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fREGERARF CH D (7= (CAS No. 38677-85-9) | 2O\, KfERERA
T A O C R IR B il 2 52k L 72,

P AW REBRAGREIL, SERE (T > b, A X, B FROYHL) | R (RO
). BEE (U AKOT v N, waEEE (T Y M A XKOYL) | BEE (T
v B RBBRAE (T RAKROT v ) AGEREEENE (T y REKONU YY) | B —
PR E D RS T D,

TN=F AT, BaEERR TR R R W TR B ORENE I Lo A
2D LT TH S 7228, 1n vivo D~ U A% W E U IMGRBR ClIfart ch o 7= 2
Enb, ARIZE ST L 72 5 BInEEIT VWL D EE X BV, F12, B AMRER
IZBWT, BERAMTERD SNR-oTz, LEER->T, Zh=F T 0%, Binmtini
PEATRERNWEEZ BENAZ L0, ADI ZRETH 2 ENARETH 5 & fllr <,

FHE BRI B O TR E R 5 ORENGBD SN b 00 H B it bV NOAEL
I 7 v FEHWE 1 EREMERMERICR T 2T E R EE-S< 0.98 mg/kg (KE/H
Thol=, ZD NOAEL |ZZ44%% L LT 100 Zu#f L, ADI /X 0.0098 mg/kg A=/ H
ERRE LT,



I. MBI REMAERELDTE
1. A%
AR TH A

2. BT DO—HEE (= 1)
4 =%
#4, + Flunixin

3. 8 M2
CAS (38677-85"9) : 7/L=F
H4, : 2-[[2-Methyl-3-(trifluoromethyl)phenyl]lamino]-3-pyridinecarboxylic acid

CAS (6284-40-8) : A7 VIV (B5)
34, : 1-Deoxy-1-(methylamino)-D-glucitol

CAS (42461-84-7) : FN=F%T AT NI (BE)

4. ¥ M1
C14H11F3N202

5. 7F= K1)
296.24

6. #BExX GHID

HaC CF, OH OH H  OH
=" " HOH,C — c c c c CH,NHCH,
\_¢ H H OH H
ZOO0OH
7N =% > (Flunixin) A7 N3 (Meglumine)

7. FROFERMERRKRE

TN=F UV ANTIEAT oA RUHOESR (NSAIDs) T, < OfITIE A b=
IZA TN EORETIRBNL I WD, (ERIBMES LCTiE EROT 7% KBl
A— RO 7atx 7 —E (COX) ZHEFEL, RIEDILEMWE ThHhH T r AL
7T VR ha AR xR VRO AES R EIIRIT S Z Lk B - PIRIEER %
T D,

AFN 2 TRy & T 2B AESEAL T, KET 1977 I AITRFE SV CLAME, KIE,
RRIMNASEL A=A N T VT HEEART T REEZED 40 7 ELLETERINTEY



FROESRE LTRSS TS, BARTHE, FEOKERG L L HIESE
mn D IKGREA D B 5

Al TN=F T OFUTIIT DI EERE AR D RN EAE T B R X 0 255E
N TH 5,

I. RE&MEICRIMEOHE
1. EYEhREHER
(1) EBREHAER (T b, RN - HEt) (B3, 4)
Z v b (SD &, M6 PU/MES) 1T 3NED I VAR VDR E 2 FEGE U7 4C-HEEE
JVER LU RTINS U EBANES (ZL=F%T L LT 10 make (AE) L. B
(b1, 6, 24 KON 48 FffHlf%) TR HIREED G ST,
A UCHER 7 L =% 3 PR IFEE S 1 FFEITZIZ Cmax 7R L, 15.60 pg eqlg Th
STz, TD, 5 24 BFElH£1213 0.09 pg eq/g. %5 48 HEEIH%I213 0.02 ng eqlg & 72
o7z, AMPPREIXMAEFRE L VK, RILERP~DRZEITD RN EE X BT,

Z v b (SD %, #E6PL) 1T 3NDIILARFIIVEED R LT~ UC-HEk 7 L=
FLUATNI U EBANES (7v=%2 2 LT 10 mgkg KH) L, # JRPA~
OPEME R OVREE AT A & L COPRINZ DWW TRET S vz,

P 54% A8 RERNC[FIN S AV GG MR, B 5B D Z N ZHFEH 38.04 %, JRH 34.40 %
FOVREEH 2 L LT 20.92 % TH V. KT 6.26 %VELE L TV -, RIEH AL LT
OPEMITMSET L 0 LI ORE AN E -T2 2 Eonh | FEHICHR S = b D
TIH2R < BEREMIC X0 RG220 CTARRR LT iR T A28, BN A & L CHlE
Nieb o EHEHI ST,

F vk (SD &, HESDD) 1T 3D MY ZA 1 AFIVEEDRFE A LT 14C-HE5%
TN=F T AT U EBRNES (=% L LT 10 mgkg KE) L, EX
IR OPEIA G S iz,

544 48 RN SN EHEMEL, BEEOENZNFEF 61.09 %L OIRH
29.22 % Th o7z, FHF% 96 R TIEFEEF 62.87 % L UK 29.52 % & 72 o7z,

(2) FEWEREEER (v b, 2% - K38D (&M 3, 5)

F v~ (SD K. M6 VL) 12 3ALD T LR VLD IRIE A HEE, LT 14C-H5% 7
N=X T AT UEANEEE (Zr=%3 L LT 10 moke (KE) L. FREHY
(51, 6, 24 KON 48 Bift:) /MG, I, ik, Fls. g A (RGN
OSHHREND) . KRG, FEE(R, g, BISEUAERG, W, O, BBE. TEsiEeEnsns. 8.
FEOL, Mo, B, . BURAR, R OMBERO SRR O &, WO/ MG, KiG
K ONE N OEHEMEZBRIE LT, %5 6 B £ COMGHEMERE L/ MG R b &
<. 51 HEFREI#£1C 41.00 pg eq/g, %5 6 Iil#4 12 24.88 pgeqglg THY . ZNLIEA
IR T L7, KIBOBEHEERE 3% 5 6 R 1ok (17.32 ugeqlg) &720 . %
DEIET L1z, ZTHIXENENONEMOIEEOHE & —F LT\, 5 48 FEH



% TIIETONRER T 0.4 pg eqlg Aiifi & 72 o7z, & ORER Tl b B\ O BGHEMERE 2R L
7= DT T 0.31 pgeqlg THH 7=,

MR OVl 2 33 1) 2 J s 1x TLC (2 &k v 3 TR/ B S Hui-, KERD IR
UIETH L7 N=F T, FRIRFRF SN ARy h3b i, 2o o RE fEx
FFORR Y "R T OTMNITRD BV, MR OEROREMFA I TEELL L Tz,

PRI OFEH O HEMEE X TLC 12XV 5 FRIC B S iz, R CIEREILIR
43 %, JFUSITHREFSNIZ AR > I 56 %, DM 1 %EEE DEMNEREHI TR &
2o B CIIRZEIMADEK 34 %, JRAUZIREF S IVZ AR v R AYK) 48 %, Z Al 18 %
FREE DA MEAE HE Sz, Glusulase LRI 1 0 ARZEAARDSHE N UASARPEA 35T
MHETHEIM LIS JFRO ARy NI L7 Z &b, ZuTiaaik e Ex b,
PR LD & G- 1 RFR I NSRBI UIR L A RDTED B AL, T D% KM
OFEA~EBAT LT, 2 ORI RIG R OFED DA E 2 S, TEIEE DI
L DGR ST,

7 v~ (SD &, MERER 3P0) ZFAVC UCHERR 7 V=% % 7 H RS 055
(10 mg/kg AEH/H) L. IR, #, gLk OBl ORI DFEE Sz, GG
PRHIZ 33~40 %, #HIZ 39~40 %23kt X7z, IR XITFEP ORZR, REm & LT
4-v Fafdr 7=, 5 Rafxiv =%y, 28 Rafd U AT /L7 )L=F
U A(InHOREMELLT T4-OH &), 15-OH &), [2-MeOH &) & 5,), 7L
=% R OKBUIR OISR N 7 L =F 2 o A F LT 2T URFEIE ST,
FREHRICB T 2B OEIG 2R 1 IR LT,

F1 Ty MBS UWCHERT7 V=% 7 AR OBEEHZO T V=% U &
OEOEIE (%)

TN=F L JOIREOEIE (%)
AORE | MERE 1 , TA=X LR | Th=X T AT
=% | 4-0H K 5-OH & |2-MeOH & KRR AR R
Jid 57.1 1.9 1.2 10.2 15.2 ND
7
ki3 50.0 1.7 7.8 10.1 15.6 ND
Jid 15.0 6.6 4.7 11.6 19.4 ND
B ki3 14.2 8.1 3.6 7.8 26.4 ND
| T 87.1 ND 0.01 ND ND 0.38
JH iR
ki3 82.3 ND 1.7 0.59 ND 0.05
i 1 91.0 ND 1.7 0.38 ND 0.46
a it 69.0 ND ND ND ND 11.3
ND : n=3

1 Glusulase : p-Z7/V7 a0 =4—ERKNB-I/NI = RALT 57X —EDIRATER,




(3) FEWEhREEER (1 X)
AR (E—Z)VHE, 5~T » A, MERES 5 UL/EE) IC7 V=% A7V H3 90 H

sl O E (7r=% > L LTO0, 0.01, 0.05, 0.15, 0.40 &% T*0.60 mg/kg A

IA) Shiz, TORER, PIEIROEEEGHE S, T Tha($ 0.5 FFF TH 72,
4% Crax 133 2 ITRT B0 Thoto, KERGIZL DWRME OLRMETRD 5

IR o7,

(2 6~8

)

#* 2 AXDOTN=FT ATV AEGIREORGAZBT D IE Crnax (ug/mL)

P b HlEl 5-4% It 15
(mg/kg A5/ H) Vi3 i3 1 if3
0.01 0.0340 0.0390 0.0295 0.0331
0.05 0.151 0.158 0.143 0.143
0.15 0.5627 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

o=V R E L CORG S

** .90 HEERG%

n=5

A RNZTN=F T ATV EFIRN, BT ROREAHRE (2 mglkg (AH) L7z,

£33 AXODTN=FT U ATV UREIZEBIT DI ENE (T A —#

) P Chnax Timax T

&57@%&% (mg/kg {ZIKE) (ug/mL) (E% ﬁfﬁ) (HJ‘I_JEFH?)
©%n 0 4.3 0.75 10
BOF 3.0 1 9

MR, BRO&FEIZBW L, &5 12 FEE#&IZ 0.05 pg/mL LLFIZ, K TS

TIE, #5 18 KFEfIZ 0.029 pg/mL LA FIZD Lz, §IRNEEGICRBC T, 53
3% C 10.3 pg/mL Th 72208 12 BEli#£121% 0.035 pg/mL LU FIZE L=, AE=21aF|
AR, BROKEGTIT%, HKTEETIR2%TH-oT-,

(4) EyBResER (B, RN - #6519, 10)

B (BZ77 0y REORZ X —RT Ly Rfll) ZHWETZL=F 0 A7 00
BRIRAISUIED (7/b=% 2 & LC 1 mghkg () B54THT B, MIE Coux, Tonns
KO Tye BAH) 13K 4 DLBY Tholz, TNENDOEERIKITOWNT 4 BERHND
NT=A3, PNERIEEDE S AU Qe uy, IR 5T, B2 5% o MU P I35 10 pg/mL
L, £k 2 OB 2R L, ARG TIERNT LoEY a0 0
80 % Th-olz, 7B, WEIROT —Z b, 5 SHHOFIEINTRBR I N TVDN, &h-
12 RE LR ORIEICB W TR SN2 7 v =F o U BEITREIMEE Th o 7,

10



x4 BOIN=F ATV R GBI D Y ERE T X —F

, Behm Crnax
&%‘/‘}:% (mg/kg ﬁgﬁ) (ug/mL) Tmax Te (B *H)
% 0 TI=F 3 =30 %y 4.04 Y
FHRN LLT1 — — 1.6 R#fE

B OBRE, MEGEH) o7 =% AV VR Uk 5 AR S (F =%
&L T22 mgkg (RE/H) L, BRI (R85 -1, 2. 3, 6, 12, 18, 24 X148
REfEf%) 1SRRI U Cfn R B A LS Sz, W OEIR & i G- 1 g% ©
EfE (5.0~12 pglg) ZRL., FO®BED L Thoidfk b 24 R 2138 T OB TR
HIFRSA (0.05 pglg) Kl & 72~ 7=,

(5) EyEReiR (K. 2%) (M 10, 11)

B ORFE, ME6TH) 7 =F% T AN & 5 HREREEEIRNIE S (Z =%
L LT 22mgkg (KE/H) L., Hi&&G-2 V7 B2 38ET % W CHllfR iR
DR STz, MRERICERW T, ik, g B, UL OVIMEOWT I oRERkIC 3
WTHEHRA (0.05 pglg) RiiTdhHh-o7=,

[FEREICHE (R, ME65H) 7= A7V % 5 HIEEGERIRNIR S (71
=F L LT 22mgkg (KE/H) L, kb 2 OV 7 BZIC 3 AT 2% IV TRk
HIREEDSRRE S AL, MREEIZIW T, iR, i, BE, RERI R OVIMBOWT L oofd
B CTHRHERA (0.05 uglg) K cdH o7z,

(6) EWEhReEER (4) (&1 12)

B (T V=7 A, WFHENR OWESS 3 50) 1T UCHRGR 7 L =F L U ATV U 1
H 12 BHREERIRNES: (7= & LT 22mgkg (AE/H) L. EYEIEIZ OV
Thata iz,

BElY) (RN OFE) P ORBEHEMERIEROGFHE, WL OO W H 5 90 %
Tholo (F5), 7k, Folkk b4 72 R £ TSR G- 97 %O BEENED3 A
X X7z,

#£ 5 BT D UCHEGR 7 V=% 0 A TV 2 B BEIRNE 51% Ok
TEHEEICE (%)

Bk 1% A8 W] O SEHIREHEHEVERI R (%)
BRI = & Zof it
WAFLIE 50.01 39.82 1.79% 91.62
Jiid 39.65 48.08 1.47*%* 89.20

. 7a T —=UA TBIRLATEIER (%) =P SRSz EIER (%) n=3

11




MR 1, 2 FAVEIC B b A2 R U, ISR SRR X o AR Cladk 5
BHCONIR T L, B AHTIEOOENTIR T L, WFLMER OV CIE, BEalrk 2
bR L, 2 [ERE5% BIREREEOZLTH -7z, 5 1 KON 2 [EH 54 O ik
FHEMHREOE(LE R 6 1R LT, A HEEMIREIZOW I, iR SR
FEL DD URWMETH 7208, IRELENIFEE CTH -,

# 6 FIBIT D UCHE#R T NV=F 0 AT 2 HREIEIRIN IR 54 O A
FEFHEERE  (ug eq/mL)

R 55 1 e 5% (h) 55 2[Rl B4R (h)
557 2 R#fH 3IRFM] | 24 K] 557 2 i 3R] | 24 IRFfH]
WAFLIE 18.24 0.65 1.59 0.06 15.96 0.82 1.30 0.11
Viia 17.13 0.36 0.76 0.06 18.28 0.40 0.58 0.08
n=3

FLI I HBEEMER B, B GEZ THIR 1 LDV 2 [EH5- 9 FEf##% T 0.04~0.09 pg
eq/mL TH o7z, 5 1 B 54% O P EHE MR ORI 72 2 b2 R TITR L
77

£ T FITBITD UWCHEERR 7 L= ATV 2 BIBERIRNE 548 OSETFLH
EHEMERREE (ug eq/mL)

%1 A 5% (h)
9 23 33 47 57 71
FLIT R RCHIR PRI 0.05 0.01 0.06 0.01 0.01* 0.01*
(ug eq/mL)
BeHEIZXT HEE (%) 0.02 0.00 0.02 0.00 0.00% 0.00*
* . 9 BAD IINE n=3

AR OREEMEIREX, TR, B, ME R ONSE CREido 7o, Bl G2 ORRRF
AR OSSR E 23 8 (TR Lie, Mook (PiE, &I, &, (O miR,
i, ARER, REEE, BRI, RS, NEMIMOVE) thoORGHEVEREIL, WIhoRRICE
WTh, EERFUIIT MESUIE BRI EUERH) Tho7z,

#£ 8 FIBITD UCHER 7 =% ATV 2 2 B FERIRIN P 544 RS
TSR (ug eq/g (mL)

Bk 5% (h)
HERENY) HHORk
24 72 120
FF Jik 0.37 0.11 0.06
_ B ik 0.37 0.10 0.05
WL il
RE 1.26 0.10 0.00
. 4% 0.11 0.05 0.04

12



FF gk 0.69 0.18 0.11

Bk 0.67 0.13 0.06
P -

RE 10.20 0.04 0.00

i 4% 0.08 0.04 0.05

(7) EEhRestse (HL) (1T, 8)
PIUCEIT D UWCAES 7 L= U A LI COBBIRNES (=%t L
T 5.0 mglkg ARE) TiE, MHE Tax 13 24 50 CTH 72, PEIHITFEDIZ 33~37 %, JRHIC
63~68 % TdH 7=,

(8) ZihDER (=M 5)

TN=F T ARMBES R B EREICERT DI ENMLNTEY, £, HitZ%
U THEEICHR SN D & ST D, HRICOWTIEZ < OFSIBMEEL TV D
D5, T 1T TIESL O RNRO BTV D, ZHUTITHEICHAN S FIRIEDE Y J5
ZIXUO, WS OPDORTVBEHRL TND EBX LNAN, ZO—DL L TT7 =%
PIERRRI R SN D Z EMEIR SN TV S,

2. ZREHER
(1) ZBHER ED) (B 13, 14)

MR (ASHERE, £ 2 » A, B8 3 BAMESR) 127 v =F v A7V VBFIEZ 10 1
[ 3 HREfFAINERE (=% LTO0, 2(GEHB LD 4 (2 %E) mgkg KEH/H)
L. RRRER) (&t - 10 7, 14, 21 LR 28 HIR) 127 v=F v > KO OGEY (5-OH
&, 4-OH K& 2-MeOH 1£) OFHfkHEREI RISz, 7ok, Mfgho7 1=
U RO OREMIEE L, HPLC IZ X W HE S RHBRA : 0.01 pnglg),

4-OH K%, WFhickBW\WTh e it Eninor-,

FEHHRR O 7 L= 0 R ORE (5-OH 15K 1Y 2-MeOH {£) ORI B2
FIITRLT,

TN=F U KON 5-0OH IR, Wi GRHCRWT, Bf&BES 21 BRRIIZER i
PR & 72 o7z,

2-MeOH &1%, 4 mg/kg KR8/ HEEO &G 1 BZIZ 3 4 1 Flo g ot <
NT=DH T -7,
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#£ 9 KZBITH TV =%T 0 X TS IRIGRNE GO 7 V=% KON

R ORI (uglg)

P b+ i J—— Borie 5% ¥ (R)
(mg/kg {KHE) 1 7 14 21 28
Th=F 0.03 - -
i 5-OH fi - - -
2-MeOH £ - - -
Th=F 0.11 0.04 - -
JilR 5-OH & 0.02 — — —
2-MeOH £ - - - -
Th=F 0.10 0.02 0.01 - -
ek 50H & | 0.01(2), — - 003, — @] — -
2-MeOH £ - - - - -
TN=F 0.02 0.01, — (2 - -
N 5-OH {4 - - - -
2-MeOH £ - - - -
2 TN=F — —
HeRs 5-OH fi - -
2-MeOH £ - -
I 11.14 - -
B G50 S OH i — — —
A
2-MeOH £ - - -
I 0.05 - -
B G50 S OH i — — —
JEDFHA
2-MeOH £ - - -
p— TN=F — —
. 5-OH /& - -
K 2-MeOH £ - -
TN=F 0.04 — —
i 5-OH fi - - -
2-MeOH {& | 0.01, — (2) — -
Th=FT 0.17 0.03 - -
4 JilR 5-OH & 0.02 — — —
2-MeOH £ - - - -
Th=FT 0.15 0.02 0.02 - -
ik 50H{& | 0.01(2), — — — — —
2-MeOH £ - - - - -
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TIN=FT 0.03 0.01, — @2 —

BN 5-OH & - - -

2-MeOH {4 — - -

I=% 001, — 2 — -

HERs 5-OH & — - -

2-MeOH {4 — - -

I R 30.02 0.05. 0.01, — —
BeGHAT

» 50Hfk | 0.01(2), — - -

fHA

2-MeOH {4 — - -

B TN=Fw 0.02 - -
BeGHAT

i 5-OH 14 - - -
JEIfRA

2-MeOH {4 — - -

Ti=F 0.02 - -

Al (5 5 OH Ik — — —

Ffh)
2-MeOH {4 — - -
— : BRI (0.01 pgle) A =%y LCOEER n=3

1) BRI 25 2P E 2 RO SR b O, JTEMATY () PITHREE TR,

[FERIZ, K (LWD SR, &2 7 Hiin, E8E 3 B R) I2T7 =% A7
%1 H 1003 HEBEAERE (7r=%2 & LT0.2 AR KD 4 (2 {58 mgkg
RE/H) L, B (Bt 1, 7, 14, 21 XU 28 HE) 17 V=% v KTED
R (5-OH 1K, 4-OH A& 2-MeOH 1K) OFHFHIRHE G STz, 723, Hik
DT N=% 2 U OFORBWIEE L, HPLC (ZX W HlESN- (HBEA : 0.01

nglg),

4-OH &1L, WTFnickBWhWTh e st s,
FEARE T O 7 =% RUORE (5-OH /A& 2-MeOH ) OFERESHTHE R-%

#1011 R LT,

T=% ., 5-0H K KON 2-MeOH 1KI1%, MEGRECHBWT, &k 14 A%

(TEBIDRHHBRIAN G & 7o~ 72,

#F 10 RiZBITA 7= A7)0 VBIRIGRNESH O 7 V=% 0 TN

DOV TIRE (uglg)

el . Borie 5% ¥ (R)
FEAER SyHTEEH
(mg/kg AH) 1 7 14 21 28

TN=F 0.10 001, — @ - -

KT 5-OH {& 0.03, — (2 - - —

i 2-MeOH f{£ 0.01 0.01 — —

Th=F 0.22 0.01(2), — - -

Jilit 5-OH {4 0.03 0.07, 0.01, — — —

2-MeOH 14 - - - -

15




TI=F 0.25 -

Bk 5-OH & 0.19 —

2-MeOH & | 0.01, — (2) -

TN=FT 0.08 —

AN 5-OH{& |0.15, 0.03. — —

2-MeOH {4 — —

T=%>r | — (2. 0.03 —

Rehh 5-OH & — —

2-MeOH 14 0.01 —

=% 1.12 —
BehEs

B 5-OH 14 - -
WA

2-MeOH {4 — —

BehA | T=%s 0.04 —

{rJE 5-OH & — —

A 2-MeOH {4 — —

T=%r | 002, — (2 —
fr (Y

o 5-OH {& - -
BEAD)

2-MeOH {4 — —

TN=FT 0.07 —

i 5-OH & — —

2-MeOH 14 0.02 0.01

TN=F 0.23 0.01, — 2

Jrfige 5-OH{& |0.02, 0.01, — —

2-MeOH {4 — —

TI=F 0.25 -

ik 5-OH {4 0.04 —

2-MeOH & | 0.01, — (2) -

TN=F 0.01 —

AN 5-OH & 0.04, — (2 -

2-MeOH 14 0.01 —

Ir=xr | 0010Q). — -

&% 5-OH & — —

2-MeOH & | 0.01(2), — —

| = 1.53 0.05, — (2

BehEs

B 5-OH 14 - -
WA

2-MeOH {4 — —

16




BEEL | T=FT 0.20 - -

N 5-OH & — - -

A | 2-MeOH {& - - -

T=%>r | 001, — (2 — —

B G 5-OH & — — —
S ergii))
2-MeOH & | 0.02, — (2) — —
— RS (0.01 pglg) A ¥ =% L CORERE n=3

1) BRI 25 2P E 2 RO SR b O, JTEMATY () PITEREE TR,

(2) BREHRER B (I 15)

MR (CMERE, %92 » Alin, EBE 4 /55 [T V=% U A7V VHKIEZ 1 B 1
[l 3 HREIfNR S (Zv=F%3 & LT 2 mgkeg (AE/H) L., BRI R 1,
3. 5. 7. 9 KTN15 H%) (270 =F% 3 v OMFTEE B S, 2k, Mkt o
TN=F TV UREE, HPLCICX W IE S (RS : 0.010 pg/g).

ERAERI1LIORL,

BOEREDO 7L =% R L CW DR GEIIN Th o722, Rk 5 9
H % LAR | A BRI AR & 72 o 7,

#£ 11 KZBIF 27 =%2 0 AT VRAIRERNE %D 7 V=% Y
FHARPIREE (uglg)

_— B4 A% (H)
' 1 3 5 7 9 15
PG50 —. 0.010 (2),
. 0.640 0.032 0.024 — —
fHEA 0.587
fn W —. 0.012, ®). 0,025
(EhFEM) | 0.014, 0.019 T
Frffik 0.136 0.020 0.017 — —
= 0.141 0.018 0.016 — (3). 0.013 — —
— (2).0.032,
/NI 0.030 0.031 — —
0.033
—. 0.023,
REN — —
0.027. 0.069
— : FRHIRSE (0.010 pgle) A n=4

1) BRHRAR G 2 & 2 s Ez RO Db old, WIEMETY () PICEEZ R,

(3) HBHER ZFLHD) (2 16)

WHE (R AZA UFE, WHLBEA 1 7 At%, LB 27kg/H, SR IC7 /=%
ATV CHFIE 1 B 1R 8 BREERIRNER G (7 v=F L LT 2 K14 mg/kg
(RE/H) L. BEFN (ks 12, 24 KON 36 BEEIHE) 127 /v=F% 3 o OV DG
¥ (5-OH {&, 4-OH A} 2-MeOH &) OISR SNz, 228, ILitHho
TN=X% v R OFEORBEOREEIL, HPLC (2 X 0 #HlE L7- HBES : 0.03 pglg) .
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2 mg/kg (REH/ARETIX, Hftx b 12 BRI 7 0= 2 0 ROV ORI A0 TR
ARG & 720 | 4 mglkg (RE/BEET, Sk G 12 Rl 3 il 2 #1iC 5-OH {4 (0.04
JR0.07 pglg) DR ENTZDHRTH T, Fofsfe b 24 R IZIL, 7 v=F T K&
O OREITNT I SRR & 72> 72,

[FIRRIC, WA (RAVARZ A Fd, WAELBRSE 9~10 » H1%. &K 16 kg/H . 3 BH/HE)
WZTN=F T ATV CRFIZ 1 B 1 E 3 ARG (=% L T2 Kk
W4 mglkg IRE/H) L, BREHY (Bt 12, 24, 36, 48 X OV60 Kifii:) 17 1=
XU ROZEORE (5-OH &, 4-OH (A& T 2-MeOH {£) OFIFHFEREIZ OV TR
L7, B, At 7 =% ROZOREWOWREIL, HPLC I XV HlE L=

(B HIBEA : 0.03 pglg) .

FERAER 121" LT, 2 mgkg (RE/HRECIE, Rk G 12 Rz < 3 il 2 fillc
5-OH K2 H S8, Bt - 24 FF#IZIE 7 L =F 2 0 ROV OREMITNT i
HIRHBARM CTH 72, 4 mglkg KE/HEETIE, B&&E 12 BRI 7 L =%
KON 5-OH (756 H S, ef&d% G- 24 J U8 36 BE[EI#% ¢ 3 45197 1 4l 5-OH A3 ki &
AP, ket G 48 WeigI2IiE, 7 =F 3 v ROFORFIOTN b HHRFSR
i CHo7=,

#F 12 WHFIZBIT A7V =% U AT UEIRNEG %O 7 =% 0 R
RO F A HIRE (uglg)

BEES
(mg/ke ﬂ%g 12 B85 | 24 WL | 36 HEREIE | 48RRI | 60 HERIML
{KEH/H) A
TN=x — — — N.T N.T
—. 0.05,
5-OH & — — N.T N.T
2 0.03
4-OH & - — — N.T N.T
2-Me OH & - — — N.T N.T
T=F v | —,0.03 (2) — — — . N.T (2) | —. N.T (2)
— @), — (2),
5-OH /£ 0.09** @ @- . Nr@|- Nt @
4 0.06 0.03
4-OH {k - — —  |-.NT©@|-.NT ©@
2-Me OH & - - - —N.T 2)|—.N.T (2
— MRHEFESE (0.03 pglg) A n=3
N.T : HiEsd

o=l LTOREGE (mgkg)
w3 IO A T
) MR 2 3 A RO G b O, EEE DY () PICHEE Rod,
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(4) RBHR FLT@) M 17)

WEHA (RNVAZ A FE, 8 9H @ A PEVEFLATI M OMBRA PEVERL L 4 4 1) 12 14C-
Ak V=% ATV & 3 HRIERIRNE G (T v=F% T & LT 2.2 mglkg (AT
/H) L. HEHEMEORE K O SEt S vz, it 2 0lRR GaiTH 2 HIRHR G- 8 X
X 12 HEET1 H 2 [EERE L., JREOFEIZHOWTIL, #IEE5RTH S oEES 8 H
HET 4R LI 2BOFN ORI LT, F7o, FIERE 9 XX 13 BEIZITER
LR LU C B AR LT,

L OFRBE T T, aﬁ%&éf&@aﬂBOD 3 [EIOHEFLIZ I IT D FH S
PEIREEIT 3~142 pg eq’kg TH Y | 1 [FIH OFEAIZISIT HFLHCTIE 1 60 142 pg eglkg,
70D D THENX T pg eqlkg LN THST7, %ﬁ'@?&%&f& 4[5 H OFEFLEFE Clzaito 1 41
%:ﬁ?b 2 THIE 5 pg ealkg LA & 7p o7z, SHEFLRERICEIT DI OIRE EORK S

(29 B EATX 0.01~0.02 % TH o7,

BEA G412 DFRAID 3 [BEIOPEFUZB T H5F AT RO 7 Vv =F 2 0 R OEIIZ- D\ T
HPLC ZHWToHHr Lz, HiHHoRIE-EICkT 25 5-0H ROVHEIEIX, EhEh
46, 17 kR 22 %, 7N =F T OYHEIEITENEI 18, 20 K22 % Th o7,

F7o PIEHE - 9 KON 18 BIZIZI0T 2 RHAk R ORGSR AL, i 0.043~0.224 pg
eq/g. Bk 0.033~0.126 ng eq/g. AHA 0.001~0.003 pg eq/g. AEHH 0~0.012 ug eq/g TH
77,

24 [ Z &2 2 BHOAD BEE L 72 R OFGHEMER X, 0.077~138 pg eq/g T.
PRIEE ORI GBIk D EIA 1 22.22 X 1869.09 % Tho7-, FEHOEGHEMER
FEIE, 0.062~43 pg eqlg T, FHHRIEORE GBIk 5E513 58.58 L1 50.94 %
Thol,

(5) %BHR EL1O) (& 18)

WA RVAZ A FE, 25 88« @ EFEVEFLATI B O A5 A pEPEAL R A 8 B, AR
PEPEAGH 95H) 127 =% 0 A 7L VR Z 3 HIFEIRNR S (Zv=F &
LT22mgkg KiE/H) L, fffh5 6 B ET1 H 2 EHEANMTONZ, SHEFRR

IR BT O 5-0H (A% LC-MS/MS IZ L D HIE L, FREIZHOWTHRET SNz,

B HRNZHEAL LT FHit 02513 5-OH (K3 S v - 72,

HeA&E 54 2 A1 H @?%?L (24 FFfE%) I, W ogREmIZ W T 5-OH (i
40 ppb Kiifi & 7e o7z, HAEFRG% 4 [BIH OHEFL (48 INF#l#%) TIiL, 24/25 FIAKRHIIR
S (0.5 ppb) AL 7e0 ., £, HRHEIERG4 6 [ H OEILRE (72 KefEltk) Tk, 241
T 5-OH &I IR HA R A & 72 o 72,
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3. 2EMEE (M 19~23)
<~ ARKONT v b OEB R
ERAFR1SITR LT,

BIFAH7V=%T 0 ATV oAV D

# 13 ~UAKONT Y MIBITDHT7L=F 0 A7 D LDs (mglkg (AH)

hifE A P A% i3 i3
CFL e qs| 327 (197) 170~234* (102~141)
ICR Ay 379 (229) 256 (154)
<A
CFNo.1 | ##IkHN 111 (67)
CFNo.1 | AN 306 (184)
CD e qs| 113 (68) 130 (78)
5k SD S ay 230 (139) 171 (103)
CD IR 90 (54) 92 (55)
CD AN 180 (109)

() For=3> HEE

ek & L CRftbsess, 76,
A & b T LRI DTS,

BRMEEER

(1) 4.BAEBRIHEE

lgam DA A8

B (S k)

NEEIRA 5 BlEE S,
2D BT,

(&P 24)

BRI B TR T2 728 p<0.10 FaPAE Z ie#

il vl ¥4 U €2 [ N T

Z v b (CD &, 7, MEHEER 20 PURE) AW 7L =F T 0 A 70 U OFfAIN

BhEH (7= L7TO0, 1. 2 K14 mgkg (KE/H) |2

BRICEBWGRO LN a AT FUIILL T D B0 Th o7, SRS 10 U35 14 H

RiCHREREIBICf S 7,
BEHIM I CIIER b o Tz,

— BRI,

W TS 2 BRI BT OL Ht TN Hb OEAED
MEAA I:%E’J*ﬁﬁ\ PRIGAL

FLIR L7 s

RHE N OB

. WEICER LT

FEASARE K O IR GAF T L VB Th o T,

AGRERIZ

(2) 13 EfEHER

WEEEEER (S )

(B 25)

1= EB
R =2 %El

£ % 4 EEHAMERENE

TR AV TZ,
MIRFARAD G- 2 KON 4 B IR 250 L C e S 7228, 4 mglkg AR/ HED

D BT,

fgas B, A (MRS
RO BRI T,
] fﬁ%ﬁﬁk%ﬁ%ﬂéﬁf T FEEAITAHZEME, L, BRHERE A M OSHRHESE ) 32

KO TIE, &5

2D B,

F1F5 NOAEL (X7 /v=F & LT 2mgkg (KRiE/H B 2 bl

7w~ (CD &, K- 8 Fln, M - 7 Bn, MEHER 20 IU/RE) ZHW a7 v=FT A
T U OENEE (Z7v=%2 & LTO0, 1.5, 3.0 X116.0 mgkg (AFE/H) 12X

% 13 A,

BRI
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ARERIARI R SHRBREOIE 1 61} 00 6.0 mg/kg (AE/ HEEDME 2 HI235E1C L, Bllod 2 #il3
LHICALSy SHTZ, 6.0 mglkg (RE/ ARED 4 I TIIWTH b I ETRE 0 BT,

—fRRETIE, 3.0 mg/kg (AH/H UL EHRGETHATRO bV, £72. 1.5 mgkg
{RE/HEET 261, 3.0 mg/kg (AE/HAET 20 5], 6.0 mglkg RE/HEET 7 BIOSER M N
AR MERNZS . i U IR BT,

{RETIX, 6.0 mg/kg (RE/ HEEOWERE CIEDNZE O BTz,

EAIETIX, 6.0 mg/kg R/ HEEOMECEKRGHIRIT, HETHRIIO 5 B TR T
W BT,

IR (MEHRIREE) TIIEREIGERD LTz,

MR FHIRA TIE, 8.0 mg/kg R/ H LA B GHEOHER O 6.0 mg/kg AR/ HEEOHET
Hb OIXfENFED Hiviz, 6.0 mglkg REE/ HEEOMERECLFHREROEEN, 1T Ht OIRAE,
SR T 0 b e B OREREDERD BT,

MR A LR E R ORI E T, B5ITER LTI biviRinoTz,

g ERTIX, 6.0 mg/kg R/ HEEOMETOE L OO B B O ZED B
T, TDIHMAEBDICE A b0 LB X B,

HIRRCIL, 3.0 mg/kg AREE/ HEEOME 2 61, 6.0 mg/kg AR/ HHEORE 2 61K O 7 $iC
BTGB Y o EiolER, BRFEREOE X ORE . BiEkAA, THLE ORI L%
D3RO BT, BB ISR SIS & 72 > 72 6.0 mglkg KB/ HEED 7 v~ Tl
WE DZRFLR OV & IR, MR, WAEIEROTAIE, REIRI RS R, IAE i oD B g
WNTHEARDNEO BTz, £72 1.5 LT 3.0 mglkg AT/ A REO/DEGFNZ e 55D H 1.
DFRDH BT,

PR AR Cld, B G-E0L SRS & O E s 2 BRIV TR
b=, 3.0 mglkg R/ BEED 1 61K T 6.0 mg/kg A/ AFED 6 BT, ZFLIEOEE D
I X E OB SIS AR BT, 6.0 mglkg R/ HEED 6 B THERHIELY > X
EOEIED TR T,

AikBRIZH1T D NOAEL (37 /v =% & LT 1.5 mgkg (AE/H & &z b=,

(3) 13 BEMEREEERER (1 X) (& 6)

A X (B =7 0VAH, 5~T7 » Hikn, WERES: 5 ILRE) MW7 v=% v A7 D
SR Q&S (Z7r=%T L LTO0, 0.01, 0.05, 0.15, 0.40 }%7*0.60 mg/kg A/
H) 12X % 13 HEFdaMEERRICIS W CGRO b miEfT iUIL L T L B0 Th-
7o

AR ITRO HivT, —eRIE, RE, B, RFnomd, kel
FHORA, RIRE, EPoEih, RRd (WEmiReR) . OEX, lErEE, SRk
PR, S DICEGANE NSRS 5 LY 12 BIHIE SRR, PRS0
B eI NS (D) B GICEER L7e BEITRD b e o7,

NOAEL /%, ARBRICB T oEHETHD 7/1=F & LT 0.60 mgkg (K5 H
EEZ BN,

21



(4) 13 BFEHSMHRER (HL) (24 26)

T AT (HERER 4 SR, SR A RITHERER 250) 2V e T =% 0 A 7L
YOGS (=% L 1L TO0, 5, 15, 45 %160 mgkg {KH/H) 12X 5 13
R APERMERBR I B O TRO LT I Fo L B0 ThHh-o T,

—fRIRAE TIIHERE D 5 ITHRR T 5 L& %2 %héb% DO ADFERD LTz,
DT OHRGHETHR GO JRFTRISH HEFEBRIIZFRD B2 A3, 5 mg/kg (KH/HEED
BT 1 BN ARRAIICEEFE ASGRD DT DA T, Ziuxfs 3 HURRIZIZHA L, 15
mg/kg RE/H UL ERGHETIE UL LIREHEDSERO Bz, 45 &N 60 mglkg R/ HEE
D% 3 BT 40 BEDNOHEIK T, HIEL O V— T OEIEDRTED b, T&“
HRECIIEMAEN 5 mg/kg (A5 HEED 161, 15 mg/kg (R H UL EESHETH 3 BINZEE
oIz, FT2. 45 mgkg RE/HREED 1 FlIONRIEES LD 7= HFERIER T TIPSy S
M, D%, MR, AR, ARRRE K OV G T 2 52 58D HAL7em
-7,

(REHE I OB & T, 45 mglkg RE/ H DL BB GRE TR 580 H iz,

MR T, 45 me/kg (RE/ H DL E#E#ED Ht O Hb OIRAEAZRD Bz,
F7-. HEFFICHEE TIZAW RBC OB B,

MR LSRR T, 156 mglkg (RE/H UL GREOMER O 45 mglkg A5/ H L L
BEGREOHETT V7 X D). 45 mglkg K5/ H UL & GREOMERE TR Z > 7B D
B K OY ALP OIRAEAGRE H ATz,

PRI N OMdas B, BRI E ORGSR L= IR BV io Tz,

TR O B AR A ClE, & TORGRE TR GIELO RTS8 Hit, 60
mg/kg ﬁ@/aﬁm 1 I CYH LS DI DT80 BT LISMN IR R E O 1 51 A
LT REIIERO b o Tz,

AR (2 kb YO, KRR TH S 5 mgkg KE/H TEIMENEO -2 b,
NOAEL (3% 5720 o 72,

5. @SB FELS AR
(1) 1 EFEEESHERR (Tv k) (PR 27)

Z v~ (CD(SD) . 6 ##fh, MEHER 30 I/ ZHW=7 =% A7 LI D
RS (7 1=% //k LTO0, 1, 2 X6 ppm : I ; 0, 0.98, 1.98 & 115.98, M ;
0. 0.98. 1.99 X116.05 mg/kg (AE/H2) (2L 25 1 FMEMERMRERICHB O GRO B
MR T LBY TH-o Tz,

AR R ZAE T U ZEBEAL T S VB BU I EIALZ 13, 7, 3 kU 22 i3 C, &
EHEO 16/22 1] ([ 10 B & OME 6 i) 1 ZITTHLE OISR BTz,

—BIRAETIX, FHERECUREROIEI, EEJGH, Ik, FAfb. MERNEE, J5E)
KT, HFE, SR TR EENRD S, ML ST ROBEINARD BT,

2 P BRI ORE L OMEAT RIS L 0 i
3 RPRED 7 1, ARHERED 4 61, mAERED 2 FlIIsRmFOFR T,
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(RE T, S HEEOECTHEIIHEIATRD B, SFHRRE L i U2 R~ L, i

TIIAE TIERODFEEROZEA LG8 BTz,

FBEECIX, SHERORETIK T3 &)Eﬂto EHERE CIIMAEOEEDZRD H il

TWBN, EEFRAREY 72 ) THIE L7235 A Mo o258 bt METIX
e LAHIL Tz,

FEFEh OB ORI, #5528 KT 40 B O Cldm A ERE O TR FANCH
BIREMEE Cho T, &5 52 O TP HAEROEN s A EROMECHE &
Ay [

IR CIE, FRCEGITERE L7 BEI3580 b iven 7z,

MEFAORAE CIE, mAERT Hb, Ht XO'MCH DX T, WONZ PLT R OHIMER

(4FHEK) éﬁc@tﬂéﬂnm 2D BTz,

MR LFHIRE ClX. mAEROMEECTT LTI, a7 ) VRO Z VR0 g
N L, JEOE 39 T TIT L 7 LD T AFRD BT,

PRFRE T, FRCEGITER L7 R ITFED S pnoTz,

JEERERETIE, MR OV A EORE Tt &, & AR OMERE T R O E &
DOEINDFED BT,

TR ClL, S HEE CEEOIRE, aE. K BHERLOEERIZD b, Mk
B (8., TR, 22, RBAROER) TIIEE. B R, KRR OB A%
HERO LT, 7o, HHBOBAEONEER ., MIROBAEERFED Hi, Y //\EI'J (Hw
M, 5. B, A UTHEF 188 OIERCER, KOO E F b
iz, HHEHORETHZEGORAE . BIROIER L OISR Y o EiOERHFED %z”b
7o

JRERARRR AR T, T EREOIE R OV A EREOMERE TR I FLIEEESE TR &
. T I EEBEDIIE 2 LE D TEESCONS ANGRO Bz, Zhbidims, JEs%
FOSEER 2 2 LTz, £, O Y BN O, Pl OV B D1
My, WO OEIMARDFERD BT,

ZIHDHTRD 9 BN oML, WERE OTHLE DEEICLED :/ké’ﬁ”i“%/? L
T=b O EHER STz, REHIENGI, BEEEOIKT XV HIHE OEEIC L HEE)
FOMT, AU ZED MR O FLE I OV A VY > EiOfE K] itﬁﬁn LD
MtEIZ LD HDEEZ B,

AGRBRIZE1T 5 NOAEL 137 /L =% > & LT 0.98 mgkg IKEH/H & % 2z Bz,

(2) 2 FRFELAMERER (TOX) (P 28)
~ A (CD-1 %, 6lHfn, MRS 60 PUfE) 2 W7 V=% 0 XA 703 v DiRER
5 (0, 0.6, 20&0“60ppm-ﬂé-0 0.5, 1.8 XU 5.4, ;0. 0.6, 2.2 KT 6.7 mg/kg
(KE/HY) 125D 2 RN AMRRICBO TR b3 I T L B0 Th
>77,

—ARRE S OMEEE R T, RGITER L72#E 3R bigho T,

4 B GBI IAE O E N OEEE RS & 0§,
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(RETIE, & HBREOMEC RO CE TR Bz, BRI T CII REE & Lol
LT 4~9 %DIKEZ R LA EEZITRD b o7,

MR ClE, mAEROMETRBC, Hb XUV Ht DI FAE80 Bz,
MIEAA LR LI SR> T,

HRClL, mAERET, BlROER, PO EEEOZ (NIBORE, IEEK.,
BRI S AXTEE) ORERO EANRD LN, £z, BOEENTHEI EOERGHE
(2/120 J T 4/120 1) T, [BIGOZALEHAEREORED 1 B TR b,
JREAARR AR A T, MR Z OB KOV EE Ofix O (FTE. RE. +2
fela. a1, Hﬁ&()\ Zeff) ISR Bil, mHEROREOSFHERS. W
DOIRE K OEEHEESUIMORE & ik U CTHEIZ R > T2, FRHEROFIR T 2 Fill2iE
BERFRO LI & STV D N, BIFIIREICB W AIAEELZRBO R o Te, 0
ftl, MRS, FFlE. R OB D > SEilZi1T 2 mssEd B,

ARBRICB W TR SN HAICEBIT S NOAEL (37 /1v=F%3 0 A7 LT
1.8 mg/kg A/ H TH Y, 7/L=F L AZHHET 5 & 1.08 mg/kg (KH/H & & 2 b,
Fo. BT HiLinoTe,

(3) 2 FEMELAMREE (TY M) (&M 29)

7 v & (CD (SD)&. #9 6 Hfn, MEMES 60 DL/ G8E, MERER 100 DT/HERE) 2 A
TmIN=% L ATV OBAN (G 1~48 : 7= L LTO0, 1, 2 X4
mg/kg RE/H) L ONEEEE S (5 5~104 1 : 7L =% L LTO0, 2, 4 X8 mglkg
(KE/H) 1IZ XD 2 TN AMRBRIZ IV CRO BN EMEFT I  TO L B Y TH -
2o 7235, $55 16~24 70> HEERIE THF O B TR IRRE & i L TRV e R
DIERD BT,

—RIRRE T, 85 1~5 WRHIIMIREE FH OBEOTENDFRD DAL, RikITES, &
iE, BOREFRO Hive, RIEORT IR E O 5O J T RSIC %@#5%@&%
Z HAVKI 3 7 ARRITIRIER LT, E OMIZI T GATER L7 BE 358D b e -T2,

RETIL, @AEREORECER G 15 D, MECE G 38 1) b iRk THREE TIX

EFED BTz,
HETETIE, S HEHORET -RRZRD 2580 B, U GITER L7222k
TR e,

IR AR M QNI AEA RO A X 30 S e o T,

IR ClE, BEICERE LIZBE RO b o7z,

FIFR T, TS OIRED 23 5 CHERFIZRD b, HEORAITE LW
+ FEN5 CEEE T, MUCZERG R NG TR Hive, FHEL B G TR Y o)
IR SUTTENEIT D Hivie, £z, mHEE THRIROMER &K OHIKORTRE 1370 6
iz,

JHEHRR RO CIE, THLE IR DIRE  CRIEDESE ) RS, EREMEEESE
(ZEALMESD . LA RE R OREIEORAE, U o Bk, FEIRRIE NS 23558
Eﬁ}’bfco JERRIRIZ & 2 ZIRIIEEER L 35 2 53 D RAEIRZAOEESEI M D IEIEN Dlifias 1

O BT, BEEY L REiTIEY > BRI T BTz,

24



AFBRIZHBIT 5 NOAEL 131G oo iz,
AFRERIC BN TIEN AMEITIRD IR o T,

6. EEFRESMAR
TSR BR O 0 12 FDA @ 3 HiskBRy I S T,
(1) MEIRATR MERFEAIRGHER - B 181 (Sv k) (1 30)

7w~ (CD %, 5illn, MERER 25 DO/ 50, HEMES: 30 DL/ iREE) 2 W=7 =
FUURAT NI OFANES (Zv=% L LTO0, 1, 2 XUV 4 mgkg (RE/H)
V2 K D HERR R ORI R 53R I W CGRO LIV AT RIS T L B0 Th -
7o BB OREIL, HEZIZAIELRT 63 H O AECHAR 218 U C, MECIXAE AT 14
AR 14 A X 350% 21 HE TITo 7

PRERHAM P BB ZSE B 388 B Ze o T2,

BEW)ClE, —RIBICEGITER L7 B3R b o Tz, iR, SflE
WOMIE, TR O DIEIRAZED ST 605 <, FEFEBEVEILR ) >
7oo RETIE, HEITRERTIEMTGERD Doz, £z, REWOMEIC B s
TR BRI o Te, IR OIER DS 2 mg/kg KT/ H UL B GHETRRO Bz,

EEM) TIX, tHEED B F COMOIEE AT RO FH2 2 mg/kg (K5/H LA B 5
HECROLINT-, ZOM, WEKRE, AR SEOREE, FERNORE A,
SEHIPEVRER, B IR O RRE R OVELIC R G- OB TR e o7, 72, H
AEROFTIRE R OB R GITERE T 22RO o7z,

AFRERIZE1T 5 NOAEL 1%, BlEW O—FEICKR L CRmEGETH L 7 /=%
& LT 4mgkg (KE/H, AFEFRAEFMEICH LTI 1 mgkg (AH/H Th o7,

(2) fEFEHER - L8 (S kM) (ZHR 31)

R > b (CD %, 13~15 s, 25 D/&GEE, 35 IL/xHRE) w7 =%
VATV ORRNEE (=% 0L LTO0, 2, 4 XO'6 mgkg AE/H) (2K
DR IEMHRRBR I IV TERO BT RUILL T D L B0 ThoTo, #ERME D5
(%, R 6 Hv D 15 H E TITWVEIR 21 HISHR L7,

FE it ABRERIZ 6 mgkg RE/HEED 1 FIABKLE L, Z OFEIRITIEER &
OHIEGZEZ LTz, RE, FHEIRE ORI e BT R] U 72 BEN
D LRI T,

WREM T, SEHEERE. FENORRIE A, PR, REL DY 24 FFEAEFRICEK
HORIIRD B - T, 6 mglkg KE/HEED 1 BN /3R OBES R T2 23
LHEEDRFED RO BT, O, WRIIE | (LB O SRR TR BTN,
VD DI HEMBIEIIGERD b o T,

A5BRIZI1T 5 NOAEL 1%, HEW R OMREIZH L T7 =% & LT 4 mgkg
KE/H B2 BT,
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(3) BEESARWMMRZEIREHER - FME (Sv b) (ZHR 32)

HRZ > & (CD &, 18 #flin, 25 PL/fFGHE, 35 DL llE) Z M7 r=F A
TN OFHANEE (Z1=%2 L 1L TO0, 2. 4 X106 mgkg (AHE/H) (2L 5
PEIA N O LA GABRI BV TR LI ERAT I T B0 Th o7, #5WY
BO®RET, Wk 14 B B0t 21 B £ TR0, IREMWIT 4 21 BICHIK L=,

B ciL, AR 4 me/ke (KE/HEED 9 HI ) N6 mglkg ARE/HEED 20 i
DWHET Uiz, T OEEOE/2HRAT IO S A, g, BIBORM UM T
bolz, —HREETIR, WL OIROE F L, SO & ORI O ikl &, #eil
& Vo TP RS S i%ﬁ%t“(‘ 2 mg/kg R/ HREOEBENZ, 4 mg/kg K/ H UL 5
BEDIT & A EDIEIRIZERD BT, IRETIL, 6 mg/kg (A HREECTHIININH] G880 B,
REIMEE 2R LT, PSRRI IR GO BII R b o T,

4 mglkg K/ H L EEGREOALTT » MIISUT D VMRS HREE & b LT
HRIER L=, £7-. 6 mg/kg (KHE/HEECTITN 14 DEERTH 72, ZOHKGHHIT
HERED IR 2R L, B BN ik T B ST A R IR IR 2 747 LTOIRRECHE T LT,

IREW T, 6 mg/kg (RE/ A EEO L [EINE RA TR REE & ol L T o7, IR
#% 21 H £ TOTHRIT 4 mokg KE/ AL R GRETE D> T2, FEROEIGIL 2 K
6 mg/kg (KHE/HEE TR 720, 4 mglkg RE/ HEECIIRHREE & =TTz, Fiz,
6 mg/kg R/ A REOEREITKIEZ R L7z, 4 mglkg (A B CIIHAEROREICET /A
MoTel, At 4 HUBRMEEZ R L7z, PEICIEGORBITE0 s o7, N
i VB BIERIZ B W THRITERA R ORBIRITER 5ITER T 2 EITFED b ivirino Tz,

AFRER CIIREMIC KT 5 NOAEL 135 b ivied o 7o, WEick L Cix 7 =%
& LT 2mgkg KE/H &E 2 bz,

(4) fEFRMEHER (DF) (ZHR 33)

HRD X (ma— =T RARUA ME, 14~15 PU/FERGHE, 16 DL 2 v
TeIN=F U ATV COBANEE (Zv=% 2L LT 0, 3.0, 6.0 & 12.0
mg/kg R/ H) 12 X AMEFEAERBRICB O CRO bN-E T I Fo L B Y Th-
72 BEERIE DB HAL IR 6 H6 18 HITATW . IR 30 HIZHE W oRAs % 550 L 7=,

l%b%f FoORE, RER EREL IR ORI 37850 & VT R OIS
WZEEITRRD b o Tz,

/ﬁb%f %, ERIEIIE RS Iﬂﬂﬁﬁ%{ﬁ%@%@ FENORRE AN, YRR 24 K
MATFRICRGITRER T 2 B IERD D2 > 72, 6 mglkg (RE/BEED 1 FllCHDZE
Hi. 3 mg/kg AT/ E!ﬁi@@éﬂﬁwyﬁf@ 1 B CEER O R FRD 62@71 O DORAR
%, RO 57— 2 OFHNTH - 72, %@ﬂﬁ R, (b EERE K OV dafis
BEDERSO HAVIZA, T3S OFAEZRIZ F EAH BN IER &J%W‘waco

AERIC 1T 5 NOAEL 1., REEh M ORI :id LA OREHETHL 7 V=
F b LT 12mgkg (KE/H EE 2 BT,

l/
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7. EinEaAER

(= 34~36)

BRI 2 45FE in vitro KON in vivoiBROFER A2 14 LR 1510F L i,

314 1n vitroiRBR
EEviy POES M&ED (EES
1HIm%29K | Salmonella typhimurium 78~5,000 ug/plate (£S9) 2
ZrBaER | TA1535, TA1537, TA98, TA100, (X363
FEscherichia coli 'WP2 uvrA
Wt | T X A ==X L2 Z ik |31.25, 62.5, 125, 250, 500 b
HERBR (CHL) Hpa ng/mL (-S9 ; 24h) 3 8
31.25, 62.5, 125, 250, 500 ik
ng/mL (-S9 ; 48hr) -
62.5, 125, 250, 500, 1,000 Bott:
pg/mL (£S89 ; 6hr+18hr) ® | =500 pg/mL
(-S9)
=250 pg/mL
(+S9)
1) JV=FT AT AIVELTORE,
2) E. coli %% 5,000 ug/plate Tld HEOEBHEDGRD Bz,
3) 500 ug/mL O HE TITHREEIED 72 D IS 18 HivZe -7z,
4) 250 pg/mL UL Eo & CIIMIE LD 72D 2R -G 2558 S e -7,
5) 1,000 pg/mL O & CITHBEFEEED 72D 2 g T80 D> 1z,
# 15  1in vivoidBR
ik PO HED [EES
.. - 18.75, 37.5, 75, 150, 300 .
B ML melke (KT, BRI G2

1) IV=F% AT E L TOHE,
2) 300 mg/kg KETITETHO~ T AN LTz,

In vitro BRI IS CIIE R 2R Sl Clat:, CHL e 2 v 7= Yufa (R FL 3R
TIIETH -T2,

in vivo D~ 7 ABREHIREIZ 31T D/ IMZRER ClIfeM:Th - 72, 150 mglkg REDOH &
TILHF AN R TR OB YMERMERE DR T 23588 b TV, WIo M
BIZBWTH/IMEO BRI TR G- T,

in vitro CYLOARELE FHIM A TRET 2 MENH D H DD, in vivo lZBIT 5 /MZRER
TIETHY , AR > TRIEE 2 8@ ET2nb 0 LB XD,
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. —REEAER S 37
(1) —RAREE R UMTE

— KRB OITEN RIF T RBOBIZRIT, Irwin OEZUOeBIEE (v U R) ITHELTT
Shii S A7z, 30 mglkg REOHAAIR TG CREFEDITE), S, AT M O R O 3
b,

(2) PREER~DIEA
HXARE R ~DOIER & LT, B¥SES) (v 7 R BRGESEREE) | Ui (v
U RS X7 T V) | RIE (DY EIRIR) . SRR (T b
BRI HIE) D3RET S 47z, 30 mglkg (RH F COH[AIRZ T XIIERENE GIZB W
WG EENIERD B o T,

(3) BEMER~DIEH
HEMEER~OIER & LT, flE (Erty b 7EFALaT o BEXFZ I T
L DUHE~DREE, vy ; AERESNE) %MV T in vitro TYBH OYHEDRE &
Nz, ELE Y MEHESIL 1x104 g/mL T7 & Fra VU o RO e 2 Z 2 RO
TERZ R UTc, ZOERIL 5Xx106 g/mL ORI TR0 b7z, v FHtElG
TIXEFEZ ORI 1x106 g/mL T 10~20 %, 2x10% g/mL TEEZEIZEA L7-, Zi1
OO TP L VEE Lz, £, HIEERRICOWTIIEEEERR (TR
IRAFEE) DTS4, 30 mglkg (KB DZ &5 CHEZAIZR WV MHNER 27~ L7z,
10 mg/kg (AH F TOR TG TG LD EITR O bR o Tz,

(4) HIRBEIRZERR~DIER

FERAEBR gR ~OIERIE, FE, i, Ofagk, DER (Wb U3 238ETS
ATz FERAZ DUV T 10 LY 30 mglkg (REE D5 CT—1lED U X A DELIL L OWEREL
DR HITDS, 3 /3RITITERR L, mEIZ-DY \‘ﬂi 5 mg/kg RE{ GHETH
T, 10 X O 30 mg/kg (RER GHETIEAM 72 FREN BRSO Tz, Ziu5H1E2~10
SYLAPIZIEE Uz, DO VR T 30 mglkg WETQ@%“@L‘?EQI@{)T} &U\AL\

XD PR MIMEOILE D BEE ST, ZAVD ORI, O3 30 77, LERIL 15 5
CTEE L7z,

(5) KIEHBER~DIER
KIEHRERA~DIER & LT, 7Ykt 2 IR K 2 Rkl & OVSpT R E A 23
BRIz, 102 g/mL O sRE TR OGRS OBRIEDFTED H iz,

(6) Tt

FIRVER (> b ; JRE, Nat, K+, ClIHIE) IZOW TSR, BEICLD
BRSO bR o T,
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9. WMAEYFEMEEICRET SR
— %A NSAIDs (ZHUETEMEITERD B TUVRYY, 7= 2 2O T, Ml &
OEFEICK 25 MIC 1% 32~256 pg/mL THo- LT 2WENH Y 1T E A EHETEME
ERIIRNEEBZ NS,

10. ERMZHBITAHR [E FZHIFS NSAIDs DEMEHEE] (B 38~41)

NSAIDs (Z2OWTIEfEAx OFEF R E IS e MERIZEWTHWLRL TV A,
NSAIDs |37 7% RUEgHh LR~V AR B (PGG K O'PGH) O&RLICES4 5>
suFxrF—E (COX-1, COX-2 %) ZMHEL, HKMIIT R AZ 7T T U8
KONk o ARV UAEO AR A TLET S Z LIk W HPIRIER OERIER 279, — .,
&b —XAREWER & U THUINGE OIRBERAH O TWD, ZiuIi7exa 73
2V DN KD BEEWARZ, FIRIURERSIE DM e OSEY)E D % D D SR
HMIZED LD EBEZ BN TWD IR AITHINC X 281 E 1 HERH 5, Z Ofth,
bt MR EORIWERT & LT, v WbkRelEs . IR OMER. . B AR OFEE & OV
BEBEDO LN HE STV D,

Z OIEALE ORISR 5720, TCOX-1 232 < O/ CIEF IR L T
BHDIZHF L, COX-2 [ IRIEDFEAE LTBRTY A N IA RORIEAT 4 =—F—IZ LV
HINHT2, COX-2 OERBAEIE CIFIIEMHINIRITZE D F FIZ COX-1 DFEFEIC
L BTEHILE ORIER DI IR S D, | &) | Wb D TCOX-2 i) 123X,
FRkx 72 COX-2 FHEFEDBHFE - FERbSTo, L LAenh, FEERICIE COX & TMEHE 7Y
& TFRER ) T AREUTEMIE L3 ECThy, MEFE) L I/ COX-1 ITRE
A ChdhORREFEINDS Z &, FHEM] L Iz COX-2 IZRIET THEIND
2T, HHE M. FIESEORFEOEN CIXEEICRI L DL 2 &, Fo, A&
PEPAPRILO I X > TIENE THEIND Z RGNS TS,

T2 > T, BEOEFER LR T, H5FED COX-2 AEMZARM LI EH
THTNTIEH D HDODLFHIHIEINZEF D U A 7 38845 Z & 3 FEfi S 4, FDA &
WEMEA [T <2220t M COX-2 BRHEEKDOEFE LIV IE L T\ 5D, H< b H
515 NSAIDs THHY 7 17 = F 7% COX-1 KON COX-2 Z 3z lET 5 &
1T, An#Hta) NSAIDs & COX-2 iERFHEFKIC IR X373 2 01T Tlde < . &V
I3 COX-1 & bl L C COX-2 DFLEDIRENE L | AT 0w UTIERIRT & )
H23 B HIZTER, F7o, COX-2 BPUETH LN TWD X 5 Aol B E R kil
AERDFN A2 2D NSAIDs 1285 U A7 BRICOWTIIIAE TRV E STV 5,
— 05, DAEZEOMNEE R D U A 7 AT D JRANC OV TIE, BURER Tl a0k
ZHRNE OO, COX-2 EIRFLEINZ DOBIRIED 72 OIS RIZH T 5 COX-2 12 X
L7aAEYA 7Y (PGle) SOFMAEIEIT 52— T, fivMid COX-112k% ke
VARFH Y (TxAg) 8OAFIHIOFEE XTI =, M/ IMREEEER DT > A H3HR L,

5 T m ALY A 7 AL B T AR S AU MR OEREE 240142 5 A B 2,
6 b AR AR MTE R S AL, AR MR E I A & 5,
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FEREL TR ZERIELL 0 A= XARNRESINTEY,, OEZECIM
DY A7 L COX-2 DERME L OBIEMESFERH ST\ 5,

TN=F T U FEMWEH O NSAIDs TH Y | & MEEIRIZE T DHFLITE STV,
HEERDOIE 7 = T AT 203, EFE2 G50~ T uiR2 AL TW5, v 7usf
X7 —BITa L TCE COX-1 KON COX-2 ZIERINAICPHET 57>, T2 LA COX-1
IR CTH D & SN TEY | fix OB ER CIHELE OIEENFED HILTWNDH Z &)
H. B MIBWTHREROIENZRT b0 L HERI SN D,

. BmEEZET
1. HREHERICONT
i OERERBRICBN T, REMUATH D 7= 0 L0 LG O 5-0H (kD
FRREENEL . L EMMRE SNz L, HitthokE~—b—& LT 5-0H
REBETHVLENDD EEZ LI,

2. FHEFHZEIZONT
(1) SEhEAEEMAER

AFEFEAREIZ DN TUL, SO BIHFEMERABRI TR S TORWA, RS
(& DT v Mz FDA o 3 it e OV 33 & W T e AR 2 S 41T
WD, T b EIOWTIERET R QMR 5588 (5 1 &) (2oW TR Fu ol
AETITONTEY, —HREIGABR L FFETHD EEADND, BIHIIHE L TORE
[FHRBIHOMER TH DD, ZHUIT 0 R Z 7T P OAGRBAE & 5 KBRS
BT 26D LB X b, ZOREITOWTIL, 1 mg/kg (KH/H D NOAEL 2343 541T
W5, £, Ty PR YF L BITHEATEIEITRED HILTWRYY,

(2) EEEHERUFELSAMER

BRI DWW T, 1n vitro OFE %2 AW 718 IR22R A BBk, CHL Beaiiia 2 A
W e R LR ERER KON In vivo D~ 7 A& W BB/ IMEREBR N Ef STV 5,
CHL B:&fiaz AW =Y R B HER IZ W T, | AR TRENEH b OB/ Iz
ST EDFE RGBT, In vivo D~ 7 A& AW T FRI MR Ttk Th o 7= 2
EMb, ERIZE S THIEE 2 DB EMEITRWb D EE X B,

Fo. BBIMEZONWTIEL, v~ T AKNT v M & HWTE 2 FFE D AMREROWT I
WZBWTHRENAMEITERD o7z,

(3) NSAIDs DOEIERICEET 552&

NSAIDs {Z DWW CIEEERSED H A T2 OFFINE L 2B b MERICBOTHW SR
TW5—T, BWEA & UTHXUINFEDIRTIZR. £ Ol i MrbseerEds, iR
MOIER, KB DI OB O LA HE STV D, I HITHRITIZ/R> T,
—HD COX-2 B PHEATLAMEZESMINEAET D U A7 BN 2 Z & A S 7=,
NSAIDs %22V TOLHIZECINZET O U A 7 [ I TN E STV DA, U A
7 MO FERNZ DN T, B R Tl BEERORE H 72 D0 COX-2 BRFHE 3K
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N DIFIRMED T2 DI ERIZIIT H COX-2 12K D PGl DA AT 2 —J5 T, 1
/MR COX-1 12 K% TxAzr DERHNH ORI M/ IMREEEIE- D23 F 2 273
AR, FERELTURZZ LR SEDL LN AN ALNEEESNTEY, DEZER
JzE o U 27 & COX-2 DOFERM: & OBEEMEA R STV D,

TN=F D COX-1 KT COX-2 (IR DIRVEIZ W T, FEERAYA COX-1
(BRI E SHTWD, Tl QBRI CIHILEOIRESRO 6N TEY | B MW
THRROIEM Z T b D LHEI S D,

7k, LD TR SV O REZEOIM R 0 U A 7 ERNT. WU BRR B A R
[FARA L 72 BRRSHEE - PRNSERO DD FIR TH 5, (BT E 5 NOAEL (Z#b) 7222 ef%
B O TRIE SN2 ADLICHASWTEBL SN DR IZBWT, 20k e HEOR
ORI FRIR T Z VISR E X Bid,

3. —HERFE=E (ADI) DOEFEIZDOLNT
(1) SHEFHEEDITY FRA > MZDUT
W SN A ORI W T, RWEER G ORENRBO LN b DD H b,
BV NOAEL X, 7 v AW 1 ERIEMEREMREROHLE 2T 0.98 mg/kg
{RE/H CTholz, R CIHEEREII U A KT v MW 2 FERPFER AR TH
ROLNTEY ., BT 1.08 mgke (A5E/HD NOAEL, %#%1% 2 mgkg {K&E/H D
LOAEL &5 T\ 5, A X &MV 13 il dEEM #1548 ¢ NOAEL 0.6 mg/kg
(KE/HPEONTWENR, 2T ORBRICBIT ARG E TR ENR 2B 5
NTWRNZ 235 ADI ZEDT=H D NOAEL & U CTEAT 2 DILE c/an e &2
vz, HOE OIEBERIEL. b MK LT NSAIDs O FEAZRIER & LTS
TR, v UAKNT v FTROLNTHEEZEILe MBI 7 V=% O
FHIOFEEE S L TEY THDH EFEZ HILD,

(2) —HEREFERE (ADD OFFEIZDONT
TN=F T AZOWTE, BI@mERN A E RN EEZ LD Z Enh, ADI
BRETDHZENTRETH D,
EHFEMERBRICB W T, B EREDOEENRBDLNT-H DD ) Bk HIEW
NOAEL (%, 7 v h&HAW 1 EREHEERBROMEE A HE-5< 0.98 mg/kg (&
F/HTholz, T FEAWE 2 ERIFED AR Tl 58D 2 mglke (KEH/H
FECTHILETEERN RO DIVTWD A, ZOEOFTRIL 1 FiEEEHEHERTH 1.98
mg/kg (AHE/ ARECRO LI TE Y | FHHIMOERICHE S BET K E < 20 b O EH#EE
SIND, BT, w7 REHRWE 2 FRFEN AMRER TR CIHLEEE D= RARA
Rk L TiE 1.08 mg/kg A/ H D NOAEL 5351 C 5, HEETEEIT NSAIDs
ORWERH E L THFEZEO TEMBNTEY,, OB LD EBEOZEIIRE 20
EEZONDIEEEFEZDE . TN=F D ADI HRET DU - TET v b
1 AEREME TR O LB 222220 NOAEL 0.98 mg/kg A/ HIZZ224%4 & LT 100
Z-3E 9 uE 4y &I & . ADI L 0.0098 mglkg (KHE/ H & 5% E STz,
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DXy, 7= OBMEREESHMIC OV TIE, ADI & U CROEAEAT
HIENEYEEZ HND,

Z)L=% 2 0.0098 mg/kg (AE/H
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CAAE 1 - KBRS, (PR RUHEER)

HEFR {540 B O =
5t R 71=%T
H3C CFs3
N N/
5-OH & o
HO HN —
\ /
COOH
4£-v Fax 7N =%
H3C CFs3
N AN
4-OH 1& o
\ /™ >
COOH
2-t ReX T AF LT =%
HOH:C CFRs
2-Me OH &

)
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(IR 2 - IRENEFRENR)

PR Eay i
ADI —REIGrFA &
ALP TIHIVKRAT 7 H—F
CHL T A =— AN L AL — il AGH R
Crnax e
COX vrutxv s —8
EMEA R = 38,0 T
FDA SKIE] e S R AT
Hb ~NEZubey (fLfs)
HPLC Wk a~ 727 41—
Ht ~~ b7 Uk
LC-MSMS |tk v~ N7 7 4 —1% T NEESHT
LDso FHEBEE
LOAEL e/ NeEtE
MCH IR MR 4.5 &
MIC e/ NEA PR
NOAEL iicsr e
NSAIDs FEAT B A RPEFIARIESE
PGI; TuARZY AT Y
PLT M/ IMRER
RBC IRIMEREL
RffE Relative to Front Value
Tz THRHR]
TLC e~ NT 74—
Timax el () HhiR R
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FDA : Freedom of Information Summary, NADA 101-479, 1998

K AARREER St BRAICAR 2 B AR T I B3 2 e Sk

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

EMEA: COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,
FLUNIXIN, SUMMARY REPORT (2) , 2000.
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A St A o #—~ > . 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) (RAF)
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A St A v #—~ v . SCH14714 (Flunixin NMG) : A milk total residue
depletion study in dairy cattle following IV administration of 4C-Flunixin
meglumin (Study No.98493) (R/AFR)
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(flunixin meglumine) inrats (P-5760) (CRAE)

R AARRIERR S, FRRAICHR D B iR 2 M Z B 2 il Bt

372 R 24-month oncogenicity study of SCH14714 NMG in mice (P-5403)
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Susanne Fries and Tilo Grosser : The Cardiovascular Pharmacology of COX-2
Inhibition. Hematology (AM Soc Hematol Educ Program) , 2005 ; 445-51.
Tilo Grosser, et al : Biological basis for the cardiovascular consequences of COX-2
inhibition: therapeutic challenges and opportunities. J Clin Invest, 2006 ; 116 (1) :
4-15

Brideau C, et al : In vitro effects of cyclooxygenase inhibitors in whole blood of
horses, dogs, and cats. Am J Vet Res, 2001 ; 62 (11) : 1755-60

Riendeau D, et al : Comparison of the cyclooxygenase-1 inhibitory properties of
nonsteroidal anti-inflammatory drugs (NSAIDs) and selective COX-2 inhibitors,
using sensitive microsomal and platelet assays.Can J Physiol Pharmacol, 1997 ; 75
(9) : 1088-95
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