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RBSTENARITHS [70=%3 > (CAS No. 38677-85:9) | I2-DC, SRR
BE 2RO TR RSN 2 i LTz, '

FHMmZ Vo REREGEL, pERe (T o b, A X B, FRU), BE (BRUSL
). BMEEE (Y ARVT v b, #HaksEE (Fy b A XROYL), @ (5
v B, BBAME (UAROCT v N, AREsEAEENE (5 NERTEX) | BisEE, —
RIS EDOE TH B,

TN=R 0, BiEEERR CIIRAKRRERRIIBO TE AR TRERNEH LOF &
Db BT TH 7208, in vivo D<= 7 A& AW T-B i/ MERBRClIiETh -2 2
EDD, AL o TRE E R AEEFET RV D EEX DIV, Fin, BRAMER
BT, BRMEIRD bR ok, LERST, ZA=%url, BEEERESA
A RIRNEEZEZBND Z b, ADI ZiRETH Z ENFHETH D S Hlrani,

EREBVERBRIC I C BRI E R 5 OFESED b b DD 5 b, B H{EV NOAEL
L, Ty MEAUVE 1 ERIBMEEERR TR A LR R E-S< 0.98 myke (KE/H
Tholr, Z0NOAEL w2423k & LT 100 %M L, ADI /X 0.0098 mg/kg {&&E/H
FERELE, . :



I. MRS BEEZOBNE
1. g :
BN T 455

2. EUBSO—ERE EE1)
g . =%
¥ty : Flunixin
3. {28 (&2
CAS (38677-85-9) : 7/A=F% '
4 : 2-[[2-Methyl-3-(triflucromethyl)phenyllaminol-3-pyridinecarboxylic acid

CAS (6284-40-8) : AT VI v (BE)
4, : 1-Deoxy-1-(methylamino)-D-glucitol

CAS (42461-84°7) : T =X LV AL NI Y (BE)

4. 9FKX ESH1)
CiaH1FaN20O2

5 SFE (BHRD
296.24

6. #HiExX KD

H,C CF3 OH OH H CIJH
=" | HOH,C —C — C —C — G — CH,NHCH,
Ve A
H H OH H |
COOH
=% (Flunixin) AZN3T v (Meglumine)

7. FREOBBRMMERARRE

TN=H L ATFERT A FHEFRKEIEIE (NSAIDs) T, < Of TrirEboio
WA TN ARORETRANL ST 5, 1ERBIEE LTI, ARo7 F% RES
Rr— ROV Y ndd 7 —E (COX) ZHEL, MEDEWE THL I nAL
77U b R UEOASEREINMT A Z LI LY., 8 - iKEIERE
FHET D, ‘

AF & sy & T DB R RIS L, SRET197T EITEAICAR I TUIE, KE,
BONEE, A—R FZ V7 HERRT U7 HEE D 40 » B L TAR S TED,

7



ERUBRbHEE LTHESR TN, Hif%% *&Uﬁ%ﬁ%kht@%ﬁ@%
tn DIRFRBIA R D,

SR, TA=F T ORIZBT AT R AR S FHBESEAS BRKE LV B
NizbDTH 5D, ' '

I. R2ICROMEDHE

. EEMTENRESAER
(1 ) EMEEESER (S b, R - HE) (BB 3. 4

Fo b (SD &, HE6 ILRRR) 12 3O I N RE N ERORIR 24N LT UC-155% 7
N A TN URIFENERE (T=% 08 LT 10 meke (KE) L, &I

(5.1, 6, 24 RU48 HFHER) I HEESERFTE L7,

8 U 7 V=3 3 VB EEIIR S 1 BEREIT Cnax 278 L, 15.60 pg eqlg Td
Tr, FDH, G 24 BEREMEIZIL0.09 pg eqlg, B 48 BREEIC130.02 pg eqlg & 72
o7z, EmARETmMETRE X VRS, RERF~OEFEIIDRNEZ I O,

Fw b (SDFH, HE6 D) I 3MLDINRF IVEDRE LR Uiz UCHEE 7 V=
XAV UEHFRARE (=% 2 LT 10 mekg EE) L, #, R~
OHEME R OSREET A & LCOHR STt S, |

5.1 A8 W EN S L - BEEEIL S BOF1- 21381 88.04 % R 34.40 %
BOBRBEH A L LT2092%TH Y, RPITIL 6.26 %AS5EFE L T, REEVA L LT
OPEMTMIE R XL 0 HEPORE LIEENE o 2 Eh b, FERPIZHE szt 0
Tt <. BEMAEDI &0 &0 TAR U7 REBEH 208, BB L LTHElES
N o &R X, '

Sy b (SD F. HES IE) 1T BHID N Y Tld o A FVEORERAEH LT MO
TN=F AT NI L EFRNRE (Z1=%3 0L LT 10 mgkg (AE) L. #&
R OBRIEASRE S UK,

B Gtk 48 WRNCENL SNCHOHTEIRE, BEBEOTNENIETD 6109 %R UFRH
29.22 % ThH-oTo, 514 96 Wl TIIEEF 62.87 %R UBRY 29.52 % Lizo7z,

(2) EMERERR (v b 97 - K8 (B8B83, 5)
F v b (8D R, B 6 ILHFR) IZ 3 DA IVRF A BEORRZ IR L?I_ UC-1Z% 7
NE=H VR TAIEBRAPRE (DA=% L LT 10 megkg (RE) L, &l
5 1, 6, 24 ROV48 IR /B, miE, ik, FFR, =R HAN (R5ErR
USHERIRAL) . KRB, TR, BEIR. RISZAURENG, B, D&, BRf. TEEEiE, B,
WEL R, B, MR, FORER, PR OVMREROAMST ORBE, TN, KB
B OEARMOMETEEZHIE U, &5 6 % CoOREERET NERE L E
<. #E 1IGHH£IZ 41.00 pg eq/g. 5. 6 LI 24.88 pgeqlg THY . FHLER
IR T Uiz, REIBOHETEMRERES 6 BfgIci X (17.32ugedlg) &Y, %
DHEET Lz, T BIZ TN ENONEYDOEHEDOHER &L —BL T\, #&E5 48 B



HBTIEETOIEIET04 pgeg/g R L Iro iz, ZOBREETRLEVEBIERELRL
7= DOIIATIRT 0.31 ng ea/g THo72, .

¥R ORI 351 B HEHEEWEIE TLC 10k » 3 BB S hin, KISIRE
EETHDTN=F T, FRICERRFSNEAR y MV E, £OMFRO R F%
FoARy MRZ< LTI b, TR ORISR EMERIIIELL L Tu s,

FRE CER OFCRTEEWE L TLC (2 kY b FlcafiX v, R CrHskRELE
43 %, FAIZREESNEAR Y M5 56 %, FOM 1 %REREOERBEREMNED &
e, EFTIIRE(ENK 34 %, FAUZHEIF S AR v FS 48 %, € DA 18 %
BREOEMAEASIS BN S, GlusulaseWUERC L Y LRSI LAGRBME Ao
MHETEM LA RO AR y MIF» L2 &b, 2GR EE 2 bz,
RN LD & #5 LRI/ MR R E R a0 b, F0%KBR
VA~ BT U, ZOMICRIBR U SIEEREREN RN S, HEERAEmIC
LB RHSTRS &I,

S b (8D %, MEHEA 3IL) 2RWT UCER =% 0% 7 HPBRHEIR DS
(10 mg/kg AE/A) L. R, &, HELOBEHORBIEEE s, BEHEERT
JRAIZ 33~40 %, Iz 39~40 %A5HE X, IRUIFEPOREBER, R L LT
4 FpXi 7= b Frfi 7=, 28 Fadi A7 o
- P (IO E LT [4-0OH &), 15-0H £, 12-MeOH ] &\ 5.), 7.
=% U RUKEBM A ORISR TIC 7 V=% Ly AF LT AT ARRIE S,
FRErC BRI ARHMmOEIEER LR Lz,

£ 1 Ty MBS UCERT =%y 7 ARBREIROR RO =%k
CRMPOEIL (%)

TN RUREEDOEIS (%)
Sl | . ) i IN=F VRN | PASFL AT
. 1=t SV 4 'OH 'PF 5'OH ﬁ: 2 'MGOH ﬁ: 7}(@“:1’2{:@?&‘3‘{* TR

R HE 57.1 19 1.2 10.2 15.2 ND

i3 50.0 1.7 7.8 10.1 15.6 ND
% HE 15.0 6.6 4.7 116 19.4 ND

i 14.2 8.1 36 7.8 26.4 . ND
P I 87.1 ND 0.01 ND ND 0.38

i3 82.3 ND 1.7 0.59 ND 0.05
- i3 91.0 ND 1.7 038 | ND 0.46
1

i 69.0 ND ND ND ND 11.3

ND: =& . n=3

1 Glusulase : p-Z/N7 = —ERPER-INoI o= PRV 7 #—VFORGESR.

9




(3) EMBEBHER (1 X)
AR (E—F VA, 5~T » Alks, HEHES 65 IWED 17N =F L AT AT H90 H

R OReS. (=% 2 LT0, 001, 0.05, 0.15, 0.40 %X 0.60 mg/kg A&

[H) Ehio, ZORBR, ERUERREEG#E S, MYE Tna 3 0.5 KETH o7,
MYE Cmax 135 2 1RTEBY THoT, KERGICL IEBPHEOEELIRD L

Nghoi,

(2 6~8)

£ 2 AXOTA=HTL AP VRERE OB S B M5 Coae (ug/ml)

L EE* M=l 54 T G
(mg/kg 155/ R) i3 i3 i . i
0.01 0.0340 0.0390 0.0295 0.0331
0.05 0.151 0.158 0.143 0.143
0.15 0.527 0.497 0.424 0.510
0.4 1.27 1.45 1.20 1.39
0.6 2.20 2.15 1.97 2.23
FUONEX Y VEREE LTORER 7 90 AR EREE n=>

A RETN=F DU XTI ERN, RFROROBE 2 mgks (KE) Uiz,
ETFRURBRAOEGIZRIT AMIE Chax. Toa XU Tin 3R 3 IERTERBY THoT,

#F 3 AXOTN=FI ATV AR EIZ BT A Mg SEAENE RS A — &

o &5‘5 Cmax Tmax Tue
BEEE | ghgth®) | (gml) ) (s
® A 4.3 0.75 10

2
B F 3.0 1 9

MmIFFREIL, BARESIZRBW T, BE 12 HREERIC

43%7C 10.8 pg/mL CTdho 7ol 12 BRI
AL, BORETIT %,

(4) MBEFER (Ei

IRAR - HEit)

(B9, 10)

0.05 ug/mL LAFiZ, ETF#s
L, B 5 18 BRI 0.029 pgiml DT Uiz, $IRAIBESICB VLTI, &5 3

1% 0.035 pg/mL LTl Ui, ZE4A0R]
RTF#5 792 % Thol,

B (57 vy FRURF A — T Ly ) 2AWE7A=F ATV 00

HIRN IR D (A=%1 & LT 1 mgke FH) B5IIBT5H, MIE Chae. Tmax
BTy BHH) R4 DEBY THok, TNENOBRERIKIZOWTLERIANS
Ao, NRRIEEEESR S Tz, BRI S- T, B53% 0o MEHEEITR 10 pg/mL
WCEL, £0% 2 MO R L, BRARES TILRNT L& 2ErRI BRI
80 % TH-olz, 728, WEHROT —FZ1b, B IHOBESREBINTNDHE, BE
12 BRLIEORIEIZ BV TR EN - 7 =% 3 L BITRBMRE Th o7,

10



i% 4 BOTN=FIURA LN AR BT B MR <5 A —#

P &5‘% Cmax
jﬁgﬂ =] (mgfkg ﬁ:ﬁ) (ug/mL) Tmax Tlf2 (B *H)
. =t SV 3 =30% 4.04 FFRG
FEIRA ¢LT1 — — 1.6 FRFH]

B (R, ME6EE) TN =% A NI % b B EERSIRERS (7 =%
2L LT 22 mgke (KE/H) L, S5O (BRGR5 1. 2. 3. 6. 12, 18, 24 KK 48
) ik L CmSEhBE T EASTHE S, W OBEELBRES 1IStEg T
B&fE (5.0~12 pglg) 2RL. OB L TREEE 24 BRI TOEE TR
HiBRF (0.05 pglg) A& 2oz,

(5) EWEESHER (B, o) (B8 10, 1D

B @R, ME6HE) 27 A=F AT A oE B HBRESERRIS (=%
e LT 22mgkg (KE/R) L, &5 2 ROV T B 8 889 % AV T PIRE
PGSz, mIRRICRWC, Bl g Big BERUVNEDO W hoMREICS
WTHRHRA (0.05 ugle) R TH -7z,

FIRRICE (B, M6TH) =% A/ % 5 ARERERRNERES (71
=FT e LT 2.2 mgke (FEH/H) L, Hf&fE 2 RUVT BRIZ 38T & AV CHIEE
PR SERET S, MmRRICRW T, B, TR, B, BB GV INBO WO
BB THRILBR (0.05 uglg) KlThH -7,

(6) EMENRESER () (28 12)

£ (V=TT U, WHHER QS 3TH) (S UCIER A SF VAT LI R L
A 1A 2 ABFERMNIRES (=% LT 22mgkg {JJIEJEI) L. BRIz S
THGT &=,
‘ Y (RROE) hORESFEERINEO AT, WILHER OV T 519 90 %
- Tholn (Rb5), 2, mAHEEH T2 WEE TITHREGEOTHI 97 % O BEREEHE]
Rani, .

T FE 5 irRITA MCEERS T L= A TS 2 BIBIERIRA S0 O R
TEIEREINE (%)

R 5 48 RO VIR ()
S R % ol A
%?Uﬁﬁ 50.01 39.82 1.79% 91.62
HE 39.65 48.08 1.47%* 89.20

= oOuF—U A ThEELNERINE (%) n=3

11 .

o — DR biF DAV EIGE (%)




SRR, 2 OB R U, UM I o ATl S
HHCHIET Ly B AHCILOSIEOITE T Lz, WRLMEROHETIL, Moz
b&R L, 2 EHEEH IBEREOE L Chot, B 1RO 2 [ABS%0 AT 5
FHEMEREE DL EE R 6 IOR L, M S paFRER ISV T, T AR TE
EXLnDURMETH-78, BETEIRREThH- -,
£ 6 HFIBTD UCHERTIN=FT AT NI 2 BRSNS O Mg
WAHFEMEIEEE (ug eq/mL)

?ﬁﬁﬁ@i ” 1 s (h) 5 2 Rl 5 EFR] (h)
545 20FR | 3BFME | 24 B %) 2 BEM] | 3BEf] | 24 RER
ATt 18.24 0.65 1.69 0.06 15.96 0.82 1.30 0.11
e 17.13 0.36 0.76 0.06 18.28 0.40 0.58 0.08
n=3

FLY RO TEREIEE I, BT THIEL 5 1Bk 2 EH S O TEPET4 T 0.04-0.09 g
ehmL Tio Tz, 5 1 S HOVHI HEHEBE ORISI A T IR L
7o :

KT FCBT D UCEERTNL=F L U A TN 2 HEERIRPER 52 O 5L

HEHEEREE (g eg/mL)

%1 ERSEERN (h)
9 23 33 47 57 7
FLit e HUNTEERE 0.05 0.01 0.06 0.01 001* | 0.01*
(ng eq/mL)
BERIZHTBES (%) 0.02 0.00 0.02 0.00 0.00% | . 0.00%
- . =
W OHSHE BT, R B, R RO G T, BB DI

R AR P OBEHTEIEIREE 2R 8 1R LT, MoofERk (iR, BB, &, D fA,
. ARER, KR, BMNEL. P, BBUAROYWE) TOBSHEERER. WIhoRRizE
VT, BRI MESUIERIRFRE EEr) <ol '

£ 8 FBTD MCHEH T V=% A VT 2 B INEIRPIER 545 O o
TEMERREE (ug eq/g (mL)

G b 1 h
WA i Fi 505 ()
24 72 120
i 0.37 . 011 0.08
WL il HI% 0.37 0.10 0.05
e 1.26 0.10 0.00
i 5% 0.11 0.05 0.04

12




il 0.69 0.18 0.11

i El 0.67 - 013 0.06
’ A It 10.20 - 0.04 0.00
. In 8% 0.08 0.04 0.05

(7) EMEEERR (L) BET 8)

YAATHIT B UCAER T L =F 0 A VA OBEFHEPNRE (FA=%T b L
T 5.0 mgfkg AE) Tk, M4 Tma 15 24 25 ThHo 7z, FEIIHEFIZ 33~37 %, RAFUZ
63~68 % T o7z,

(8) ZOMDHME (B 5) :
IN=F L ATNSES AR H EBEICRERTH I EBALNTEY, £, %
U T ICHEE SN D & SITWV3, HRiz-SWTIHEEL D% jm:ﬁfb*cuwa
2, Tie BRI TIESSER/RO LTINS, T h’c#r%:um\zﬂfﬁﬁ{ﬁ@mbja
BIXLH, OOPORFBBHRL TNB EEZ LNB, FO—2L LTI A=F
VBRI RSB Z E R SR T B,

2. BBHER _

(1) BEAEER GO (&Ki13, 14

MR (GHEfE, 3092 » A, B8 TSR o= ANV 8K%E 18 1
[ 3 ARMRNELE (=% L7T0, 2(ERABLRU4Q5E mgkg (KE/H) .
L. RREFRY (RA&4E- 1, 7, 14, 21 KU 28 HER) i 7 =% 2 RUEOREY (5-0H
&, 4-OH ER 2-MeOH ) Ot ZBAREt S, ok, MliFovr=%
TR OEDORBMIEERY, HPLC IZ X v HlEShiz (BIBIRR - 0.01 ug/g),

£2-OH K1, WPhcBWTh e Ehidol,

FEMBF O L =% RURE (5-08 (AR T 2-MeOH &) OFEES TR Y
FYIRLE,

CIN=F%T U RONE-0H R, R ERECBVT, %%ﬁ@21ﬁﬁ XA R
PR & 72 o T,

?Mdmﬁw:4mM@¢@Mﬁ@%%&5la% 3l 1 Bl M TS
=D THoTz,
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£ 9 KRBT A7=F A TN VRAIGRNEBSRO 7V =% 0 MR

B OGHBRRTRE (uefg)

#HeE*
(mglkg (FE)

bzt

53HTIEE

RtRE#PE (B)

7 14

21

28

1 4%

T

5-OH {&

2-MeOH £

A

) e S

5-0H {&

2-MeOH {&

=Xl

5-0H &

2-MeOH &

/hig

TRl

0.01,

50H &

2-MeOH &

i

FN=Feios

5-0H &

2-MeOH {#

T HEML
B

=t

5-OH &

2-MeOH £

FGHL
FB R

IN=Fi

5-OH &

2-MeCH &

P (A
B

T

5-OH {&

2-MeOH {£&

#

TS

0.04

5-0H {&

2-MeOH 4

0.01, — @

Rt S

0.17

5-0H {&

0.02

2-MeOH &

TA=F

0.15

5-0OH &

0.01(3), —

2-MeOH {£
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S 001, — @ — -

uN 5-OH f& - - - -

2-MeOH £ — - .= -
Zh=F%i | 001, — @ - Co—

BA 5-0OH 1& - - -
2-MeOH {& - — -

s g W Pt S 30.02 0.05, 0.01, — - -
T s 0HE | 001@, — - - —
A

2-MeOH & — - - —

skt V=t 0.02 T -
M oM — ~ -

22 pugiaeS)
2-MeOH & — — —
TNl s 0.02 — —

R (&
5-0H {k - - —

&)
. 2-MeOH & — — —
: FRHEESE (0.01 nglg) Kb I N=F L E LTDRER n=3

&) *%tﬂﬁﬁﬂﬂ%{%%"“«?f¥fj{ﬁ’2:k?b BRAVHOR, MEERD () WICHils Rk

FEIZ, K (WD %, #92 > Hifin, H8MESTEMER) 17 =% 0 2703 4l
A& 1H 1E3 BRSBARNBE (=% LT0.2 (EHBRT4 QD mgke
E/H) L. B BiRE 1, 7. 14, 21 XU 28 H%%) 27 =F T VRUVED
K#Et (5-OH &, 4-0H (KK 2-MeOH &) OME#hEEISREt Sz, 28, ik
DT A=H T RUEORERE, HPLC (2L 9 JE SN (BHRA : 0.01
nglg)o

4-0H fKiZ, WFhicBnTh e Bianihnoiz,

TERABETOT =% RURE (6-0H FR U 2-MeOH 1£) OBREAWHERE
F10 2R LI,

TN=F L, 5OH RRT 2-MeOH i, MSEEIZRBWT, BKiEE 14 Al
A f DS R IR SRR & 72 o7,

F 10 KB 74=% 0 A 002 AEARBANERGHDO 7L =% R
RO YITHARRPIRE (ug/g)

B @ J— i 5% BE (B)
{mg/kg {<E) 1 7 4 21 28

ThmE L 0.10 001, —@ | - -

ik 5-0OH f& 003, — @ - - -

2-MeCH & 0.01 0.01 - -

2 TA=H Y 0.22 0.01(@). — — -

iy 5-0H {& 0.03 0.07, 0.01, — - -

2-MeQOH {& -, - — —

15




FRmF Iy 0.25 -
Bl 5-0H & 0.19 —
2-MeOH f& | 0.01, — @) -
TN 0.08 —
NE 5OH&  |0.15, 0.03, — -
2-MeOH £ - -
Iz | - @), 0.03 -
=101 5OH & - -
' 2-MeOH f& 0.01 -
N F 1.12 —
B 5-OH 1% — -
A 1es
2-MeOH f& - -
feggn | TooF 0.04 -
HLED 5-OH & - -
Bl | 2-MeOH f& - -
| TA=FT | 002, - @ -
ST - -
BB
2-MeOH {4 - -
TN=Fi 0.07 -
i 5-OH & - -
| 2-MeOH & 0.02 0.01
. TN=FLY 0.23 001, — @
A 5-0Hf |0.02, 0.01, —| -
2-MeOH {£& - -
) Dt S e 0.25 —
Wig | 5-0HME 0.04 —
2-MeOH{& | 00L, — @ -
o =t X 0.01 -
/N 50Hfk | 004, — @ -
2-MeOH {& 0.01 -
The=Fw | 0.010Q), — -
B 5-OH {& - -
2-MeOH & | 0.01(2), — —
TIN=FL 1.53 005, — @
BEM -
- 5-OH {& - -
2-MeOH {& - -
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BEE | FA=Fiov 0.20 - -

G | 5-0H{K - - —

#HE 2-MeOH {£ - — —

=%y 0001, — (2) - -

T ~ - =

R 2 MeOH 1'?15 0.02, — @ - -

—:@mmﬂ(mn% O EF U E LTOEEE n=3
) RHRAREE & %L?i’ﬁﬁ’&':kahfib\%@ﬁi @Jﬁ:’fﬁ&tﬁ ( ) AIFEE R,

(2) BREBHER F (BT 15)

W CGSHERE, 192 » B, E8MEATERS) 070 AN I VAR 1 1
| 3 ABMBENEE (Z=F% b LT 2 magkg RE/H) L. B GRS 1,
3. 5. 7. 9 RN 15 HE) 7= OMBPREIHRF SN, odk, Eito
C A= URER, HPLCIZE D lEEie (BRHERSY © 0.010 ug/g).

EREPR 1LIR LT, .
BHBEREDT V=X B LT EORESEHNAFA Tho 7o, Rkis 9
A 3% LA IR RS & Ao,

£ 11 BB BTA=F LA TS MG B0 T L= S T
R IREE (uglg)

B E% B (B)
FAkE
1. 3 5 7 _ 9 15
IR . —. 0.010(2),
B 0.640 0.032 0.024 — —
itEs) ) 0.587
% B —. 0.012, S
(FHEES | 0.014, 0.019
frig 0.136 0.020 0.017 — —
ik 0.141 0.018 0.016 — (3. 0.013 — —
- (9.0.032,
N 0.030 0.031 — —
, 0.033 -
—, 0.023, :
Refs — —
0.027. 0.069 .
S TRHRR (0.010 pgle) o =4

&) *ﬁtﬂﬁiﬁﬂi{%% &Iﬂ{ﬁ%a‘fb%ﬂfm\%@i HEERT () WICHlEcr o

(3) BEHR GHD)  (BR16) _ ‘

WHLE (RVAZA VR, WILBG 1y H. LEN27keg/H, STRD 27 1=%
SUAZAI VAR 1R 1E 3 ARSIRRRS (Zr=% 0k LT 2 R4 mglkg
(BE/A) L, R (RGBS 12, 24 RO 36 BRIR) 17 A= L RUEOAH
% (5-OH f&, 4-OH KR 2-MeOH k) OILHRIEEARItS:, i, Hitho
TN=F T ROVEOREMORERL, HPLC (2 & W HIE L (BRHIRRA : 0.03 ng/g),
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2 mg/kg FE/ARETIE, BHIRE 12 BRI 7 =% L 0 RO O GHIIARILR
PR & 720 | 4 meglkg (RE/HEET, Bk E 12 iR 3 Bl 2 #ii 5-OH {4 (0.04
BOR0.07 pglg) DR ENTZDHTH T, FiikE 24 AR, TA=F P &
T OREMII TS IR & e o 7z, :

[EHRIC, WL (RAVA S A UFE, WSLERSE 9~10 » A1, LB 15ke/H., 3 TR
I = AN A% 1B 1E S ARRBIRNRS (=33 LT 2R
Wamghkg FE/H) L, BEFH (&EES 12, 24, 36, 48 RUM60 M) ic7L=
¥ REORE (5-0H &, 4-0H AR 2-MeOH £) O PEBICOWTH
Fliz, 2B, HRtHFo7r=%T VEVEORGEOEREX, HPLC I L REL =

(HRHHFRA - 0.03 pele), _

BREE 12 10R L, 2 mgkg AAE/HRETIL, BEES 12 IE#% T 3 Fi4 2 Flic
5-OH A3t SN 7=nd, B G 24 %I 7 =% LV RV OREDITh
HIRHBFARE Th otz 4 mghke RE/ARETE., REKRE 12 BEgIZ7 V=%
KU 5-OH 23t S, b 5 24 KOr 36 4 T 3 #7F 1 4z 5-OH fhoshl &
NN, BfE#s 48 BFEBICIE, 7 =% 2 U RUSEOREIIILO T bR HR R
i CdhoT,

% 12 WALCET B TR A SR SRR R0 T =% S RO
R OFEHIHAFEE (ugle)

B EE*
AN 3
mag | PR nenn | camsmne | aomemie | asesme | oo
iy . -
RE/E)
TmF — — — NT - N.T
—. 0.05.
-OH .- — : :
. 5-OH {4 003 | | N.T N.T
4-0H & — — — N.T NT
2-Me OH & — — - N.T N.T
Zh=Fr | —, 0.03 (2) — - - NT @) |—. N.T (2)
N — (2, ‘
| 50H 0.09%* — NT 2 |—. NT (2
4 " 0.08 0.03 . @ @
4-0H {& — — - — . NT @ —, NT (2)
'2-Me OH 4 — = = — NT @)]—. NT @)
—: fRHIER (0.03pg/e) R n=
N.T : HE3 '

7N F U LTOREE (ngke)
** . 3 FlDTAEERT _
) BHERAREE S A EEEE RO DA LEOE, MEFERT () WICHldkE e,
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(4) BERR EHA@ &R |

WA (BRNVAREA R, 8T  SEPEFEILATH R ORI 4 TR) 12 1C-
BN =F T ANV % 3 BEEIRAERS (=% 2 LT22mgkg (K& .
[8) L. BEHEEOBRR R OPEISET vz, HitEAE 5800 5 b FIE#R S 8 X
W12 AET1 A 2EFRIRL, RECHEIZOWTiE, FIEERSATHLYERYS 8 8
BETURMILIC 2BEDENEERLE, £, FIERE 9 Xt 13 A#&IZIIgE4
LR U TEBEMRE R L7, :

HHH OB HEIITIERH) T, BiERG5% OO 3 BIOPEHLIZISIT 2 HH P HHE
PEPERETIE 3~142 pg eglkg TH Y | 1B HOFEIIZI T DL TIT 1 6148 142 pg eg/kg,
BV O T L TL ug eq/kg AP Thole, mEREHE 4 BB OPEFLRFE Tlzaltio 141
RN T 61135 pg eq/kg AT &2 o7, BHERLERRICIT DI ORI BRI 5
BioxP T 2814512 0.01~0.02 % TH - 7=,

Bt SR OAND 3 BOFEILIZRT 5 EFH O T V=% 2 LV RUREINZ ST
HPLC ZHWTatT Lz, P oREEIcxtd 5 5-0H oFEEEIE. thdh
46, 17 R1F22 %, 7N=F% v OEBRIGIIFNEIL 18, 20 KR 22 % T o7,

Fi FEHES 9 LTV 13 BEICIS U DR OREGHEVERE L., FHi# 0.043~0.224 g
eqlg. &% 0.033~0.126 pg eq/g. A 0.001~0.003 ug ea/g, A 0~0.012 pg eqlg T
27,

24 B T L 12 2 SAD D HERE U7 R P O EHTE MR ETY, 0.077~138 ug eqlg T,
RPHERORIR 5 RIZHT AEIA 1T 22.22 BT 69.09 % Ch-oTr, FEROMEHIEE
BEiL, 0.062~43 pg eq/g T, FPHHIEREORMKR SR DHIEIT 58.58 KT 50.94 %
Thol,

(5) HEER EHHAR) (BPE 18)

WLt (GRAVAR S A AR, 25 B3R . WAEREPESLAA R OVh A L % 8 B, 1R4E
PEVESLEHI 9 B) 127 =% R N3 EE 3 BREIBIRNERS (=%
LT 22mgkg KE/H) L, BiiE 6 B#E T 1A 2 FRELXThi, SR
BT BHMFTO 5-0H 5% LC-MSMS i L WHIEL, BEICS>WTRETEhTE,

FERNTHEERL L2 611 5-0OH (Kiddk B &nie o7,

BG4 2 [E1 B el (24 BEREIR) <TiX, W ogEBREMIZ BT 5-0H X
40 ppb KL e o, RHERGH% 4 MB OB (48 W) TiX, 24/25 FIASEHER
B (0.5 ppb) KL ARV, Fio, BKRE% 6 RB OV (72 ) T i 245
T 5-OH fRiIRHBRARR & 7o 1o,
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SHEEMEER (?'%HE 19~23)
VWX&U7/bm%ﬁﬁﬁﬁukﬁé7wf%//%ﬁw~/@é&ﬂﬁﬁﬁ®
FRER 13T LI,

# 13 wURRUTy MBI 7M=F A 7030 LDy (mglke (RE)

Bt i e ERRE T i
CFL e 327 (197) 170~234* (102~141)

R ICR BT 379 (229) 256 (154)
CF No.1 FEARN 111 (67)
CFNo.l | BAMN 306 (184)

CD p ey 113 (68) 130 (78)

S SD BT 230 (139) 171 (103)

' CD . R 90 (54) 92 (55)
CD AR 180 (109)

() Ho=F e * ARG B Clan = 7= 1= 5 p<0.10 RoPiE & ok

IR L OIS, T, L AEES N, SR AETEE,
L b LS RIEDOEE. [ERORE 0 b,

4. BIEHMHEER
(1) 4 AEERMEENER (v M) (2P 24)

v b (CD %, 78, MiE#ES 20 LAY 2PV =% R ﬁ}lx* DEFEA
e (FA=FT L TO0, 1, 2 R4 megke RE/H) (L5 4 ERBESMEEMR
%ﬁ :?swc B30 BT RIZU T O L 81 Thotr, BRMERES 10 PTiE5 14 H

RfFIRICHE S e,

&“‘q‘-%ﬁﬁaﬁﬂlﬂ WZHETIIRED DR oi, :

—RIRAE, FERUHEEIEIC, WEICER U-ENRD b o7,

MAEFIREN IS 2 T4 B Mk 2 FR IR LT3 Sv72 03, 4 mglkg (K8 H O
T 5 2 BRI BV T 04 Ht KUV Hb OREAERD Bz,

AT, FREE, BREE, BRE (Fﬁ'ﬂ?ﬁ*ﬁﬁﬁ"fﬁ) BEUSRRTR, &EI
A LI bivihols,

EERE T RIRE CIL, R ESEAIT AR M, L, BREEHERE R USR8 G,
RAERERCHEBIIRSH CIVEREEThH o,

AFRBCIIT D NOAEL ix7 =% 08 LT 2mehkg (EB/B L £ 2 b,

(2) 13 BMERMSEEER (Sv b)) (B 25)
Fw I (CD %, M - 8Hin, HE - 7 HiE, MM 20 IED) ZRAVWETr =% R
TN L OBRPRSE (Zr=%3 L LTO0, 15, 3.0 RU6.0 mghkg fRE/B) ok
% 13 EMEAEEHFRBRII BV RO b A-EMFTRIZLI TO LY Th o',
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RERMARA, XIRAREOHE 1 B O 6.0 me/kg A5/ HEEOME 2 FIAFET L, BlD 2 FI23
LRIy STz, 6.0 mglkg (RE/HBED 4 1 TIHW-FRL L IBEBRIENRD bivk,

—AIREE T, 3.0 mg/kg FE/ A LA LR GRECRETARRO bz, F7-, 15 mgkg
FE/EFET 2461, 3.0 mp/kg (RE/HEET 20 1, 6.0 me/kg (KE/BFET 7 HIOEE MY
BSOS MERE . IR SUIBED TR bk,

{RETIL, 6.0 mgrkg (E/ A BEOHEE CIEENED b, .

BEETIL. 6.0 mg/kg R/ A BEOETREGHIMIT, TR 5 BT H558
bz,

MRt (RERIRED) TIERFISRD LR -T7, :

MAEFRIRE T, 3.0 mgkg ($E/H LA IR EREOHER T 6.0 mg/kg A5/ A BEOHET
Hb OEEHEED Bz, 6.0 meke A/ H BEOHER CLFHEROBEM, f’E‘C Ht OIEf#,
SRR R b B OERENERD b,

 MIRAEEFRIRA R RGE T, BEITER LB oo/,

R E R TIY, 6.0 mgkg ARE/H B OHECLIBER OHEOKY EEDORKENRRD bR
e, I B IMEERIICE A O EEZ BN,

FHRCIX. 8.0 mg/kg {&E/HREDME 2 #1, 6.0 mg/kg (KE/HEEOHE 2 FIROME 7 @iz
BWTHIBEIEY v @olER, BREROEIORYE, HEES, MMEEORILEUE
FLASER LTz, AR FECIUIHE & 72 o7 6.0 mg/ke (RE/HEED T & M Tk
HHE OHILE NEE 2 SO, B, HERORME, MRS, BEREORE
j]'ZU TR MRS b, F77 1.5 B 8.0 mglkg K5/ B BEODEFI B 5480 o i

SRy L,

- Bﬁﬂ%&%%’lﬁﬁ‘ﬂi\ B GEL T R T R O RBRIEFE S 2R SRR B TR Y
B, 3.0 mgkg (AE/HBED 1 FA T8 6.0 mgrkg E/HBED 6 HT, FIMEORED
JFE SOEB OEE IV ADSERD biiz, 6.0 mgkg (R8/AHFHD 6 FICIHRELY 2%
EHOERIENGRD b,

KRBT B NOAEL i 7L =% 30 b LT 1.5 me/ke AE/H £ £ % b,

(3) 13 EWEAMENHR (1R)  (BK6)

AR (¥—FNFE, 5~T » A, MRS 5 L) 2RV e o =% 273 0d
RAEROBRE (ZA=F 0 E LT, 001, 005, 0.15, 0.40 RTr0.60 melkg i/
H) 1% 13 SEREAMESVERICI TR LI SHFF I TO L BY Tho
77

SRBHRIHICETEERD DALY, —ARIRGE, (RE, MR, MiFIORE. MiEl
BN, RRE, BROBn, REE (GERIES . LEN, HEEE JRROW
FABREEARRE, & BICREAEONCEEE 5 KUY 12 EICE S - 0R, TR, O
g, IETOCHIEE () RIS SI08E L BEIERD bk,

NOAEL i, AR BRI B A3BEEAETHE 71 =% & LT 0.60 mgkg (AE/R
LEZ BN,
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(4) 13 BMBRMEEESHRR (L) (BHE26)
T AR (MRS 4 SR, B RIMERE 280 2RV ETA=F RS R
Y ORANES (Z=% L LTO0, 5, 15, 45 RUV60 mgkg (KE/A) (2K 5 13
BRI CGRO b NEBHRT R TD B Y Th o7,
—RRAE IR E OB BT ERT 5 L 2 AL OHhOFTERRD b,
2 TOREHETREHNLORTIEAFH BEAIBEANRD b ds, 5 mglkg (RE/HHED
RS 1 6l PIIRAOI TR ASER0D B DA T, TS 3 BBk L, 15
mg/kg 58/ H LA FE BT LIS LIREMASERD b, 45 R1UN60 melke (/M ¥
D% 3 FlicEE 40 AR LHEET., JERPIN—I 7 OEERBHED b, B
SRETIIMEAS 5 me/kg (K5 A EED 141, 15 mg'kg (&H/ A L BB GEETH 3 FlICR
B, Ei, 45 mgke KE/BEEO 1 FIASKET L = HRESR T RISy X
Conde, DR, ERER SR. IRRAR VBRI SRR SN i ds
ST,
ﬁiﬁ%ﬂﬂ%&oﬁéﬁgf Ik, 45 mg/kg {RE/ A L RS TR b, :
FHIBRE T, 45 mglkg fRE/R LI B S5H0 Ht XU Hb DIREHSFED bz,
. E 7‘:\ ﬁ%ﬁ%ﬁ’a&:ﬁ CCIRUS RBC DIRMESFRS B,

MIFE AR TIE, 15 mgkg RE/H UL EREREORER U 45 mgkg (E&E/H L L
B BREDHETT N T I ORI, 45 mglkg KB/ A LA LR SEEOBEE TR Y VoD
PR T ALP OKENRED bz,

FRER OISERE R, HRWEORSICER L Bimib bhih ok,

Fig R YA %‘fﬂﬁz’*ﬁ’]ﬁﬁ‘c i, ETCORERT E?%L@HHTW PR b, 60
mgkg KE/HEED 1 HITHLEOBERRED bl LA R g oR 5 2R
L7=EBEITSRD Lol

AHRERCBWT, RIEAETHS 5 mgkg EH/H CEMESBDLNZZ &b,
NOAEL i3& 5aizh - 7e,

5. EMEEEEHRRENAMEER
(1) 1ERBHESHEER (Sv ) (B 27
Z v b (CD(SD) #%, 6iEfn, MR 30 WA ZHWEIA=F T AT NI 0D
BERR S (=% LTO0, 1, 2 X 6ppm : HE; 0. 0.98, 1.98 R(U598, ff;
0. 0.98, 1.99 % 1*6.05 mghkg (FE/H2) (=15 1 EEBHEEEHRBRICBOTERO LN
BRI TO LB Y Thotz,
PR 2 IO TS I AL Sy ST BN A BINE 7. 3 BRUR22 3T, B
BRED 16/22 1 (1 10 FIROWE6 B I3 iE( I:’r’é?@ifaa?%b ab B,
—RREE T, RAEM TWIREEOIEL, BELR, K, Fadk, FEREE, 5
T, HhE, EHHEIEEESSRD G, M e LI TROBEMBERD Hill,

2 B BITAEOFER USRI L Vi,
3 GtREED 746, IERERED 44, BRSO 2 fliHEmiEOESCREL,
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RETIE, SHEROECEIMHIARD b, WHEEE L L TREEZ R L, M

TIFAFE TRV ERROE(ESRD bk,

BRI, BRENOECETARD b, BRARRECIHAEDEEIER w%n
TVE2, REFEAFEL ) THIE LB IHMUOR L DZEIFRD 5T, HETIE
TeLABEML T,

ﬁﬁ*ﬁﬁﬂ@ﬁm%i1&5%&@%&L@ﬁﬁfiﬁﬁiﬁ@%fﬁﬁ%%uﬁ
EREHEETH-o 7o, BE 52 BOFRTCIITRAEHOER S AEHOHETHE
LAY

IBRRE T, FFICRGICERN LB bhizd-o T,

MIEFERIMRAE Tk, BAENT Hb, Ht XU MCH O T, N PLT XUHIMER
(GFHER) EOBIMISTED iz, '

Y G =i a G ﬁ}ﬁgﬂi@ﬁﬁfﬁ’(‘?/lx7 v, Tud Y o RORE LRI
D L, HEOERE 39 8 TIL AL Y ADIE TR0 b,

RBAE I, BCBEICRE LEREIRD bhiiol,

g ERCIL, B SWTTHEOHE TEXER, AR Cits ROt ER
DREMHBRED Bz,

HR Tk, BARRCIEOEE. B5. K, BHRAUEEIER D 6, b

B (H, +730, 25, BBROER) TIEE, 8BS IRE, RERSIEOpRs
‘6 2D bz, Eim, RO RIS . DR SRR A HSTRD B, U L3 (H%
BE. B, B BIBACY T 8 OERSPER. LUEOBRBEIH
:hto FHABHOBTHZERORE, BISOER R ORBEEY o EDERIED Ba"b
7a

REARCENRE I, R BB OHER U R Ok OB SLIEEIEASERY &
. HEECIHEEROEL M S BB UL ABRO b, THOILER, IE8k
BOYHIRR AR S LT e, Kl MO U 2 Eie MRHRIEA. %ﬁ&oﬂ%mh
7T, WO DRI SER® vz,

THBOFFRD 5 bOV < 2hE, BRWEOMLEDEE uﬁﬁ—kmwﬂéﬁb
b o EHE S, REREIIENE, FEHEOERT LY LB OEFIC L BEE% -
LOEKT, BIlFOMFRAVRED RETT N BIEERTY /;\”ﬁ@@j: iﬂjﬁu LBk
M7 L B LD EE X b, | '

' X%%_kﬁéNmmLM7w:#vyaLfa%m@gﬁima%26Mko

(2) 2 FRRHFAMERR (FIR) (2R 28)
<A (CD-1%, 6 iEln, M 60 ILAD) ZAWETA=FT ATV DR
5 (0,06, 2.0 RU'6.0ppm : #E; 0, 0.5, 1.8 B (N5.4, ;0. 0.6, 2.2 R1'6.7mglkg
BRE/RY) 1LX 5 2 FEEPAMBRIZBOTRD ENEFEER AL TOLBY TH
-7,

— KRR CIBEER T, R SICER L RERRD b -,

1 BEERAEDEREROREEIC LV RE,
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RETIE, SHEHOMT—IICEENFRD bk, BB TIFT ii’fﬂgﬁikkb@
LT 49 %DEELERLENFEERIRED bR ko Tz,
MIFFRIRECIL, BAEREOHET RBC, Hb XU Ht DR T2 bivic,
MFAE VR EIZER S hirh o iz, ,
BT, BRERC, MIBOIER, MU EE %@%&(W%@ﬁ%\@ﬁ%\
HRE X TR @%EZ‘E@J:%# B L, £, BOBESTRAEN EOREH
(27120 B Tr4/120 1) C, EBOZRILASHAEROBED 1 FITRD 6N,
JERRAR AR E T, RS EDERUEIEEOfEA. O FiE. BRE. +2
B, &l Ei5. BBEUER) CHEENRDLIv. AERROBOSTREE . H
DIAE R UEEHRE OB & Lol L CTHEICE )T, THEBREORRT 2 filic ik
EHEERH B L ST SR, REFENREICBOTTEEEERD RN -, 0
fh, REREZS, P, PSR OMBRERE Y 81T A EMm AR b,
AFBIIBOCTHEINAHBEIICBITS NOAEL 7 =% A NI LT
1.8 mg/kg {8/ H ‘C&b 0. 7= ACBET S 1.08 mglkg{ZISE/EI EEZ b,
it FBNMAETFRD NI T2,

(3) 2 FRIFENAEHEE (SY ) (ZHR 29)

v b (CD (SD)%. ¥ 6 i, HbE& 60 ISARSEE, MEHES 100 IS/sHRERE) 2L
T IN=H L AT COFEN (&5 1~48 : JA=% 02 LT0, 1, 2 KR4
mg/kg AE/A) KR ONBETR G (%5 5~104 8 : 7/0=%2 L LTO0, 2, 4 RO 8 mglkg
FE/A) L5 2 EMREAAAERRICBOTEDL SR EBEETRIZLLTO L BY Tho
tﬁﬁk 54 16~24 387> & 3RIRI T HE O AR CRIHREE L Lol L TRV EL R

R bhiz,

—%ﬁ% T, 5 1~5 IR EEOEEDENASRD b, filcEs, %
fiE, BGRIELRS b, MO RITEBRE RS ORI EET 0L S
2 53008 » ARICITHEER LTz, £ Oz R SRl LE=REEEED b hvieh -7,

RE T, RO THREM 15 @b, MTE#%SBHﬁBﬁ%WTﬁiTﬁ
ERFED I,

ﬁﬁgfi\ﬁﬁ%ﬁ®mﬁ—ﬁmmﬁ&ﬁ%®6ﬂtﬁ\mm&%mﬁﬁbtﬁm
1180 BT, | o |

MIEZERIRE B MR A L RO I I SR S A o 1,

IRBAE T, BEIOER LEREIERD OhRh -7z,

MR, BB ORENSREH CHRIKRENIZRY bz, BEOHERIBEERY
+ TR TEEE T, MUCEBROEB TR b, TREM ERERFTHEREY ot
ERORERUTIRIEAFRD bz, E£7c, AR THROIER R UK DRTE 30D b
iz,

TEAREEAORA O, IR DR CRIEOBEER ONEE., EREEEEE
(ﬁﬂﬁiﬁ)ﬁm %&Uﬂﬁ@ﬁr U Bk, BRSNS 2558
%htoﬁﬁﬁ TIRAURAE L £ % BB RIEREIER I Mt D IEERN OligEH T b

B b, H%Faﬁﬂ% J VAT oNERETERLSERD b,
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AZAERIC BT A NOAEL i S dy- 1z,
ARBRIZBOTRERANELRD b otz

6. LMEFREEMEAR
T HRESEEEREEROSH 0 12 FDA @ 3 HiRBRAER Sz,
(1) IHEAMR SRS HE - F15H (Sy k) (B 30)

Z o b (CD %, 5iHffH, MikS 25 DR ERE, RERES 30 IT/AHHREY) 2HW=71=
«*rvf/f FNI L ORERNRE (=% LTO, 1 2 R4 mgkg (KE/R)

12 & A ERAET R ORISR SR8 BRICB VO GRO LB RIZLL T L BY ThH-
Tro WEERME R ELY, HEZIIZTHERET 63 H A bAREM T AE U, M IZAEAT 14
A2 bR 14 H X 3031% 21 HE TiTo 7%,

SEAHIE I BREM ST FIERD B o i,

HEp ik, —IRBICERSIGEN LB bhizd o7, tRiRg, SLE
ADMIE, FRIEOSIEOIEIRSZRD HNZAOTI S 86T, AEREET -
7o RETHE, BEICRERT 2RO o7, Tz, BEMOHEEECES
I35 HRd oz, IR OIERD 2 mglkg (RE/ A LA LB SHETRO b,

IREM TR, HEED GEERL = CoMOMBERETHED_LED 2 mgkg (AE/A LA H&S.

TR LN, FOM, HREKE, AR EUEBREE. TERNORERSAN,
SEHRERER, R IR O EEL MR OB bhviioTo, iz, H
é)ﬂd)’%ﬁ/%féﬁ’e@%%@ CIEICRERT DREIRO bR T,

ZFABRIZI81T D NOAEL 1L, HEMO—imtEos L TRERGETH L T V=%

Ve LU Tameke BE/H, AFERARECR LT 1 mgkg RE/H Tholz,

(2) HFHFpMEER - LI (Sv M) (ZH31)

HEZ » & (CD %, 13~15 ks, 25 PR58E, 35 UL/ R fzﬂau \7‘_7;1/__5?/
AT IR /mﬁ*“PﬂWiﬁEf (=% 1TO, 2, 4 K16 mgkg {K&E/H) |
HIEGTFAERBI B TR BN ERT I T O L B0 Thot, %ﬁﬁ%’ﬁ@%‘ké}
b, R 6 A5 15 BE TITVEHR 21 HicHlk Ui

REyclx, REERTIC 6 mgkg (RE/BHFEO 1 AT L, Z OEEIEES &
UHBEZREZ LT, RE, FEEREO CRIRRINEI 5 CRE L2 BRI
OB oT, ‘

REMICIE, EBEERE. 72 W@Bﬁb‘ﬂﬁ'}?f‘ﬁ MeEr, REBERO 24 MRS ESRICE
HEOREIZRD bN2h o7, 6 mglkg BE/ HEED 1 Flic —HFHER CEBREE 29
AEEOTIENRRD Biiz, O, BEINE. {LEEER O HIEENFRD AL,

I HORERI AEBMEBEIEED bR o7

AFBRIZBIT D NOAEL i, SR UMIRIZH L T7r=%3 & LT 4 mgkg

RE/H &EZ LN,
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(3) FESRMSISMSSHE - EI& (S ) (EK32)

FRZ » b (CD %, 18 @5, 25 LA 58E, 35 ILRERE) 2RV o =% A
IR OBRARNEE (=% LT0, 2. 4 RU6 mgke (58/F) 12X 5H
FEH R O LR 5 BRIV TR DA BHET AL T L BY Th o7, #5m
BO®S5E, IR 14 A5 21 B TF0, REMIS % 21 BIZHIR L,

BEW) ik, FERMPIC 4 me/kg AE/HAEO 9 FIR N6 mgkg FE/HBED 20 4]
WL Uiz, ZhbDEEOFELTHRFTRIZIBOUS A, 5. BHRORMIUIHIMm T
Hole, —HIRETE, NWEERGIROFA L, 2 PEMECIREROMIE S, BB
E VO T RSB ITHEE T, 2 mglhkg (KE/HFEOEPHIC, 4 mghke FE/ H LU RS
BEDIZ & A & DIBRIZER S B AV, RE T, 6 mg/kg (REE/ A B CHEIMMES R 5L,
EEEMEEZ R Uz, SRR GOREEIR LN -1,

4 mglkg RE/A LI EREREOEET o MR D TEEIREIR T B & R LT
FEIZHE Uz, ¥/, 6 mghkg (KE/HEETIIN 14 PEERTHo, ZOFREHET
HEEED JKEE R L, 5 FIASSMTE B Xtk B IR 2 57 LIsREE TR L,

\REMATit, 6 mg/kg IRE/ D RO FSFIEREGIREEE & ik U Ciiedotz, A
% 21 B TOETEIL 4 mgke 50 L B ERECEI o, EEROEEIT2 KT
6 mg/kg EE/AFE TR 7205, 4 me'ke FE/ B TIOAREE L B3R d o7, Eio,
6 mg/kg (AE/ A BEOREIMME %2 Uiz, 4 mg/kg (RE/ HEECIIHAROEEIZZEIR
Do, 42 4 HEURRIEME R Uiz, IS B S OREIRD bedoTz, W
R EREEIIBO THRRCEREORRRIZR S ICEE T 5 EEIFO oo T,

AR TR T A NOABL i35 b e -7, IREMWz LT :t7;1/..ﬂ? v
e LT 2mghkg FHE/A LEZ LN,

(4) EFRMEEE (D5 (228 33)

HRUYX (ma2—U—5 0 FRYA ME, 14~15 ILAREHE, 16 ILAdRREE) ZHv
T T N=F i A TN COFARKRS (=% 10T 0, 30, 6.0 B} 120
mg/ke A&/ H) 12 L HEFAERRICBOCERED bR EFTETRIINTO L B Tho
oo HEERYE O EIT. R 6 AND 18 RIZITV, FHIRE 30 BIiChRIROBE L 56 L iz,

BEMW TR, R, ARSE, AR R ORISR b BEM OEIE
ICEREITRED 2Tz,

RECIX, FHRIEVEER, FEIERRTESEE, TENORESH, EIRT 24 I
BIATFRIC R SRR AR EIE00 bh/eh o7, 6 mghke FE/AHO 1 HlIZE DR
. 3 mglkg K&/ H BEOSIHIBILIED 1 4 CEEOAERRD b, ThbORESR
&, RIBMERR OE BT — ¥ D#EFN Th o7z, €O, BEENE. {CEBERUCE R
EASFEO NN, T EDORARIIAEABEIIRD Nt

BRIz S NOAEL ik, BEWIR URIRIZH L CABEBROESHETH L 7=
Xl LT 12mgkg fKE/HLEBZ LN,
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7. H=EEER

(1 34~36)

EEEMT BT AR in vitro R U in vivo SR OFE R £ 14 RUE 1512 & iz,

14  in vitro B

HER xR MED RS
HIRIUR | Salmonella typhimurium 78~5,000 pgfplate (*S9) 2
EEAY |TA1535, TA1537. TA98. TA100, | Rt
Escherichia coli WP2 uvrA
RBFR | Fx A =—ANARS A% |31.25, 62.5, 125, 250, 500 -
B PR (CHL) #Hp3 ug/ml, (-S9 ; 24h) ?
' 31.25, 62.5, 125, 250, 500 Kbk
ug/mLl (-S9 ; 48hr) 9
62.5, 125, 250, 500, 1,000 et
pg/mL &89 ; 6hr+18hr) 9 | =500 ug/mlL
‘ | (-89)
=250 ug/mlL
(+S9)
1) =X ATAI L ELTCDARE,
2)Ewm%@%SWO@MMVUiﬁ@iﬁM%#mbEﬂto
3)m0mmL®ﬁ£Tﬁﬁ@ﬁﬁ®tb\§¢%@ﬁ@@6h&#oto
4) 250 ng/mL LA EDRECIIHIIREM D 72 D HZIFHHETED bhieh o iz,
5)1m0%ML®%Eriﬁ@§&®twA%¢$@# B bR oTe,
# 15 in vivo iR
A FSEd B eSS
. . 18.75, 375, 75, 150, 300
A ERR MGl mefke (K. MENgEEs 0|

) FA=F o A0S 8 LTORE,
2) 300 mg/kg AETIZETO< AL Uiz,

In vitro BRI BV CIHERZZAE RSB CiatE, CHL Mgz Auv =Rk RER
i%t&b—c 5) ] Tuu
In vivo D= 7 AEEEHIIEIZISTT B MR T il"b‘@’(‘% 277, 150 mgkg FEDOHE

TR FRCH B TRV DL R R MRS DE T 2538 LA T 28,

BB TH/MEOHIBMBERRIZ B LITERD 5o 7=,
in vitro CULAEBREBREE A TET A BENH D DD, iIn vive lZBT Z’D/J\&ﬁ'?ﬁ
TIREETHY | AERICE > THE L 22 RIEEE RN L D L EZ LA,
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8. —REIEHER (2R3
(1) —BRRERCTE

—ARIE R DMTENC RIS T RO EIEY, Irwin DERTEEE (vTUR) [LELT
Efi =7z, 30 mgkg HSE@%EIBZTEL—?T EREOITEY, &, AR OYEROMEA
b,

(2) PIRMER~OER

PR RA~DEM & LTIE, BRES (v R ARESNEEE), kg (=
TR TR, T DT V) RIE (V)X EBIR) . AN (T b
B REGEAIE) SRET Sz, 30 melke RE F COREERE T XIIMEHPEREIZR T,
ST IAN-7 =i toly chv =y

(3) BfEmER~O/ER

BEERERA~DOIER & LT, \LEE (erey b 7TEFA2 Y tx&“/k
L AR~ Ty HENEENE) %AV C in vitro CIHIE RS OILHEDHET
hto%w%/Fﬁﬁ@%ideymLTTﬂ?w:)/&UtX§\/wamﬂ
EHER UL, ZOERIX 5x106 gimL ORE Tz bhvidsolz, 7 HHEg
TIXEZSERDOHIEDS 1x106 gimL T 10~20 %, 2x10° g/mL CEEESIZHA Lz, Z4v
BORWAIBAIZ LV EIE Uiz, £, HIESRRICOWTIREREERR (vV R
RAFEED) PEMEI. 30 mgkg FEOE THRS THEEITRWSHGIEM 2R Lz,
10 mg/kg {RE E COR THRE TREEEIC & 5REIIRD bk,

(4) MRRFEERAEA~DIER S |

e fEsR e e ~DIERIE, W, e, Lk, OER (OFnb 7% ARETE
WUz, FRIRIZ VT 10 RO} 30 mefkg AREDBST—iBIED U XA DEI R OIS

DB HFED LRI, 3 HRICIHEE Ui, MEIZ- >V 5 mg/kg B GHTE
F. 10 }2 T8 30 mglkg AEHRGEETIIAN 2 PRS- —EEIZFRD Bz, T bt 2~10
SYLAPNZENE U, D3RR OV ERTiE 30 megkg (REIREF COLHEOBD RO
EXD PR FIROEEBBEI N, I bOEFEIX, LR 30 4, LERZ 154
CEHE Lz, ‘

(5) FHEHER~DEB
FAEERB~DIERAE LT, 7Y Fioxt3 5 mlific & 5 BTk R Em »
ﬁﬁéntoungmL@Emfﬁﬁ&Uﬁﬁiﬁwﬁﬁm 2D bz,

(6) it

FIRIER (5> b ; RE, Nat, Kb, CIUE) o oW CIRETS s, BB LS
BEERD LRIk,
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9. YA EICET SIS .
—i%A9TZ NSAIDs IZHEEMEIERD DTNV, T =% LAl 20T, #iER
TEEICHT 5 MIC 11 32~256 pg/ml Thoz b3 2850850, 138 A CRERE
EREBRVEEZ NS,

10. EMzBHF2HE [E kM a:a% NSAIDs OEHEE]  (BIR 38~41)

NSAIDs oW Tt OFERNE <0 FREEREIZBWTHAWSR TS,
NSAIDs i17 7% FyVEALEIR~ LA FS F (PGG KUIPGH) & RIcEET 5
s uadFiFr—E (COX-1, COX-2 %) #MEL. HEMIZTaRF /5 DV
RO b rr R U EHOEARAET 2 2 Lt XV PIRERCERIER 2R, — 5,

B ERAZEIER & LB XIS OEBREAI LTS, ZHITrX& 75
PO & B BEESIARS., AIMRERSIE D 2 WAR D R USRI 0 1 D O T
BB b0 EZBZ LN TV A, BB X 3B M A S BENH 5D, ZOft,
t MEER EORWER E LT, M/MrERERE, MIREIROER, B AR OBk O
BEREDO LS E 2T A, ‘

T OB OB AT 5 728, TCOX-1 234 < DM CIEFIICER LT

DIZ5E L COX-2 IXRAEMFEE LI-BIIY A b IA RREAT 4 =—F— 2L V5
BENDI, COX-2 DFERAMHER CIIREMHZIRITZOE Fiz COX-1 OMFIC
X AR DORWEROERAIIRF S NG| £ D, VWbwwd TCOX-2 fFF) icFEDX,
B2 72 COX-2 BREZEMPAR - EAMLE Tz, L LAadsh, FRRICIX COX % MEHAY)
& FREA \Z 5T A ESUIHEME Ly EThy, HEER) & &hi- COX-1 34
HNLT %béﬁ)ﬁ%@%éné Z &, TR L ahik COX-2 X Efr T S hd

TR, ThE. . FEEOREOTM TIHMEFMICEEL WS ZE, £ &
BERIO B Lo TIENE CHRESND Z ERALNCER TS, .

BULIZ 7R - T, EEOEFLELEBFEER T, 5D COX-2 [HEAZRA L =88
THOTHTIEH S b OOUFHERERRHEER O Y 27 BN 25 = L 3EH S FDA R
O'EMEA 12 < 2D b M COX-2 SR EEDOAELZ VB L TV E, i< rbin
Hivd NSAIDs THAHY 7 r 7 =T 7k COX-1 BT COX-2 ZIICMNET 5 &
5z, GHAY NSAIDs & COX-2 BRI ESIC IR RS 25H 5ot Tride <, HiRA
ei COX-1 & HB LT COX-2 DIHEDRENE < |, P37 oM X IIEERRI &0 ).
RS HBIZTERV, £z, COX2BRETELN T A L ) in+47a EA L
BRI NSAIDs 1255 U R I OWTHHIE TRV E ERTH3,
—J7, L EEOMAER D U R 7 I SRR W T, SR Tl R3Ok
EHRWL OO, COX-2 BRHERME DERED - DI MERIZIT 5 COX-2 iz L
B7uAERYA 7 U (PGL) sOAKENHITS—H T, I/MED COX- 112k 5 hr
VARFY Y (TxA2) SOERAMBIOTLENIIT D, M/ IMREEIER DT 25BN,

8 InRFYA s ) tiﬁn’”’é‘%ﬁ?ﬁﬁﬁﬂ‘@’a\ﬁiéi}’bmd\’rﬁ@%%ﬁﬂ?ﬁﬂﬁ‘é TR B,
6 bRV METER S, BRI MREEERE 55,
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BRELTYAZZ LEITDHL NI AD=ALBHEINTREY, DRz
DY A r COK-2 DEIRME L OEEMRIER SN T3, .

TA=% L U IEME O NSAIDs Th Y | b MERIZBIT 2HRIIE STV,
BED ST =T ABEICENT 208, BRESDATRREFLTNS, Jud
F A F—FIwt LT COX-1 TR COX-2 ##BBIRENICPEES 5D, Tp L5 COX-1
CBRITH B L SNTRY ., Mix OBMER LB ORENTED b THS I &h
5. b MZBWTHRBOEMEZTT b D LRSS,

M. BRiREFETE
1. BBHERIZ DT
FLHHFOBRERRIIBO T, REETHE 7 =%2 0 10 B {GEHHO 5-0H &
BEEENEL . LYERNKRESh-Z &b, Tt oBE~—h—& 1T 5-0H
hEBETDIHLENRD D LB BN, '

2. EMENEEICOT
(1) EREFREHFEHR
AFERAETHIC OV T, SR OBFERERBRIIEE S TRV, FHANES
LB Ty &V FDA O 3 BBk O ¥ % fV i ae B £ Sh <
W5, 7 v MeRWHIHRATR YRR 535 (8 1) 122V TR F OB
FLETITbILTEY, —HREFEFEBRLBETHL BN, T L ToEE
IHHRHBOERE THAN, THIXTRRE T5 P OEGIKRIEE & v 5 BBEERIC
BET 35D EEZ B, ZOREBZOWTIL, 1 mgke K8/ A D NOAEL M55 T
W3, Fio, Ty PR EE SICEFEIZEED LN TR,

(2) BIEMRURENAESER
BB ST, i vitro ORIE 2 IV B IR ES BASR, CHL s i
WEIRERRESRBE D o vo O AEAWEEIMERBRAEREIN TV,
CHL rsfiiaz AW i-ikm i BRERRII BT, BRHETRENGH LOFEZ D
B TRREORBENE LN, in viveo D< 7 A% FIWTo B NESRER Gl Ch o o
EMG, KL o TR L R BEFHETRNEDEE X LI,
¥ BRAECOWTI, T U ARDS v M IUVE 2 RIS AMERRO VT
HZBWTHEBAAEIRO b0,

(3) NSAIDs MEWERICEES 5328
NSAIDs iZ oW T EFEE O R Gy OEFHN L <5 FEEIZBWOTHW B
TWH—K4T, RIfER L LTRSS EORBIVMR. TOMiZi MibEERS, MR
BIOIER:, H AR ORIER NSO B LR E SN T3, IBHIZEEICR- T,
—#D COX-2 BRHEATLAMBEEIMET O U 2 7 58014 5 Z L RS ivi,
NSAIDs £ DWW TSRO U X 7 IR TRV E ZTWAR, T X
7 BEMOFERIZ OV, BRI BERROEE N2V 00, COX-2 ERMAER
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WEDOBMEDT- DI ERIZIIT B COX-2 io & 5 PGL OARE I+ 52— T,
/R COX-112 X 5 TxAs DA RMIRIOFREILIE -, M/ IMREREIER DT 25
Hitl, fERE LTU RS ELRSED LN AH =X LPEINTE Y, DR
WzER D U R 7 & COX-2 ORIRME & DREMESEFE SN TWH 3, .

T=% 0 COX-1 Bt COX-2 tdtd BIBRMEIC 2 T, FHEIRMD» COX-1
ICRIREIE STV, ik OEMER TIEHEEOEENED bR TEY, B MIBL
THRBEOERZRT b0 LHERENS, A

., FRCEMEINDLIEESHMETO Y 27 FEIE, Wi bERRESE
AR LB 2 eI LD MR Th B, S T% 5 NOAEL I iE8l/e 2 21%
BEAWTERESNZ ADLIZESHWTEFHEINAMYICBN T, 20k 3 BHEDE
OB EEITE D VBN EZ NS,

3. —REREFEE (ADD, OREIZDNT
(1) FEFHEEDIL PRS2 MZDNT .
Wi ST FEORERBICS VT, EBREREORENBOLNIZLDD 5 b,
SV NOAEL i, 7 v bEAWE 1 FRIEBESHEARBROTLELE T 0.98 mgkg
RE/H Th-To, W CIHEETREII~ U ARVT v bRV 2 FRES AR T
BHLNTEY, BiEIL 1.08 mghke {FH/H D NOAEL, %¥ 2 mgkg KE/HO
LOAEL 23851 T 5, A X &MV iz 13 BREAMERMEHER T NOAEL 0.6 mgkg
RE/HAMF BT DAY, AU Z ORI Bk 5 & TRIERER2< RO b
FTORNZ &b ADI BEDTHD NOAEL & LTHHT HOILEN TRV & X
LAV, HBEOBBAIL, b MR ET NSAIDs O RZAZRWEM & LTS h
TRY, =UARRUT v b TROLNWHEEREIE MIRBF L TNV =X v ORE
FHEOERE L TEETH D EEXLND,

(2) —BENFEE (ADD OHREICONT

TN=F AT ONTIL, EEEERSAMES R IRV EEL BB D &4, ADI
ERET D I LASHIRE T D, -

EHREERRICBWT, #BYWEERSORENRBDLNEZLOO I BEHEND
NOAEL i, 7 v b&2AWE 1 EREHRMERBOMLE RN E5< 0.98 mgkg (&
BIATHoT, Ty hEAE 2 ENRENS AR CIIRER 58D 2 mg/ke (KE/H
HOHEETERSRO b THWDH, ZOBRBOITRIL 1 FRIBEFEARTS 1.98
 mg/kg (FE/HBECRD HIVTE Y I EHRIOERIZAE S BETAE <RV B O L #E
Eha, b, = Z& MV 2 EMRA AR CR UL EEEO= v FEA >
Mzt LCiE 1.08 mg/kg (KHE/H 0 NOAEL 2851 T 5, HELEBEIT NSAIDs
DEIER L LTHF 23T <AL TEY, BOEWIC L AFEOZETIRE B
LEILNALERMEZAL, TA=F LD ADI #BETBICLYE-TIET v MO
1 ERHEMEEERROELE 20 NOAEL 0.98 mgke (KE/HIZZ2FEE LT 100
ZEATIS 4 & TS, ADI i 0.0098 mg/kg {EE/H & RE iz,
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PELD, =% 0O RMEREETHRZ SV Tk, ADI & L CROEEERT
AL EEXOND, |

S INh=%L 0.0098 meke (RE/H
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(BIHE 1 - {CHIBERE. PR R USSR

REFT B4 B OMHE

b-b Fu®ioi=xi

H3G CF3 |
5-OH f& . =N |
. HO HN — ,'
N\ /

COOH

IS = S 2=t S

HsC CFs

£-OH & =N oH
HN
N\ /
COOH

-t FrIPAFIITN=FL L

. . | HOHC CF3
2-Me OH {& . —
| - HN

COOH
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(RIHE 2 - REBHREH

[Egas ' Eay i
ADI — BB AE
ALP FHAHIVERAT 7 & —E
CHL Fdpof = XN B A K — SR
Crnax BEilRE
COX raAdFxr—8
EMEA BRI EFE ST
FDA KEESERLT
Hb ~NESmEy (fdk)
HPLC TEs v 57 40—
Ht ~vhZ7 Uy b
LC-MSMS |#ifkr o~ NFF 7 4 —% 7 NEEDHT
LDs=o YR BT E
LOAEL B/ NEEE
MCH SRR BRI A 5R B
MIC s/ NETTHIERE
NOAEL e
NSAIDs JFERT A FHEFRIERK
PGI: TRARYAT U
PLT iR
- RBC FRIMBREL
- Rf{E Relative to Front Value
Tie WIS
TLC Hgoruv NS5 74—
Tuax e (55 PIREERLERSR
TxAs FeARF '
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(B

1

10.

11,

12.

13

14.

15.

16.

17.

KB ABEEGG S SRR AERBIFFEER ORI N1
NP UAERIE D % =%y - ATV v opER LRI E T A &R
(RAFK)

The MERCK INDEX. FOURTEENTH EDITION

KB AR S, S AEERSMARRIFERUGANER I

NP2 UERME 5 % : 4C-Schl4714NMG % 7 v MIfIAWER S L% O
1C-Sch14714 OF#AAR. U PRt CRAKR)

KHE ARt A EERRARRHFEER IRTER 3

23 I UHEFHE S % UCflunixinNMG % 7 v MIATARES- L7Z% D 140 flunixin
OWRNL, HEMR UG CRAR)

FDA : Freedom of Information Summary, NADA 101-479, 1998

KB AR, FEEICR IR EREETNZ R s/ 2 &k

232 R SCH14714NMG  (Flunixin meglumine) A 90-day oral (gavage)
toxicity study in dogs (GRAZE)
EMEA: COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,
FLUNIXIN, SUMMARY REPORT (1) , 1999.

EMEA: COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS
FLUNIXIN, SUMMARY REPORT (2) , 2000.

K A AR, B EE N AAGRHREEE LU ERE 2

PRF IR E % - Ul Té#XTﬂ4Fﬁ#ﬁfﬁwﬁﬁ(iAﬁ)

R A AR S. B ERSRARRRAER ORI I

PN ERE S % A81 OBICBIT AEEREER (1) CRAZE)

K ARG, SREEMRARREREERORAER] v

NI ERHR S % : A-81 OBIZEIT ABEHER (I CRAK)

A& A 4 —~y ;. Metabolism and pharmacokinetics of 4C SCH 14714
NMG in lactating cow and male steer following intravenous administration of
2.2mg/kg/day for two consective days (Study No.A20176) CGRAE)

BREtA vd— Xy b ERIEIC BT SRS E O RIE LIS 558
oy Tamivy EWEES R REEER-1 GRAKR)

HRSthA & —y b BRHEECRET 2 HAN S EORE LICEET 288

B =% EREEE . BE-2 EBMEER-2 GRAR)
st v F—_y b BREEECET RN SWEO RE LICET 2 &k
Bk Th=Fry BROERZEEYROIECETAIEEZEOER (RAFR)
RSt ¥ —y b, BEREMEC T 2B S E O RE LICRET 288
g 7=y BAKRHEE IMIERMEE AR GRa®)
&AM 7 —~_ v b. SCH14714 (Flunixin NMG)} : A milk total residue
depletion study in dairy cattle following IV administration of 4C-Flunixin
meglumin (Study No.98493) (GR/ARK)
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