@ﬁ%ﬁy0713%13_
qiﬁz 4 B 7.8 1 3 H

KE - anfiEEEs
=k 28 EE E

s 50 .. [ETE
| W@ME'

AREEE (BR2 2EERS2339) 11468 1EOEECESE,
TROFRONT, REOERERDET,

FERTE

]E.l‘&‘ .

KB BB A ERAORAF ORBEEREC 1T

=%
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Y244 9H3H

F - AMEEERS |
LRWESPRE K BT B

HE . & RE SRS REESRS
BE - DRAERSBAE KT &

EE - ARBERRARAMESRS
B - B E R DT

- R 24FTA 1 SENTEATHEBELZOT 13FELEE o THRHIR

o, BRAEE (B2 2EEEE233E) $1 1481 HEoHERESS 7
V= AR B AR (5 T O A EE R OREEYE) OREILONT,
UL TEBEIToREL RO LB VB £ 2 vE0T, TNERET S,
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| | ()
TI=

SIROEEBEIEOBFNT OV T, ADEREEEDOREI DV CAEMEERERITI TR AR
HREF M e SN D RS X, R - B AEERISICIO TERRT, JA‘F@%’FZ’&
TOELDLLDTHD,

1. g . _ ‘
(1) B4 : 71=%3" [ Fluixin ]

(2) Filig : AERIGRISIH]. L |
TRV AIEAT v A FEFAERC, BREREbODIC A S L HOIBET
FERSNTOD MRS L L OLEEDT F5% FUBI R r— RE0DY 7 ndF oy —
BEIBEL, BEOATF 4B THETRRAE ST IR ha VRS EDEES
T Ao Sk, 85 - SRR R RET D,

o (3) 154
TN=He s .
2-[ [2-methyl-3—(triflucromethyl) —phenyl] amino] —3—pyr1d1necarboxy11 ¢ acid (CAS)
2—-[2-methyl-3—(trifluoromethyl) aniline]pyridine~3-carboxylic acid  (IUPAC)

ATNE v (BE)
1-deoxy— (methylamino) D—glucitol (CAS)

(4) Mt RO

coH ' A .
\ 2 i s 4 -
[ _ HO™ .3 > CHj
N Ny CEy HO HH OH =
. H _
: CHs

L CHENO, + CHNO (F =% A A3 b L)

4 F K
g F B 49146 TA=FIURATAIELT)
' 296.24 (Z=FL L)
BRI AR AEORSERE
i A1 134~140°C .
B O K ARSI J—A f”b‘vﬁrﬂ BRSO

94, & rRRVA I DT FNT—F MRT L A ST
7‘;[, 3



(5) HERIHEREE
ST ://GDW%%&UEH%H%%%JAT uTT (1’;2@& =) \ﬂ’b% T
CEIELTC)

(DEIW'C D7 =3 O R GBI B O SR LA TSR T,

IR OERFE FERE PRHEHAR
4+ 2 mg/kg RE/day % 3 BETERRL TIPS HA - 108
WA | 2 e/ /ey 53 ARBEBELCHRARS. | A A
B | 2ne/ke h/dey & 3 HRSESELTHIBINIRE | BK 21
B |1 ne/ke E/day 2 5 AFSERELCEINRS | A 28
U CDT Nt DE RSB R RS S LI TIOR T, :
NEEVM RO - ERE ARG
2 mg/kg AEE/dey % 3 FIRDEEL-CRIRNES | U (L) 7H
‘ ' IRE 4 B
U (B54) 6H
2.2 mg/kg 55/ day % 3 BRREGLCRMRPRS |BU (1& U7 78
EU (Fore—27) 3H
4 B (M1 | 10 H
, EU_GEED 5 A
2.2 ng/kg E/day % 5 R E‘T@ﬁ%hﬁ%ﬂlﬁ#ﬂ&ﬁ F——— T
;] ;E/;g {fEE/day % 5 B [WhEss L CRRIRANSUTS B (75 2%) ‘ 108
2.2 ne/ke FEEEEERAIRE: B0 (Fv R4 4|
2 mg/kg BE/day & 3 B RDEES LTRSS BU (~188—) 1 {
B HE 1.5 H
e BU (1 #ZV7) 18
| 2.2 mg@ B/ day & 3 [ Fs‘i:%‘ﬁb‘cﬁﬂfﬁm&% T o
Wl . : ' = &’g ) L
2.2 mg/kg KB /day # 5 EFﬁﬁﬁ_ﬁ.ﬁb‘Cﬁ%ﬂﬁP“]ﬁ'—i— RS L5 H
% ;I;;/;g 8 /day % 5 B FhESE L CRRIRANSULAS W (5vR) | | 0H
2.2 ng/ke FEEHERIHES. TRV R | 1B
N KE 12 H
2.2 ng/kg FEH HEEFARRS ) - 2B
| 2.2 mg/kg (BE/day % 5 BRESEL THAPERSE | EU (ZF2R) .15 R
EU (B AV 20 B
173 2.2 mg/ke FEY 1 B 2 ERFRMEES R1S07 :
2 mg/lke (EEE1 B 2 B APRRE EU (& U7) 18 H
2.2 mg/kg BE/day % 3 BRSEGEL THAPERS | BU (Fr<v—2) 28 R

2.2 me/ke RE/day % 2 BRFEGL THAPERS | BU (%) 248
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SEEM R ONER s EEE. PSR
1 mg/kg 5 /day % 5 R Sk U CEIRIERS EU (~UL3p—) 28 0
' ' EU GEE) 78
: L1 mg/kg fRE/day % 5 E%Téﬁb’(’%%ﬂfmﬁ% BU (752) 10 8
& EU (FA42) 108 .
: L1 mg/kg FE/day & 5 EF?@%L’C%HFRWR&% EU (A& UT7) TH
ArERE UGV RHV) | 1R
L5 mg/kg WE&“%%W?&% B Fre—2) 108

2. NIEEMRCIST B,
(1) UeBir a0, it . '

WELAF R ORI YCIFgE T V=% 2. 2 ng/kg B E/day % 2 ARERE L CTERPY
BEL., #5124, 72 RUN120 RIS OBEREE 2R~ 24 BRI R bEW
FEREEE 7R L7c ORI C, RO TR, BRI EETR0 bivie, i
VIR, D 1/6 FREOREHEE B X8 13 L A SR BT 5 D TH o7,

| HOFE. NI EEEDEREINS & A SRR bieh o7z, 72 IFHICET IR, B
REY TR O »ﬁ%@ﬁﬁ%ﬂﬁéﬁx Beb DIVIEES, MOZE - MERMCHEEIEIRD B
Hnipdote,

Fie WA R T V=% 2.2 mg/ke B/ day % 3 FIRSHSE L CRMIRVIERS- L
&R 5725 0.5 H RO L 5 HERICHERL LIciicBi) 5 7 =% VRO O RS
MR~ R ATREEOWOL, 0.5 FRICROTREM TH 5 5t K
O TN F LB 46%, TIV= s 18%., 15 BIBITBWLTEILEN 22%., 2% T
BoTr, 123, Bl RUSKENC R T 5 % O I R B\ 51 R ¥
TN=H RS & UTERL T 0. 04 ppn LU0, 002 ppm 2 BHEEE L GREL T

. B .

CFy -

5k Fri 7oy (FE312.24)



(2) 7#i _%b‘éﬁn\%’”ﬁ R

10 IO FIRC SR T V=% 2, 4mg/kgﬁiﬁ/day % 3 ks L TR AaNRE L.,
B 1 4, 7, 10 ROM3 BRICHERPORSHEEE T, SIEREE 1 BICBY S5
TV, TEFRBATRRY, TR, AR OEIEOIE CRIREICE Ui, BikiEE%
4 BUIE, BERRAGA, B, B (EhaTs) RUTEIACRY 2B RSETasE
L., B&i%54% 13 B CHTiR. B AR OBIEOIE CERE T RIB S s,

B RO ST ORI EOW, RS 7 A=F V& LTHEL. 8
FLT4 -k FEFL7l=%2 -t FRf A FAT V=XV RUE-E Rk
TN=F B X Rk, oo

o

HOOC HOOC
. ' . / \
/ \N ' N . 3
T Y 9 -k FRFVAFATAEE LY

(3) w=lTikid 0%, fRE
T le Z=% 3 Dng/lke (REABIRVRE LTS, 12 ﬂ#ﬁﬁﬁuﬁw@uﬁ TN
ST N=FT IR 0.05 ng/e) BEEThH-T,
T, MR I T NA=HT L LT 2 2ng/ke (6% 5 HRERIRPIRE- L, SikdRE%
1, 2, 3, 6, 12, 18, 24 K UR48 HEMEDMIEAEE L CREDLEHE L, Wbk
5% 1 B0 S CREE (6.0~121g/e) R, FOEED LT 24 BERIZIIETOME
ﬁi”CJIﬁHj]SEﬁLIFE Y ,

3. WS HEERR
(1)  ZtroiEE '
O Sty
| et e ,
C5- FEFLIA=FTY (SO

@ ATEOREE
B
CBRUBHC A X U LEEEINE, TE =Y ﬂxﬁﬂaﬁﬂ‘é YL CHER S (3187177
IR OGRERIES A A 2 (SCX) A7 ATRREL, mEREI n<e /77 (V) T
FETD, 0k BBHCARME TRED A XL, KELT, #iks s 1—ig



VBT (50 TR,

.
%’cﬂyﬁ%ﬁ%&%ﬁ’t b BB L (1 1) RIECHIE L, SCXD T ATREL
s, Bk v NI (V) X o 57 . 77 AR
(LCMS/MS) 'Cﬁ:"aﬂ‘é F70ix, BT P THIHL, DB

-E=avr Y FLogBEAE HLB) ﬁ?ﬁfﬁ%bt—ffﬁ SRS v h ST (V)

. ROLSC CEET D,
' EERT AR =% :0.001 ~ 0.1 ppm
$o TA=%T 00,000 ~ 0.03 ppm

7, 5-k K% 7= 10,0005 ~ 0.03 ppm

(2) ERCI AP o |
D TIACTIA=FV ol LUTEAR © ng/ke (58 /day) RO {&E (@ mg/kg {RE/day)
% 3 HEhER U TIPS Lz, - Bl 54 1, 3, 7 RO 10 HofsA, TEih. "%
ERCVNBIZBIT 5 7}5/—-3?://@%5721:17: uﬁ

‘7/L7ﬂx-—-"~?.//k LCHME @ ne/ke 5B/ day) BO82 {5 (4 mg/kgﬁkﬁf day) z3 Hfﬁﬁﬁbﬁﬂﬁﬁﬂ

H LU ORBET O 7 =% R : T (B ppm)
Eeligs! - s I i FiThik
HEZEE0 ERE 28R ERE 2fEE . HRE 28R
<0.03(3), £0.03(3), ' :
I 0.03, . 0.05, ;069?3534)67. 0 gzg(%’ o7 | O-61FE0:44 | 0.790.73
0.09,0.12 | 0.07, 0.09 e CeEen _
L <0.03(5), . : ' - <0.03(5),
3 <0.03 o7 - <0, 03 <0. 03 <0. 03 058
7 | <0.03@ <0.03(3) .03 - <0.03 <0.03 <0.03
10 — <0.03(3) - - - <0.03
. BEA&R . /Mg
(#5144 AL sk 2{EE EFHE 2{ER
- _ ) <0.03, 0.03,
1 0.32+0.28 | 0.44+0.40 | 0.08£0.04 | 0.08, 0.09;
. 0.13, 0.32
3 0. 03. <0. :33;5), <0.03 <0.03(5), 0.10
7 " <0.03 .03 . <0.03 <0. 03
10 <0,03(3) <0.03(3)
Bl (n=6) 1, ﬁﬁﬁﬂ#ﬁ$ﬁfﬁ+ﬁﬁfﬁﬁ%—rb ﬁammm{w»&ﬂ
— ot e =T,
FERIRS 1 0.63 pom

@ WRUFCT V=R & LTHAR @ng/ke 8/day) U2 (4na/ks 68/ day)
&3 SR L CRHIIIR S Ui, Ri&EeEH8 12, 24, 36, 48, 60 UM 72 ISROHAT
B H7N=F VRS- FaX I aF U COREZUTIORT,

21



BRI =Rl LTEEE tig/kg {55/ day) B2 R mg/kg {2/ day) - % 3 MBS L

TERPHRE UTAROR RO 7 =% L RS- E Rrdl 7Vt AR5 (B07 : ppm)
o ERE ' 2{EE
(&%ﬁﬁaﬁﬁ) T 5k Fo¥i 7= e 5-k Fm;"'\"f/7ﬂ/:.
_ Fi ' Fir

12 <0.03 £0.03(4),0.03,0.05 | <0.03(4), 0.03(2) %ffﬁ&% (122

24 €0.03 0.08 <0.03 . €0.03(5), 0. 06

36 <0.03(3) <0.03(3) <0.03 <0.03(5),0.03

48 - — £0.03(1) <0.03(1)

60 — - <0, 03(1) <0,03(1)

72 <0.03(1) <0.03()
éjiﬁ_(n% tf;bzfﬁ%‘_%h‘&&%@ Hﬁaﬁu%@ﬁﬁﬁi n=1)i3, SFEZRL, EPRihe
S T,

FEEDRSR - 0.03 ppm

&) M&LﬁH: Mo TN L LT 2.2 mg/kg {KE/day % 3 FREGEL CRIRPEES- Lz
SRS 12,24 RO 36 BRIOELITBI B 7L =F RS- Re gl olo%s

VORERLITIORT,
WRAT 7 V=% 30 2, 2 mg/ke KB/ day % 3 HRGEGL CHARPHES. bT:’&@?LqJ@?)b:#VV&
5k K Dﬁ%/'.?}l/—-ﬂ?//%*  (BEAE: ppm)
| OEERE ) }
- TN=FL 5-t Radi7imdis
SR =Ry F -
12 0, 0120, 006 _ 0, 0320, 021
o4 €0.001, 0.001(3), 0.002, <0,001, 0.001(2), 0.002(3),
: 0.004, 0.005, 0.027 0. 005, 0.028
36 0. 007£0. 010 <0.001, 0,003, 0,025

T e g 27T Y e T R (S R T E T e G pa

HErT,
EERRR + 0.001 ppn

@ 7“‘&(':7}_1/::#:‘/3/}: LCERE

@ ng/kg (FE/day) B2 158 (4 me/ke KT/ day)

% 3 ARRERE L CIAIPHR G Ui, SfkiEH 1, 7, 14, 21 ROV 28 A OORGA, FEIS, AT
i, B OVNBICIT B 7 =% L L ORREEDTIRT, :
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7Bl T NS b LR (ng/kg N/ day) JON2 (58 Cing/cg HE/day) % 3 EIRRESEL CREPINIR S L%

DRSO T N =X LR (4437 - ppm)
HERA i) i : e
(5% BED EHE 2fEE FHE IfEE - HAE 2{5E
<0.01(5), €0.01(2), - <0.01(3),
1 0.02 . |o.0L 002 <0.01(8), 0.03 0.0L(3) 0.-16i0. 08 | 0.20%0.07
‘ - ~ 0.0, <0.01(2),
' 0.01(2), |- 001D,
7 <0.0146) <0.0146) <0.0L(A) <0.01.(6) 0.02, 0.03, | 0.02, 0.03,
) "0, 06 0.05
14 <0.01.(3} <0.01L(6) 0. 01(3) <0.01(3) Q0.016) { <0018
21 - — - — 0.01(6) | - <0.01(6)
- — — — — — —
I e /NE
(54 RED WHE 2{E&, EHE - ofEE
1 0.182:0.13 | 0.20%0.07 0, 050, 05 10,040, 02
<0.0L(3), _ o
7 oo |- <g' g;g <0.01(3), 0.01 <°'é’10(15)’
0.02, 0.03 ) '
<0.01(3)
: ’ <0.0143), :
14 0. gl ég) 0.022). 0.03 <0.01.(8) <0.01(6}
21 <0.01(3) <0.01(3) <0.01(3) €0.01(3)
28 £0.01(3) <0.01(3) —
il (n=6) bL, AHPESUINE HAETEERE R L, %&mmﬂjﬁ{d@‘@ﬂo
— PSR,
FEERR: 0.01 p

® FHICTN=FL kLT 2 ne/ke (kB /day % 3 BRTEGEL CHIPERS Lir, Bk

BE#% 1, 3, 5, 7. 9 BT} 15 O, AR, Hﬂf&&tﬁ%ﬁ% _:k»h‘émn LD -
EEFLUTIOR
SR TIN=% //2: LT 2. 2mg/ke {8/ day %3 Hﬁaﬁ:@fﬁbfmw&—’-} L;‘J&@ﬁ)ﬁ%ﬁ%&ﬂm?’w—
&S BRE (BE7. - ppm)
=EA o ' ez
A B A i AR
1 0. 006=£0, 00L 0. 6290, 004 0. 243::0, 101 0. 3120, 089
: <0. 001, : E
3. 0.002(0) 0. 02320, 016 0. 0410, 012 0. 040-£0, 025
5 @ é)‘:)lo(f)_’ 0. 012:+0.007 0. 0290. 012 0.014::0.010
7 <0, 001 (5) 0. 00620, 002 0. 0160, 007 0. 008:£0. 007
: : - 40,001, 0.001(2),
9 <0.001(5) - 0. 0050, 0603 0. 0160, 006 0,002
' <0.001, 0.001(2), :
15 <0. 001 (5) 0. 02 0. 007=:0. 001 <0.001(5)

ESFRF 0. 001 ppm
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® THITA=RVE LT ing/ke KB/ dey % 3 BRBERIL TIPS Ui, R
B#1, 3, 5, 7, 9 RC 15 AO/R, ARy, i %‘Hiﬁ&@bﬁ% IBIFATIA=F LD
BEELITIONT,

TR TN LT z me/kg fE/ day >2 3 FAREhER L TRRS- Lfﬁ&@ﬁ)ﬁfﬂ%ﬁﬂlﬂ@wv_ﬂe

AR ) . (887 : ppm)
mﬁ o) B N
<0.01,0.01(2) | <0.01,0.02
1 . 0.03,0.07 0. 1440, 01 0.14+0.08" 0.03%0.01
0. 02 . -
3 : <0'0010g3)’ <0, 01 0.02(4) 0.02(4) 0.03+0.01
: ) €0.01(2),
5 <0.01 £0,01 0. 02(4) 0. 01, 0. 02 3) 0.03(2)
- €0.01(3), '
7 _ 0,01 - <0.01 0.01 - <001
9 - - <0. 01 £0.01° <0.01
15 <0.01 —
HE (n=4) 13, ﬁ#ﬁl_‘miilzﬁ?fﬁﬂﬁﬁﬁﬁﬁiﬂ*b %ﬁ)lidﬂmﬁﬁiﬁt%m@‘
— AR R
ERRS : 0.0 ppm

@ FRCTA=FLL b LT 2me/ke (KB day & 5 B TS UCHRMIRS Ui, Sk
1, 2, 14 ZO 20 HOfA, [RlL, R OBIRcs 5 7 =% ORELZ LT
WY,
FHILT=F Ll LT 2 iglkg ﬁ@?‘/day %5 HFaﬂ%bTﬁ%"]?ﬂﬂ’é—bﬁ%ﬂ&)ﬁ?ﬂﬁ

POT N AEE (opm)
BB 5569 R i i
(s B _ . . .
1 0.1(3) ©0.3%0.1 0. 055--0, 031, W0.1(3)
2 €0.1(3) W1 0.1, 04 <0.025¢3) <0.1(3)
14 €0.1(3) €0-1(2), 0.1 £0.025(3) <0.1.(3)
21 €0.1(3) - <0.1(3) 0. 025(3) <0.1(3)

B (=D 1L, PIFEUIESEEEREEER L, B8N mﬁ?ﬁ%ﬂ
EERRA - HA, Haﬂfi&tﬁﬁ’xﬂfﬁi 0. 1ppm, A 0. 025 ppm

Tl 7= 8 LT L1 mg/ke fRE/day % 5 E_F'ﬁﬁi@@*ﬁ LRI S Ui, &g
5% 1, 3 RO6 AR, fEhS, FHBROBIICRT 5 7 =% OREZLFOR
‘?_u A ‘

T TN LT 1] ng/ke iE/ day & 5 HRSEGEL GRIRFRS Ui 0R

R D7 e L AR {ppm)
. %E ) = '
(548 B B I
1 0. 0030, 001 : 0. 008=£0. 004
- <0.001, 0.001, .0.002
- ¢l . :] L] _l,.
3 0. 003 0. 006-:0. 004 .
6 ] <0, 001 (4} <0.001, 0.002(2), 0.003
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®A -

U5 B - e i
1 0. 03140, 017 0. 08840, 053
3 K "0.023+£0.010 . . 0, 04640, 026
6 ~0.00920. 002 0. 013=0.001
ey e PR
EERRSL : 0.001 ppn

o _ ¢
@ U~EIN=FIL LT 2 2ng/ke B/ day % 5 HRPEE L CRIRNRE Lin, BK
L BB ROV El@ﬁ?‘:’PkJ FERS, B %ﬁ&iﬁfl‘ﬂ%blﬁ’a‘ﬁé7}1/:-3‘\—:‘/3/0){?1%#%19\? .

VRS,
U I N LT 2.2 mg/kgﬁ@/day %35 EF‘?@%L‘C*%HJ‘RW&@LK%@%
ffﬁﬁ%ﬂiﬂ@?}v-—ﬂ%//@? (ppm)
e A B e | Ew /B
(B2 RED .
2 - - <0.05 <0.05 <0.05 ©<0.05 <0.05
7 1 <005 0.05 <0.05 <0.05 0.05
HE (0 12, SRR, : -
TEERES < 0. 05ppm
4., ADI OFHMm

S HEATE (S 16 4ErEss 48 ) B2 LE 1 HEE L FORBCESE, ARRe
EESHT %"‘ﬁ’ﬁ:ﬂibt%lx_—# AR D AREHREHRICOWT BT L BY n%ﬁéi _
nTna,

IEFEER: 0. 98 mg/kg A&/ day
(EhfE) Z v b
55 RS
GREROMRE) 1B
el 1

Z2MEE: 100 '
ADI :  0.0098 mg/ke {KE/day

SN .ﬂ‘ﬁﬂﬂmﬁtéa"bfqﬁfﬁi PERERIZIBV YT 1 vitro REROD— S CIBEORERIMGEDIvE
28, /INERBRE R 1n vivo R CHIRHEORREPE BN T, TA=F FEEFC L o
TR L ROBEFHIRN EFERSHLTH 5, '

211



5. EEAEICBI A, g ' '
" FAO/WHO /\Hﬁm%\bnﬁ%@'ﬂ%ﬁ’*‘% (JECER) RS \@%é:}’uﬁs B @%E‘ﬁ%%%ﬁé
AR A AN

HE, HFE, &M@AGM f—XF7J7&U“JHVM7/%%ﬁELhF%:&I
J & BU RO —R R U TRy \’C%ﬁ?ﬁ‘&ﬁéﬂ“@\é

6. %ﬁ‘é‘%ﬁwmﬂw

o (1) BEEORENS

: BN THETI NV =F LV RUG-E RRdd7bodin b L 20MOARIT BT
TIN=H L DIET B,

| RIS OBERRICB T, 7 =% b b CREHL LD 5-E Fa%soie

FUUBPHIRETH I L, Fin, BU ROKEIC B D3LOBHEMEZE - FeFi7io
U EENTOBTEHD, 5 FudiIn=% L U 2HOBRSRCEbs L L L
7% '

R, HELAR _:Ioh“é H?!WD{*%@?F? 60 I (2.5 A L:t 5t MI%*/?}M--% T
®Eﬁﬁﬁ&FEmu&EéhTwé '

(2) EMEESROBF
BHEL O L) Th D,

(3) z%ﬁ'?ﬂﬂﬁ
%ﬁm_OWTgﬁﬁﬁﬁtﬁif7W~#//#E%bfwékﬁﬁbt%ﬁ\@Em
R ERICEDEAEEND, 1 ANV T 5440E @ik | BREE (DI))
O ADL Ik 2k, BITDLBY ThD, FEsREIIANE2 28,

TMDI/ADI (%)
ERYS . 3.2
HrINR (1~65%) 109
aRi 3.7
EEE (65 mli L) ' 3.1

) TOTRER, EEERX S AROPHREORTY LCREL TN, -



GBIEL)

0.04%

TN=F ,
EEE | BEE R —rr
-y p By BU | KE | ol =
ppm ppm ppm ppm ppm ppm
7Y 0.02 .| 0.02 0.02 0.0%5 0.02
RO 0.05 0. 05 0.05 0.025 0.02
F DM DRI ET 5 : - _
S 0.01 0.01 :| o0.01
Bt 0.03 0.03 0.03 0.09 0,02
| proonems , 0.2 0.2 0.01 " 0.04
| ORI ET S -
SRS - 0. og 0.02 0. 02 |
RO 0.3 0.3 0.3 0.125 0.08 0.02
R OB 0.2 0.2 0.2 0.03 0.03
EDIBOERFER 5 '
| s 0.1 0.1 0.1 |
OB 0.1- 0.1 0.1 0.03 0.02 -
BSOS 0.03 0.03 | o003 | 0.03
EOROEERIR TS |
S 0.2 0.2 0.2
DR 0.3 | o3
RO RIS 0.2 0.2
EOMOREERIRIC BT D 0.2 0.2
D RAA" ' &
) 1004 0.002% | 0.006%

- A (HEEELSIOREE) 2RETEEERIC VT, AEETHATRUL,

k1 BRSO *&tﬁﬁkﬂb\ﬂiﬂﬁﬁ&iﬁ%@f&@@@ﬁ?ﬁ IOWTEERESE L L,

*2:6-¢ Fudiojl=F
*3: 7;1/.JF VLB b RuS oo L Ar SR 0. 95 2 L7 A=%0 WIEE 1,71150)

oF
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(R 2)

TN VORERRE (B ue/ N day)

: j - QI HYNR - RS
£ %ﬁf}% | em | 2| s
. TMDI TMDI
ﬁ%@ g‘. gi 0.6 0.3% 0.6% . 0.6"
DR 0.3 0.0 0.0 - 0.0 0.0
R 0.1 - 0.0 0.0 0.1 0.0
Hay PRy 0.3 0.1 0.0 0.1 0.1
ggggg %'%5 7.21 4.6 8.0" o
i epliyil 0.2 - 0.0 0.0 0.0 0.0
RO 0.03 0.0 o 0.0 0.0
BOBRREY 0.2 ° 0.1 0.1 0.1 0.1
OO ETLR ﬁﬂ‘%éﬂ%@ﬁﬁw 0.01 ‘
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Z W

HEGERERAITHS 7= (CAS No. 38677-859)] IOV, BIEMBA
ﬁ%éﬂg“fﬁuuﬁﬁwﬂ Hﬂﬁ%‘%ﬁﬁb"ﬁ_o .

S AV \tﬁmﬁﬁ W, FEEEE (T v b, A X, E RN, BB BERUSL
), BRI RURRUGT v ), BAMEE (Ty b A XROYN), BiEEE (5
v B, BEME (FUARTT v b, EFERERE (T y FPROUYX) | EEFEE, —
BIERRBREORETHD,

TN=X VUM, BEEERR CHREFREFERICB O CRAE TRENE I Lo F &
WZHhvh BTBAETH o708, in vivo D~ T A& AW BR/INGABR CRRETh -7t o
CEpb, AR o TR L RZRESEIRV DO LEL DR, F, BRRAERER
BT, BAAUEED bR, LERST, ZA=F il BEEEsina
MrRERNEELDNE L 1vb, ADI 2BETSD 2 L NEHETH D LT S,

HEEHRRICB O C R ERSOHERTD LN L DD 5 b K HIE NOAEL
M. Ty FERVE 1ERMBHEMRBRICEIT A EE T E-5< 0.98 me/kg KE/R
Tk, Z0NOAEL [cZ2&fR¥ e LT 100 Z#A L. ADL KX 0.0098 mg/kg {KHE/ A
LERE LT, ' :
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I, SHENEBMEERRONE
1. B&
AR

2. BMESO—BE  (BE1)
g - =%
B4 : Flunixin

3. k28  (BHE2)

CAS (38677-85-9) : Z/=%
B - 2-[[2 Methyl 3-(triftuoromethyl)phenyl] a:rmno] 3- pyrldmecarb oxylic acid

CAS (6284-40-8) : 7!5/";1/:::/ (B5)
Hidh : 1-Deoxy-1-(methylamino)-D-glucitol .-

CAS (42461-84-7) : FN=%L 0 A TNV (B55)

4. ¥R (BR 1)
CraH11FsN202

5 5FE GHRYD
296.24

6. #EX GERD

.o HCo CrRy OHOHH OH
—N -
HOH;,_C—C—C—C—C—-CHZNHCHS
\ ~NH
H H OH H
COOQH
IN=%32 (Flunixin) : AT NI (Meglumine)

7. ﬁﬁ%a)frﬂ%&&uﬁmﬁﬁ%

TN=F I ATIERT BA B MR RS a!?< (NSAIDs) ©, %< OB CIERA{LOT®
A Z LI VHOBECHENLEN TS, JEREIEL LT, EEOT7 5% FUED |
Ar— RO 7 X ri—E (COX) #HEL., REDRENE THEI TR AH
A% /T#"f/iﬁ@é‘*ﬁi%?ﬂﬁ*ﬁﬂ#é Lk, o - ?‘“"r (ke
BB B,

B RS \‘:@“Z)@J%fﬁ EIRMIE, %IE"C 1977 FICEH bmjftu‘@ SN TR, KE,
BRWER, A —2 + 7 D7, FRART VT HEEEZE 40 7 ELLETHER L XNTEY,
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CARUIRbHSE LTERSA TS, BATHE, #&o&%ﬁ&&: Ltéﬁ%ﬂ%ﬁé%
R OFEEBEINR D B,
SN 7;1/__%//03#ng%&?6?‘£%%£ REWIRD Pﬁiﬁﬁa éﬁ"@fﬁib%ﬁé
nm)@—c D,

It E%‘[‘EIZ{%%)%E(D*E}%
(1) EHIRHER (5 k. Ri-#1) ° SR 9
Ty (SDR, HE6 LR 12 3ALOMNRX VLD RREEH L2 1uC- F%7
= R TN R FHRNRE (=% LT 10 meg'kg ﬁiﬁ) L, flsRy
(&5 1, 6, 24 RU'48 IFER) iR FREPRR SNz, -
M iErh MO 7 L =% L B E TR S 1 T Cua &R L, 15.60 pg eg/c T
oz, FO%, BE 24 WHEHEITI 0.09 ug eqfg, 548 FFEIEIZIZ 0.02 pg eafg & 72
o, EMFIEE] m@ﬁ*?ﬁ)ﬁi DIEL , RILERF ~DRFH D72 & %‘7{_ B:h,ﬁ_o _

Sy (SDR, H6D | 3&@%»?#/»%@F$%F%LtMC@E7W—
FIU AT NIV EHAPRE (Z1=%20 L LT 10 meke KE) L, 3 R~
OYER USRS % & LT OBz W TR Sk,

P54 A8 BERIC Y S N7 RIS, 5 B T BT 38.04 %, FREH 34.40 %
BB A & LT 2092%THY, ,ﬁEP'?L 1626 BAEEL T, KRBV AE LT
@%ﬁﬁmﬁ$ib%ﬁ¢®ﬁ§kﬁ@#ﬁ#ot_kﬁB REURICER SR b 0

< %ﬁﬁE%kibﬁﬁéﬁﬁfiﬁLtﬁ&ﬁxb %Wﬁzkbfﬁﬁé
ﬂt%@k%ﬂéhto

v b (8D &, fﬁ& 500 = 3o Y S pAn %?»%@fﬂﬁ%ﬁ%&w_ UCHE:
CTA=FLL RN VEBRNERS (ZAe%l i E LT 10 meke E) L. ﬁ&
USRF OBEESRET S 417,
#5448 BRICEMY émjﬁ%ﬂﬁrﬁi BEBEDTNENET 6109 %RUFH
. 2992 % ChoTr, B1% 96 BRI TIIET 62.87 %&UREP 929.52 % L7207,

(2) EYBRERR (S b 51 ﬁ&)'(%%3 5)
S b (SDF, HE6 IR 12 3MOINEF I NVEORELTH L= 14C- F&7
N=F VATV VEBENERE (Z=%0 LT 10 mgkg (68) L. &5
(5 1. 6, 24 RUN48 Wil /R, M, miR] AHiE. BiE. Sl GREmk
OSRHRERAL) . KRB, THfE, B, BISSufels, M. DI B, THRRERERRRS,: B.
FEEL, Ruf, BIE. MR, FURIE. BN OVREROSEMR OBRE, WNONE, KiE
B OB AFHOMTEEEZE L, B5 6 BEd E CoMREEREIVNENE b S
o<, BB 1EERIEIC 41.00 pg eqly, BH5 6 HEEIAIC 24.88 pgeglg THY . FhLIEA
HIUET L, RIBOHHTERRERE 6 BERICRK (1732 pgeqy) &R0, %
DOBET LI, BTN TNOREDOEEOHER &E—B LT\, 5 48 1
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f&’ébié‘(@ﬂﬁ%%’é 0.4 pgeglg B L oofe, ZOHATRLEVHHTEERELZRL
= ORFEET 0.31ng eg/g ThoT,

Iﬂlﬂﬁ&tﬁ%‘ﬂ}% VIR ARSI TLC 2k ¥ 3 i \%Eéz}’bto PN EC S
ETHB I N=X VT, BAICREESNEAR y MR, ZOMHFEO Rf 5%
oAy MRIOTNICED b, MIERUEREO KRR IREE LT,

RRUSER OHEREEMEIL TLC 1 X ¥ 5 fRcata i, BTl iﬂemtﬁsya
43 %, BURICEBENEAR Y MO 56 %, FOM 1 %EE ORI
iz, P CIIREEINE 34 %, BTSSR Ry M9 48 %, %@{m 13 %
REEDERERII R ST, Glusulase BRI X 0 RIS LAEDSEENN UIBIBHER S
P bR LI, RO AR y MR LicZ &b, ZhHaa ke B2 bivk,
EFAOIZRD & 85 1 FIRIC NI R LER CRAERRD b, TORKEE
VEA~ LT U, ZOMICKIBR O BRI S, {ﬁm%@m_

L RARESTR®RENTE,

S b (SDFH. MEEEE 3IL) ZAVWT UCEER 7 =% 0% 7 BREREIROES
(10 mglkg FE/H) L. B, % BRI ORIEMARES I, FEHTEMER
PRI B3~40 %, EHIT 39~40 %AERI ST, FRIUIETOREME, REMmE LT
4-v Fafil=xiyr, b FrFirvil=i, 2- Ferdxir AFnriro%
v (ChbOREMELLT [4-0H 1. 5-0H fi, [2-MeOH K} &1v5,), 7
= H VR UK RO BA R NC 7 =% 30 AF AT AT VRRIE Sk,
ERBHIC BT 2 OEIEER LITR LT,

#1 v MIBITD MC F%?ﬂxw—i?—/./ 7 HF?S‘@%’J‘EXD&%&@?}I/%% VR
UREHIOEE (%)

. IN=F VR URHIOES %)
PR MR T o | ot | sOHM 2MeOHE| iR | 7T
= il 57.1 1.9 1.2 10.2 . 152 ND
i3 500 .| 1.7 78 10.1 15.6 " ND
K | 150 6.6 4.7 11.6 194 |- ND
= e 14.2 8.1 3.6 - 78 264 ND
| 87.1 ND 0.01 ND . .ND 0.38
g i3 82.3 ND 1.7 0.59 ND . - 0.05
e | HE 91.0 ND 1.7 0.38 ND 0.46
2 ek - :
AR 69.0 ND ND | ND ND 11.3

ND . Z:Tﬁtﬁ ) . ’ ’ n=

1 Glusulase : p-Z N7 u=F—ERUB-INT a= FANT 7 Z—-EORGEE,

9
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(3) EYBEHESR (X)) ER6~8) _

AR (©—JNAE, 5~7 7 Bifs, WS 5 LA lE 7 =% A A 7890 B
EEaEENRE (DA=% e LT, 001, 0.05, 0.15, 0.40 RUF0.60 mgkg (FE
18) &hie, TO/BR, IERURKESEE b, MIE Tuax X 0.5 BRI TH o,

M Comax 1338 2 1R LBY ThoTr, AR B X BB OERIEIIRD &
izt

£ 2 ARXDTN=FLVAS NI VREIEOREITEY B M3 Cnax (1g/mL)

. s MEHRSE I a
(mglkg {5/ H) HE M : HE i3
0.01 0.0340 0.0390 10.0295 0.0331
0.05 " 0151 - 0158 . 0.143 | = 0.143
0.15 0527 0.497 0.424 0.510
0.4 - 1.27 1.45 1.20 1.39
- 08 2.20 215 ©1.97 293
LISl fna LThEREE 90 ERIRERSE n=5

A REZIN=F L AT ERIRN, ETRURAERSE (2 mg/kg EE) L,
,&T&U\ﬁm WEZRYT DT Craxs Tmax 2T Tre 1333 Ry <‘: BY Th-olz,

# 3 AXDTN=FIU AT EEE] iaﬁélﬁlﬁﬁ*ﬁ%@ﬁ‘/\"?%—ﬁ

E@% " Crmax Trax :
BEEE | ggt® | (gmD) | e
® o | . 438 0.75 10
BT ‘ 30 1 9

MSEPRE L, BARE IR TIL, #4512 B4 0.05 pg/mL BUFiZ, Bzﬁﬁ'——?

Tik, 5 18 FF#£12.0.029 pg/mL LTS Uiz, FEIRPIEESIZRBNTR, B85 3
SMET 10.3 pghmL TH-o7o s 12 BRIEIC I 0.035 pgml LUTF oD LTLQ AR
HM . BRgETIT %\ B T#RET 92 %THolz,

(4) EOBEHR (B BRHE (SR 1) |

B (P97 Ly FRURZYE—FT Ly MB) EAOTEIA=% VA0
BIRANSGIRR (=% e LT 1| mgkg 8 #5875, M Cuaxe Tmax -
EO T @) 3R 4DOLBY Tholk, FRTNOREEEICOWT 4 ERENS
Nieat, PIRIEERE N TRV, BHIRPIRS Tk, S BOMIETIBEITH 10 pg/ml
L, EO% 2 FEOWMDER Ui, BORE CRAMT LOAY RIS
80 % Th-olz, ¥, WEMBROT—& 00, F3HOIFHEINREBINTHDH, #5
12 BRLEOREIC B TRIE ST 7 =% U BITRBMEE Th oo,

10
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# 4 BOTA=FIU AT L EHIERE) iaﬁémﬂﬁqﬂﬂ%@ﬁﬁ%zvﬂ —&

. BEE Crnax
s TN=Fw .3 =305 4.04 BEAG
FR - LTl | — = 1.6 BEH]

B (B, HE6T I ASF IV RAI NI 5 ABESRIRRE (T =%y
& LT22 mekg (FE/R) L. BEEFRY (RIS 1, 2. 3. 6. 12, 18, 24 iR 48
WEREL) O L CIUERBE A LSRR S, WTHOEED RERS 1% T
BiEafE (5.0~12 pglg) R, %@f&ﬁ&*brﬁ?&ﬂﬁ 24 FHAHRIZ i3 C DR
HARR A (0 05 glg) i'i?ﬁﬁktcoto

(5) EMEESR (5. 9% (@810, 1) _ N

B OBE 6T KNSRIV AR R b HEREERAS. (=
e LT 22 mghkg FB/H) L, BiRE 2 ROVT B 8 B8 0% iV CRamkh ke
ARt ENE TRACRVT, B, IR S R ONBOVTh oMk B
W HRHER (0.05 ng/g) KTz,

FEECE (BAE, BMEGHR) 1T =F v A /A v 5 A RTEEIRARE (71
=%l LT 2.2 mgkg ABE/A) L. RiERE 2 RO BAIZ 3ET2 AV -Chakk
RSB ARR &, FIRRRICIV T, AL T B BEROVINBOV T oM
%ﬁz TBWTHBHIER (0.05 u_g/g) FMTHol

(6) EpEmesrit () (B3R 12)

H (7 V—UT A, WFLHER VS 3 80 IS UCAHERIN =P AT NI R
H1@25%%%W&%(7ww%//kbfzzmwgﬁﬁm)L =) 57 - = e T
ThRE Sz,

el (R B UEE) EF*OD%‘)&‘&WE&EUIRi@Aﬂi ISELHER OHED T 659 90 %
THhot (E5), 2B, af%%frﬁé 72 FERTE CICRB SR O 97 %D HEHEENE
N Eie,

£ 5 LB UC BT V=% R ﬁﬂ» 2 H Faﬁ*%ﬁlﬁﬁi%’é{aé@ilﬁ%sﬁﬁ%]‘
ETEIENRX (%),

ﬁé&dﬁ'a‘«tﬁ 48 W D PR TE P (%)
?&5&@% B = FDfl 4%
WFLME 50.01 39.82 - 1.79* © 9162
HE 39.65 48.08 o147 89.20
R TR R BREENGE (%) T U BB O EIRE (%) =3

11
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MRS RN, 2 MR L2 Ui, MRS EE Y o f IS
BIOMET L. B A TITOREONET L,v‘:a WFLHER, OV i3, S EEE
fb&ERL, 2 EESEBIFHEREOELTH-o T, B 1 R0 2 HIREH O M it
ﬁ%ﬁﬁﬁ@%h%ﬁ 6 IR LT, Sl EEEHEREIL OV T, m#ﬁ#ﬂﬁz&ﬁﬁt&%- _

B E 0 D UBME Tho 7228, BEEENIFE Th o7,

a% 6 AR A MCESETA=FL LA S AL 2 %ﬂ%ﬁﬁﬁdﬁ%wiﬁiﬁmﬁ%qﬂ
FREHEVEIEEE (ug eq/mL)

—— 5 1 EBEHSE () % 2 EHRSHEE (b
547 2KFE | B EFH | 24K 5% 2 PR 3 HFfE | 24 BFR
WFLIE 18.24 0.66 1.59 0.06 15.96 0.82 1.30 0.11 -
HE - 17.13 03 | 0.76 006 : | 18.28 0.40 0.58 0.08
' n=3

L ORI B OB IES S 1 RN FHRS 9 IS4 C 0.04~0.09 g

 eq/mL Thod, F1 @4&5&@IIZ%J%LHElﬂﬁiz%ﬂ%réﬂéﬁmﬁﬁ#ﬁﬁfiz{%ﬁ TIORL,
7o - ‘

7 FICBIT D UCHERT =X YU AS LI 2 BIFEHIRAIR SR O THRLI

FONTEMEREE (ug eq/mL)

1 ER SR ()
L 9 23 38 | 47 57 |- m
it TR R 0.05 001 |- 0.086 001 | 001* | 001*
(ng eq/mL})
REEATAEE (%) 0.02 0.00 | 002 0.00 000 | .0.00%
n=3

*: 2 EHOFHE

SRR ORCHIRHERENT, B B R RO TE 0T, BRI S Ok
ROZRARRR T D FETEERE R 3R 8 IR Ui, Mok (R, BIR. &, O #A,
i, MRER, WEHL, BRI, BE. BVWRCRE) TORETEERE, WY h@ﬁ#i’tkio
WCh, ERIRFUSEMEX iﬁgﬁﬁﬁﬂiﬁ (BAEREH) ThoTe,

% 8 BB UCERET N =FL A SN 2 H IR S O
?EI’EY%F_ (ugeg/g (mL))

?&%ﬁ?ﬁ%

ﬁ‘ﬂﬁfz

wor e S HEEH (h)

24 79 120
o 0.37 0.11 0.06
' = 0.37 0.10 0.05
E 1.26 0.10 0.00
i #§ 011 0.05 0.04-

12
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i 069 0.18 0.11

e = B 0.67 0.13 0.06
Ny 10.20 0.04 . 0.00

i N3 008 - -0.04 : 0.05

(7) ,?.:%EJJ EsBR (F) (R, 8)
W BIT B BVCE# T V=% v A P OIS (=% e L
T 5.0mgkg FE) i, MIF Tnaid 24 ﬁf%oto HEft3E Az 33~87 %. Rz
. 63~68 % ThH o7z,

(8) %@ﬂﬁ@%ﬂ% (BH 5) _ :

' TN=F L PR S /f\:’f’ﬁkﬁﬁ“ REETHRIERMLNTEY, £k, BitE
WU TR SN D L SR T3, BT VTS < 0F SSCREEL TN S -

25, T MR CIEL2EPRO LN TS, THICIEEEICBWA FIRMEDCTY &

ZIECW, WODOETFRERLTNHEBEXLNBRE, EO—2L LTI =%y

RIEMERIRRR AN A Z LR ATV B,

2. BES
(1) ZBFEH ED @&R13. 14
R CGRHERR, 192 o A, REME BTN [C7V =R ANV EIE 1A ]
[ 3 BREFAAERS (TA=% e LT0, 2(EFRRU4 2 8 meke FE/H)
L, BRI (B 5 1, 7, 14, 21 ROV 28 BE) L7 v=% L ROVEOREM (5-0H
&, 4:0H R 2-MeOH ) ORMFERESBRN SN, ok, Ahorr=x
LU RUYEORBIRE L, HPLC ik W RIES (1%&5&5?‘ 0. 01 ug/g)
£-0H i, Wi Th el EhiadoT,
| EEEEHO =% RO (5-OH (R U 2-MeOH 5) OBEAERE
FIYITRLTE,
A= RO 5O I, ﬁdﬁiﬁﬂ_m v, n%%&é} 21 B#l j:é{ﬂﬁﬂ‘ﬁm
MRFRE & R ofe,
2-MeOH 4%, 4 mg/kg R/ HBEOREIRE 1 HIz 3 4l 1 B MIEH Gl &
NTzDHTHT,. '

13
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F9 FKEBTATIA =R AT
REWDOTITHHRTIEE (ug/g)

VERIBANBEROT V=RV RG

#EE*
(mg/kg )

R

sEE

7

SRR (B)

14

21

28

#E

TR

5-0H {

2-MeOH {&

Jet

ZN=Fs

5-OH @&

2-MeOH {&

i

TN=Fv |

50H &

. 2-MeOH &

N

TN=plss

5-0H {&

2-MeCH &

=

TN=Fis

5-OH {&

2-MeOH i

B
P

TN

i

5-0H {4

2-MeOH f&

SR
RR

et

5-OH fk

2-MeOH f&

R (i
)

P

5-0H f& -

2-MeOH &

[

TNl

5-OH {k

2-MeOH f&

i

TN=Fir

5-0H {&

2-MeOH &

i =t o

5-0H &

2-MeOH

14
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Ta=¥%vy| 003 001, — @ . - -

AN | 5OHK - - - -

2-MeOH% | — - - -

ZA=F| 001, — @) - -

RERs 50H# | — - =

2-MeOH & — o -

Fh=F s 30.02 0.05, 0.01, — - -

5-0H4#& | 0010, — - - -

2-MeOH {& - - - -

N E A Y — -
BT

: 5-0H - — —
JEspray At ia

2-MeOH # — — —

TN=EL 0.02 - -

| 5 G SOM Ik — — —

&) 2-MeOH {& - ' — - -

R (0.01 ng/e) K - FLTUNSF I ELTORER n=3
&) *ﬁﬂjﬁﬂﬁﬂ?{%é”“?ﬁ$ﬂ1ﬁ&i&bBhfib‘%mﬂ: HEERC () Aicfifzm

[ﬁ%&ﬂ%GWD%\%Z&H%\%%ESE%ﬁDK?»ﬁ#VV%fWSV%
 F% 1A 1E 3 BRBARRE(T=F 0 L LT02(HABRU @ %8 mgkg

FE/E) L. B (BRRE 1, 7. 14, 21 KO0 28 AH) WKI7A=F UV ROED
R (5-OH ff. 4-0H HFRU2-MeOH ) OMMAREIRE Sz, R, 14
HFRO7L=3% vz}S&U%@{tr&f’%{%}# I, HPLC KX VBIEShE GRABR : 0.01
uglglo

£-0H i1, WThicBOTh < Bl Shboi,’

Ei%ﬁ?&z¢®7szﬂeV/&U{tﬁ1% (5-OH A& Tt 2-MeOH ) @%%/\W*%é
%= 10 IR Lz,

Fh=% 50H ERU2-MeOH {Zli 3, PSR ZEUNT, RS 14 BB
AR IR R & f;o T_u

%10 JRICBY B IAEE LA S AR RO T LR VR
RGOSR IEE (ug/g) '

gom | e | smn SRER R (F)

(mg/kg HEIE) 1 7 14 21 28

- Ty 0.10 001, — @ - -

iR 5-OH & 0.03, — @ - .- -

, " | 2-MeOH% 0.01 0.01 - —~

_ TN=FYy 0.22 001@, — - -

iser3 5-OH & 0.03 0.07.001, —|. - -
2-MeOH 4 - - - —
15
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025

TNy -

i 5-0H{f& . 019 -

2-MeOH & | 0.01, — @ -

IN=Fiy 0.08 . -

/NG 50Hf# -{0.15, 0.03, — -

2-MeOH f& - - -

Th=Fy | - @), 0.03 -

Bl | 5-OH{E - —

| 2-MeOH #% 0.01 . —_

Th=F s 112 -

%E%' 5-0H f& ~ —

.Mm 2-MeOH {4 - -

BELR | T 0.04 —

dzspe) 5-OH {§ ~ -

A5 .| 2-MeOH {& ~ -

ﬁ%l’ﬂ - Th=%vy | 002, — @) —

5-OH f&= ~ -

BR) 2-MeOH f& - -

| A= 0.07 -

ot 5-0H {f ~ -

2-MeOH & 0.02 0.01
TN 023|001, — @

[ 50H{ [0.02, 001, — L

9-MeOH f& - -

. TN=F 0.25 -

e 5-0H & 0.04 - -

2-MeCH{E | 0.01, — @ -

=i 0.01 -

AN 5-0H{& | 004, — @ -

2-MeOH & © 001 . -

_ =%y | 0.01E), — -

BERS  5-0H{E . ~ —

2-MeOH & | 0.010@), — -
TN 1.53 0.05, — @

%%LB  50H#&E - -

AP 2-MeOH &= ~ -

16
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B | TA=F Y 0.20 — -

frEm | 5OHK - - —

A | 2MeOHE | - — - -

| 7= | 001, — @ — —

he

5-OH & - - —
R 2MeOH# | 0.02. — @) —~ —
— : IRHFRSA (0.01 pele) K L ONCF LS LTOREE =3

%3} ﬁtﬂﬁﬁﬁfﬁ%’“ﬁ:ﬁ@{ﬁéiﬁ)Eu:!’bttl'\%a)&i WEEED () PIchfe ik,

(2) BEFB B @%Hﬁ 15) - _
o IR CGOHERR, 2 y B, EEEEABRR) TN XA TN VEEIE 1R
Bl 3 HMSRrRE (ZA=%3 L LT 2 mpkg (RB/H) L, BIFNY (BkEE 1,
3. 5. T. 9K 15 A KIA=F I OHEgNRRan, 28, BEFo
ZN= L U YREERY, HPLC L D FIES V. (RIS : 0.010 pgfe),
EREAR ILIDRLE, |
B ERED 7L =33 BB LW DR SR GR Tholodd, BkiE 9
FI R LA IR IR IR & 7o T, ' '

£ 1L . RCBT B TN=F L AR ‘/%éﬁ*)ﬂﬁﬁﬁiﬁ%@?}v_ SRy
FERRHIRE (ug/g)

‘ B E% A% (B) _
1 3 .5 7 9 .15
P EIAE ' —. 0010 | -
0.640 0.082 0.024 — —
e ' ' .| o587 T
% om | —. 0012,
— (3. 0.025 — —
asmEm |oow, oo| O .
T 0136 | 0020 0.017 — —
TR 0141 0018 | 0016 [— @, 0013 - —
' = (2).0.032, .
N 0.030 0.031 @ — -
. 0.033
—. 0.023, '
o] —_ —
B 0.027. 0.069
— : RS (0.010 pg/e) RiE ey

) #ﬁﬁﬂl‘ﬂﬁﬂﬂ%&’“‘?ﬂ:ﬂﬁ&':}ibB%’b&b\%@#ﬁ: ?ﬁJ;’f{ﬁ&U\ () P"H\_@Jﬁ% LA,

(3) BEFER ELHD) @EE1e)
WL (BARFAFE, WELBRS 1 » AR, $LEN27kg/R, 3R 7 =%
, VAT VEEE 1R LE 3 AREIRARE (Dv=%1 & UT2 RO 4 mglkg
RE/R) L. B (RIERE 12, 24 RUY 36 B K7 =%3  RUYE ORE
- ) (5-OH {5, 4-OH {AR.UN2-MeOH f5) DfLiHEEsmitani, 2k, a0
TN=H L RO OREM ORI, HPLC IZ X VIE Uiz (RHIRS: 0.03 pg/g).
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2 me/ke HEE/HEETH, SRS 12 BB 7 A =% U RO ORI IR

FoRBEE720 | 4 melke RE/ABET, HRKES 12 BRI 3 Bl 2 Blic 5-0H 45 (0.04

FEOR0.07 pgle) BB ENTZOIHTHS T, %Ws%ﬁ— 24 H#ﬁsﬁ%&qi 7;1/43@//&1
%oaﬁﬁi% TTH b RHBRARE L a7,

FHELr, WA (RVAX A VFE, WLBIAE 9~10 » A%, #L%ﬁ""] 15kg/H. 3 BE/EE)
TN =R VAT EREIZ 1A 1E S AR E (D=3 LT 2R
U4 meglkg RE/H) L, BRI (BI&R5 12, 24, 36, 48 KUY60 B o=
L FVUROGEOREN (5-0H K, 4-0H FR 1 2-MeOH &) OIIIEZIOVTH
#f Uiz, 728, ?L/Jrrln@7;1/—#»//&0%03{&31%@&&@ HPLC im LV BIE L=

" (RRHHBRS - 0.03 pglg),

HRAR 1210RLE, 2 mgke (RE/ AREGIL, BRRE5 12 BL© 3 ik 2 filic
5 OH 2SR SN i, Bis 24 BRRIZIE T A= 3 U ROE ORI T
LIRS Ch o7, 4 mpke (AE/AFETHY, BRES 2RI 7 V=%
ROt 5-OH HASHE v, ki s 24 B U\ 36 BG4 T 3 40 1 41K 5-OH fAAs ki &

NT AEed

IN=F e LT @E#‘rﬂ (mgfkg)
w L B DI B
) #ﬁtﬂﬁ&ﬁﬂﬂ%é’“‘kﬁﬁfﬁ%ﬂb&hm\‘b@@:‘\: REER ( ) A JFJ#{%*E&

18
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RS, %-z%&“»’i 48 H#F’ﬁ?‘ﬁ . 7;1/“5?//)520%0){&»51% Tl \Tﬁ’b%#ﬁtﬂﬁ&?ﬁi
F%Tﬁ)")ﬁ-o . I
# 12 WAAFLBITITA=F LA TR /ﬁ%ﬂ!ﬁﬁ?ﬁ‘ﬁ%@?ww :/‘/&pt

Fﬁﬁi%@?ﬂ%(‘l‘*ﬂ%ﬁ (ngle)
e | -
g | PR o wenn | ourenmiz | o6 R | 48 nRa | 60 m0E
A .
fkE/B) . .
| sn=%yv| = |- - | - | NT | NT
. 0.05, " o
. 5-OH & s | a NT - N.T
| -4-om — — = N.T CN.T
2Me OHE |  — — — NT N.T
TA=FL |, 0.08(2) — — |= NT@|—-.NT {2
o — @), — O . :
OH 09%* - — NT @ |—. N.
. 50_ ﬁ; 0.09%* 006 003 NT (2) N.T (2)
LOHME | — — — |- NT@®|— NT @
2-Me OH {& — — — — NT 2)|=. NT 2)
L RREIR (0.03 ngle) —




(4) BEHR GO @8R ,

WELA (AR ZA L FE, 8FE : ﬁéﬁ#"%ﬁﬁﬁﬂ&Wﬁ&éﬁ#‘? LB 4 58) i UG-
C ESTN=R AR % 3 AR, (DA =F 0k LT 2.2 mykg (RE
/8) L. BEHEEOERERCHRESREt Sz, HitEFERSRTB 1 BAERES 8
12 BAAET 1 H 2 B L, RROEIZOVWTIL, HIERESHTH P BAIENRL 8 B
HEC o4 B D L 1 BN BT L, S, FEHRE 9 ik 13 R m‘zWF
PR UCEERERFER UL,

FLi T OBBERITESHT, ﬁa@‘%@%@@ 3 [ @%:%L ZR4) B L SRS
MEIREETY 3~142 pg eq/kg TH Y. 1 EIH OPELIZIST HH-TIT 1 HI28 142 pg eq/ke..
DO TN TL ug eqflkg AT Ths7e, BikitS4% 4 B1H OHILEE TICAiHO 161
BRI T BINL 5 pg ea/kg LA T & ote, SYELIFRICEIT 2UH T ORBEEORRS
Eioxh T 5%471 0.01~0.02 % TH o7z,

SRR EBOBAID 3 BOEILIZ I LT 07NV =% L BOREIIC O\ T
HPLC #RWTHHT Uiz, St ORI 5 5-0H EOEEIEE, ThEh
46, 1T RO22 %, 7NV=%TrOFFEEI TR TN 18, 20 RU22 % Thol,

Tz, FIENRS-9 R 13 HIRIC I VT B8 OBRTE R E 13, Tl 0.043~0.224 pg
eqlg, &g 0.083~0.126 pg eqfg. ﬁ%?‘l 0.001~0.008 pg eafg. FBAH 0~0.012 pg eq/g TH
o7,

24 B 2 &1z 2 BEOAH B Ltﬁé*@fﬁ(ﬁﬁ%ﬁﬁﬁ . 0.077~138 ug eq/g T,
R R ORI SBT3 5513 22.22 T 69.09 %T&;o Too FEPOBETRIER
L, 0.062~43 ng eg/g T, R ORI 58 mmw—\ 1 58.58 B 1150.94 %
THol,

(5) BEHR FHAO) (&R 18)

WA (BIVAZA LHE, 258 : BRI AT R OV h S AR REPETL P A4S 8 A, 1R4E
VI 98 R oA=F L A 7 VR 3 AFRIRNERE (D=L
LT 22mgkg FE/R) L, BKEE 6 A% E T 1 H 2 EHEILANMTbv, SIS
B B O 5-0H fi% LO-MSMS i LV HIEL., BRI YW TRR Sz,

FERNTHEIL LM 22 613 5-OH (it Shizd o e,

Biig 4% 2 [EE 0¥ (24 BREIE) L. WTIhoEREmicsnCh 5-0H i
‘40 ppb FRfG& A oTr, BRI E4 4 BIEOPEIL (48 FFEIE) TiX. 24/25 BIASHHIE
5 (0.5 ppb) SREGL 2D, i, REREE 6 HE ORI (72 BRI Tk, 24
T 5 OH IR HBRARR & oo, '

19°
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3. RAEEHEHER
<+ ARG v F@%iﬁfrﬁ% ZBD 7;1/__—*\—//7? TN D& iﬁif&%ﬁﬁﬁ@

&R 19~23)

HEREPRIBITRLE,
® 13 <URRUCGT v b h::vaﬁé TN A ﬁ}w v® LDg (mglkg {5E)
EhrE Hi B RRE i3 i
CFL. oo 327 (197) 170~234* (102~141)
ICR by - 879 (229) 256 (154)
7 7R
.| CFNo.1 | BRA 111 (67)
CFNo.l | MHEA 306 (184)
CD o 113 (68) 130 (78)"
5y 1 SD BT 230 (139) 171 (103)
- CD BRI 90 (54) 92 (55)
CD AR 180 (109)

() 517}1/_#//&%‘@ * @J%ﬁﬂﬁg:“cfmwtf*&b <0. 10%'5@{@‘%3“&%

':F'ﬁ:fiﬁ'{j(& L CRBfehEaE, _L% ISR S . TR CILAE TR, ?Et
R L MRS, BESOREITRD b,

4. FREFEHAR
(1) 4 ENEMEFEHR (Sv b &R 24)

S b (CD%. 7EE, MK 20 LA 2RLETL=% 0 ﬁﬂ/* > DIFHEIR
B (DA=%Tr L LTO0, 1, 2 R0 mghkg KB/A) 2 L5 4 BTG SEIER
Eﬁﬂ:jat, YRR BRI RIILATO L8 Y Thote, SHEMEAES 10 B3R5 14 B

BT S, :

?ﬁﬁ-@ﬁsﬁqﬂﬁﬁt HERS bIdoTz, -

 —fEiREE, ERUIHERIC, BECEE LEEERD bhhoT, _
MBSO RS 2 RO 4BICMIEA BRI THIEE TR, 4 melks KT/ REED
HETIR S 2 AR ARIZRW T DA HE RUHL OIEENRD b,

A, bEROMREE, RE. IAREE. IRRE (FETEERRARSS) RO R, 51T
A Lﬁ_aﬁéi;’r R bIEhoi, -

Tﬁﬁ’ﬂ%“‘ﬁ’]ﬁﬁf P, BEITATIZ AR, ﬁﬁﬁ%ﬁﬁ&@fﬁﬁ@%ﬁﬁﬁ SR8 B,
SR AR R O 5 B C L D C o 1,

ABRICII 5 NOABL 137/1=% 1 & LT 2 mafkg fKIH/A L %2 i,

(2) 13 EMEEESERE (S k) (B 25)

7w b (CD3%Ry HE -8 iHfn, M- 78, HEES 20 T3 %;'f-ﬁb\twv-—ﬁ%//% ,
NI U DHEERRE (=% L LT0, 15, 3.0 BUR6.0 mglke {KE/R) |
% 13 iﬁﬁ'ﬁﬁ%ﬁ%&ﬁﬁﬁﬁiﬁb VRO B EERTRIZLITO LB THh-o7z, .

20
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SRR, SHBREOKE 1 FIR O 6.0 melkg B/ BEEOME 2 HIASTET L. B 2 HiI28
ﬁz“%?é?jﬁ&&%é:hto 6.0 mg/kg KB/ HBED 4 I TRWTH B GEERENBO b,

—fRREECIE. 3.0 me/ke KB/ UL EREFETHATARO bk, £, 15 mglkg

EEB/HEET 2 m 3.0 mg/kg EE/HET20 6, 6.0 mgke KE/AFETT m@ﬁ%&o
AR HERE, IR HENRRY b, :
KBTI, 6.0 mglkg (RH/ A BEOMERCIEAENTRD vz,

EEE T, 6.0 me/kg I/ A BEOHECRIRSIRIF. RO 5 BETHRONE
Do,

RAET (RIEERIRED © VR 13880 Bhiﬁi}m 7

MR CIL, 3.0 m/ks (REY B DL ER SR OMER O 6.0 mg/ke R/ B BEORET
Hb DEMEMP RO b, 6.0 mgkg RE/AFEOMERECLFREROIEM, HET Ht OIEAE,
EHRRLY TR b1 B LRSI OEREIED b,

MFEAECFRRERDRGE T, B5CER Lo bhikd o,

IERERCIE, 6.0 mg/ke KB/ A RO LR OFFRORE EEOEENED E:}’L
A, TRBRAERDICEAbOEE IO,

BT, 8.0 mg/kg FRE/HBEOME 2 41, 6.0 mp/kg ARE/ BEEOLE 2 BIRUME 7 Filic
BWCIBELY > fiofER, BREREOESDRE, Wals, MLEoRnkUE
AAFRO BT, RBREIEHIC T UIYBE & 72 o7z 6.0 mg/keg FE/HEEDO T » b T

BEOELL UREL ST, BHE. MASOMIE, KRR, BERnRsE
NI ASTRSD BTz, Eic 1.5 R 3.0 mgkg FRE/ B OO BB E S O il
MED B, '
PRSI T, IR EERALITBHEEE & OB R SR RV TR
. B, 3.0 mgks RE BEO 1 BIRU 6.0 mg/kg (RE/ABED 6 41T, BHMOEED |
BB OBBEXIIOD AN bivE, 6.0.mgkg HE/A E";‘@ 6 HICHBRA Y <
HROMRNEIERD B,
AR u.:row‘é NOAEL I 7 =% & LT 15 mg/kg RE/A EF 2 bk,

(3) 13 ﬁﬁﬁ%ﬁ@ﬁﬁ%ﬁ (€ %) (yzsﬂa 6) .

AR (E—FVEE, 5~7 » A, MR- BICED) ZRWEIN=F ATV D
WMERORE (ZA=%3 21 T0, 001, 0.05. 0.15, 0.40 X1%0.60 mg/kg {K&E/
B) 2Xk3 13 BERESMEEERRIC B TR bNAEMTRIINTO L BY Tho
oo . . .
. FERRMIMTCOIECIEFEO b, —RINEE, (FE, BHE. hikFORE, k4l
SRR, IRIE, EPoElL, BRE (FERFS) . LBEX, HREE. JAREUS
THEEREAOMES, & DICBEANTONCRE. 5 ROV 12 BICES AR, Mk, O
- ¥k, mEIEONCREIEE (D B TR BRE L B &benf;moto
| NOAEL I, ARBNC I ABEARETHA 7L =%k LT 0.60 mgke {z@/ﬁ
EEI BN,
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( 4) 13 ERERESERR () (BHR 26)

T B (MR 4 TERE, i RS 2 FR) %ﬁﬁb\t?;}/wﬂe VRTINS

VOBARES (=% 8 LTO, 5, 15, 45 RUN60 mglkg FE/A) 0L 13
RS HEEERRICB W RO b EMRT I TO LB Th i,

— AR TR E OREICER T2 L B2 bILD W< 2O A 2 B,
@rm?ﬁ%‘nﬁ"c FEEM ORFTGS A EEERGERD b, bmegkg KE/HFED
FoisiE 142 PIBREIC RS IS8R0 BN DA T, ks S EEIIHEE L, 15
mglkg RE/H S EREEETIE LIE LIS bivie, 45 BT 60 mglke fAE/H B
DE 3 FICEES 40 BEMLHEET. ﬁﬂﬁ&oﬁﬂz—: v T OEIERRD bz, #
ERECIIEREN 5 mghkg FE/H ﬁ?—ﬁo‘) 14, 15 mgfkg {8/ B LI EHERETE 3 ilicsE
Wb, %, 45 mghke FE/HEED 1 FIANRIBES b 7= DB ORI X
iz, Ok, MERER, R, HE@E&U‘&E@&&“%& WCRES AEEIRD N
o7, ' :

ﬁiﬁ%ﬂﬂg&t}ﬁ%ﬁﬁa’t i%, 45 mgikg (KE/A LI EERET ﬁf)\?ﬁh 23 bk,

IR I, 45 mglkg E/H UL HE58E0 Ht RO Hb QEERRD bhic,

T, HEEFENOICFET :tttb i RBC DIEENTRD bz,

C IRAE(VERRECIE. 15 mglke (E/H L R EBOHER 45 mg/kg {RHE/ El PLL
WEBROWTT VTS /@?)w\ 45 mg/kg KB/ A LI LR EREOMERETIRZ L7 BD
WO RO ALP OIEEITRD bivk, o |

AR BRI L AN Lf*ﬁ’% IR bivadoT,

BHR R OFIBEEEIORT CIt, £ TOREH CRSIMIORBTRIGITD b, 60
mefkg KB/ARED 1 FICIHLENTREFED b SUHIRC B E DR ITRE
L= & 3B oidoiz, '

FRBRIZBNT, HIEAETHS 5 mgkg ﬁ:@ AT ?E*ml{ﬁz» 2] Bﬂ’bﬁ._ & 75%
NOAEL BRI T,

(SR BRR I AAEEER

(1 ) 1ERISESHERER (Sv ) @R

S v bk (CD(SD) F. 6, M 30 LAY 2RV TA=% 0 R //"ﬂﬂ NZp
BEERE (FN=% L LTO0, 1, 2K 6ppm : #; 0, 0.98, 1.98 KU 598, HE;
0. 0.98. 1.99 %0%6.05 mghkg KE/A?) 1215 1EREEEERRICBOCRDLL
FEMERIILUTOLRBY Thols, ‘

ARSI RIS ST BT I BIR 13, 7. 3 BRUS 22 fBT, ﬁﬁﬁ

BREOD 16/22 B (HE 10 BIRTHE 6 B1) 1L LEDRIBNTED bz,

—fRREECIL, AR CRREOF., BRI, R, Fod, FEREE 55
&ET, HEE, ﬁﬂkﬁxmﬁ”’*ﬁ%ma@&b i, S L BIETEOMINNRD bk,

2 BEEIAEOERER EERIC L VI,
s XHERED 701 ISAERD 4], BRRMND2 PR AT OB IR,
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ﬁiiﬂi = PR EREORECHRENEMHISRD 6:3’1, S PRI & P L“C{Eﬁ%r ut_o i

TIARTIIARVBSRBEOZ RO bk, . '

FHETIL, BREHOECETIRD b, BHEH T BT b
TWARS, BATEEAES !o ‘CﬁE U35 A i b DBE & D313 B BAVT, ﬂﬁ—c
T LA T,

@ P OB M ORIERIL, 4&“’—-} 28 B UF 40 ﬁ@ﬁ# ﬁ*c rE A EREORECREHEE Jﬁ
mf;ﬁﬁﬁ"f&;oto 5 52 DR TR ARRORER UR HEROME TR

TRl
JRRRECIE, FRciREd _Eﬁ LTT_E"" ISR 2ot
MEEARA G, BAERNEC O, Ht XO'MCH OET, 0% PLT K¢ ENEEY
(FPER) SosEmsERw bivi,

MIEAE LR TR, ﬁ)ﬂg‘ﬁ?@ﬂﬁfﬁfj’/v7‘ v, Fudy J&U\’%@' Yo
D L. HEOBS 39 MY 7 ADETRED bivi,

FRIGED T, FRICIRBICRE L REIIERD bhieho i,

[E Yy 1 el \Tqﬂﬁﬁiwﬂiﬁﬁﬁia .E:Hia@ﬁﬁf&ﬁé%&wtﬁi
DOEMASRD b, .

HiRcR, SRR CEEOINE, B35, Bk, %ﬂj{&&oﬂﬁﬂ%‘%#%&b bh, Hik
g (B, +7HB. =B BBROEE) S, BB, IBE. HIEiEEoi 6%
%%?.\E‘\&b Ea;nfco %77, FlgoiaE-olEnEs ., H%Hﬁ@ﬂﬁ?s—%ﬂ%ﬂw 2o bBiL, UL E (B
M, H. « BRSO T ORI, ROOR LR &
iz, qﬂﬂaaﬁqﬂé@fﬁrﬁlﬂ%@%% Hﬁfﬁ@ﬂ%ﬂc&wﬁ%ﬁﬂﬂﬁ) VR EROIERBBD b
7o
FIERRE AR CIL, qﬂﬂﬁﬂi@#&&@%ﬂﬁﬁi@ﬂﬁﬁf@ﬂfﬁ CILEREEESRD B
A RO LB RIE B D BEOUD AN &baxm‘_o T biEE, Mgk
ROEBR I LTy, Ek, IEHo Y i L%&@ﬁ/ﬁi B%iﬁr&&vﬁ’ﬁ{ﬁ@x_
InTAE, TNOLEIEERD bl ‘

TNBEDFFRD 3 BDVL ohE, w@%gmmm%@@%:ﬁa:&m%%%mb
ZhO LR N, FEEIEIL, BEEOKT L9 bHLEDEEIC L HFH8E)
KOET, Bl&EOMEEOREDREW N IER Y oI & 2%
M L5 bne B bh, S

KBRS B NOAEL i 7 =F% L0 L LT 0.98 mgkg FE/H L EX bk,

(2) 2 ERIFEMNAMERER (THR) (B 28)
<A (CD-1%R, 68, HEHEE 60 W) 2RWico =% A 7N ORE
250, 0.6, 2.0. RV 6.0 ppm : ;0. 0.5, 1.8 BU5.4. i ;0. 0.6, 2.2 KT8 6.7 me/ke
BE/RY 1LX3 2 FRFESAMERERIC B TRD B ERFTRII T O LB Y T
D77,

RER ORI, R E R L RERD b s T,

1 BERABOGER IRk ) 5,
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BT, BARROMET O SENED b, ﬁ%ﬁ%ﬂ%r m%#et@ |
LT 4~9 %DEZR LIEPTERIRD bival 2ok,
MEEEAORECIL, BAREROMNTRBC, Hb RO H: @4&?73@3&5 wuzo
M AR ER S hgdyo T, R
BT, BRAERT, BREoEX, BEUIEREoEb (P‘ﬂﬂ@@ﬁﬁ% fEEEdE
BB XIS OREROLENRD b, I, BOEERTAEU LORERH
(2/120 O} 4/120 B) ©, EMBOELAEHBROBD [HITRO LN,
TREAREERME T, NSO ERONELEFORE . WAL FIF. BRE. +=
615, B B, EBROEE) CEESEOLN. BHARBOBOATIREER, i
DOIRE RUG SRS OB L B L TERICE T, THERORKRT 2 flizig
CERROLNICE ENTNEA, FEFIOREICBWOIFEEZRADRIofk, T0
fitn, REMGEZE, AT, PEER OMBRIELY > ERlc i) M ASER® b,
ARBRICBO TBERENEEB IR T 5 NOAEL R7A=% A /NI vk LT
1.8 mg/kg fKE/H TH Y, 7A=F L ATHRETS L 108 mg/kgfz{:@;a EEZ b,
E MRS Do, :

(3) 2 EF‘a‘i%iﬁME“xﬁEﬁ (v k) (&5 29)

F v b (CD(SD)&, #96 Hin, M 60 MARSEE MEE 100 EE/?TBEE%) ZHW
T 7 =%y VA TS VOBRA (85 148 7A=F% e LTOo, 1, 2R0
raglkg (RE/A) ROVBATELS (85 5~104: 7L=%3 & LT0,2,4 X8 mgkg
fRE/H) 124D 2 FRBESAMRRICBO RO ONEEFT RN TO LB Tho
7o 7238, BEH 16~24 EH LRBE TIFE CEHR BB CHRBEEL B L TRV B R
BEOLNTZ, ,

—IRIRIE I, 4 1~5 BRI RERAOHEOBENNED biv, FlCES. %
HE, EERESERD bivis, RO RIS EOREORITFICIEET S b0 EE
2. BIH98 7 BHRITIANE Ui, £ OIS ICER L - BEEERD vk,

RE T3, ﬁﬁﬁgﬂi@fﬁﬁfﬁfiﬂ 15 B 6, HETRERN 38 7> b S TR T

EAFRH bivic,

T@éﬂg’c i, EAERFOHE T RN DR DIe s, ﬁﬁuﬁfr CEER U2l
PR bAVIR Tz,

mﬁiﬂ‘]ﬁ@tﬁlﬁﬁ&é{ VERREIIER SR -1,

IBRE L, FSCER L BRI bhvRds-o T,

R TR, BCEOEES SRR THERTFINSGEY bk, RIEOEEIBRT

- TERHE RS T, MUCZEIR R ONER TR bil, HED S ERECIER Y %
EOMER X R TB) b, Ey E)ﬂ%ﬁ%’éﬁ@ﬂ%@ﬂﬁﬁ&tﬁﬂ@m@ﬁ?@ﬁ%w
iz,

R AORE TR, W K’"‘xh#f%ﬁﬁ@f P (*EH%@%&E&UF% BRI
(BEFLAEESD) . LB R ORIROREE, U BB, MRk IR 75>E§&’3
bk, BIEXIZ 75 B IRIBEB L B X DB KRR iﬂﬁ@ﬂﬁﬂﬁ:?ﬂ@ﬂ@aﬁ
i bz, ﬂa%ﬁﬂﬂ?—) VAETIRY /x\ffﬂﬁ/ﬁm BB,
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ARERIC BT 5 NOAEL [ I/B bhiedhote,
FRBIIB O TRESAEIERD Do,

6. FTEFEEFHR
T BRSO D IT FDA® 3 ﬁ*ﬁ%ﬁﬁsiﬂa iz,
(1) MHRATR COHRDMRSSER - B 18 (Sv M) (BB 30)

S b (CDR. bk, Mk 25 DU 5RE, MERES- 30 ITARERED % tf\t7;u_
FUUATAIVOBRNKES (=% ELT0, 1, 2 K04 mgkg E/R)
2 & DIHRATR YRR GBI B CRD DNFERT I T O L 389 Th-o
oo WERMEOBREIL, BEIIZSEIAT 63 b AR 258 U T, M IAeERRT 14
AR 14 B X3S 1%E 21 BE TiTo7,

BRI TEREIC e FIIERD b do Tz,

 FE TR, R SRR LEREEED bhiaholn, 4?*%@% BT
WOME, TRROEBOEIRITED b8 b s, REEiEEeio
7o BETR, RECERTLHEMIRBD IR0, Fio, REMHIOERRICEE

RS bR lz, HEIREIROERN 2 me/ke FE/B L HRSE TR b,

REMW T, B DEESLE TOM DT IRFELERD LF) 2 mglkg FEH/B M &G
BECROD b, FOM, WERE, ArEREER, FURERE, FENORIRSTH.
SRR, TRERM P ORMEER OB S OREIIRD bvieh -, iz, H

ARDFTGCEROFBERFREHIRER T 28R bhviabolz,

AFRERCI) B NOAEL 12, %ﬁéﬁ%o)—ﬂxﬂfﬁhﬁbfﬁﬁﬁﬁaf% BTN

e LT 4dmgkg EH, ARBAEFECT LTI mgfkg HE/HThoTk, .

(2) BFRERER - EIH (Sy k) (BE3D .
RS > b (CD %, 13~15 81, 265 PU/REHE, 85 IU/xHHRRD) %ﬁﬁv\twv._fw
VATV OBRRRS (DA=%3 2 LT0, 2, 4 R0V6 mgkg (KE/R) |
BESFTHRABRICBOCRD b BEIT R TO LB ThoT, %&Eﬁ%’ﬁ GDJ%’#
i, SRS B0 156 BECITWEE 21 BicHR Ui '
 EEWCIE. SBIRITIT 6 meke BE/ERED 1B L, T OBEINEEAR
CEEBEZRZ LW, KE, ?ﬁ%ﬂﬁmwﬁ@%ﬁmﬁiiﬂﬁicﬁw L7c&E
b BIRhoTz, . _.
- IREMpTIE, TEHRERE. TE m@ﬁﬁb%\%ﬁ tebe, RERT 24 B4R
E QIR b 7z, 6 mglkg {FE/BRED 1Hllc —0FHER CEREE 2T
AEEOAITRD bivic, Toft, IWRIE ., (WEBER U B3RS v,
B DORESR SRR bhiah o7,
ARENTBIT S NOAEL ik, BEMB ORI LT =% b LT 4 mg/kg
ﬁi@ BEEZbhk, : : :
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(3)ﬂE%&U%%%&%ﬁﬁ BME (Sv b)) - (BHE32)

FHES v b (CD R, 18k, 25 ILAESE, 35 IUXIER) &ML=k st
AR COBRARE (F=% ol LTO, 2, 4 RUN6 mgkg AE/B) ICLBE
PR SR SRR BV TR bW ESEFT RIIUTO L BY Thok, HBM
BORENL, $HE 14 B2 Botts 21 BE T, REMNIS % 21 BICHiRLiz, -

M TIX, SERART I 4 mg/kg ARE/BHED 9 FR T 6 mglkg (RE/HFED 20 4
BRI U, “hbOEEOERMRITRILBOUS A, #58, EHBOJi LT
BHofe, —RNETIE, BRECIROERL, BOMERCIREAROMERE, #EHEm
&V FPTRASEBR ST, 2 mg/lcg AT/ ABEDMBINZ; 4 mefkg RE/B L\ IS

| DR L A EOEFIZERD bivie, (FETIL, 6 mglkg RE/ R TR DERD B,
PHEENMEERR Uiz, TSRS ORI R bhiad o Tz

4 mgkg FE/AUEREHOART v MIBT D TR & B LT
FEICERL, £/, 6 mgkg A/ HHETIIN M4 PRERTH T, ZORERHT
EEEEOIMEE TR L, 5 FIAS T EE ik A B IR 2 BE LIoRIETHT L,

JREWTIL, 6 mg/kg (RE/BHOVSRIIEIREGIATREE & B L TR ot Hi4E

% 21 B ¥ TORUSE 4 mglkg (KH/ B P ERGHTREP oz, HERORSIX 2 LU
-6 mglkg RE/ABETEI TN, 4 mg/kg KB/ ARECHRIREE L B e d oz, Fix,

6 mg/kg 8/ A BEOEEIMEM AR L2, 4 mg/kg B/ BB CIIHERFOEREICZETA
DaoledS, A% 4 BUBIMEEEZ R LU, GRS ORI bvhoTs, N
R O ERBARICBO THRCERORRIRRS CRET 2B bhvikd i,

ARBRCIIRBEWICRT 5 NOAEL 138 bhinhorz, ,‘E@% JT LT v=%y
& LT 2 mglke RE/R LEX Bk, '

(4) EEBERR (YY) (BE33) -
SRR (ma—P—F 0 BRUA ME, 14~15 IWRERE, 16 IR &MV
T N=RT Y ATV D OBENES (Z=%2 L LT 0 30, 6.0 KU 12.0
megfkg (FE/A) 12 &k DTV TR LB R T O L BY Tho
Too BRI OB S1X TR 6 B D 18 BIITV\HHIR 30 HIChRIROMRE % Ei Uiz,
BEMWTIE, R, HRE, %ﬁﬁ Mwmﬁﬁvmwmm w%mnt@%@%

W RBIEIERD biah ot t
IREr Tz, qztﬁﬂﬂﬁﬁéét I‘JHEE%%IWKE FENDIRIEAT, ﬁt&:}szu 24 i35
ARSI SICRET IR bhiad oz, 6 mgfke KB/ ARED 1 N EDL
Hi. 3 mglkg A5/ B EEOBILNIED 1 FICEROFBIRD bk, ZhbORkgsx
. RBHEROY RS —5 ORBEINTH T, TOM. BRNE, (CEEBEL RS

CEEMSIRD BER, i boIsARi A REEEIIED wmo e
ARERIC BT D NOAEL . B8R OIRIRICH LCARBROESRECHSL 7=
¥ LT 12 mghkg RE/B EE2 B,
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7. Eﬁﬁ’fi’iﬁ%

(Z:P8 34~36)

1@{5‘%’@ TR ARHE in vitroR R in mvo:ﬂ';ﬁ@ft%%i% MEOCRIBITE EDT,

#= 14 invitroiEk

BB Xtk | FiED R
HEIRIMR | Salmonella typhimurinm 78~5,000 pgfplate (+S9) 2
EEFER | TA1535, TA1537, TA9S, TA100, ‘ Rt
" | Escherichia coli WP2 uvrd - ‘
RafER Ty =—ANARZ il {31.25, 62.5, 125, 250, 500 .
E (CHL) jmia pg/ml, (-89 ; 24h) @ 8
| 8125, 625, 125, 250, 500| ..
ug/ml, (-89 ; 48hr) 9 -
62.5. 125.-250. 500, 1,000 Wi
ug/iml, @S9 ; 6hr+18hr) 9 | =500 pug/mL
' s |
=250 pg/malL
(+S9)
1) FV=F T/ ATAIVELTOHE,
2) E coli %&E 5,000 pg/plate Tik FOEFEENTRD b,
3) 500 pg/mL @ﬂ%aﬂﬁwﬂiﬂaﬁﬁm_b%qﬂﬂﬁ{ﬁﬂ»@b bhipdporiz,
4) 250 pg/mL B\ D AR Gl iilazstt o i o2 R EiEs TR biieho iz,
5) 1,000 pg/ml ORE ’a;tfmﬂaﬁwmwﬁgﬂ:ﬂm&m %wmof_o
# 15 in vivoilER :
- PR B T HAED AER
1. : I 18.75, 37.5, 75, 150, 300 .
AR © VA REERI melkg . BEEAES D oo

1) FA=F A7 NIV ELTORE,
2) 300 mghkeg FE TIEETOT T ANFEL L,

in vitro BB B O THRIRSSRERARRTIaME, CHL Wife % Ay Wr_?,é;ﬁ,{z{:ﬁ;ﬁ%&tgﬁ
. j:]}% EEHC ﬁ) 2 7‘:—0 .
in vivo D= 7 AB RIS BT /Mg Ttk cho T, 150 mgfke tRED &

faﬁ“ff—?ﬁ@ ZH B TR S R R MBERE O T 25580 BT s,

BN TH/MEDOHERIRE TR D bz,
in vitro CRELRFEFEMELRETHRENHD BOD, in vivo RS RYIN vy

TagECH Y, AR

o THEL B HEEREIRVHO LEZ BB,
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8. —[REERE  (BW3T)
(1) —HEIREE R UMTE,

—AEREER OYTENC RITT S0 BIAIL, Irwin OEKTTEILE (—vvx) CHELT

Effi <7z, 30 mglkg @E@é@&?ﬁ’é—f%ﬁ@ﬁ@b B, ﬁﬂﬁ&w*ﬁfi')?ﬂ]fﬁﬂh
i &b '“o:mlo

(2) HIRBER~DMER
FHRHIE R~ DIER L LT, BRES [CZE E%ﬁ@)@‘ ITEEE) | piE (=
DR BRI, VT T~V (KR (‘7‘95*\' ERRE) . AR (T b ;
HRRAERIE) et Sz, 30 mgks @Ei’(@é@&’?ﬁ VR B A
b\@‘i’b%ﬁ‘f'ﬂ HERD bhahoTs, ~

(3) Eé?*%"%f\o)ﬂiﬁﬁ _

BEMERA~OER & LT, fEHERE (%11/%/ b 7-?5‘11/: Y BERZ IV
LRI~ OE, v ABEBRE) 2T i vitro B OIGEIMRE &
Niz, EAE v MEHEBE 1x104 gl TrEFa U VRO A F S LIRS
fEM%R Ui, ZOfERIL 5106 g/mL DEETIIRD bgbhot, TYRHHER

T EFSEEI DRI 110 ghnl, T 10~20 %, 2x10% g/ml CHEIRD Lin, —h

| OO X VEE L, ¥, BEERIC OV TIRIBERSERR (U ;
BRARE) AEMBIN. 30 mgke FEOK FRE THEELRVASNEIBMER L,
10 mg/kg HREE CORTRE CIRHRSC X SR bR Do T,

(4) FERFEIRERAROIER ~ S .
FERAEER A DIERT. FER, MUF, Dk DER (OPhb v RRETE
iz, FRERIZ DV THE 10 R TR 30 inglkg FEDR S T—@IED Y X A DEI KL OWERE
DD D578 bITH 3 D BRITIEEHE Lie, IEIZ Wb mglkg FEREHTE
T 10 KT 30 mglks FEISRET AR TSR Bk, THhbik2~10
ALIPNCERE Le, OHER OO ER T 30 mykg FEREH CLEROBI RO
- EHo PR %ﬁlﬁ@ﬁ%ﬁnﬁﬁéﬂtn u_%'bBGDﬁ,% « DREGE 30 45, BRI 15 45
TEE L,

(5) x###ﬂﬂ%’%/\m{’ﬁﬁ
KRR R ~DIER & LT, - sy 4 AIRic & éﬁ;ﬁﬂ% &Uﬁ)ﬂi@%ﬁi’ﬁﬂ%
ﬁ%éﬂtonﬂgmeﬁwrﬁﬁ&UﬁﬁﬁﬁmﬁLm w%nnu

(6) %0k | ‘
RURIER (v b RE, Nat, K+ CIHIE) (000 CRIEIZS, B5ICE5
RARIRRY E»z}’bttbhotu -
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9. MAEYEHEZEICET HRHER _ _
—RA9IZ NSAIDs iCHEEIEIERD BTk, 7= s on T, MER
CEFHIZHT % MIC 14 82~256 pgiml Thofe & T HHERH D, 1F& A CHEHETEE
ERERVWEEZ RS,

10. b MIBITHHR [EMIET2 NSAIDs OEHZE] (B 38~41)
NSAIDs oW CidkfEx QAR H < 1o MERRIZBWTRAWLRLTW S,

NSAIDs i37 7% FVBEMHHRR-AFV R (PGG KU PGH) OARRICHEET 5

- yadEvy—F (COX1. COX2 %) #MEL, BRI RRAF S5OV
RO oA U EHOAARERETS 2 LIt X VRER CERER 27T, —7,
b —RAREHER L L CEXIBEOBRBERSALN TS, k7T uRe /5
VIO E D BERSIRS, FRREEIEO WD R USRIE O b OO FFETH
Iz LB b0 LEZ LN TN, BERRILHIILIC X AR a5 B8R H 5, ZDf,
b MEERLEORWEM L LT, M/MRBREREE, MR OER. BRIEEOEBIER
HEREOTLAE STV, . _

Z OE DR T 57, [COX-1 232 < OFCIERRNCHEHR L T

DO L, COX-2 1 IRIENTAE LR A bIA VRBEAT 4 —=F—C L V5
WIS, COX-2 DERABHER CIIJEMMEIRILTOE EIC COX-1 DEEIC
LA OBWEROERARIEE NS, ] L5, Whwd [COX2 ) I,
% 72 COX-2 HERIHZ - ERba N, L Laib, ERIE COX % Hagal)
b OTBER) AT ARBUIEMLLTECHY, HERE) L Ehiz COX-1 132
WrcbhoREFEIND L, [FHERY L Shic COX-2 IR THESNS
AT TR, FRE. . TSSO EOTM CIHERICER LWL 2 &, $k, &

- ERORROEIC S > THERR THESND ZLPALPICEN TS, )
- BRI T, BEROBERLILBRET, HHHED COX-2 EMNERA 8%
THTHICIRH S bODUFEESREETO U R 7 BT 5 = & B SN, FDA &
WEMEA 2\ <220t M COX-2 BB EIEOARBEZMOBL T2, W< 1 ba
5415 NSAIDs ThB Y7 07 =) 71k COX-1 KT COX-2 ZikiciAiciEd5 &
212, =8 NSAIDs & COX-2 BRI HFFKICHHMR KM H 507 T <, BiA
1Z COX-1 & Hs LT COX-2 DIEDRREE < | SN T OUIIBRII L\ 5
AR HHICTER, Fie, COX-2 BRETHRLN TS & 5 R+ B R LR
HEADMRMN D NSAIDsIZ L B U X7 RISV TIBIIE TR & KT 5,
35, DRI U A2 ST BREIC VT, BN TR RISRBO
ZHZ2WLOO0, COX-2 BRLEENSE ORI HIZMERIZE TS COX-2in &
B57aREFAY Y (PGL) sOARAHT2—5F T, fVMEO COX-11ck5 b
LR (TxAg) SOBRHIHIOREIITR Vo, MVIMEEIER DT AR HN.
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