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C

fREEGERIE AT D [7/L=F 3> (CAS No. 38677-85-9) | (ZOWT, HFEATAML=E:
La O TRIMWERATM 2526 L=, 78, 4, FEWEhReREs (5) MUYEERER
(F5) DOEGFEDSHTT- I ST,

P AW EREBRAGREI L, e (T > b, A X, B, AROL) | R (K. Ft
L), 2MEEE (VAL OT v ), maEENE (T b, A XKV | BHEE
(T v B RBBRAE (T AKOT v b)), EiERAEREN (T v AT HF) | @Efsigit,
— R E DR CTH 5,

TN=F AT, B Tl R R BRSO TR B CRENE I Lo A
D LT ThH o720, ~ U A EREIEE V= in vivo /MEREBRCIIEMEThH -
T2 Einh, ARICE > TRIEE R D BEEE TR VWb D L F 2 bz, £, FBHBAME
AHBRIZBW T, BOAMEITRD BN oTz, LIeio T, ZA=F T 03, BiEmEds
NAMEZTRERNEEZEZ BNDZ b, ADI 2% ET 5 Z ENARETH 5 L S nrz,

KRR B W TR E & 5- OB GRO L= b 0D 9 b i H KV NOAEL
1. 7 v MERAW 1AEREMERERER ST 2 LS 2T EE-S< 0.98 mg/kg R/ 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 D—HkE (B 1)
4 7v=%T
Hu4, : Flunixin

3.t (BHF2)
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. ¥ S
C14H11F3N202

5. 7FE BB
296.24

6. BEX R

HyC CF, OH OH H  OH
=" " HOH,C — c c c c CH,NHCH,
\_¢ H H OH H
Z00H
7N =% > (Flunixin) A7 N3 (Meglumine)

7. FAROERBRRMEAKTEE (SES3. 43)

TN=% AFFERT oA RETIRESR (NSAIDs) T, %< OFICIERE LD =8
IZA TNV UHEOIEETRANE STV D, 1EREEE LCTiE, AR T 7% NUBEh
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,

AHN % FRGy & T 2 RESE IR, KIE T 1977 FEITE KGR ST LM%, KIE,
RRINAE, A—A 5 Z U7 HEEERST U7 #EZ 5 40 2ELL ETHEGR I TED



FROEb G E LTSN TWD, BATHE, FROKZ SR E LB RS
i DFKGSAND D 5

Alal, Ok ARG DG S PR IMERE AR 2 FHl A AT BIR R & 0 25
INTEHLDOTH D,

I. RE&MEICRIMEOHE
1. EYEhREHER
(1) EYENREHER (T b, TRIT - HEiH) (BHE 4, 5)
Z v~ (SD A, M6 PL/RER) 12 3D T IVIRF IV D [RS8 2 AR50, U 7 14C #Eask ~
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 UC AR 7 L= 3 VIREEI T G- 1 R IZ Cmax 278 L, 15.60 pg eqlg TH
STz, TD, 5 24 BFElH£1213 0.09 pg eq/g. %5 48 HEEIH%I21E 0.02 ng eqlg & 72
o7z, AMPPEEXMAEFRE L VK, RILERP~DRZEITD RN EE R BT,

Z v b (SD %, HE6VL) (2 3{iDHIVARF VIO RFE I LT 14C k7 L=
FLUATNI U EBANES (7v=%2 02 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 (SDF&. HESID) 1T 3D R 7 m A FLIED R AR U7 14C 12E55%
TN=F T AT RS (=% L LT 10 mgkg KE) L, EX
IR OPEIA G S iz,

BG4 48 RN ST EHEMEL, BEEOENZNFEF 61.09 %L IR
29.22 % Th o7z, FHF% 96 R TIIFEEF 62.87 % L UK 29.52 % & 72 o7z,

(2) FEWEhREEER (v b, 2% - K38 (BHE 4. 6)

7w & (SD ., M6 VL/EER) 12 3D DR F I NVIROD fRFE 2= L 7= 14C 1k~
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,

7w b (SD &, MERER 3 VL) & HWC UC k7 L= > > & 7 HIETRHTRE 05
(10 mg/kg {K&E/H) L., JR, #&, IFg& OVBIRT OMRBEE Sz, BEHEMX
PRHIZ 33~40 %, #HIZ 39~40 %23 gkt X7z, IR XITFEHP ORZR, R & LT
4-v FaXxr 7= 2, 5 Rafxv =%y, 2-8 Rafd o AT /L7 )L=F
v (I OREMWELLT T4-0H &), [5-OH {K], 12-MeOH &) &\v5H,), 7
=% R OKBUIR OISR N 7 L =F 2 o A F LT 2T URFEIE ST,
FREHRICBIT 2 OB 2R 1 IR Lz,

F1 Ty MBS U ESRT7 =% 7 AMMEROBEESZO 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-Z/V7 0 =F—ERNB-I/NI a=RALT 7 X —EDIRATHER,




(3) FEWEhREEER (1 X)
A X (B =7 )VHE, 5~7 DA, MEHER 5 DL/ (27 =F% 2 A7/ 1N 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,

(S8 7~9)

#* 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 0.527 0.497 0.424 0.510
04 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

AXNZTN=F T ATV EFRIRN, T RO DS (2 mglkg AEH) L7,

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

¢ &’é‘ % Cmax Tmax T1/2
BT (okg k) | (ughml) (h) (h)
% 0 4.3 0.75 10
BT 3.0 1 9

MR, OB TIE, &5 12 B2 0.05 pg/mL LU FIZ, K TF#S

T, 5 18 INfi2IC 0.029 pg/mL LA FCBd Lz, FHIRNEGZRON T, 53
5314 7C 10.3 pg/mL Th o723 12 Befil1213 0.035 pg/mL PL NI Uiz, A200F)
FEE, BOBETIT %, FTFHRETR%ThHT

(4) FEEhReitiR (H. RN - HEtt) (BH 10, 11)

B (7710 y RKEORZ X —RT7 Ly Rfl) ZHWEIZ V=% 0 AT D
RN IR D (=% & LT 1 meke KE) HEI2HB1F5, M15E Cnaxe Timax
KO Ty BHE) 3R 4 DEBY ThoTz, TNENOHEEGRIIZOWT 4 BHADBHWD
T3, RRIEEE# S Tuveuy, BRIRNER GO, BG5S 134 10 ng/mL
IZEL, TO% 2 ORI R L, OG5 TIXRENNT EOEY R I3
80 % ThH o7, 2B, WEMBOT —Z0 0, F 3HOTFEIRRIN TN DEN, K5
12 B LIBEORIEICB O TR SNz 7L =F o U BEITEIMEE Th - T,

10



x4 BOTN=F ATV CRFRGIIBY D TR ERE T X —F

Y &’é‘% Cmax Tmax T1/2 (B *E)
BTREE | alkgk®) | (ugml) (tnin) (h)
%O T=F 3 <30 4.04
FRARAN LLT1 — — 1.6

B ORE, MEGTH) IC 7 =% AV VR V% 5 HEE RN S (Zr =%
& LT22 mgkg RE/H) L, #&HY (oG 1, 20 3, 6, 12, 18, 24 X148
REff) 1 CERI L Cf iR B A LS S 7z, W OEIR G ks 5- 1 Bk ©
mEfE (5.0~12 pglg) L. ZOEBD U ThREHR G 24 FFZ 1T TOMEE TR
HIFRSA (0.05 pglg) At & 72 - 7=,

(5) EYEREAER (. MHRE) (SR 44)

55 (Grade Ff, i, EEER OMER 4 SR/EE) (TR 28 (~— R NI OERIAD)
DIN=H L AT VIR RREE T o — 72 L0 HelsgkiRt nds (7r=%
& LT LImgkg (KE) L, 70 A4 — N—@BR)N I, 2B, 62 a5
MlEl G- 21 BARICFEM S A7c, RRRFAICERIL L, iEF 7 v = 2 L REH HPLC 12
LV HlEsnT-,

HENHE/ NT A — B E2RK B ITR LT, TA=F v AT LI v D—Z NI Ok
R OIPENIE ST A — Z | TAEMFHNCRIETH D LB 2 bz,

£ 5 IEIZRIT 5 R DF O BIRGRERE 1 5 54 OFENE T A —2 D

i Crax Timax AUCo48
(ng/mL) (h) (ng-h/mL)
~R—Z M| 7.14+1.38 0.48+0.14 20.80*6.02
HERIA 6.91+0.93 0.46+0.18 21.54+5.48
BehE  WAE L blc7 =% L LT 1.1 mgkg (KE n=8

FERIZ, 5 (BT 7L N, 4~10 5%, MEME, 4 58 IR 28 (—X M
MOSERIF) OT7 V=% A7V A2 HERRHIRE DG (=% L LT
1.1 mgkg (KHE) L., 7 r 24— "—3BN5EE S i, 728, 5 2 BB GIIgmk S
T BRI S S A7z, RN ML L, e 7 L =2 3 REEDS LC/MS/MS (2 & 9
E 3Tz,

SMENRE T A —H K 6 1 TR LT,

11



& 6 BT 5572 HHI O HERHRE O & 542 OEYERE T XA — 2 Q)
2 Cmax Timax T2 AUCo-48
(ng/mL) (h) (h) (ng-h/mL)
~R—Z M| | 4,449E576 1.34+0.55 7.01+1.10 28,524+3,721
BT A 4,110+£835 1.00+0.35 6.96+0.89 26,510+£6,215

(6) EWEResiR (K. 2%) (B 11, 12)

B ORFRE, ME6TH) Ic 7 =% AV V& 5 BN SIRNES. (7r=%
L LT 22mgkg (RE/H) L., Bef&f b 2 V7 BEIC 3HET D& AV TRk i s
DR ST, MRERICISWN T, i, TR, &, HERG R OV N O W Rk 23
WTHBRHBRAR (0.05 nglg) KiificdhH o7z,

[FRRICE (BFE, ME65H) ([C7 V=% A7V % 5 HEEREIRNRS (70
=F L LT 22mgkg RHE/H) L, R E 2 KOVT HIRIC 3 81T D% IV THLRR
HIREED SRR S 47, MRERIZIW T, A, . BE. BRI OVIMB OV L oofd
MRIZBOTHBRHERA (0.05 pgle) KifiCTh o7z,

(7) EHEREHER (4 (BHE 13)
B (T V—=U7 U, WHMENR ORESS 3 8H) ICUCHER 7 L =F T AT NI % 1
H 1[E 2 BREFIRNEES (=% L LT 2.2mgkg (AF/H) L. FWEHHREIC OV
ThEt s,
PEld) (R OFE) P ORBEHEIERIEROGFHE, WL OEDO W 55 90 %
Thotz (T, 7B, B b% 72 FFE F CITHRBEG-EON) 97 %O BUHEE3E]
Ehni=,

x T FTBTDH UC IR T V= ATV 2 AR G4% O 5
TEVEEIGR (%)

SR % 48 O T R EICE (%)
5 ) - -
BRI 7 % ol e
TWASHLIE 50.01 39.82 1.79% 91.62
i3 39.65 48.08 1.47%* 89.20

. 7a T —UA TBRLATEIER (%) =P R bz B (%) n=3

MR 1, 2 MRS b AR U, S MR 1T o FEClEdR S
BHCONIK T L, B AHTIEOOECNTIR T L, WFLMER OV TIE, BEalrkD 2
bR L, 2 [ERE% BIREREEOZ(LTH -T2, 5 1 KON 2 [E# 54 O ik
SHEMREOZE(b AR 8 IR LT, A HEHEHIREIZOWTIE, iR SR
FEL DD URWMETH 7208, IRELENIFEE CTH -,
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# 8 HFITBITD UCHEGR 7N =% A7 N3 2 HREEHIRNES-5 OFHm g
EHEMEREE (ug eq/mL)

5 1 e 5RREH  (h)

5 2 Al 5ARIEH (h)

SREh
# 557 2 3 24 557 2 3 24
WASFLIE 18.24 0.65 1.59 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

LSRR L, FHEEZTHR, B 1 FEOE 2 [Bis 9 K% T
0.04~0.09 pg eq/mL ThH o7z, 5 1 [EH5-4% ONLEIF I HH BTSRRI 70221k
ZFR IR LI,

* 9 HFIBTDH UC ISR T NV=F A TN 2 ARIEIRINR 55 O 7L
FEFHEERE  (ug eq/mL)

75 1 Bl 5 (h)

9 23 33 47 57 71
| b R [
?Lﬂriiﬁiﬁg%& 0.05 0.01 0.06 0.01 0.01* 0.01*
BHEIZT2EE (%) 0.02 0.00 0.02 0.00 0.00* 0.00*
* 2 2 GHDHE n=3

AP OBGHEMERE X, R, BhE, NEH R OMSE CRinoTo, Bk 514 DRRE
7R O TR MR 2 32 10 1R Lz, fhoofiisk (Pig, @I, &, DiE. ik,
W, IRER, FEEEL. BRI, BUE. BEVIAOVE) ORSREMEREZ, WIhokRICE

WTH, EERFUIIMEXITE BRI BERH) Th o7,

# 10 BT D UCHEGR 7 L =% 0 A 7V 2 v 2 B MR IR 514 RS T
TEMERE (ug eq/g (mL)

R o e G4 ()
24 72 120
T Mk 0.37 0.11 0.06
WL 5 Jﬁ 0.37 0.10 0.05
ENe 1.26 0.10 0.00
if. #E 0.11 0.05 0.04
T Mk 0.69 0.18 0.11
o ek 0.67 0.13 0.06
ENe 10.20 0.04 0.00
if. #E 0.08 0.04 0.05
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(8) EyaEirEsdig (VL) (B8, 9)

PIUZIIT D UCHER 7 L =% U A VL OB L (=% b 1L
T 5.0 mgkg (AHE) TIE, MSE Tmax 13 24 43 TH - 72, HEIHFFEDIC 33~37 %, RIS
63~68 % TH o7,

(9) Z0thxRE (BHE6)
TN=F D AFMEE S R E L EEICHEAET A ENHLNTEY, £, BtE
U THIBE IR SN D & STV D, THRIZOWTIIEZS < DFSCMFEL TV D
D3, Ty e TS DERFRD LIV TWD, ZHUTITEHEIZHWD FIREDTY 5
%iL®\W<O#®l¥ﬂ%%bf“5k%z%ﬂéﬂ\%@—o&bf7w:%y
VU NRIERIRR I R EF SN D Z E R SN T D,

2. REGER
(1) ZBHER ED) (BHE 14, 15)

K (CMERE, # 2 A, EERES BAMGR) IV =F%T U ATV VHFEZ 1R 1
] 3 HFWNE S (Zv=F%3 L LTO0, 2(FEHABNU4 Q%R mgkg (K5H/H)
L. RRRE) (&t - 10 7, 14, 21 LN 28 HIR) 127 v=F v > KOG (5-OH
&, 4-OH AKX 2-MeOH {£) O/EHEREIBF S, ek, Mt o7r==%
2RO DOREMIEE X, HPLC IZ X 0 HElE Sz (RHIFRA : 0.01 pglg),

4-OH &1%, Wiz Tb e s S hoiz,

FEHHRRT O 7 L= 0 OREY (5-OH 5K 1 2-MeOH {£) ORI B2
£ 11 LT,

TN=F T O 5-0OH IR, Wi GRHCRWT, Bf&BES 21 BRZIIZER i
PR & 72 o7z,

2-MeOH A1%, 4 mg/kg KR8/ H 5RO &G 1 B 3 FIH 1 FloiMm i Tk
HINzOHRTH-T,

F 11 KRBT 7= 0 AT RIBIRANE S %O 7L =% 0 KN
P O IRE  (ug/g)

(mg/kg fAE/H) 1

1 g B % % ()
- Wk | obER
7 14 21 28

TN=H T 0.03 - -

1 4% 5-OH & - - -

2-MeOH 1 - - -
2 T=F L 0.11 0.04 - -
Ji ek 5-OH 1 0.02 — — —
2-MeOH f# - - - -
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=
i

TN=x

0.10

0.02

0.01

5-OH &

0.01(2). —

0.03. — (2

2-MeOH {£

/NI

TN=x

0.02

0.01, — 2

5-OH &

2-MeOH {£

st}

TN=x

5-OH &

2-MeOH {£

e G-ERL
A

TN=xF

5-OH &

2-MeOH {£

P GERAL
JEIARA

TN=F

5-OH &

2-MeOH {£

Al (i
RH5)

TNN=x

5-OH &

2-MeOH {£

TNN=x

5-OH &

2-MeOH {£

0.01, — @)

Ji e

TN=FT

5-OH &

2-MeOH {£

=
i

TN=F

5-OH &

2-MeOH {£

/NI

TNN=xF

0.01, — 2

5-OH &

2-MeOH {£

st}

TN=x

0.01, — @

5-OH &

2-MeOH {£

He 5480
s

TN=F

30.02

0.05, 0.01, —

5-OH &

0.01(2). —

2-MeOH {£
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PeHpL
JEDARA

IN=F

5-OH &

2-MeOH {£

TIN=F

5-OH &

2-MeOH {£

Ny

TR (0.01 ngle) o -
) BRHIRACRIE 2 A TR R AN SO, WERRY () MIchil iR

LN =X UL LTOREE

n=3

[FERIC, K (LWD SR, #92 2 Hilin, EERE 3 BIHFR) IZ7Vv=F T A7V UH
Al 1 H 13 ARIFANES (7/r=FT & LT0.2 (F A8 MU 4 (2 {58 mgke
RE/H) L, &R (Rl 10 7, 14, 21 XUV 28 HE) IT7=F T KOZED
& (5-OH &, 4-OH &K 1 2-MeOH {£) DOFAFEH IR PG S 7o, 72d, Mk
FDOT7 =% 2 OZ ORI L, HPLC (XY #lES7Z GRERA @ 0.01

ng/g),

4£-OH KX, Wiz T e mi s -7z,
FEHFRT O 7 L =% 2 ORI (5-OH 15K Y 2-MeOH {£) ORI B2
F121TR” LT,
TN=% . 5-0H R KN 2-MeOH {A1%, MifGHHIRBW T, &i&#s 14 LI

(TEBIDRHHBRIAN G & 7o~ 72,

# 12

DOV TIRE (uglg)

KIcBITHT7v=F%2 0 X7 VHRRIBANERGESZ O 7 V=% 0 KN

el " Brie 5% ¥ (R)
FELA SyBTHE A
(mg/kg AT/ ) 1 7 14 21 28
TN=F 0.10 001, — @ - -
IR 5-0H {& 0.03, — (2 - - —
2-MeOH {£ 0.01 0.01 — —
T=F 0.22 0.01(2), — - -
Jilit 5-OH {4 0.03 0.07, 0.01, — — —
2-MeOH 1 - - - -
Th=%T 0.25 - -
2 ik 5-OH {& 0.19 - —
2-MeOH & | 0.01, — (2) - -
Th=%T 0.08 - -
/M 50H{& |0.15, 0.03, — — —
2-MeOH 1 - - -
Tn=%vr | — (2., 0.03 — -
B 5-OH {& — — —
2-MeOH {£ 0.01 — —
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1) BHRFAR 2 & AP EZ RO S b o, HEMEETY () PICHERE TR

17

| =% 1.12 — —
BehEs
B 5-OH 1k — — —
WA,
2-MeOH {4 — — —
e | =% 0.04 — —
2 NEJERD 5-OH 1k — — —
A 2-MeOH 14 — — —
Th=%r | 002, — (9 — —
fr (Y
5-OH 1k — — —
Seril)
2-MeOH {4 — — —
TN=F 0.07 — -
i 5-OH 1k — — —
2-MeOH 14 0.02 0.01 —
TN=F 0.23 0.01, — 2 -
Jli 50H#  |0.02, 0.01, — — —
2-MeOH & — — —
TNN=F 0.25 - -
RSl 5-OH 1A 0.04 — —
2-MeOH /& | 0.01, — (2) - —
TN=F 0.01 — —
AN 5-OH {4 0.04, — (2 - -
A 2-MeOH 14 0.01 — —
Tr=x%r | 001Q). — — —
=1i0] 5-OH 1A — — —
2-MeOH /& | 0.01(2), — — —
| =R 1.53 0.05, — (2 -
BehEs
B 5-OH 1k — — —
WA
2-MeOH {4 — — —
e | Tr=FT 0.20 — —
NEJERD 5-OH 1A — — —
A 2-MeOH 14 — — —
Ir=x%r | 001, — (2 — —
fr (Y
R 5-OH 1A — — —
B AN
2-MeOH /& | 0.02, — (2) - —
— ARHIFER (0.01 pglg) A LI =F% b LTCoORER n=3




(2) %BHER E) (BHR 16)

MR (R, K02 D Aillin, EEME4 BRRER) 27 V=F T 0 A7 U8KIE 1 H 1
[l 3 RN S (=% & LT 2 mgkeg AHE/H) L., I RERE 1,
3. 5. 7. 9 KTN15 HTE) IT7 /=% OFHFIREI R SN, 7ok, MfkHo
TN=F TV UREE, HPLCIZX W HIE S (BREERS : 0.010 pg/g).

FERAR 13 TR LT,

BOEBED 7 L= U L OO DR G INN Th - 7208, HReikiks 9
A 2 LARR 35 SRS ASw & 72 > 7,

# 13 KBTI D7 =% A 7 URFIHANEG%ZD 7 v =%
FHARIREE (uglg)

ik s b% B (H)
' 1 3 5 7 9 15
Be5HR0T —. 0.010 (2).
, 0.640 0.032 0.024 —
A 0.587
! —. 0.012.
. — (3. 0.025 - -
(EFREM) | 0.014, 0.019
Jhie 0.136 0.020 0.017 — —
ik 0.141 0.018 0.016 — (3), 0.013 — —
— (2), 0.032,
/NG 0.030 0.031 — —
0.033
—. 0.023,
i) — —
0.027, 0.069

—  FRHIRSE (0.010 pgle) K n=4
1) BRHIRAARR 2 & AP Z RO By oid, HEMED () NICBhEE L

(3) %BHR ELD) (BE17)

WA FAAS A FE, WG 1 A%, L&KW 2Tkg/H, 3B/EE 27 /1=
VAT N KA 1 B 1A 3 BIMERIRNER G (T v=FT L LT 2 K14 mg/kg
RE/H) L. BRI ORcf&d s 12, 24 KON 36 HEEIR) 127 v=3 2 0 BV O
¥ (5-OH &, 4-OH A&} 2-MeOH 1) OFHIRE I ET ST, ek, It o
TN=% L OO OREE L, HPLC 12X W HIE L7z (KHRA :0.03 pg/g) .

2 mg/kg (RHE/ ¥ GRETIT. BofkiES 12 FRE%IC 7 L =% 2 0 ROV OREIIH
HHBRFA N & 72 0 | 4 mglkg IR/ HHGHE T, Foféx G- 12 RFfE#&IZ 3 5119 2 fillz 5-OH
K (0.04 X Tr0.07 pglg) M ENT-OHTH -T2, &G 24 FFR%IZIE. 7v=
X R OZEOREWNTNT IS BRI & 72 o7,

RIS, WAL (R AL A AE, WFLBRAG 9~10 22 H %, FLEK 16 kg/H, 3 BA/HE)

7N =F v A2 UBIRIAE 1 H 1A 3 HEERIRNERE: (Zv=F%2 ot LT2 K
W4 mgkg (KE/H) L. BREFAY (BERG- 12, 24, 36, 48 KUV60 %) 7=
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F U KROZEOREY (5-0OH (K, 4-OH (K& Y 2-MeOH 1£) Ot HFEEEIZ OV TR
SL7= B, Ao 7= 0 KOEOEMOREE L, HPLCIZX v HlE LT-

(FRHAFRA : 0.03 pglg)

FEREZF 14 1R LT, 2 mgkg (RE/HEGRECIE, BikBeS- 12 Refii#% < 3 fil 2
B 5-OH (R H S 7-28, Iefee G 24 B ICIT 7 v =% o 0 R OVEOREWIT
W BRI R CTH -7, 4 mg/kg (KE/HBEGRETIX, HRi&he s 12 Refitkic 7
N=F T KON S5-OH (RD R S 4, Hofédx - 24 KT 36 IRl T 3 4 1 i 5-OH
RO ST, ks 48 Bk ICIE, 7= U R OZoREmIT Ot
BRHBREAR CThH -T2,

F 14 WHFIZBIT A7V =% 0 AT UEIRNE %D 7 v =% 0 N
RS ONVIFH IR (uglg)

b e R A ()
SNSRI S
(mg/kg ARHE/H) 12 24 36 48 60
Th=FL — — — N.T N.T
—. 0.05.
5-OH {& — — N.T N.T
9 0.03
4-OH {k — — - N.T N.T
2-Me OH {& — — — N.T N.T
T=%>r |—.0.03 (2 — — —. NT 2 |—. NT @)
— (2, — ).
5-OH {& 0.09%* — NT 2 |—. NT (2
4 0.06 0.03
4-0OH & — — — — NT @) |—. NT 2
2-Me OH & — — — —. NT @) |—. NT 2)
— MRHEFES (0.03 pglg) A N.T : fEsd n=3

¥ =F oL LTOREE (mgkg)
2 3 PIDOIEZE T,
1) BRHBRAARN 2 5 A EHE A RO i b O, HIEELDY () PICHB A o

(4) %BHR F1@) (BHE 18)
WEA GRAVAZ A A, 8 51 ¢ m A PEVEFLATI S QMR AR PEERL A 1A% 4 B1) 1T 14C
AT V=X ATV v 3 HREERIRNE S (T v=F%T & LT 2.2 mglkg (A
/H) L. HEHEMEORE R O SG T S vz, St 2 9l Gai A bRk G- 8 X
(£12 B ET1 H 2 [EERELL, JREOFEIZOWCIE, #lEESETH S H)EES- 8 H
HBFET22RM T LI 2EEDENLEI LT, 7=, #lH%E 9 XX 13 BEIZITHE4-
Z &R U C M A BRI LT,
FH P OB HE I T T, B 5% ORAID 3 IO 2 i S
PEIREEIE 3~142 pg eq/kg TH Y . 1 B H OFEAIZIIT HFH T 1 B3 142 pg eq/kg,
0 O THNE 71 pg eqlkg LN T oTz, Heifddc 5% 4 [BIH O#EFLRF £ TR O 1 41

19



ZERUNZ TRl 5 ng eqlkg LA T & 7p o 70, SHEFRERIZIS T D OFRE BEOfRES-
B2k 58513 0.01~0.02 % TH - 7=,

B G5 DD 3 [EIOHEFLUIZ BT D28 FHI O 7 v =F 2 0 R OREIIZ DN T
HPLC ZMAWTolr Lz, FLHT ORIk 2 5-0H ROFEEIGIE, Eheh
46, 17 kR 22 %, 7N =F T OYEIEITENEI 18, 20 KT 22 % Th o7,

Fo WIEHRE 9 KON 13 HIZIZIT D6k T O BEHTEMEREEIL, T 0.043~0.224 pg
eq/g. Bk 0.033~0.126 ng eq/g. fHA 0.001~0.003 pg eq/g. AEHH 0~0.012 pug eq/g TH
77,

24 R Z &2 2 BEHOAD BEER U T2 R OFGHEMER I, 0.077~138 pg eq/g T,
PRI PR ORI 5B 6T D EIA1E 22.22 T 69.09 % Tdh o7z, A DS
FEIX, 0.062~43 pg eq/g T, FEHHEME ORI G-RITT 2HIG1E 58.58 LT 50.94 %
Tholz,

(5) ZEBHR ELO) (B 19)

WEHA (RNVAZ A Fd, 25 1« A EVERLATI R O A e 45 8 A, KRR
PEVEALII 9 8R) (27 =% ATV URIF%E 3 HIEEIRNE G (Tv=F &
LT 22mgkg RE/H) L, mffh 6 AR ET1 H 2 [BFEAMTOIVZ, SRR
BT BT O 5-0OH A% LC/MS/MS (2 L W HIE L., FREEIZHOW TS S vz,

B HRNZHEAL LT FHat 02 513 5-OH (K3 S v oo 72,

&I 5% 2 a1 H OFERL (24 Bifi#E) Tk, WIhodBEmic kv 5-0H 1%
40 ppb K & 72 o7, BofkIR 544 4 [0 HOPEIL (48 BEftR) TiE. 25 B 24 B2k
RS (0.5 ppb) Riwi& 720 F7z, Fofkix54% 6 [n1H OPEFLEF (72 BFfE#g) Tid.
2T 5-OH AI3A5R RN & 72 o 72,

(6) %BHR (BD) (B8 45)

B (77 vy RERONT v 7a7 778, 5~20 . ik, EBWEROWE, 3 HE/MR A
BEGRE, 1BE/STBRE) IC7v=% 0 A 7L UBIEIAE 5 HgRERR DS (7=
& LT 1 mglkg (RE/H, TREBHIEELE) L, &i&&E 1, 2, 3. KUV5 HEOM
ke (AL BERG. R OVING) ZRE DTGz, KRk o7 =% RO
# (5-OH &, 4-OH KX 2-MeOH 1) % LC/MS/MS % W THIE L7z (EEIR
St 1 0.004 pglg) .

TN=F T ATOWTE, fEREE 15 (IURLTZ, TA=F U URRRE, Rk
5.5 B4 F CIZAHRO 2B E BRRAA & 72072, 7/ =% v ORBDONT
I%. 5-OH IR Reikdie 5- 2 A% & TEIEFH 2D (<0.004(1)~0.010 pglg) S iz
T, 4-OH &K 2-MeOH AIZAHHAR OO SIZ I T S 25 TE BIR AR
Elpolz,
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F 15 BB 7= A7V URIERR OB EH% D7 V=% D
FEARTPIREE (uglg)

- BG4 B4 ()
Bk
1 2 3 5
fhAl <0.004(2). 0.008 <0.004(3) <0.004(3) <0.004(3)
i 0.011. 0.013. |<0.004. 0.007. <0.004(2). 0.005 <0.004(3)
0.067 0.009 ' T '
N 0.022, 0.029. | 0.014, 0.018.
=y <0.004(2), 0.009 <0.004(3)
0.095 0.005
<0.004. 0.007.
lilE] <0.004(3) <0.004(3) <0.004(3)
0.013
0.005. 0.007. | <0.004. 0.004.
N <0.004(3) <0.004(3)
0.023 0.005
() PICH A TEERA : 0.004 pglg n=3
(7) %EHER (BQ) (588 46)

B (BT 7Ly N, 2~8 5%, Mt EBWERLOME, 3 SE/MF /A GRE, 1 SE/RTHRRE)
IZ7N=F T AT CRFE 5 ARG (=% L LT 1 mgkg &
H/H, SHERHIELE) L, &S 1, 2 LV 3 BEOMERT (. FRIA. B,
FFlE R OV NI B DN ST, Bk oo 7 L =22 o R OMGHI (5-OH 14, 4-OH
(K} O 2-MeOH 1) % LC/S/MS ZHWTHIE L= (ERFREA : 0.004 ng/g).

TN=F T AZOWTUE, fERER 16 (IR LD, TA=F U URBREIT, Rk
5.3 B £ CIZHACTRBI, JEIGT 3 i 2 B EERAA & 7e o7, [, Bl
KOV TR S 3 HRIZHBWTH2FI bt Sz, B EIE L BIREH
DEFNMNZHOWNT ) CERK 12 4 3 H 31 BfHT 12-33 BMOKES SRR F =R
W) O 4 O 1 TEWREEGOT-ODOFMREREET A RT7 1] O (5) EHEIC
B4 2 3BRIHEV, AT ORI T L & LT BV TV A FEEIEE R H 4%
SIS D R RRIR S & B AR B S 28 M U 7= BRI ot S CIdiefedx 5- 4 BT, &
RIFEIREE (95%EHRAD FIR) Tl b 9 BRRIZTITW-T sk b & ERAR
lii & 725 EHEE S LTz,

TN=F T OREICOWTIE, 5-0H (RIIAA (/3 1) KOVINEG (8/3 ) Thk
b1 AR E T, g (U8 ) ROV (1/3 #) Thikxh 2 AL Tt
D, Ik 3 Bt CIEeBI TR AN & 72 o7z, 4-OH RITF (3/3 i) K
Ehig (213 f5]) THAEHEE 1 B E TR S, Bk G 2 HiE CIIaf CE R
ARG & 7o T2, 2-MeOH RIT AR D2 TN OREAIZBW T E BRI
ThH-oT-,
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# 16 BIIBITLINL=F L v AN UFR OB EHDO T V=% D
FHARIREE (ugle)
Stk BfBeS- ¥ (B)
1 2 3

A 0.030. 0.048, 0.111 | <0.004(2). 0.004 <0.004(3)
iR 0.547. 1.169. 0.376 | 0.011, 0.025. 0.096 | 0.006, 0.016. 0.030
Rk 0.318. 0.575. 0.673 | 0.017. 0.035. 0.093 | 0.009. 0.023. 0.049
HENh 0.028. 0.038. 0.153 | <0.004, 0.010, 0.015 | <0.004(2). 0.004
/N 0.092. 0.142, 0.211 | 0.004, 0.008, 0.022 | 0.004. 0.007. 0.011

() P A FeH ERRA : 0.004 pglg n=3

3. RFEHER

VU ARDNT v FOEFEERIEITE

(BH8 20~24)

FHETN=F AT

v DAMEEM B O

AERAERITITRL,

# 17 ~UAKONT Y MIBITDHT7L=F 0 A7 D LDso (mglkg (AH)

hipfE BRI P A% i3 i3
CFL e qn| 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=3T HEE BRI B TR T2 128 p<0.10 FaPAE Z it #

itk & U CRIMERSE, S8, IEEIIZm S Mgt S v, FIRCIaZEAA g, e
MBI & b IHILE R OIRS, s ORIE 25780 AT,

4. BaMEMHAER
(1) 4EFERHSHRER (Tv ) (BH2 25)

7> & (CD &, 7Hfn, HEHES 20 DR W7 =% AT U OfRIN
Bh (=% L 1L7TO0, 1. 2 X104 mgkg (KE/H) (215 4 B
BBV TRD LI FEATRIZLL T O &80 Th o7, SRR 10 IDi3# 5 14 H
‘iRt = i,

P BRI ICFE I35 B o T,

—EIRRE, RE N OMBEEEIC, REITER LT o T,

MEF AR TR G- 2 KON 4 IR 2B L CHE S 7228, 4 mglkg AT/ HEED
MECHR G- 2 BRIV T oA Ht O Hb OIREN G BTz,
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MR LR, REE, iR, IRRE (MRS LU TR, &5
LR L7 3780 i o 7z,

TR AR Tl B GACICARZEE, R, BRHEREAT & O MR E 70338
DAL, FAEFE R OIS TCLVIRE Ch o7,

AGRBRIZE1T 5 NOAEL 137 /v =% > & LT 2mgkg (KE/H &z bz,

(2) 13 AMEZHEEAR (v M) (B8, 26)

7 v & (CD %, HE - 8 Fiiin, M - 78ils, MEEES 20 IR MW7 b=F T A
TN OB (7v=%3 & LTO0, 1.5, 3.0 %1'6.0 mgkg {AF/H) (2K
% 13 EMHE MBI B W GRO DN I  FO LB TH -7z,

ARERHARI R BRI 1 6112 O 6.0 mg/kg (E/ H B G REDME 2 235812 L, Blod 2
BIDLEEEIEALSy SHUT=, 6.0 mglkg REE/ H - GHED 4 B TIXOT LB IFETBE RO &
nic,

—fRRETIE, 3.0 mg/kg (AH/H UL EHRGETHATORO bz, £72. 1.5 mgkg
(REE/HBEGHET 2 61, 3.0 mg/kg (RE/H & GHET 20 i, 6.0 mg/kg KR8/ HEGHETT
B OEEE M OFIRA W RBMEIRZS . i AT EDFE BTz,

RETIE, 6.0 mg/kg (KH/H & 5EEOMERE CIREN TR BT,

BEAE T, 6.0 mg/kg (RE/H FKGHFORETRFE G, HETHRAID 5 HEHF TR
DFRD BT,

IR (MEHRIREE) TIIEREIGERD b7z,

MR AR TlE, 3.0 mg/kg R/ H UL EGHEOHEK O 6.0 mg/kg AR/ H & GHED
HET Hb OXEAFRD BTz, 6.0 mgkg R/ H & GREOMERE CohEkosn, T
Ht OIfE, R~ v b e o BB OB DGR BT,

MR A LR E L ORI E T, B5ITER LI EIIZED b iviino Tz,

lEesEE CIE. 6.0 mg/kg IR/ H B GREOIETUE K OB # B EOEIEA
DD, ZHBITERERDIZEL Db D EB X BV,

TR CIE, 3.0 mglkg AR/ H & GHEDOME 2 61, 6.0 mg/kg AR/ H & GHEOHE 2 il L Y
7 BNV TR Y o _JiolER, HFEREORE I ORE ., BEmE, MbEOR
M VLR BTz, lBREAR H I ZFE1E )UTPESE & 72 > 7= 6.0 mg/kg AH/ H B 54
DZ v N TIIBFE DAL OYEAE & B ORI, B, ROOIE, SRR MR E R,
I ERED B ONTRE KSR BTz, £72 1.5 KT 3.0 mg/kg IAE/ H &5 LD D554
WG O HIMSFE S BT,

TP AR A Cld, B 5-E0L IS & OIS E s 2 GHEZ IV TR
Sz, 3.0 mglkg (AE/ H B GHED 1 1} 6.0 mglkg (K5 H £ 5HED 6 11T, Z24LIME
DOEEDIFE TE OBEE TS ANRFRD BTz, 6.0 mgkg R/ H&5HED 6 T
A Y o SEOTZIEDFRD H ATz,

AiRBRIZH1T D NOAEL (37 /=% & LT 1.5 mgkeg (AH/H & &2 b,
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(3) 13 AMEIMSHRER (1X) (BB
AR (B =T 0VAER, 5~T D Hifin, MERESS 5 I8 ZHWe 7 v=F U A7 I D
SR OGS (7L=%T & LTO0, 0.01, 0.05, 0.15, 0.40 %7*0.60 mg/kg {AE/
H) 2L % 13 HEEfaEEERERIC S W RO L@ I T L B0 THho
7=
B P IECIIRBO DALT, —ekag, (RE, BiE, iRFromd, ikl
FHIRA, PRIGA, #EPoEm, IReE (FERIRED) . OB, Il H &k O
PRI, S OICBGRNEONC G- 5 KO 12 IBICHIE SR, kgL, O
g MEIFONCREEEE (hr) NCEGTEER L7 B I3E8D DitZe o7,
NOAEL /%, ARBRICB T HEHETHDH 7/ =F > & LT 0.60 mgkg K5/ H
EEZ BN,

(4) 13 EEFERMSEHER (YL (B 27)

T AT (HERERS 4 SR, Som A RITHERER 250) Z2HVWe T =% 0 A 7L
YOS (=% L 1L TO0, 5, 15, 45 &K1 60 mgkg {KH/H) 12X 5 13
TR AR 2B\ CRRD BT I R L B0 Th o1z,

— KRB CIIWER I E DR G TREINT 5 & & 2 %a%éu N DMDFTRATRD BT,
ETOEGHETHR GO RFTRS I EFEBIRIC R A2, 5 mg/kg K/ H & 5-
BECIE 1 BN AIRMIICEERE ASGRD DT DA T, Ziudfs 3 HURRIZIZHA LT, 15
mg/kg REE/ H UL BB GRECIE UIX LIRIEM23588 vz, 45 & TUV60 mg/kg (RH/H#¢
HREDOK 3HNHG- 40 BED DI EIK T HIE R O L— > 7 DI IE03F80 Mwio
EIMAE)S 5 mg/kg IR/ HBESEED 161, 15 mg/kg K/ B UL 5RETH 3 HIlIZiR
iz, F£7-. 45 mglkg RE/ HEGHED 1 FIAKIEE LD 7= nit%ﬁ@quﬁ%ﬁﬁﬂ/\é
M DS, MR, AR, ARRRES K OV SRR T 2 52 I8 SHAL7eh
>77,

IREIEINE L OMBEH R ClE, 45 mg/kg (KE/ H UL EBEGBE TRV DSRED BT,

MR T, 45 me/kg RE/ H DL E#E#ED Ht J O Hb OB ZRD Bz,
F7o. HEHFAINTHE TIEZ20) ) RBC DIRENTEO Hiv-,

MIEAA LR TIE, 15 mglkg RE/ H UL BB GREORER O 45 mg/kg (KE/H UL E
BGREOMETT VT I O, 45 mglkg (KE/ H DL EREGREOMEE TR Z VX7 E D
D KON ALP OARfEDFRD BT,

PRAGAS B OVBAR B RS, BRI E O BATER L 75280358 b e dh o7z,

TR QYR BRI ClE, 2 CORGEE TR GO RTS8 B, 60
mg/kg AH/H &%i@ 1 I CIHLAE DI DIV LIS IR e o 512
FLIR L 72 B3R B e o7,

AFERIZ ISV \T BIEHARETH S 5 mgkg KE/H TEIMENEO SN2 &b,
NOAEL 13156727z,
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5. EHSHHBRRURELAMER
(1) 1 EFFEEESHERR (Ty k) (B8 28)

7> & (CD(SD) . 6, MR 30 PL/BE) Z AV =7 =F2 v A7 D
RETR G (7 r=% //<‘: LTCO0, 1, 2 %06 ppm : ;0. 0.98, 1.98 X115.98, i ;
0. 0.98, 1.99 X1}6.05 mg/kg (AHE/H2) (2L 25 1 FMEMERMRERICBOGROH B
7w RIILA T D &Y THhoT-,

PR U IE L SUTZEFBEAL Sy S VT I &AL 13, 7, 3 K122 53T, 6 ppm
BeGRED 16/22 1 (I 10 B OME 6 1)) (CIXIHBE DIEBEZERD T,

—fIRRETIZ, 6 ppm ?ﬁ%’énﬁ*f@m” OVGI, EEVRH, IRk, ARk, FERIAEE,
THENMK T, HIE, PR ST R DGO B, HERE & & IR ROEEINAFED bz,

{AETIX. 6 ppm Tﬁﬁﬁi@fﬁfﬁﬂﬂﬁﬂﬁﬂﬁ) WD B AL, KRR & b U CIRE 2 7R L7,
HETIIA B TIER WO DBRBEDO LT BTz,

BEIETIX, 6 ppm HGEEOIE T T30 %2@710 6 ppm F5EE CIIAREDEAEA

DB TNDN IR A RE Y72 0 THIE L7258 I3 oORE L OZ3580 LT,
ﬂf&f FTe LA L Tz,

FEEP O, 5 28 KON 40 #IFIZ 6 ppm FGREDME CHEFHARNCH B s
ETHRHE SN, 72, %5 52 B 2 ppm &GHEOMEK N 6 ppm $GHEOMERETH
B EEE TR Sz,

IR CIE, FRCHRGITER L7 BFIERD biienoTo,

MIEFHIRRAETIE. 6 ppm # 585 T Hb, Ht XX MCH O M ONZ PLT K OVAIL
B (GFHER) $oBshnsggsd S,

MIRAACFRIRAE T, 6 ppm & GREOHEECT LTI a7 ) v RORAZ X
TN L. HEORE- 39 W TIZ AT T LD FFRD Bz,

PREREE Cl, FRCEGITER LR ITFE8D S npinotz,

JEEREEE CIE, BIZ OV C 2 ppm HGREOIETHEXIE R, 6 ppm BGHEOMERET
fooch K ONL EE B O HE NGRS BTz,

FIMRTIL, 6 ppm #5HECHEPEONE., Aa. MK, B K ONRER RO Hi,
HILE (8. +2fE5. 225 BELOER) CIdE. 85, IR, REOFEREDIR
BELRO LN, £, Hﬂ;@%@ﬁ%@ﬂﬁﬂ%k DA IR SR B, U

i (B, B, 5§, EBLO SUIE 1615 OIEROHER, LOMEROE BEH
RO LT, 2ppm HBEREOMETHZENGORAE . PIROBER L OWGHFIE Y > EiDEK
DERD BT,

JHERARRR AR A TIX. 2 ppm HEHEOREA TN 6 ppm #5-5-FEOMERE TRl 2 FLIASE
FEDNFRD BAL, THILEITTHILEREDRIEZ M ORGSR UL ADGRO bivle, T b3l
L MERER M OSEIRR 2L - LTz, E72, BV VB SOSEEE A, g%

FREOE M TTEE, WO DEIARD TR BT,

2 e G IAA O M QYRR R L 0§
3 XHHREED 741, 1 ppm BGHED 4 41, 6 ppm FKEHED 2 Bl TERIMIF O T L
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ZHBDFTRD 9 HDOW OMNNE, WERE DI LE D1 #5:ﬁm%@%ﬁb
eb O EHEII S T, RERIHENHIL, Eﬁ%@ﬁTib%ﬁmﬁ@ (2 X DAk
RO, A% iR RO O B ﬁULMW&U)/A%@@kiﬁm_iém
it k5D EEZ 5N,

ARBRIZE1T 5 NOAEL 137 /=% & LT 1ppm (0.98 mg/ke (RHE/HFHY) &
EZ2 b,

(2) 2 FMFELSPAMRER (TORX) (B 29)

~ A (CD-1%, 6ifin, MRS 60 I/ 2 W=7 =% A7V v OIRER
&ﬁ%a0620&060mmy%w)0518&@54%ﬂ&0&22&@67m¢@
(KEE/HY) 12X D 2 FEREDRAMRBRICBO TR B -mEAT UIIL Fo L B0 TH
>77,

—BCRAE N OMBEE & ClE, B EICER L7 BE IR bk o7,

(RETIX, 6 ppm #EHGHEOHET—RHIIKEDGERD vz, BRI TRECIIc e &
FE#E U C 4~9 % DIKAEZ 7R LT BTGB B 2o Tz,

MESFHIRA TlE. 6 ppm $E5HEOMET RBC., Hb X TUYHt OIK TR0 H v,

MRAA LRI L 3EHE S 7o T2,

HRCIE, 6 ppm GHET, MPlROER, MEPESUIEBEENICIT 5P A (NIEOE
i, MRS, R XIESE) OIAERD FAPRO B, £z, HOEE)S 2 ppm LA
FoOERE (2/120 TN 4/120 f) T, BEIFOZEFLDS 6 ppm BHREOHED 1 ] TFRH
iz,

JREAARR AR A T, MR Z O E KOV EE Ofix O (FiFE. RE. +2
FaRb. FERG. mIG. BB OZERS) ISR B, 6 ppm & GEEOEDAFTHEREL.
MEDIRE LK OVEFHESEUIMMORE & B L CHEICE T2, 2 ppm HGREOFIIET 2
BNZIEBEDFED BT TR BRI B W CIA BB /e o 1o, Z DA,
NEREAE . AT, N OVIBTEIREE U o SEC 1T A XS M THEAN TR BT,

AFBRIZB W CBIZ SNIEHIZEBIT D NOAEL 1T 7 V=% 0 A7 8 LT 2
ppm (1.8 mg/kg RE/HFEY) THY, 7N =F T HHET 5 & 1.08 mg/kg (R H
EEZ BNz, £z, BRAMTERD STz,

(3) 2 FEMELAMREE (TY ) (B8, 30)

7w b (CD (SD). #J 6, MM 60 DL/ GHE, MEMES 100 DL/TFREE) A v
TIN=F U ATV COBAN (&5 1~4 8 7= L 1LTO0, 1, 2 K04
m%@%i@)&@@@%@@%@&ﬂMfl7»:%VV&U€O24&USm@@
(REE/H) (28D 2 FERIBEDNAMRBRICB O CTRO LN -F T I Fo L BY ThH-
7o 7288, HEHH9 16~24 17> HEERIE TIRFE Ci B CRHREE & thi U TRV sET
DERD BT,

4 B GBI IAE OAE N OEET RS & 0§t

26



—CIRRE T, e G TG 1~5 BRI AU I 35, JOE R OB 5255860 bz,
A DO FT BRI E OF G- D SR UG BES 5 b D &£ & 2 b AL, ﬁSﬂﬂ% (el
KT, Flo. mMHERTIEIRS 18 BERLEICWIRGAADOWEOITGANEIML,
5 42~53 R S BIER S, £ ORI Uiz, £ OMUTITHREGITEER L7 S H T
D BRI T,

RETIE, SHEHORETRGK 16 B 6 ., METHREGK] 38 T2 HakBR& Ty £ T
EAFRD BTz,

HEE T, SHEREORET IR DD BTy, MR GIZER L7241k
TR BRI Tz,

ISR K NI A LSRR 3 580 S e o T,

IRFRA T, BGITER L72SREI3ER biveno Tz,

BT, B DRGSR G CHERFRISGED bz, HGOREITE LT
T FEM TR T, MUZZEIG N ORI TR b, R ELL B GHE TG U o]
BRI SUIFAIEDSGRO STz, E7o, mHERE THRROIEA K WK DR 3580 5
iz,

TRERHRR AR Cld, B GHE CYHILE ISIERIRIE DR ZE  CREIE D ERIE K MRS,
BEEVMEHIE(ZR LIRS . LA RE R OREIRODIE, U o SERIETERL, NI DN R
B DN bz, JEIRRIC &0 TIRRIFARER L5 A DI D RIESCEESEI IO IEEN Ol
bR bz, MBI Y o HiTILY o BREZRSTRD BTz,

AFRBRIZH1T 5 NOAEL (345 b eino T,

RN TIENAMEITZED IR Do T2,

6. E?ﬁ%&%ﬁtﬁ%ﬁ
2 REGEEMERBR O V12 FDA O 3 SRS Ehi S iz,
(1) 9£EbJﬁﬁ|J&U!1ﬂJﬂJJ,ﬂ.ﬂ¢x‘—-}J.%§ -EBIE (TY ) (B8 31)
7w (CD %, 5iffn, MR 25 DU/ GHE, HERER 30 DU/xfRff) &2 vz 7 1=
iv‘/‘/x TN U DOFANEE (Zv=F%2 1L TO0, 1, 2 514 mg/kg {K&E/H)
= X DIEHERT M ORI 53 BRI BV TR DB AT RIZLA T O L B Y THhH -
710 PR E D513, HEZITAZACHT 63 H 2O ASHCHAR R 238 U C., MEZI3AhCAT 14
A DIEYR 14 B UM% 21 B E T o7z,
FRERHART B EM AT B ERRD B T2,
HEW)TlX, —eREICRGIER L7-BE 3580 b iven o=, iR, 2405
(DJiM“ TI“ N O DOREIRDSFE O BTN T I A5 T HEMHEREMES )
o RETI, BHICERTIELITED SNRnoTz, £i=, REWIOMEIIC R
a:,t 2D B0 T-, R OERED 2 mg/kg I8/ H LI ERGRE TR fazmto
BB CIL, HEED BEERL & COR OB AT ED EF72N 2 mg/kg (RE/ H LA RS-
?ﬂéf 7D fazmto Z M, ERE. AR, ﬁEtHTHé‘LEd%Z\ TENOIRVRA,
SEHEIFEVRER, B IR O VRRE K OVELIC R G- OB TR i -T2, 72, H
@%@m}b&ﬁ BOFBARI R GITRR T 22 3580 %Wmm 7,
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ARBRIZE1T 5 NOAEL 1%, BlEMW O—E ok L Tl GETHH 7 V=%
& LT 4mgkg (RE/H, ASERAETEIECK LTI 1 mgkg K&/ H TH -7,

(2) EFRHHER - F0EH (Sy b (B 32)

A7 >~ & (CD %, 13~15 s, 25 P/ G8E, 35 DL/ kTHERE) %fﬁﬁb\f:wv:ﬂev
VATV ORRNEE (=% L LTO0, 2. 4 X(V6 mgkg RAE/H) |
DAETTIERBR I BV CRED BT AT I  F o L0 Th o172, %ﬁ%ﬁ%’f’f@&’@
X, R 6 HvD 15 H £ T 1V VER 21 HISHIR L7z,

BEW i, BRI PIZ 6 mgkg KE/ HEGREO 1 B L, Z OMEEIIIERE
RENBEBZEZ LT\, RE, SERRE IR OSEIIRRINEU Z $5e G- TR R L 72 22
H iE R OYSY AWASIRSSY

REh) Tl :t\ VRIS RS, FERNORESN, M, RELAD 24 FFEAFRICEKR
END%@ D BRI T2, 6 mglkg RE/H B GHED 1 N 3 HER OSSR RF-%
}jéﬁf@ﬂbz» QO LT, ZOM, ERIFE . (EEE & O &R0 b
T2, TD OFAERIZHAEMEIETRD bivenoT,

AFRERIZEIT S NOAEL &, F#EAk OIRIEICH L TT7 /=% & LT 4 mgkg
KHEH/H EE 2 b,

(3) FEPARMZZARSHAR - FME (T M) (B8 33)

M7 >~ & (CD S/, 18 @ikn, 25 IW/iebdt, 35 PW/XHRE) Z W7 v=F X
TN OFRENES (Zv=%2 L LTO0, 2, 4 X1'6 mgkg KE/H) (2L 5/
PERI N OMZ LR G3BRIZ BV TR Ehf:%‘@ﬁﬁﬁ IFLLFD LB Thotz, Y
FOEGIX, R 14 B DoM% 21 HE T, a0tk 21 BISHR LT,

FEM X, R HIZ 4 mg/kg R/ H BG5HED 9 B} O 6 mg/kg K5/ A 51
D 20 FINFT Lc, T o OEEDOE2F IR RUTHEO S A, JidE. BEOFIN X
XML ChH o7z, —HRIETIR, WELOIROE Ak, & 035 & OMRJEPE O Mg {174
BRI & o 72T RASEIR U IEE T, 2 me/kg IR/ B R GREOEKHNC, 4 mg/kg &
FH/H L BB GHEOIF & A EDORIRIZEED Hiviz, IRE T, 6 mgkg (R H & 58 CHY
NGRS B, TR ENMEAEZ R Uiz, ERBERENIT B G- OB I A S /e b
77,

4 mglkg K/ H LU EEGREOAELTT » M 5 TR SRS & bl LT
HEIERE L7, $£7-. 6 mgkg FRHE/HHEGHTITN V4 BHERTH -T2, Zoks
BHIEEEOIEZ R L, 5 BID R TE B U EER B 12 IR IR 27577 LI RRE TR T
Lto

WEM)CIE, 6 mglkg (RE/ H & GHEON-A) RISk IHEE & bk U T e o7z,
um_uiff‘z 21 H £ CTOILEEHIT 4 mgkg KE/H U LEGRECED -T2, FEEROEGIL 2
J 6 mglkg IREE/ H B GEETE D> T205, 4 mglkg R/ H B GRECIIIRRE L 22137
Molo, E£7o. 6 mgkg K/ AR GHOEREIMLIEZ R LT, 4 mgkg (AH/HEGHET
(FHAERFOREIZZET R0 o T2, A 4 BLURBRIIREZ R Uiz, PR3 G- o2
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EEHY0) i’o;}”wfmw 2o PIlEM OV RRBIERI BV TRITERPA RO IR GITER T2
BITERO bR o T,

Zliuiﬁ%ﬁ’c FREM 695 NOAEL 135 b 7o, WEWNSS LTI =%
& LT 2mgkg (RE/H LB R BT,

(4) fEFRMEHER (D9F) (B8 34)

R X (NZW Ff, 14~15 PU4R5RE, 16 DL/RTHRRE) %ﬁﬁu\f:mu:ﬁeyww
LI U DOFBRNES (Z7v=F% L LTO0, 3.0, 6.0 %0012.0 mgkg (AFE/H) |
DAETTTEERBR I BV TR LI EFTRIILL F O L B0 Th 7=, A 0)%‘2—@
%, MR 6 HD 18 HIZATVY, 1R 30 HICHRIE Ot % 326 L 7=,

l@]%f T RE, ERER ERE RIS M ORI 23380 & T R OEIE
WCEEITERD LIV o T,

/b@aﬁ»@f E, CEENEE S [FIEVERREEAE, FENORESAN, &Y 24 T
MAAFRIC R GITRR T 2 B IERO b Ve > 72, 6.0 mg/kg (KE/HE GO 1 FliC
EOZEH, 3.0 mg/kg R/ H B GREOBIRINIAD 1 Fl CEEOFTENRBO v, Z
NODOFAERL, BRI =T —Z DN TH - 7=, %@ﬁﬁ R E . g
@&tﬁ%"ﬁi%%ﬁﬁm DO, IO ORI HEFEBIEITRED bl

ARERIZI51F 5 NOAEL 13, HEM) K OBERICK L TARBROEEHE TH L 7 v =
¥ LT 120 mgkg (REH/H & 2 Bz,

7. i“’éﬁ%’l‘ﬁf%ﬁ (B8 35~37)
BEE B9 D4 in vitro e Y in vivoid BR OFE R A 18 K OFR 191 F & 7~

< 18 In vitroik

AR PIES MED (TS
18 I 22 8K | Salmonella typhimurium 78~5,000 pg/plate (+S9) 2
2R | TA1535, TA1537, TA98, TA100, fext
FEscherichia coli WP2 uvrA
e o (R BT v f == A L2 2 —fifith 3] 31.25, 62.5, 125, 250, 500 -
HrARER (CHL) #nia ng/mL (-S9 ; 24h) 9 =
31.25, 62.5, 125, 250, 500 i

pg/mL (-89 ; 48hr) ¥

62.5, 125, 250, 500, 1,000 SorE
pg/mL (*S9 ; 6hr+18hr) ® | =500 pg/mL
(-S9)
>950 pg/ml
(+S9)

1) FA=FT AT LIELTOHE,

2) E. coli %#Fr% 5,000 pug/plate Tix HOAEFHENGED LT,

3) 500 pg/mL D B CITHNATEED 7= 0 Ay B3R AR S T,

4) 250 pg/mL LA EOHETI iw‘ﬁﬂﬂ@ﬂlﬁ@f_&)’\ﬁ'@ﬂﬁ{%ﬁ) LYY AWAVIRISY
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5) 1,000 pg/mL O & CITHMEEENED 72D 2 g SR Lo 1z,

= 19 inwvivoilEh

v v R pesyn
18.75. 37.5. 75. 150. 300

ke R » 875, 75, 150, 2

R ~ U A A mglke (K. HEREES E

1) A=K ATNIELTORE,
2) 300 mg/kg KB TIIETO~ T ADFELE LT,

1n vitro BRI CIIE IR IR Bl Clat:, CHL a2 v 7= Yeta (R FL 3R
TlIIbEETH -T2,

n vivo D~ 7 ZAFREHIIAIZ I8 1T A/ MERRER Cld 2t Th - 7=, 150 mglkg (AE O &
TIFHCR AN B TIEROP L RMAR MR OAR T 235388 BTV, WL
BT H/IMEOHBBHE IR IR B o T,

in vitro CYEARFLEFH R A RNET D HMEDRH D B OD, in vivo |23 %/ Mzl
TRETHY, ARICE > CTRIEE 5 BEEETRNHD LB BN,

8. —MRFHEHER (S 38)
(1) —RRRERCTH
—RRESL OITEN JIE T RBOBIET, Irwin OZUTeligE (v U A) ITHETT
It SH72, 30 mg/kg RTEDHRIR N G- CREOITEY, U, Al M O 5 ol 3
O bIT,

(2) HiREHER~DOER
AR ~OIERT & LCIiE, HEEES) (w7 R ; BRESHIEIEE) . fUes (<
A EEE T N T Y VR RE (T EGIR) . SR (T o b
HFEMGRE) DS SAv7z, 30 mg/kg (A £ CTOHMIE T SUIEEN B G ZFBN T,
WINLHREIIEED b o T,

(3) BEMER~DEA
HEEMRER~OER & LT, el (ErEy b 7EFLaly exXZ I
K DHE~DEE, 73X, BEREERIE) 2T in vitro T OYHED R S
Nz, E/LEy MEHERGT 1x104 g/mL T7 v F L a ) o e 24 2 RO
TEFZR LT, 2 OFERIE 5x106 g/mL OJEE CTIIRED L -7z, v XfEHnlig
TIE EISEFOIENE A 1x106 g/mL T 10~20 %. 2x105 g/mL TEEEICREAD Lz, Zh
OORTVEEHZ LV [EHE LTz, F72, HEERRICOW I EREERER (w7 X
IRAFEHEN) FEHE S, 30 mglkg IRE DR 5 CHBEZIZ 2V IIHIfER 2R LT,
10 mg/kg REF TOR VG TIIFE G L 2RO b o7z,
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(4) HFRERIFRNDIER
IERIEEBR AR ~DOVERIE, FEL, M, A%k, OB (Wb 3% BRETS
AT, FERIZ DUV TIE 10 2O 30 mglkg RE O 5-CT—i@MED U X L OELI S O L
DD DGZRD LTS, 3 RITIZERE LT, MEICOWTIE 5 mglkg (AR GRETHE
T, 10 & T* 30 mgrkg (RE& G#E CILEe FRENS @ISR b, ZiuHiE2~10
SYCIPICIEAE U=, DR VB TlE 30 mg/kg (REER G CUHIER O K O
EX O PR MBOEE NS NZ, ZHORE X, D8 30 70, (LEXIL 15 4
THIE LTz,

(5) RIEHHER~DIER
RIEHRCRA~OIER & LT, U RIS 2 mIRIC K 2 JR AT ORI 25
Bz sz, 102 g/mL OFHR THURE & OFAER OIBSED B0 bz,

(6) it
FRGER (Z > b5 JREL Nat, K ClTHIE) IZoW TG SHzsy, EIZED
BITERO bR o T,

9. WMAEYFHZEICET DR
— A NSAIDs [ZHUETIETEITRRD HAV TR, 7 /L=F 2 A2 DOV TE, R &
OEEIZRT 5 MIC 1% 32~256 pg/mL THH7-ETHHENH V. 1T & A EHETEE
ERSIWEEZBND,

10. EMIHEITHHMRE [E FZHITSH NSAIDs DEMEEFLE] (B8 39~42)
NSAIDs (Z2WCidfEx QAN EL 16 e MERIZBWTHWLA TV S,
NSAIDs (37 7 &% R bR~ ULAF T B (PGG X O'PGH) OARKICES 45
ratx o —E (COX-1, COX-2 55) A#[HFEL, REMICT v RE 77 UV FH
KON o R Y O AE SR A TLET S Z LIk O HIRIER OSERIER 257, — .
&b —XAIREWEM & L THUINGE OBBERAM O TWD, ZiuIi7exz 73
VU DN & D B WaEZ . MIRRFERSIE D53 e OS2 0 6 D D Rl

MIZE 20 EBEZ LN T D IBEIERRITHINC X 2B M2 HENH 5, Z Ofth,
b MR EoRIWER & LT, v IWebkRelsss, R OIER . B AR OFRIE & OV
BEREDOZ L iE STV 5,

Z OIMLE OIEETRRZIH 5 720, TCOX-1 734 < D& CTIEFANIEE L T
DR L, COX-2 IFRIENIEE LTZBRIZY A DA VRORIEAT 4 =— X =LV
EINDH72, COX-2 OIRNAIBLEI TIIIIEIHIHFILZE O F F1Z COX-1 DFLEFIZ
LD EE ORIWERH ORI S D, | L) Wibwd TCOX-2 iG] 1T,
BRk4 77 COX-2 FHESEABHFS « ERb STz, L LR 6, FEERICIX COX & TMEH R
& TFER ) IS T 2 ETEMIL LT X Th o, MEFE) L Xz COX-1 IXRIE
A ChbbOREFEINDS Z &, FHEM) L Iz COX-2 IXRIETRA THHEIND
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2L, HHE M. FIEESEORFEOTN CIXEEICRI L D 2 &, Fio, A&
PRI ZUIZ K> TIENE THEIND Z BT LNZEN TN D,

T2 > T, BEOEFERALEGER T, H5FED COX-2 FAEMZRM LI EE
THTOTIEH D HDODLFHIHFECINZET O U A 7 3845 Z & 23 Faf &1, FDA &
WEMEA [T <2720t M COX-2 BIRHEKDOAFE LIV HEL T\ oD, H<rbHm
515 NSAIDs THoHY 7 17 =+ 71% COX-1 KO COX-2 Z 3Lz icpiET 5 &
1T, An#hth) NSAIDs & COX-2 iERIHEFKICIAME/R X 53738 2 01T Tlde <, &R
I COX-1 & bl L C COX-2 DFLEDIRENE < | IERAITZ O SUTIERIRT & )
BHmndH 52T E700y, o, COX-2 IBPEETH LN TV D L J 72+ 7 S EA L ig
AERDFN A2 2D NSAIDs 1285 U A7 BRI OWTIIAE TRV E STV 5,
— 07, DAAEZEIN A D U A 7 I B JRENC DV TIE, BURER ClrI AR B EER O
ZH7e b 0D, COX-2 BRFHEFNE OBRIED 7= DI B RICEHIT 5D COX-2 12X
HTURABEY A7) (Fuxz 75000 I, PGL) sOSRAIHT 25— T, M
RO COX-112LD hurREHr Ay (TXAg) OB OFLEITII =D, 1)
WEHEME DT AR, FERE LTCY 27 &2 EREED L) A= X L0MEE
ENTEY, DHRZECMZETO ) 27 & COX-2 OEFRM: & DOREM: 2R ST
Do

TN=F VU TEMEL O NSAIDs TH 0 | & MEERIZI T DE LT STV,
IERDOIE 7 = T AT 208, ERE2 30~ T eRZALTWD, 7 ud
X7 —BIH L CiE COX-1 KON COX-2 ZIERINAICPHET 57>, T2 LA COX-1
IR TH D & SN TEY |, fix OBER CIHLE OIBENFED HALTWDH Z &)
b, B MZBWTHEEROIERZ R T O EHEHI S5,

. BMmiERas &
1. BBHERICOULT
FLt OFREERBRICB N T, RBIUATH D 7 v=%2 0 X0 L8O 5-OH (KD
FEREENEL . L EHMRE SN2 Lo, It oEE~—5—& LT 5-0H
KEBESTDHIVNLERNHD EEZ DI,

2. BEHFHFEIZONT
(1) AFEFEESZMHHER

AEFEFE AT OV TIE, RO EIRE MR I B S TRV, RS-
I2& 57 v FEAW- FDA @ 3 fiii L O 5 & AW T A R A3 52kt S T
W5, T v M HWTCAERAT R QYRR Gk (5F 1 81) (2 oW TdER Fr ROk
LETITONTEY ., 1 #REMRBR LM% CTho L ELLND, B L o
(HHEHIBOIERE Th DM, ZIUTT AL 7T 0P OAEGREE & W 5 SEEERIC

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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#2260 LB X B, ZOREITOWTIL, 1 mg/kg (KH/H D NOAEL 2313511 TC
Woh, Eio. Ty PROTYF L SIERTENETRED B TUZRuy,

(2) BIEEUERUHENAMERAER
BRI OWTIL, in vitroilBR & U CHEEE 2 W T 18 IR s8R ik, CHL K558
HRE 2 AW Ge R BB N O 1n vivo 3k & L C~ v A EBEIAZ o/ VR
IS SN TV D, CHL Brasiifa s Wiz stk B sk ic sV, AR CIRENE
MALDOF D030 DT IEEOFRERDMG B2, in vivoilkBR CREMETH o722 L,
EARIZ & - TR E 72 DBEFET VWb D EE X DIV,
Fo. BBAMECONTIE, v~ T AKRDT v R Wz 2 FERPRE D AMERBR OV
IZBWTHRENAMEITRD o7,

(3) NSAIDs OEIERICET o5&

NSAIDs (2 DWW TIHERE O HAY TR A ORI H <6 B MERIZEBWTHW S
TWbH—H T, BWER & UTH XUINFE DIRIGIZR. O i MRESEERR S . IR
MDIER.,  HARBE OFIE K O HRRED LN SN TN D, S BITHITIZZ - T,
—HD COX-2 BRFHFAI T OAIEOMNAEF D U A 7 BN 2 Z & A fafi S 7,
NSAIDs 222N T OLAFEZEMNZEH O U 2 7 1T TRV E S TWDH 3, U R
7 HEIMDJFRNZ DT, B R Tl BIRE DA 22 b DD, COX-2 SefREHESK
INE DFERMED 7201 1R BT D COX-2 12 &L D PG, DAL Z NI 25—, 1L
/MDD COX-1 12X % TXAy DA FAIHIOFEEEITFHTN =, M/IMEEEER DT > A
DEATL, FERLE LTV A7 2 ERESED LN A D= R LBESN TR, LiHE
A D Y A7 & COX-2 DOFESA: & ORSEM: G ST b,

TN=F% D COX-1 T COX-2 ITHF D@IWEICONTIE, FEEIRAYD COX-1
IR & SNTWD, Flix OB FEER CIHILE OIBEFRO HATEY . B MW
THREROIERZ R T O LHEI SN D,

728, ERLCHER SN ORI ZE R O ) A 7 ERIE, Wb ERR A EE B
MIRA L7z IR DD R TH 5, (EHHTE %5 NOAEL |2 b 72 22 21%
BEHAOTRESNZ ADLIZESWTEERINLRYICBW T, 2o Xk ) EmHEDE
HOBMMERITEZ 0 ERVEBEZbND,

3. —HERFE=E (ADD OFFEIZDONT

(1) EHFMEEDITY KRS > FMZDWT

W SO EMRERIC W T, R ER G- ORENRO LN DD H B
K BIEVNOAEL 1L, 7 v M &M 1 EREMRMBROELE 8T 0.98 mg/kg
RHEH/H ThoTo, FICTHEEREI I~ TV AL DT v M Wz 2ERE DB AMERRTH
HOHNTEY, BiEEE 1.08 mgkg (KFE/HO NOAEL, #%#1% 2 mgkg {K&E/HD
LOAEL M55 T\ 5, A X% HAv iz 13 i d 2558 ¢ NOAEL 0.60 mg/kg
RE/BPELNTOD D, ZIUTIZ ORBRICEIT D imEx G E TrEEN 2RO b
NTNRNZ &S ADIRED O NOAEL & L CTHRAT2DI#Ey c/an &2
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b, BOME OIEEERIL. B MK T NSAIDs O FEARWER & LTS h
TEY, ~TAKNT v FTRO LN EEREILe MBI 7 v=F T D%
FHIOIEIE L L CEY THLH EHE X BILD,

(2) —HERFE=E (ADD DOFFEIZTONT

TN=F 2 ATOWTE, BN AR RE 2N EEZ LD Z LD, ADI

ERRETDH I ENARETH D,

KHEERBRICB W T, #BRYEREGOEENBDONT-HLOD ) B HIEW
NOAEL 1%, 7 v hZEHW 1 FREMEREHBROEEE B H-5< 0.98 mg/kg A
H/HCTH-T=, 7 v MWz 2 FRIFE AR ClafmdS i 580 2 mg/kg K/ H
B GRECIHEETRERD BN TWAHY, ZOMBORTRIT 1 EREMERERBR T
1.98 mg/kg R/ H G TRO LA TEY , &5%%@@5_#9t EIRE <2
LOLEHEESND, IHIZ, w7 AZ AW 2 M5 AR TR T b ETESE O~
> RARA > B ﬁbfil%m%@%iﬁ@Nﬂ%&#%%ﬂfM6 L EVES X
NSAIDs OFIWEMA & L THFZ2 50 TESMHBILTE Y, FOEWIC X 5 FEBOZEITK
XN EEBZONAZ LEBEZAHE . 7L =%2 0D ADI RET A1 - - T
7 v FD 1 EMEMERBROM LS 20 NOAEL 0.98 mg/kg A8/ A IC 2255 L
LC 100 Zi@ A3 ud+5 &l &, ADI X 0.0098 mg/kg (RE/ H & 7% 7E Sz,

PbEXy, 7= OBMEREERHMICOWTIE, ADI & U CROEAEAT
HIENEY EEZ LD,

7=% 2 0.0098 mg/kg K/ H
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(IR 2 - IRENEFRENR)

PR Eay i
ADI —REIGrFA &
ALP TIHVRAT 7 X2 —F
AUC SRR R AR T RS
CHL T ¥ A =— AN LR Z — iR
Chmax R
COX vrutxv s —8
EMEA RN = )T
FDA SKIE] e S R AT
Hb ~EZrEy (fHR) =
HPLC EHRIR s o~ N5 7 4 —
Ht ~~v 7 Uy ME
LC/MSMS |tk a~ N7 57 4 —15 T NE BT
LDso FHEBEE
LOAEL e/ e
MCH IR MR 4.5 &
MIC e/ NEA PR
NOAEL bl
NSAIDs FEAT A FHEFIRIESR
PGl TRAZYA TV, TaAZT T V0],
PLT M/ IMRER
RBC PRIMEREL
Rf & Relative to Front Value
Tue TH IS
TLC e~ NT 74—
Tmax el (%) HRYR RS
TXAy ha R Ag
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12.

13.

14.

15.

16.

17.

R AARBEERA S, B ERSEAAGRHAGEE L OMERE NI

NP IS %« T=F T ATV L OB R B S Bk
CRAFR)

The MERCK INDEX. FOURTEENTH EDITION

R A ARt B EIE S A KGE S & O R S

XTI TSR 5 %

R AABBER A S, B HIEIE SR ARG R Z L TR NI

N UVERHR 5 % : 4C-Sch14714NMG % 7 » M WNE G LT-% D
14C-Sch14714 oo, G, JEiE CRAR)

R AR A S, B EIRG AR GEER OMERE NI

INF X UVERIE 5 % : UC-flunixinNMG % 7~ MIAZTRNES- L72% O 14C-flunixin
DRI, P O CRAFR)

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

R AABEERA S, FREAITR D AR BRI B D e &kt

32 B SCH14714NMG  (Flunixin meglumine) : A 90-day oral (gavage)
toxicity study in dogs (R/AFR)

EMEA: COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,

FLUNIXIN, SUMMARY REPORT (1) , 1999.

EMEA: COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,

FLUNIXIN, SUMMARY REPORT (2) , 2000.

R AARSERA S, B S S AAGR RS & L ONRATERE NI

NP AEFIE S % » U~IZBITDIEAT v A RRIIRIEEOFEH CRAK)

R AARBEERA S, B EIRGEAAGR P GEER OMER NI

NI UEFHR 5 % - A-81 DIFIZIIT H5REHER (1) CRAR)

R AR A S, BRI A AGR S L ORI

ANF I USRS % ¢ A-81 DIFIZIIT HFEFEHRER () CRAR)

A St A o #—~ > . Metabolism and pharmacokinetics of 14C SCH 14714

NMG in lactating cow and male steer following intravenous administration of

2.2mg/kg/day for two consective days (Study No.A20176) (CRAFR)

MASHA 7=y b RIS 2 B S E o e LB 2 &k

ord: Tv=% v EERES R EREMER -1 CRAR)

MRSt A v F =y b BRI BT 2 BRI SR E 0 RIE LIS BRI 2 %0k

oy =% EERES R -2 BREMER -2 CRAR)

RSt A v F =y b PRI B 2 BRI SR E o RIE LICEE 9 2 8k

R Zv=F% v IROMEAELIEBIFOBIEICEE T 2 EEEOEE CRAEK)

Bt A v F =y b PRI B 2 BRI SR E o RIE LICEE 9~ 2 8k

o3 7 =% vy EAKRHGEE IR AR CRAaR)
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26.

27.

28.

29.

30.

31.

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)

MASHA & —~ > . SCH14714 : A final residue depletion study of SCH14714

(Flunixin)-NMG in bovine milk following IVadministration. (Study No.99093)
(RAFR)

R A AR, B 3 S AAGR G L ONRAHERE NI

NFIVERIRSE % : 7V=FT 2 « ATAVI DTy MW TREIZE DA
PR CRAE)

R A AR, B Kl AAGR G R O E R v

NEIUPEFHRSE % : 7V=F Ty « ATNI DT ROV TREGICESR
Pt GRAR)

R H AR, B F S S ARGR R EE S L ORISR NI v

NP IR S % 0 SCH14714NMG 7 v b (B0 K OEIRNES) BLO~
2 (FO#Eh) 2B 5 atmtiai GRAFR)

R HARRSERS, Ehi F 3K S ARGR G S L ONRAHE R NI

NEIVEFIES % 0 7> b (lARESE) BEXO~TU X (RN G LOFIRN
Peh) Z M7z SCH14714NMG Ot CRAE)

R A AR, B 3 S AAGR G S L ONRAHERE NI

NP IUVEFIR 5 % 0 3T X AR 5% D T v N & W ZHIRNE G X D Atk
PR (RAZ)

R A AR, B H Kl AAAGR G R O E R v

INF X USR5 % : SCH14714NMG D7 v b & V- 4 38R O fii Sk ik
(RAZFR)

R H AR, B H S S ARGR A EE S L ORISR NI v

NFIVHEFHRS % 1 7V=FTr « AT DTy M RAWTEHRNESIZ LD
13 OB CRAF)

R HARRIERR S, PR AR D B IR 2 MM Z B 2 Al ) Rt

XF 2 Bk : Subacute intramuscular toxicity in monkeys (P4454) (CRAFR)

R AARRIERR S, FRRAICHR D B M Z B 2 Al Bt

3F 2 R - Twelvermonth oral  (diet) toxicity study of SCH14714 NMG

(flunixin meglumine) inrats (P-5760) (CRAFE)
R AR S, FRREE IR D BB M Z B 2 il e Bt
372 R 24-month oncogenicity study of SCH14714 NMG in mice (P-5403)
(RAFR)

K AARFLER S, BRAICHR D BRI B3 D e &k

3F 2 Rl - Two-year oncogenicity study of sch 14714 NMG in rats (P-4787)
(RAFE)

R HARRSER S, B F S i ARGR G S L ONRAHE R NI
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35.

36.

37.

38.

39.
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41.

42.
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44.

45.

T ARSI B % : SCH14714NMG D7 v bz IV Izt (FDA 771 R
T4, H TR CRAF)

R A ARt B EIE I ARG RS R OB NI

PNF X R B % : SCH147T14ANMG D7 > & AW fgaiEEdiR (FDA 771 K
T4, BNERER) RAFE)

R AARBER At B EE S ARG RS TR NI

NF X UEFHE 5 % : SCH14714ANMG O 7 > b & FW @7 (FDA 41 K
T4 v, IR CRAR)

R AARSERA S, B S AAGR RS S L ONRATERE NI

XF 2 TSR B % : SCH147T14ANMG D & 3 & W /- fgdp et (FDA 771 K
T4 v, HIHERER) CRAR)

R A AR St BRI A ARG RS L TR NI

INF I UYEFHE 5 % © T N=F T o ATV ORIE & T8RS AR
CRAFR)

R A ARt B EIE L A ARGE R E R OB NI

NP UAEFHES % : 7 =% o ATV OB IE A O - e R
BHEFER RAR)

R HARRSERR S, B S AAGR G L ONRAHE R NI

NFIVERIKE % : 7/v=F% 2 « AT NI D=7 A H0L/MEGEER RATEK)

R A AR, B S AAGR RS S L ONRATERE NI

NEI USRS % : 7V=F T2 « ATV O EREEER (RAR)

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

MRASAA & —y b EHEIEDROERGEAREGE AT Iv—X b (R

INFR)

HRASAA & —~y b EEIGLROERGEAGRHGEE IR T

— A B RIS AE A R ORI Z BR 3 25k R (~S— R R & ki & o

b)) CRAFR)

RSt v F = . B HERG LGSR GEAGE RS IMIER T

— AL TN=X AT CRFIORKIZBT D8RR (1) CRAR)
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