B k. FiE -
31.6 mg/kg {KE/B KR .
34.5 mg/kg KE/B) EEZ bR,

%ﬁ%kﬁbfﬁ:mmmmmE%ﬁf%ﬁﬁ%ﬁ&&@%@%ﬁ%ﬁ%ﬁ%
myBgEH iz b, EEHEIL 1,000 ppm (P : 2 68.6 mg/kg AE/H.
t 79.9 mg/kg KE/H, F1: 805 mg/keg XE/R, HE85.2 mg/kgﬁ:@lﬂ) L

Ex BT,

(B 34)

T 400 ppm (P M : 32.0 mg/kg (KE/H. Filff :

%30 2HREEHE (S5v L) TIHLhSHRE

WP, R:F B .Fi. R :Fe
BRER # T 7 "
- REINE | - EEIIET | - EEEERT - BEEERT
- FRRER RO - SEEET - e EESEM| - AP EEREN
HEEIEM - ek EEHIM | - BERNBRA M| - BRRES RO
- FRIRKEE | - BURIRKEL BRECEE ELE 2
HRIRA RRIE | - FRIR AR | BB - | - BERNREES
3000 oom |- WY WAL - BRI ARARE| ABEEUHEE
SUVPRI g L AT B %S
BafRA ~ BRI S BUARR | - FURIR S A
- FLRIR A BafHRR CIBX BERE., IEX
i) BEX  EHERIEEE
i) S BEREIEE
w % (8 #m
- FFHREESEN | - FHREEEN | - BREBCRESR
RN RO - RS LN EERm
1,000 ppm | EREENEM REA - PR AREE |
SLE - NP LA N DA
A BRRBX REREXR
. E«kﬁ&%ﬁ@ﬁﬁﬁ% .
: | BEA
400 ppm BA| - FFHES & (REGEL | 400 ppm FHERT | 400 ppm Z4ERT (400 ppm FHERT
= : pwi=yill| Rzl Rl Rzl
- BLEE S EE QBB (HE) - NEERLERFRIRE A (BES. EE)
| - ERCRBREE () - RENBAARET (H, 8
” 3,000 ppm . | - FRPATYLSSE s AR R OHARETS |-
e - EERER R O ERND (B, M) | 8
’ s . - Bl EENAD (., #)
"|1,000 ppm | - EIKE (HE, ) SEEE S o
pLE | - SR EER (., D
400 ppm ﬂ@ﬁﬁ.fi L EMFIRZL

855 : gl A b TV,

V.EBERRVARETIALES X bR, Y8, 000 ppm r%%%rif;b\ﬁsﬁﬁ'ﬁﬁ & %z bBhi,




(2) REFEERR (Sv'h) ‘ :

Wistar 7 v b (—FE 22 I0) O#FiR 6~20 BioiaHEn (A& : 0. 30, 125
ETU500 mg/keg RE/R, ¥ 1%CMC 7k$‘f§$&) #BELT, BREEMHRBRIE
mEhiz,

EREFHTRD Bm‘_ﬁr@fﬁ.ﬁcﬁ 31t J.ré;?’b’ﬂ\é

500 mgkg AE/BREFOBEDLITBNT, FHEERD, ﬁ&iﬁ%ﬂmﬁﬁmu
BEREEOEE TRIEINAS TR B b, £, 125 mgkg {zt:ﬁ/ﬂ&‘—ﬁi@i:@ﬁ%

CREBWCH R EENENERICEETH -7, '

500 me/kg KE/ARSHEOBATRTELEZ TTHAEOHFRRMEESBDL
. REBEEECBOCIBRICBRITFER CBERIGRORBRFE OF B2 8nas
DL, BHRBRETIE 500 meke AE/ AREHTRESRE. BEHEHO
TBERE IREEE. MEEFAEEE LR UM E Rk e FrELF | D128
mHbii, .

FRPUTBOT, 1256 mgkg HE/R LR SFHOBEMWICIS N THRERIND
HEBRBDH LN, 500 mgke B R RERO R CEESHAENED b
=D, EEEE it@%f 30 mg/ke ﬁ:ﬁfa IREMP T 125 me/kg RE/R &
EZzbhiz, (&P 35) '

* 31 HESMRER (S b 'C%Abb:htﬁﬁ"ﬁﬁ

&5 8t . Bt i R B
500 mg/kg (KE/A | - B ER - B E
- PR E R ' - BPIFE, BRIEEOHEM

CEE L. BESHOLE
REIIRE B, WEE
Rea B, WHIEREHE

FRECHY :
125 mg/kg KB/ B | - RESINNEH 125 mg/kg K8/ H LT HMERT

P » RiaL
30mg/kg FE/R | HBHEATRRL -

(3) REHFEER (THF)
 NZW U (—REHE 24 D) DR 6~27 R Jﬁ%ﬂ%m (E4& - 0, 30, 50
- B0 90 mefke BREE/H . W 1%CMC KESIK) £5L T, %‘iﬁf&ﬁﬁﬁs%ﬁﬁ
iz, '
50 mg/kg FE/B & T 90 mg/ke ﬁfﬁl B 53OEY CEEERS R ﬂ’b
WERTSEEL BRABREREFNEN., LARCTHICEmdbRE, £, =
b DR (CBNT #iﬁiiiﬁf}%%ab B, H‘é‘ﬁ%bdﬂ:&ﬁiiﬁﬁbti 5?32%5@%«3&)
6:4”1/73?75*0 7ze
- ARERL ‘_iowc 50 mg/kg ﬁtﬁ/ H ut&&%ﬁrﬁ%&tﬁﬁ:ﬁﬁ&%mi& &5 5
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. REMICIZEERRD bh Al 0T, ESHERXEHY T, 30 meke
@EMT‘Eﬁ%fﬁﬁ%@%ﬁﬁgammﬁgwﬁmfﬁék%z%ﬂtd&
TR D 6:}1,72#0 2. (&K 36)

-1 3. RizE1EREE ' :
7z ETYI VREEOMEE AW ERERERETER, ?-’r/f::»—z/\b.xﬁ
—ipEsRiEEMIR (CHLIU) 2RV in vitro B R REFERER, 7‘*‘?‘4’ =R
AAF —#AR (V19) 2B\ in vitro ﬁﬁ?%%%ﬂﬁﬁ% = R % AV in vivo
MERBRSERI N,
FERITE 32 WRSh T3 g::lsio TATRETH o, Yo ETFIUIC
BEEEIIRVLOLEEZ DN, (BE37~40) -

#32 EEEEUERSE (FiE

Y g : LERE - 58 ' b
in vitro o - |Salmonella typhimurium
BERRA T%ggs‘ﬁll%%} %) - |(D156~5,000 pg/7" V- (+/-59) -
%S:E?ﬁ%ﬁ | Escherichia coli @156&5’000 ng/7 vt (+-59)
(WP2 uvrA #£)

®105~135 pg/mL (-S9)
80~160 pg/ml, (+89)

@22.5~90 pg/mL (-59) =3
40~160 pg/mL (+59)

®80~160 pg/ml. (+S9) .

REERF |Fr A=A AAE—f
AR HIsksERAIAE (CHL/IU)

© |®D10~50 pg/mlL .(-59)
BIETFER |FrA=—XNAAZ—| 12.5~100 pg/mL (+S9)
EEFAR |l (V19 @25~85 pg/ml. (-S9)
20~100 pg/mL (+59)

fatt

I

in ‘v}‘vo ' | ) ©500~2,000 mg'kg FE
' ' GREIEQ#E)

- ICR ~ ¥ * i

IERE | (BN éfﬁﬁiﬁiﬁgﬁm)

(—#¥HE 5 1) GRsIE i E)

Rtk

, : (385 48 FERIHE IR
) -89 ABRE LR EETREUEEET :

e B OMEZ RV EREREERRIER SN,
HBRERIERE 33 IKRShTVa EBY @‘PET“& h. BEBREIRVEOLEL
bivlz, (BR41)
- 5 33 Jaﬁ':ﬁ’ri":tsﬁﬁ%% (Fcns#!m B)

.. HEB e SLERIREE - B H5 R R
in | BRER |8 typhimurium (D156~5,000 pg/mL(+/-89) | popy
vitro | EEBEE | (TA98,TA100, @156~-5,000 pg/mL(+/-S9)




TA1535. TA1537 )
E. Icolz' .
(WP2 uvra #)

14, TOHOREE
(1) FrmfmigREE, %%ﬁﬁﬁﬁﬁﬂ&tﬁ?ﬁﬂ%‘k)b%Jﬁﬁllhﬂﬂ“@d‘éﬁﬁ
T b 90 BHEEANEMERER [10. (N1 TRV TRER DR IE A RO
ﬁﬁ%%ﬂ%%k# BOLNTEZ D, FOAI=XLERETHARED
Wistar 7 » F (—BEHE 10 JT) 12 3. 7 KR 14 BRJEEE (R : 0. 2,400 ppm :
EABEEREILR 34 22 R) B’E U TR, %Wkﬁ#ﬁ%ﬁﬁ&u
FR IR AL /Tﬁb BT 5RBRAERINT,

F 34 EFiﬂtﬁ{PHEHHE

B | 3 BREIHEEE 7 AR SE 14 BERSRE
RN E : :
(mlke/H) 217 223 217

DT OBEBHCE TS, MR R O E R, m%mu&ﬁmmmﬁ
E OO0 R AR 53@L&#ﬂﬂ§ﬂﬂﬁcﬁ>ﬁ%hﬁbn Lis,

FrAmRaEESE % BrdU AR5 DT Lo #R, 3 B ARS8 CHRIMMRM A5
B, 7 ARREREN 14 H Fﬁéﬁ’q‘rﬁiﬂ:’cﬁﬂaﬁﬂ_mm{fﬁ{ﬁﬁ: RO b,
¥7-, PROD 2#5i8 L= CYP2B EME U T4 2 EZ L L UDPGT iﬁr@i
v\@*hméﬁffﬂi ZRWCH, ARREBERED b, L

B O RIREE R /LE S C DWWk, 3 BUVT BREIRER: ;a‘ov\—c Ts &
_ UT4 DB B ERRBD B & &bz @“«\Tmﬁ%f?rai—c TSH
DEIERRRE D bl . '
PEDSERNS . 7 o 5P RO CYP2B -ﬁo UDPGT #%&E 35 &
Hiz, BEMMICFFMEREOEME T, £, PO T3 RKT,
. DIETFEVIT TSH OISR S, ThbOBEE. CARDEVa L—g—
ELTHLATVE 7 =/ SAEF— LIBT3 b0 Thote, (BR 43)

(2) CYP2B1. UGT1A R Ut UGT2B1 @ mRNA SETIREMIC 551 S5 25H OAR O&EI
B3 HEEE (/n vitro) _ ‘ |
7=V EFY Iz LB CYP2B KU UDPGT EHEDBMICHT 5 CAR OB
BzonT, v %@@Jﬁi&%ﬂﬂ}ﬂ}i@ I8 D RNA T4 A W'L in vitroT
DRMENER SN,
EX¥FFHREVCAR ) v 7 # T VBRI =V B F IV % 50 pMALEL
7”\_;%%'% ERERECIX CAR CYPZBl UDPGT 1A R TRUDPGT 2B1 @ mRNA®
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REEIIANBIRED 45, 3.6 15, 1.8 RS0 WML E, —F. CAR /v
IEY U TIE, TSI onElr Ly CYP2B1, UDPGT 1A B (R
UDPGT 2B1 @ mRNA BHEFWTFR B EZIETLE, '

P EDEERND, Ty FOTRERFERICBI A7 =V S FI U aBEIc k-
2 THEL 5 CYP2B1, UDPGT 1A XU UDPGT 2B1 ' mRNA EHFEHEIZ. CAR
LEFLTVAZEBTEREE, ZOZ LR, FAOT v MIBECTRETO
ERRENCAR TV ab—F— L LTABNTWS T = /UL E Z— L OfER
BRIENT A2 L ERTHEOLELZ bR, (BB 43) .
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e

oI. AR

ZRICETEESZAVTEE (7= ‘/I:"?*J“‘ v OEREREENE R
L7z

UC CEZBLE7 2 ESFI DT v b %}%\r‘t@%ﬁtﬁﬁﬁﬁﬁﬁ@fkﬁ% &
ORE&ENET 2V 5P VORIRERED 2 &b 0%TAR Th 1 B 5% 168
BRI E TITIZ & A Y ORSTIESHRE & v, ZEHRBIIRT Cholr, B
UM P A AR T . Toa FHETIRINLE . IR OB CE o 228, f&
BRI L. BEDERE EE~OBERMIIRD bhihof, REFOE
EREWIL. BROTOIAVS 0V BEAE, DO E &U%@E@?@Aﬁimiﬁw
7o rBiasEThol,

UC TEMLEZ 72 I3 /%Jﬁwf_ﬁ%ﬁsrﬁﬁ%aﬁﬁ@#ﬁ% ﬁ%fﬂz%
DEEREDIE7 = ETH I (162~94.9%TRR) R UREY B (1.0~
10.9%TRR) T& V. iZHZ 10%TRR 2B 2 RWiIBD bz, BIE,
EYEEAVERRERBROBR. 72 IV U ORREIREREN 1 A%
IZ 6.58 mg/kg 25, REW B OEBEIZRAEES 7 AEIC 1:35 me/kg AV THY
B AZDA (RE) TRHLIE, S

T EIPIVREICE AR, BICEE (M) | R (R,
FRAIARAER) BROFRER (AIEMAEAE) B b, 2 SRRz
T, 58 TEREENMEIOLLNERET, THEREROBD RTERERE

CBoOEMREH b, 7y PORBRAEERRICB VLTI, B8MIcEERL LN
HEAETNRERE BRFERVESNE RUEEEE EESRAS) HEE
ERA, VX TRBRICREREOZEIRD b Rnol, ﬁﬁ%‘fﬁ s
AER BEEEEGED B ho i,

EEABERID, %ﬁ%qﬂwz%@?{ﬁﬁ%%’g %: 7= ETFIY (BLEY
D) ERELI,

ERRICB T I EFHESIR ISR TN S,

v FEAWE 2 HREERBORBMOHE TEZSHENRRE CERP oD,

- BAEEETROBNEEEFRIIFEEENTHY | BEOFRIEILVEVAE
TREBBFHENET v b 2FHBEEERERAEHERBICBVTHRD b,
ESHENELN TS

BEREEEREST, %ﬁﬁi‘%f BLNEREED D bRE/MERT v MRV 2
ERBMEER N AERESRERD 12.7 meke (FE/B Thol &b, TREE -
e LT, £2MF3K 100 ’C% Lf_ 0.12 mg/kg AEH/H & — ET&EHF & (ADD &

CREU,

ADI - 0.12.mg/kg BE/H
(ADI FREMR ML) B RN AR

@piE) - Zvh
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el 2 ]

(55 JEEE -
(E=tE) 12.7 mg/kg fKE/H
(B2fRE) , 100
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%35 ZEBICAHIRERERURIELS

= w»EE EEHE RIEEE ]
By PR (mglkg fKE/R) | (mg/ke kE/B) | (ng/ke HE/H) 5%
Z v b 0. 300, 600, HE : 64.0 T#E: 196 VR < EREE I,
' 1,200 , 3,000 | # : 68.6 B : 207 A% TS e
‘EJL‘J\
Eoyras IJEE : 0\ 19.1\
BERR | 577, 64.0, 196
-0, 20.5, 42.0,
68.6, 207 ! ‘
0.500. 1,200, | ¥ : 87.6 HE . 294 MERE ; {EHE A
90 B 3,000 ppm I - 100 i 248
T A R (FEEEIED LR
@é‘;% H:0.36.8.87.6, C7RWY)
ﬁg 2924
K ME - 0.41.7, 100, |
248 )
0. 100, 300 . | HE:12.7 . 51.9 HE : FTEEENE
2 =R 1,200 . 2,400 | #f : 15.6 HE -.63.6 M - KERTINEGRIS
B PR . 5=
/ HE:0.4.25.12.7 iéﬁ)ﬁlb&{ﬁg@%h
%iﬁ}u'ﬂi » U AY <N
A 51.9.- 107 ,
brEmER HE:0.5.29.15.6,
63.6, 130 - : '
0. 400, 1,000 . | B&¥p Bighdn BEhd - FTEESEMN,
3,000 ppm P - PiE:274 - | /AEREFFAREE
' P i : 32.0 P i : 79.9 &
P H#-0.274, |FiHE:- . Fiff: 31.6 | REWMD : {KiKE
68.6, Filff: 345 | FiE: 852
o | 218
- P - 0.32.0. | REMH IR B
ST 79.9, | PHE: 274 P : 68.6
237 P : 32.0 Pt ;799
FLBE:0.3L6. | FafE:316 |Fi: 805
80.5.256 ° A it 34.5 Fi i : 85.2
FiME - 0,345, '
85.2.266
0.30.125.500 | @7 : 30 Bl - 125 | BEEhip - ER I
FAENE BOJE:125 [BE 1R 500 &
Rt ' R BRFERUIR
' : EEEAE
<A T# . 0,100, [#E: 176 KE - 349 HE : FFEEEM, R
o 1,500 . 3,000 | #E : 13.9 JHE - 283 - R A%
ppm . M . FFEEEM
B 0. 100, : ‘ .
18 74 |.2,000 . 4,000 (BARAERED LI
A ppm 4y .
ZEBAE| . . :
B | B :0.11.1,176,
‘| 849 . \
BE : 0.13.9.283,
552
34
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REE

: EEVER BAEER . A
i PR (ng/keg FE/R) (mglk?ﬂiﬁl B) | (mglke %Eﬁl) 0% Y
. UYE 0. 30.,50.90 &4 : 30 REMD 0 50 | REMY - JRE, HEEE
W B IR :90 . RUMEEREVE N
%:Eaﬂ‘i : ,
PR S
: QTR .
A4 X o -0,25.50.150 HERE - 25 fHERE : 50 . EERBOREED
%ﬁﬁgﬁ : ﬂiﬁm:E ;JQ\%QJJD&HHHHE
1 £2R 0.5.25.100 MERE : 25 HERE ;- 100 . EERSEO/INE
.@,&3:,% EP‘L"&E?%BH@HE*%
aﬁg HE - NEERL TR

BERFE :

D {EECENESRETED S EROEERRT,
- EEHBEIBRETE AN :



<BUfE 1 : B/ ol —R>

RLE HEFR {4
B |s2188-DC g:zzmcr 1,2-dihydro-2-isopropyl-4-(o-tolyDpyrazol-
c §-2188-OH 5*amino-2,4-dihydro-4- l}ydroxy'.?.'lsopropyl'li'
(O'tolyl)pyrazol 3-one
D 5-2188-CH,OH-DC 5-amino-1,2-dihydro-4-(2- hydroxymethylpheny]) 2-
1sopropyl-pyrazol-3-one
'E MPPZ 5-amino-1,2-dihydro-4-(o-tolyDpyrazol-3-one
F 3-9188-DTC 1-allyl-5-amino-1,2-dihydro-2-isopropyl-4-(o-tolyl).
pyrazol-3-one
G cyano-N-isopropyl-¢o-tolylacetamide

MCNI




<BIE 2 : R EERETR>

B A
AIGH | TATIvir7ur) vk '
ai | BRbEk &
Alb TNT I
ALP THHIRAT 7 Z—F
AUC i B iR ER T AR
BrdU 57U 2-FAEFLTY VL
CAR | BEMT > FuX# ZEM (constitutive androstane receptor)
Cruax BT
Cre VT F=
GGT y- T E i'ﬂ/}‘?‘/_z7:n?-—-’z“‘ .
[=p-Z & I kT ARTFF—F (3-GTP) ]
" Glob A=A Na .
Hb ~ESoEy (AER)
Ht ~vhr7 Uy ME
LCso PP
LDso FHEGER
MCH - |¥yfrniknasig
MCHC | TR mekin BaRseE
MCV FERIAR MERZ TR
PLT /RS
PROD TRy XV LINT g S OTTAXT—E
RBC R Bk '
Tue S
Ts FPYI—FFfz=r
Ty T mHR :
TAR REE (LB Mt
T.Chol MovaFo—L
Trnax T 7o U B B R
TP WERE
TRR IR U R
TSH FRHS AT
UDPGT |UDP-ZN2ra s bhF AT c5—¥
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LG-1

(TR B BRI ik >

<RIFES ;

1em
powE | PR . )
(oD mig | CUHE w |
SR g | (Gaha) Bl | PHL ; : =
e : @ | ([A) | 7I\/E?;§E‘{an‘ﬁg§ﬂ§ BiE (mgke)
% - '
e 1 BmE | B ¥PY5
ot wo | 4| 7| o3 Tiole | BEw | STy |
STk 51 0.22 02 0.112 | 0 | REE | - B -
s | 1| 628 o 00e | odio 0105 | 027 E | B T
T 4 0. 0,010 | 0. 027 | o 0 i
f= e 71 o 0.68 0.010 0.25 11310,
L IR R o1 | 020 | 099 0026 | o-b2¢ 003 1008 o'0s0 | 0086
(5) ~T50 4 1|21 g'gg ooes | Soae Oigg oad g'gg% 0.031
1.1 00 . .36 : 0.
o P - Ay B 020 Ossh | 14510 o054 | 0028
N . - 152 | o : '
. : 4 | T 3'35 1.20 8-}?,3 0.152 8'98 0,33 - 0.140 g.({gg
Tt L 625 211 0.94 3‘83 '0:182 g'igr{ 1.22 2'38 gﬁg 82150 :
. 80 | 1 42 : 143
(= 4 7 0.51 aE 0.232 1.02 .| 0.057
g | 1 750 . oo | a2t oo 0.031 | 048 0'23 0243 | o4t
T L | 4] o ' 011 | 0 0.10 ' Sing | st
I 1| o 075 | 0146 BT %ol | o | &% 0.023
| 0.08 31 0.0 0.143 . 01 | <0 0.023
2 . 0.08 -0'028 0.084 g-g‘l 0.64 008 | <0.008
T 18 500 1| o1 ' 008 | o3 | o4 0.099 [ 0.09
18 4E 4 3 .18 0 .08 0.098 2
(#30) 1| 60 1 j ioid | ood | ood 0026 | 0.023
Tk 20 S5 ° o | 4] 028 028 ) 0.2 o | oo0s | 0009
BINFB> A 7| o8 | 063 0017 | 0017 0.22 \ ‘
litea#] - - : 0017 1 9.017 1 0.10 022 | 0027
(£p) ;759 3 q 0.01 5 008 1 0.02 0.09 | 0.017 0.027
Tk _ 9 0.09 01 <0 0{]8 ) 0.02 0'0 0.017
20 & 1 1.250 11 .0.01. gg% <0'_(}{)g :gggs 002 ; 008 0.008
220N 3 2001 | <0 <0.008 008 | 0.0 02
7 < - 1 <0.
o1 | <bb 0{?6011 <0.008 :3'333 <601 | <0,0; <0-gg§ P
: 0L 1 S0 |08 <0.008 170.02 001 <0.008 008
<0.008 008 0.0 .02 = <0.008
<0_00 1 0 0-008
8 <0.0 .01 < <0.008 -
01| <01 | <0008 | <0008
008 | <0.008
-




28-1

et St . REEE (mgkg) L
et 48 {EFRE E% | PHL AR TEP AT D
(TN g | (aihd) @ (B | 7=rEF¥I B T2y EIFI B
SEfEEE : ERE | UHE | BEE | THE | BEE | EOE | REE | EHE
N—— . : 1 5.49 5.26 | 1.06 1.03 5.64 5.62 1.08 1.01
4 1 1,750 3 7 4.69 -4.62 1.06 1.06 4.79 4.72 1.24 1.13
DiaRd 21 | 347 '] 3.44 072 | 072 | 2.88 2.88 | 0.891 | 0.871
(B 1 6.58 6.52 0.86 0.86 5.88 5.80 0.859 | 0.851
SRk 20 4EAE 1 1,250 3 7 |. 372 3.68 0.87 0.87 4.36 4.36 1.5 1.33
21 2.27 2.26 0.67 0.66 9.54 2.50 0.907 | 0.901
e 1 | 154 153 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
[Z 0] 21 0.70 - 0.70 0.130 | 0.129 | 0.57 0.57 0.130 | 0.126
(RELHK) 1 0.20 0.20 0.016 { 0.018 | 0.20 0.20 0.016 | 0.016
TR 20 LEfE 1 1,450 3 |.7 0.06 0.06 0.011 |°0.011 | 0.07 0.07 0.014 | 0.014
21 0.03 0.03 0.010 | 0.009 | 0.03 0.03 0.009 | 0.009
NEEa ' ,
2l 1 1250 | '3 | 7 | 399 | 238 | 0:030 | 0,09
(REL2MH) - 21 | 154 1.64 | 0.043 | 0.043
JK 20 €27
TH : :
[HEa) 1 1.42 1.88 | 0.42b 0.423
1 1,750 3 .1 7 0.96 0.96 0.386 | 0.382
RE2H) .21 | 059 057 | 0.149 | 0.149
TR 20 4EEE
B 1 1.02 1.02 0.303 | 0.300 | 0.94 0.92 0.399 | 0.392
L 1 500 4 7 0.43 0.42 0.239 | 0.237 | 0.35 0.34 0.291 | 0.286
Vi | ' ) 18 0.14 0.14 0.074 | 0.072 | 0.11 0.10 0.082 | 0.080
(23 1 3.06 3.04 | 0.804 | 0.792 | 2.69 2.56 9.613 | 0.607
Tk 18 R 1 500 4 7 2.06 2.04 1.27 | 126 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
mes : 1 1.93 191 0.127 | 0.122 | 2.41 2.30 0.166 | 0.1567
- ) 1 750 3 7 1.64 1.62 0.166 ‘| 0.163 | 1.98 1.98 0.210 | 0.209
[iEgs] 21 1.28 1.24 0.200 | 0.197 | 1.78 1.72 0.263 | 0.247
(2 1 4.79 476 0.120 | 0.120 | 3.52 3.46 0.130 | 0.130
ERE 20 ¢§ 1 760 3 7 3.61 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 3.18 0.170 | 0.164
&) -/ aEEEE T ’ ’

BEARIC EAFRRIAR BV v,
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< Bl 4 : HEEERE>

_ E R MR (1~88) S5 miE (65 Ll E)
P REE ({£H : 53.3kg) (& : 15.8kg) (&= : 55.6kg) (K= : 54.2kg)
~(mgflkg) #f | BREey| £ |EEEe| £ | EBEREw ff B E ey
GNE) B ) NB) GANE NB) GANB) NB)
b=k 2.05- 24.3 49.82 16.9 34.7 24.5 50.2 18.9 38.8
g 0.75 4.0 3.00 0.9 0.68 3.3 2.48 5.7 428
ff;z )” &4 0.28 16.3 4.56 82 2.30 10.1 2.83 16.6 4.65
ZrnA 0.02 41.6 0.83 35.4 0.71 | 458 0.92 42.6 -0.85
PRk 1.53 0.1 0.15 0.1. 015 | 0.1 0.15 0.1 0.15 .
FOMDPAED | 256 0.4 102 | 0.1 0:26 0.1 0.26 . 0.6 1.54
WX 3.04 03 | - 091 0.4 122 - | 0.1 0.30 0.1 |- 030
HE5 4.76 5.8 27.6 44 20.9 1.6 7.62 3.8 18.1
A DR 6.52 0.1 0.65 0.1 0.65 0.1 | 065 0.1 0.65
& Bt 88.6 61.6 65.4 69.3

) - mEER. PEER TV AERRE - G & 5%%5%12@4‘—%&%@@%3&@%%\?& (&
REBHE 3) .

- ff: Tk 10~ 12 E0ERSHETE (B8 47~49) OEERITELSL BEYERE @ NRB),
DR BRERVREDERESORDIE TV ETFR /@?EE#%H&% (pg/ ATH),
=r=w FOEERVE,
* EOMOPAETORPIETOEZRAVE,

s b FOBEBERS
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1
2

10
11
12
13
14
15
16
17
18
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. 20

21

BENGE T7=vEI¥Iy REH) (2010 FHED  ER(EFEHRIAE, —BAR
[4C] 7= EFHI COERERITIERESEROBEROT v MBI 3EYE

#2 (GLP %) < PTRL West, Inc. CKED) | 2007 . RAE

7= EFFIVOBRERMERREEEAREHROT v Mok RS LU
(GLP %) : PTRL West, Inc. CRE) . 2007 &, kA%

7z VwEZHI /@ﬁﬁakiUﬁmiﬁﬁﬁﬂﬁ5%®7}FLKﬁ%@%Aﬁ
(GLP ®fR7) : PTRL West, Inc. CEE) . 2007 €, FAFR

TV ESHIVORBERIBESEDS v MBI ARE. Bt L UMEST (GLP

AR5 : PTRL West, Inc. CKE) | 2007 £, HFAK

TELETPEI 0T RYICHIT B EmABRE (GLP i‘J‘FiT ) : Covance Laboratories

Ltd. CKE) . 2006 4, RAK ,

Tz ETFEIDLER L?ofj'éﬁﬁ%ﬂ‘.ﬁﬂ‘ﬁﬁ (GLP xti%) : Covance Laboratories

Ltd. CKE) . 2007 £, RAK ,

T VI IOt hRicBiT 2 EDHRE (GLP SG]LFE'.T_) : Covance Laboratories

Lid. CGKED . 2007 4. k4%

7w S I ORI HEDEMNRE (GLP i’]‘}fﬁ) : Valent Technical Center (3

E) . 2008 &, RAR ‘ - _

7:::/1: S 2L OMKSEEARES: (GLP #55) : Covance Laboratories Ltd. (G

E) . 2007 &, FAR '

7=V T I ORESERT S MHE (GLP %) : Covence Laboratories Lid.
CRE) | 2007 €. RAE ,

7=V 7T I OREBRK q“)’ﬁﬁﬁ?ﬁ% (GLP IS ) : Covance Laboratories Ltd.
CEE) . 2007 F, KRAK _

7 =S H I O HEREmEAERE (GLP 5. : Covance Laboratories Ltd. (3¢

E) . 2007, RAK ‘

7SI oo HEwENERE (GLP %H5) : Covance Laborafories Ltd. (3

CE) . 20064, RAFE

TR B MERERER - ERIEEGRR S, 2008 £, RAK .
e B RERRAR R LEHRAH. 2006~2008 £F, RHFE .
BRI EMERBAAR | AR B A, 2008 £, RAK

7= TIPS /ﬁ¢oiwﬁﬁkﬁmf%%n@faaﬁ(mmﬁm):(&)zﬁ
L RERERRT. 200946, RAK T
Tz EFHEIVREDT v MBI 2RO EARR (GLP HIE) : EREFEER

o 2007 E., kAR

7:/t7f\/ﬁ¢®7zFkkﬁéﬁ&ﬁﬁﬁﬁﬁ%(mfﬂﬁ) R ks
&3t 2007 4E, RAEK ! -
7:/E7ﬁ\(E¢®7ybﬂ%ﬁ%%ﬁ&l%ﬁaﬁ(mmﬁﬁ):&Em%ﬁﬁ
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- =tk 2007 B, RoFE
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31
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40

XY S-2188-DC 7 v MBI 53 ﬁﬁmﬁr&ﬁ% (GLP XY - EEREEERE
. 2008 &, RAFK

TV ETFEIVREEDT v l«%ﬁ%b\t%ré‘cw%ﬂﬁﬁﬁ (GLP 3fii%) : RCC Ltd. (A
A R} | 2008 &, RAK :

Tz ETPIVRED T X F RO ERBRIEMERR (GLP 3) :{Eiﬂt%ﬂ%

Ak, 2007, ROAE

T YETEIVEEDT Y XL b\tﬁﬁﬁﬂﬁﬁ&ﬁﬁﬁ (GLP xﬂ"‘ ) EZE{I:+H€‘EA&

2007 &£, FRAK

Tz IVEEDEAT Y FERWEEBR/EERE (Maximization ) (GLP

SR ER RS, 2007 FE, RAK _

ZxYETPEIVREDT v FERWERMHRARSIC IS 90 ARREROREET

HE]R (GLP#E) : RCCLtd. (XA R) | 2006 4, KA

T =Y ETFLVREOA R BRI T EAEEC LB 3 1 ARREE QRS EER

B (GLP Xfh5) : BRR&tEA TV ¥ —F, 2008 &£, KAK _

TxVEIFIVEEOT v b EMNEEERARSICES 90 ARRKEEDBREME
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