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L

PIRIESRTH D [ hL 7 =) Al (CAS No. 13710-19-5) (229 T, EMEA ORFffiE:,
SN BURFE RS 2 TR AL RERE R BTN 2 526 L 7=,

R W BRBRAGES L, EhRE (T > b, U R A X 4 BKROE b)), G

(Zv b, X AX 4 KEOE M), BE GFROK) . stk atsEt (¢
A, Zv b UPFROS X)), #lalEE (VA Zy b UPX A XKRI=T
2) . BRI ORB A (U AKROT v N, AFEEAERNE (7Y NEORTHY) 2%
DOFHERBAEETH D,

MV T = F MRS TR IR OGRS AR & » T & 22 DB mEMER S
RNWEEZBND, LTER-T, M7 =) Afo—HEEGFAE (ADI) 2T+ 52
EIXATRETH D Ll L=,

BB RBROEEND, "7 2T ABROEEIC L5283, FICHE (S AK
WEE) 13380 b,

~ U AKRDRT v N AW RAER GREMERBROFE R D RO AAEITRRD HILTVRNY,

T v & AT TR AR T R O S E e O Ll 5388k o> 2 R BRIZIBWV T
SiiEE EEE, SRR CMHRBIF OIER) AA 7223, 12 mg/kg (RE/HLLTH#
HRECIIALNIR) -T2, T2, 7 v bERAWEREREER 538 OV 32 A
FAEFMERBRIZIW T, AR biiRoT,

MV 7 = F ABEOEFERHERBROMERN O R D IRWHE TALNZEEIL, X% A
Wz 1 A RIS ERER I3 1 D BB B O TH Y | HEEME (NOAEL)
L1 mg/kg (KE/H Th -7,

Dbz et 72 1 0 A B atEERRO NOAEL 1 mg/kg A&/ H
(2224443 100 3@ L. ADI % 0.01 mg/kg A8/ L% E LT,



[ i RESYAEEROBRE
1. A%

2. BRSO —HkA

& . FLT7 o) AR
%4, : Tolfenamic acid

3. LF4
CAS (No. 13710-19-5)
#4, 1 2-[(3-chloro-2-methylphenyl)amino]benzoic acid

4. 5FR
C14H12CINO¢

5. 7F=
261.7

6. &R

COOH CHj

ZT

Cl

(S 2)

7. EABMRUERIKR
MVT = LBEIE, 7 = T ABSROIEAT v A FEFIRIESRE (NSAID) ThHhod, v 7
oA —8 (COX) ZFHEL, 7 7% RV ORIERIGMIEET 57 A2 7
vy (PG) KONk a AR F o ~OEMAIHIT 5 Z LIk R PTRIEL
ERIEHZ 77, B 3~T7) 1976 FIHH T, PGE; DAERMZHET 5 Z &7 Medica
Pharmaceutical t: (7 1> T > F) OFZEEFIZ L V#EIN TS, (B 8)
MVT7 = AERI, B NHERS S LTRHRE SN, £0%, #iH & L THRUERH
DOFERFRNENE (B TIEZRYY) HORA~—X MIDSEAT Sz,

WA CIE, R A MR ERERBSCILE R OMSERE (2 mg/kg (AE/HOHEE 2 H
HilE T 2 HAAINERE- X3 2 me/keg (K8E/H % 2 B L < 1X 4 mg/kg (KE % HEEEARAN
Be5) SOKICEBT HTER - FUEK - BHIE (Metritis-Mastitis-Agalactia (MMA)) i
BEHEOIRE (2 mgkg (REZHEIFHANEE) ICHOONS, (B 3~5)

HACTIE, b NAEIRESS E UCLEMER S =23, BUERIIER ST, i
RIS & L COARRILR,



BB, RYT 47 U R MR D FREEEE AR ES LTS, SR 1)

1 SRS 17 B SR 499 Bl Lo TED IV IR EEE (B8 1)



II. REHEIZHRIMEDOHME
AFHIEClE, EMEA OFHIE, SINBIFEREZ IS, MLV T =7 ABROFEMEICE
THERMAZEHR L=, (B 3~14)
PE 53 A MR S O A AR 2 B 1 RN 2 LR LT,

1. EYBREEAER
(1) FEmEhesig (v b

F v b (SD %, MERIKOVEEAR) & MLV 7 = F ABOR P UBROREL 14 C T
HOHERE U 7= b 02 B D UIER DB (6 mg/kg (KE/H, HE5HIRIAH) L, ¥
EhRERRBR N SEHE ST,

A OREGHEMETE S 6 Ref%ICR@EICE L, TO®RBA D Lz, v 7o
LFRITIMAE S L 7 B RS Ue, RSB B OB ORI Z I\ T, SR
EZ 7R L, R OFED BN B & 7z, HEERI 3% 5 48 FFE T 90%#8 T > 7=,

R 12 BT > MIRAOFES Lz L 2 A, IRIE» DMEOHEHEIE B Sz,
(B 4)

7 v~ (SD %, MBI OVEEARA) 12 UC =R b v~ = A (ERRALEARIH) 28%
A5 (6 mgkg (RE/H) L. WL, o0, BT ROSEE R S vz,

MV T = F AR O OREWE, MEY R EREE L, MERIZIIBIT Lo
7o EIREE DREHEMEDS MAE K OVHILE FRIRE CA B, IFiBLROER T Em < oML
T, 5% 48 B CREMEHEMD 41% 2RI, 51% 8N FERICHEN Sz, B
IRA~OBATIIEA TE DRRE Th oo, FEMRERBIERIIA ORI o1, (B 4,
5)

[ERROFERFE M S 41, R, 2, MR OIMEF ORI 7 = 7 7 A LD RET ST,

PRI GHEHEIED 48% 3 HEtk S 41, FREBEHEMED 85.3% MG A D77
0 AR T o 12y BB OBEHEED 79%M "V 7 = F LD 7V 7 1 RS
KThoTe, EPOIHEEDZ IIREND MLT = F AT, BEMICFEE S
R A WD EFEL Tz, (B4

AAEROE 1% 48 WelCI1T DIRPHEIE) G ML T = ABOR AR GRS
TRV EH 41% EEB X BT,

F v b (SD . MEHES 50 12 UC =Rk kL~ =) A8 (BEFRAZEARH) %2 7 AR
R OBE L, R e 7 A ARSIz, £, e =a— LV aEE LT
v b (HE3PL) 12 UC R MV T =) AR A BEEFRHIR O RE L, BT 28I LT,

B 54 120 HFRECRD> DRSO 52%53, #E7s5 40% A3 EI S 7=,
Bl 5. 120 WRffte T, HBEHEMEIFRE OB 2 < 0 LTz, I=a— L3k
A&7 v PORBHCIL, BEHEMETEREED 55% % 57, (B 4)

7w b GRECRAL HE2 L) (2 MV T =) Aleaft DG A TFHRMIZ S (10 mg/kg
(KE) L. BERL7CAEH 250 T v Mo+ ZHEGAERE LT, BITER T S/,



REHICIEZ, DEOTEFELT- MV T =T AR EZED NV T = F AERO T VT v TR,
ASENEEN TV, (BHE4)

(2) EYBREHER (UH¥)

YR (AAREEME, . JCECR) 12 V7 = F AFED 5% IRk A HE, Yi3I—H 1
[T 7 AR A#S (50 X% 150 mg/kg RE/H) L, MfE, R, FELORETF O
WihsRE S vz, F£72. AR L7 oIS LT = AR A BN XS+ FRIBN
Feh L, MAEPREDNHIE S 7,

HER QR ERECIE, Mg ML 7 =) ABREE TR G 1 BRESICREHEE R L,
2.5 R O3 T L7, RAER OB ERETIE, EREEIA LN -T2, BRRE
TIE MV T = F ABEOE 6 OWIITA BT, +FEBNERE- Ty o v =7
LFEREEDS EH U=, bV =) AERROVE ORI, 48 RELINICIR K O 128k
A, SRHYEISEIL 90% CTh o7z, NEH PRI R 5.1% 24 T 3.8% Th o7,
JEHHOICEMDL LI MV T = F LD 7Y 2 AGRIRTH Y | D EIXGEY C T
ST, (B 4)

(3) EYFREHER (1 X)

A X (E—Z VA&, M, PCECR) I M V7 = F AEEOH 7B VEEE—H 1 [HFE L <
IZ—H 3[ET 1 B, XE—H 1[ET 15 BEEO&E (10 Xx 20 mgke {K&E/H)
L. FYEeakBnss i <z,

M D MV 7 = F AEEEEEL, 25 1~2 B%ICREEICE L, 2.7 R o888 <
B L7z, —HB 3 EHRGHSUI—H 18 15 BEBRERETIE. MV T = F ABEOZ D
R DI F DOZFEILA BRI T2,

MVT = F AR OV ORB ORI L, JRPTIIDE (1.6%) THH, £ I1T#EF
(94%) Th o7z, NEHHENT 31%% 57z, FEHOHEHEMED 63%203 V7 =) Al
Thol=M, BHF TR NVT v U BaEEREE (LA Th T, (B4

(4) EYEREHER &)

R (Z v R L— AR, W 4 BE/WF ) OB 14C =3 NV~ =7 AR (FERRAT EARAA)
Z HEFFANEES- L, 120 FEEE TORKEOFEIF N2 LT, £7-. K (T~
RNL—2Fd, Hff 4 5055 IZERRICEG L, 85 -1, 24 KON 72 Rl OFR & OSHAR% 2
BRELL T, EYEhReaRBR ) E i ST,

RGN 5%, $25-1% 120 R FE Tl 580D 55% M RIC. 23% 03 F 2 HR S
720 HEH CO W ITMEHENE I SN o T2, 55 B ORI OB 1 KR EE
DHBEHEEDR I DTz, &5 1 RO, Bk OG5SR, AETEET
TR 2040 L Q=N 24 BERETEE CIIAGERITRD L, 120 BRI ICIZFER IR E &
TpoT-,

PREOHARRS TiX, MLvT7 = F LB FEAEW TH Y . &5 1 K O O
& Clx bV 7 = AR E N ETUEHEED TT% K% 82% % LTz, %5 24 Wtk
DR TIE 45~50%IZA L7c, LinL, AR CIIFREMELS . 7 — X ORFED S H



REholo, (B4

FR (AnfE, PRI OSEECREA) o7 — v ez AT 0.1~20 pg/L OFEFH O 14C 15
NVT7 =) Mg GERALEARH) L ORSEEPBRR SNz, #BRBMG 40 20 THEAEN
%L L 7o o7 Z LD IREEDFEORMIZIL 40 /3 AR ERFRH] & L CEIRE T,
Z OFRERSEMET Tl AL 2 TORE TR OREEEN TR B L /2722 L
5. EHEDIL. ZOBEEOFFETIE LT =) AR L E L OFREEIIEIF LTV RN g
fEERfHT 7. E7-. Z2EHEOIE. M7 =T ARBITES 4T A ICH L TRHEAE LTS &
fEaalhi 7=, (B 4)

(5) FEWEhReEER (4
T4 (SFEAREA, MERMER 2 BH) 12 UC 5% ML 7 = T A8 (BRAriE ) % 48 K
[EE T 2 [EIAFPANE S (2 mglkg (RE/H) L. A& 544 48 RFHOR K OFEIF NS
Beh 1, 4, 8 RUN12 AROSMBRERIR LTZ, £/, 748 (WERH, MRS 6 58)
IZ[FRRICAR NGRS L, 5 1, 4, 8 XN 12 HEROEF A BRI L, HipEhnesEn
ES TRV dWia
B E1% A8 B TG HENENED 67% RIS, 21% 3 P S -, BBV
PEt A OMEIZER L Tz, 4 Bl 3 FlomsEFRE X 0.5 FFEE IR %
AL, FZD O 1 BATIE 6 FRiRITR Lic, BEREMEIIR GRS R & m < o Ly
g e OVBH i ClE@ WV i A b vz, #5-12 O 260 3 FEOMRIZIZ T <A
BEORE N LT,
PR, TR OVEfigi Tk, M7 = S AR O VT =) AROIER AL L Tz fitE o
BVENFE Sive, 5 12 BROBE G OBEHEMD 96% @B ARZE(LD ML
=T LB THoTZ, (B 4)

WA (SRR, 4 5E/MFR) 1 UCEGR ML 7 = A (BGRATEAR) 2 AR
5 (4mglkg (K8E) L, 05 24 FFREIZIZERNIE S LT, St oM@ s et
i,

&3 G4%  Fit T O B HEMEREE 1 3R K T 0.08 ugeq/g (2L, 50 3 B2,
BHENehoTz,

FIEEALRFOFHA TlE, BEHEMITHLZ vV EICE < S, FLt & ED
64%% D7z, VEDPILT VU — AR A A BT, FLROHE X7 EORSHE
DB, MLT7 2 F ABRIZENEN 10.7% KN 13.5% TH D . S 1IMBHERE TH
St TNOOREMER- I N Y v =K —P ThaA L L THRIETE 2REMITEL
einotz, (B 4)

A (G0FE, MR OSEECRER) o 7 — Vil a VT 0.1~20 pg/L O#iFHD 14C 122535

NVT =) Mg GEBALEAR) L OfRSEEP RSNz, #BRBMG 30 70 THEAEN
9% LA L Tp o7 T LD IREEOFEORAMIZIL 40 /3 AAEERFRH] & L TR ST,

Z OFERGAM T Tl AR 2 TORE CMAEF OREEHN 9% L e o722 &)

10



5. ZEL L. ZOEBEOHFTIE ML T = AR L E L OFEAS TSR L TN e b
ShEemfti 7=, £/, FEEOIX, M7 o F AT, oMM Al 12 L TS LTS
ChEER T T, (B 4)

(6) EWEhREEER (B )

FEN_T-NREBEE 64 (2~1471%. VI 7.575%. AH 12~50kg, T 29.2kg) 1 k
VT = AEEORRENR 7 EERE O %S (1 mg/kg (RE) LT, AR 8 Kt £ CcoiiE
HRE A HPLC 12 XV BlE S 7z, BIEd 2 EYEREDS model-independent
standard method (Z L ¥ 8 iz,

HEENE T A—F —%R 1R LT, (BH5)

# 1 /NRIZBIT D MV =) ABRRRETR IR O 558 OIRYBNIE T A — X —

Crax Tmax AUCo- T2 w7 T 7R
(ug/mL) (hr) (ug-hr/mL) (hr) (mL/%3/kg)
¥+ SE 1.09+0.44 1.4+04 4.61+0.40 2.82+0.21 3.83+0.41
il 0.65~1.63 0.5~3.0 2.74~5.98 2.19~3.40 2.79~6.08

B BN IZ VT o ABEEROKE (200mg) L, MiERORF ORI
FfEnTz,

MIEFD MV 7 =) LRI G 2 FiZ I CRmfflcE L, 2 O FERHW <
H5 D KkONE OREITH 4 FFZICREEICE L, Sy, T—RR#MmTH 5
C BRI BBRHENT-, "7 = F AR OEOREIL, vy a s BRiaaike L
Tt SN, FERAIRIIE N TH T, (B3, 4)

(7) EYFESEE (Sv b, DX, 1 XRVE L)

Zv b, UHF, A XKERE MZEBWT M7 =) ABROET BRGSO
FRETEWMEIC LD RS, Ty b, UPEEOE M T B THEISIZ X DY ER
ARNELS I, 2 FEEORLR KB A U, ZhblZr s a  BEaaR
LT, F2, Ty b TIEERBRIEAKR, IvXCies ) v osik s LCEICRT
(R ST, Ty MTCIEL 48 FFRLINICIR G- ED 41.5% 03 RFPICHRIE S T, A X T
1. KB LRSI IR S e~ T,

Z v N TlE. REND VT = F AR OZE O 7 V7 a BRI S RIMERI B K
OS2 U CHREE S A7z, 2 O TIE 50%LL B2 LT -, ML =F AFRORH
PEIIBATIEBR OFREIC L 573, bV = AFRIT A C OEFE CEERATE) NS
L7c, FIRNEE G2 DTERFEHE] (Tre) 134 X TR SR CTh o7z, (B 5)

(8) REEFER (Sv b, VYF, A XRVEH)
7 v b (Wistar 54, #5650 KROUHF (AARAGHE, #3000 (2 hvT =) AlkE

2 B0 b OEEHIITFERN 2V, B 47T DGR ORI LT,

11



—H 38, 5 HREEO#E (6 mgkg RE/ED, X (B—27/UFE, HE4P8) 2 L7 =
FLleE—H 3l 5 HEILKORABME (54) I M7 =F Afg%a—H 3[FE 3~5 Hf
71 7RO #E (100 mg/al) LT, RS RE ST,

TEFL O N O¥e54% 24 FEERF OB O G-&IT T 28R4 3% 2 (TR
L7z,

PRI, & C XO'D @ 2 & FlE S, 2 TOEWE TRy OIED
BRI ERED 3% R ThH o7,

A XTI MV 2 F ABRIFRF DN HIZE A EENTE 20 o72, B R TIRZEAER
TN o BEEEE LT, U TRV RAeKRE LT, Iy hTIEHI VT B
I E R L OB A Rom 5 & LTRSSz, (B4, 7)

# 2 HEMEKL Ot hOERE% 24 FEEORF OREW) O G-Ik 2 HRHER

(%)
L Ot k
Fat Zv bk =5 |vYF (0=3) | 1 X (n=4) t b (n=5)
AR | M7 A | 09+0.32 2.8+0.5 0.3%+0.1 0.2+0.1
i C 1.0£0.4 ND ND 0.3+0.2
& D ND ND ND 0.5+0.3
JNra | hVT =) LR 1.2+0.3 189+4.3 0.7+0.2 6.51+25
NS0y & C 14.1£4.8 3.0+15 ND 36.0t6.9
{4 A& D =0 =0 ND 12.5+2.5
Wi s | hv7 =) LER ND ND ND ND
{ES R C 15.4+3.7 ND ND ND
& D ND ND ND ND
TV | VT =) AR ND 64.4+6.1 ND ND
RSN EN R C ND ND ND ND
& D ND ND ND ND
it (%) 32.6+6.1 89.1+7.6 1.0£0.2 56.0+8.4

() @R a: REBISHT 5 (%) £SD. ND : fHEd

NVT =) KEED VIR L IVEED [RFEE 14C TG L7t (LT T[14C-carboxy]
B NV =7 AEE) D) AW THRIY K OSERRH O FE S, 2T
DOEWIFEIZBN T, MV = ARRIIKER L SN, D%, G Shi-,

XTI, KBRS EAEAETT, M T2 FARIZT VRN v m
FRfaA R e LCRPIC (]990%) HEtshni-, (B 3)

(9) HKEEHER (FRUK)

EROWKTIE, FEERIRIKIIR C. IKCIik 5% 120 BRI G5-80 55%H., 4T
13 G4% 48 RFEIC 46% 3R =T, IRPFEEALEMII MLV 7 = F A Th -7, (&
& 3)

HEE SR 2 1 IR Lz, (B4)

12



human

o OH
CH,
H rabbit
rat N Cl rat
sulphate -—-f—++— - glucuronide
cattle
OH

pig

N-(3-chloro-4-hydroxy-2-methylphenyl)-anthranilic acid ({{Z¥1C)

cattle, pig humman, rabbit, rat

human
0 dog

OH CH, rabbit
rabbit H rat

N Cl .
glycine conjugate —--f— — =  glucuronide

cattle

pig

Tolfenamic acid

cattle, pig humman, rabbit, rat
[e) OH human
CH,OH rabbit
H rat
N d
_— glucuronide
cattle
pig

N-(3-chloro-2-hydroxymethylphenyl)-anthranilic acid (1£3%1D)

1 HEESHD b7 =T ABRONRHHEE (S 4 2 —HUZ)

2. EEHER
(1) ZEHR () O

A (SnfE, PERIN OSEECREA) (2 UC Sk bV =7 Al (ERALEAR) 25k

e 5. 24 BRI ICHEIFNIR S (4 mg/kg (RE) L. 7R Ei S 7,

B 57 B ORI AR L 1.6 ngeg/g TH Y . AT (20ngeq/g) @ 10
D1 Tholz, kG 14 AR TIE, &REHL (85,700 ngeq/y) ZFRE rlEHMT
DRFEETEEIL 60~90 ng eqlg ThH-o7-, (BHR3)

(2) ZBEHR () @
A (Aot MR M OMEECTIA) (2 UC Sk b v =T Ak (BERRALIERI) % 48 KifH
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[FFR T 2 FIFAANE S (2 mg/kg (REE/E]) L, FREERERDN I ST,

Bk 5 1 B OMRFERERE L, & T 1,400 ng eq/g. BT 1,000 ng eq/g. FHA
T 500 ng eq/g M OS5 T 305,000 ng eq/g TH o7z, EBiEIRE 4 HEOETOR]
FAERRH GHENEIL 100 ng eqlg Kl Td o7z, BN ORE TR E D> 7= (62,420
+72,000 ng eq/g) .

B-7 V7 b =X —BHER%, 1T & A SR TOREHEE SR O cE -2 b
Mo, MVT = ABEOFRREYITHERE & IEFTR RS & LTV EB X BT,

HPLC 2L Y V7 = F ABBRENFIRHIHEIE Sz, Sofdix b 4 B O g+
BEEIL, TN EIHAT 20 ng/g, BT 100 ng/g, BlET 30 nglg KOG T
39,000 ng/g T -7,

B G- 1 B ORI, gL OYBl&R O ML 7 = F ARRI, MIREIREDZENLT
80%. 70% K (N30% ChH-7-, (ZPR 3)

(3) BEHE G+ O
A (SRR OSEECRE) ISR L7 = A (BURESRERA) % 24 BEEREE
THAIRMN KL DA S: (4 mg/kg (R8E) L, ZREHERNFEE Sz,
B G 24 RfiitE, L PICHEEMED B S (47 ng eqlg) . £ D%, HEHTE
MIIERIRE- 3 HUNICEEIRA 10 ng eq/g I E TREIZIKT L=, (B 3)

(4) %BHR EL+H @
A (SRR OUESORER) 12 UC 53 ML = AR (B E ) 25k %
IZE HIZHHRNES: (BiG5-ERH) L, R E S 7,
G- 24 BRIt OFLHH O V7 = AERIREEIT 20 ng eq/g Rt CTH Y . w5
BED 30% Th-oTz, (B 3)

(5) ZREHER K
o (SafE, MERI M ONEECARBH) (Z[14C-carboxy iEik kL7 = F Llk % B [RIfH AN 5-
(2 mg/kg KEE) L., FREERERDNEN STz, SRRk ORI DS HURAIEEIC &
D, M7 ) AERREE HPLC 2 X 0 IlE Sz,

51 %, WIRREIRE ISR CRmEiE (0.45 pg eqlg) Zan L., B U TIE
0.25 %X 1r0.01 ugeq/g ThH o7, B TITEERFARE ChH o7z, &5 5 HE T,
FRERIREE IR (0.13 pgeql/g) KOVEfE (0.02 ug eq/g) DAITH B,

$5-1 B O ML 7 =) AFEREEIL, AT 0.020 ng/g., i T 0.170 pg/g.
Bt C 0.050 pgl/g KO GEML T 2.16 uglg Th-o7z, D%, H5 5 BRIZIZTETD
Al EEAE CERR (0.020 ngl/g) ITIKTF L7,

%5 1 ABOBA, FEROERT O L7 — 7 ARRITREREEE O Z 20 80%,
40% KN 20% CTh -7z, (B 3)

(6) HBEY—H—IZDU\T
EMEA oW HERZEES (CVMP) TiL, MV 7 2 AipaiEE~—h—& LT
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W5, AR ORI X5 VT =) AEROEIE
£ 0.6, AT 0.7, Bk 0.3 X OFLIF 0.3 ThoT-, (R 3)
SMNEBIFERFCIE. 2R OO MR N 4O FH OREERER ) O |

it 0.

2\

I3 K TIEARPY 0.8, T 0.4,

FLIF RS

PEDOEER 3N PV 7 = F HERTHY | G C IV BETH -T2 Z L b, FEE~—T

—% M7 = AERE LTS, ZIULEMEA & —ELTW5, (&HE4)
EEEEER
MV T =) AR O OB OBEEHRBRER LR 3 KN4 ICE iz, (B
3. 5. 9. 10)
# 3 EEHEEER (VT =F L)
R POE = s
in vitro | 1BIm2SNE R | Salmonella typhimurium 500~1,000 pg/plate Ptk
R TA98, TA100, TA1535, (=S9) (B3, 9,
TA1537, TA1538, 10)
Escherichia coli WP2 pKM101,
WP2 uvrA pKM101
S. typhimurium TA98, TA100. | ~2,000 ug/plate Reft:
TA1535, TA1537, TA1538 (ZHR 3., 9.
10)
DNA {&18 E. coliWP2, WP100 ~400 mg/mL (-S9) Pext
Rec 557 (ZPE 3, 9)
JESRIE AR |~ A Y 7 4+ —~ L5178Y #l | ~100 pg/mL (+S9) RERGHE 2
fl (M3, 9)
Yeta R B E | CHO #fa 6.25~150 ng/mL (-S9; |  HEBGMED
B 22 hr, +S9; 6 hr) (ZH3. 9
invivo |/|MZiRER ~ A (MERES 15 08) . B8 | 800 mg/kg (ARE, H[A| (=X
Ol (B3, 9)
REHDNA |~ A, il 150 3% 500 mg/kg A (=X
Gt #H, o5 (B3, 9)

a 1 S TF1E F M OIEFELE T D 50 ng/mL LI ETHEMENL S, BRI
FV VN i = —EDHINAFE

2D BT,

BNWTOH, BEMEOHD

b : FEME AR IOUN T SO FRAFFE T CHEE SR L BRI, S9 17(E T CREEREMEN TR S,

x4 EEE

MRk ()

PERE B e & IEES
X #t W | 1EIRTHRE R | S, typhimurtum TA98, TA100, | 500~1,000 pg/plate Fatk
C R TA1535. TA1537, TA1538, (+=S89) (&3, 9)
E. coliWP2 pKM101, WP2
uvr4A pPKM101
S, typhimuriumTA98, TA100. | ~2,000 pg/plate (-S9) Pexi:
TA1535, TA1537,. TA1538 (ZPE 3, 9)
DNA &1 | E. coliWP2, WP100 ~400 mg/mL (-S9) (=45
Rec 7B (MR 3, 9)
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CEREN AR PIES JiEh=s i
Ry  |1EIRIINE T | S, typhimurium TA98, 500~1,000 pg/plate Fetk
D R TA100, TA1535, TA1537, (£S9) (ZH 3. 9)
TA1538.
E. coliWP2 pKM101. WP2
uvrA pKM101
S. typhimuriumTA98, TA100, | ~2,000 pg/plate (-S9) Pexti:
TA1535, TA1537, TA1538 (Bl 10)
DNA &18 E. coliWP2, WP100 ~400 mg/mL (-S9) [EX25
Rec #tl# (M3, 9)

VU RY T g~ VT ZNE R K OY CHO Mifl & - et R R AR T
BEGEREIRMGE O TWD N, B2 Dlifies TIThoiz 2 FEO in vivo iR A & Tt
ETOFRBRIZBNTRETH L Z LD, MV T = ARRITAERIC & - THRESRT-E L 72
DEEEMEIRS RN EZ R BT,

4. SHEMHER
MV T =) NEED LDso 1, $GEE & gREhiZ L 528 200~1,000 mg/kg {RKE T,
2 FHOAKBBLREM R ORI F X, M7 2T ABLVIESEETHD, (B 3)

F v MBIT S 2 FEOMRE C KOND oAaMEREME (A, BT RONEENEE)
MBI, WTNHETOERERIKIZHOWTHREND L7 = F AL Y KD
ST, FET —Z IRt SR o T,

"LT 2 F BBED E 5 — 2D TH D FIZHOWTHHISIZ, ~ 7 AT 2,560
mg/kg AEE CTHEROFES L=, EEHOIWIHTEIERE TR, &AKEICX D
LDso 1% 2,560 mg/kg (KELL ETH -7, (S8 5)

KHIZINT =T AEROREFF O LDso % & iz, (5, 11)

# 5 VT =) LR OEONREM O MR ARG R

PERE ghfE P 5% FrIAILE LDso (mg/kg {AH)
"NV T = A Na & 735
73 & VeSS 597
RUA (BEA) 699*
Na ¥ 98
~ A FHRA 0] -3
JEZE Na 121
KT Na ¥ 278
AN el 274

& Ve i I - 280, I : 356

ddY v 7 A fEERN WERERA I 185, M 249

KT UEg i I : 267, I : 286
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Sk % H Na ifi 508
7 ERARIY Na ¥ 112
D 5, 2 s i - 260, W : 279
"m"y;‘ 7 e SR T 246, W : 334
REREN R I - 238, M - 299
WISta: 77| @n e  : 240, - 225
SD 7 v b e a3 4 : 280, M 305
. e qu| WrBfERR 900
vIx FRARPY Na 5 40
JW % e qu| VERiE o 771, M 2 562
MERE A X e R MEREIRA + >1,000
Rt F ~ 1A it qu| >2.560

* BOERE T RE

5. BEMEMHER
(1) BREFHHRER (IHOARUITY R <SEER>
~ U AKRT v b GRS 5 IL/EE) 2 VW MV T = LB OREER 5- (0,
20, 70, 120 X% 170 mg/kg (FE/H, FEHIFEARH) (2 &2 fatEaEma R i S
i, AFE O mAEES HPLC (2 X0 ot Sz,
~ 7 ZAOFERTIE, 70 mg/kg (AH/ B UL R G CAME 1, 120 mg/kg A/ B 5
FEDOHRE 2 1} Y 170 mglkg R/ B GHEORE 1 FIXET Lz, SETERHIIRIATH-
7‘:0
R D MV T = F A GEEEIR+ 7 v v VEEEEIR) ORI 2.2~13.4 ng/mL
T%oto%ﬂ@ﬁﬁ%ﬁﬁnv%77ALme%ﬂto
Z v FOBERTIX, 170 mg/kg K&/ H&EEREOME 2 7], 120 mg/kg (K&E/H L ERE-
HOMESBINIET LTz, SECFRHIIRHATH T,
MAEFO M7 = F AF GEAaE+ 2707 a U BEaais) OREX 2.8~10 pg/mL
Thole, M7 FABEOMICE M THALNDS 3 FEORI D R v,
WTIORBRIZIBN T HIE T LSO FE PRI IR E N 2o 70, (BHB)
SZMBIFERNCIE. ARBROEEIERE (NOAEL) SIEE SIL TN,

(2) 3RV 4 BHESMSHRER (Tv b)) <SEEH>
Z v b CREEARBA, MEHER 3 DU/EE) Z Rz ML 7 = Ao O &5 (10~40
mg/kg {REE/H T 3 M X3 80~640 mg/kg (AH/H T 4 ., 5 AMA) (2L 2HaME
MEBR DN TG STz, TERETH%, 16 AMBIEEZITo 72,
160 mg/kg (AE/H LI B4 4 BFEE ST~ ME 1 BlZ2BRE 28 L GECE
HRAA) . 80 mg/kg (AE/H LA T % 3 XL 4 G- SN EAEDT v x50
AL LTz, 5% 16 2ABORNCEZRIZA SN -T2, BEAER & ST R d

3 WHHIMNRATH Y . PRI ROFERDME S TWRNZ &b, ZEEEE LT,
4 BRGNS SILTWRNWZ &, BEEEE L,
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RBIVTVRYY, (B B)
ZMNBIFERICIE, AR NOAEL 25335 E STV,

(3) SNAMEZHSMSHER (Sy )

7> b (Donryu %, WEMES 15 P/ 2RV M7 = A 5% 7 787 Z.47K
i) o 3 ARG #EE [0 (&5, 10, 16, 24 X% 36 mg/kg KE/H., &5
BR4E 1~30 B FTldfEH. Uitk 6 HARDRE] (2 &L 2 Ak thatBngs i S iz,
3 HBOTGH T4, b EMORIEMIRINRE S, TR AER 6 IR,

FECHITIE, HFE, HEEORIE, HIMiEE., L OVERMER S OE, EKITE
INFRDIVIZIN, FIVLSMIHE AT BB U T2 iR I LA B 12,

36 mg/kg R/ A GHOMEREEL HI12, ZEh5 18 H LN 24 B4 E ClIfREHE
DRI DAV s, B EAE TR CIISHiREE & DD 72D o T2,

HIFR Tl 16 XU 24 mg/kg (RHE/ B GHDO 1~2 FIlZBIEROOS A, ZEEEIRG
ICHIE, 8B & OMEERREZ 7~ T IR LSRN REIZA DAVZ, 16 mgkg (RH/
H B G REOIRERARRR IO Cld, SHIREE & I3 A e -T2, 24 mglkg (RE/H#%
BRI RN AR EREEE D R OB FIBE A 2 ST,

[EEHEE ClL, ARRFAIGRD biinoT-, (B 12)

BEEZE ST, 24 mgkg (RE/ H & GHI GBS OB 2 FIBE - H T Z
&5, NOAEL % 16 mg/kg (AE/H S 8RE L7,

# 6 7w MW 3 A REEEEEERIC T L BT,

B b Jai3 i3
36 mg/kg {AE/H - MR OHe e CMEXTERED | - RBC X ONHb OIET
fEfiE - IR B BEES ORREE 7 25 4
S
24 mg/kg (KE/HLL| - Wik BEEER OB 72 FIBE| - Rk B TR OB BE 7 B
i (D¥d) )
16 mg/kg R/ HLL| FMERATR 2 L BT L
-

(4) e hBMEIMSHESAR (S M)

Z v b (Wistar 2. MEES 12 VT/EE) ZHW= "MV 7 = A 5% 7T 7 T L
ER) OF) 6 A RBEFRE &5 (0, 12.5, 25, 50, 100 X% 200 mg/kg {KE/H, 6
AAE) (2 X %t i S ivi-, BG-BHG% 188~226 H AL ST
WUE X7z, EMEA FHEZEL OZEMNEEI THRE SN TV DT RAEZNENR 7 ITRL
7=, (B3, 5, 9)

1 EMEA

—HRENTIEETIERL. BRI R SCEDRIT 2L 5 AN BIFERA & L TERD L
77

Z ORIV T L GLP 2857 L CHEi S 41 TV7anAy, EMEA 13 6 22ARIONE
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BROFEIC kA FERBROEEHRE (NOEL) % 25 mgkg (AH/H LREL TS, (B
FE 3. 9)

Q@ ZEINBRFEFR

12.5~50 mg/kg AR/ A & GHEOBBREMW) TIEF TR LT,

FRERIE TIRFZIX Ht ORRE O FEFEREIN K OB Shve, IREREEICII 512
U2 RIS A Do Tz, SINBUFERCIE, ARBRIZI1T 5 NOEL (3 25 mg/kg
{KE/H LRESNTWS, (BR5, 10)

EZERERT. FINEHFELHZIW T, 50 mg/kg K&/ H LI B GRECHHEARD
ZefaZe . HSEE OMHMIREENHE SN TWD Z EA2BE L, AR NOAEL
% 25 mg/kg (RE/H LR E LT,

x 7 7w bEHWE 6 ARSI BT 2R R

~ EMEA ZE))
R AL sk
200 mg/kg {AE/H - 2T
100 mg/kg (ATE/ A | - JEBA R OHIEE -EEBE- 5 (100 mglkg R/ H)
LIk Ip@=22A il
- HigE. MEEK, a5
- REWART
c MR U o NEE AR
50 mg/kg 1K=/ H < LR EH « FFHmpaZEpaZe s, AFSEE MM
- BERE OAIRAL iz
- gD U o NERETEZRK
25 mg/kg {K=E/H VL BIERT R L TR L
—F

(5) 9rAEERMSEHHAR (Sy M)

7 v & (Donryu &, MERES 28 DU/RE) Z AV vz 9 AR O#ES (0. 5. 10, 20 X
1% 40 mg/kg (AE/H . &b’—?—- 1~45 A £ A, L 6 BAE) 12X 2 HEabEmEEn
FEhifi K7z, HEAKTH 4 BRI OREBNHRE Sh-, SRR cALN-EET R E
#F 8RR LT,

—BEANIEBEAL, FHCIIIEFEACRE DRI 2 1F 0 BN EIFERE & L CRRO B
77

ARBRIILT L b GLP Z285F L CHE SN2y, EMEA 139 22 H O ERR
A8 512 X 2 3M58# D NOEL % 10 mg/kg (K8E/H L% E LT\ 5, (B3, 9, 13)

BINEEFEST, ARBRIZEW T, 20 mekg (KE/H LA EE 5 CRSMEESEN OB
ERHLLNTZEZEZ NS Z 06, NOAEL % 10 mg/kg {K&E/H E3E LT,

19



# 8 T MW 9 A REEMEEEERIC T L BT

e % s
40 mg/kg A=/ H < BB, BRI, BEEEOKT
- ALT OIKF
< BB« YEALE DOIIE N QST RS
20 mg/kg RE/HLL| - BfkEEmOMEA
k=
10 mg/kg {RE/H DL | FFT R L
—F

(6) 10 HEEAHSHHER (UHX) <SEBEH>
Y (SR, MR OVEECRE) 12 ML =) AlEA 10 HEIRNES (4. 8,
12 X% 16 mgkg (KE/H) L& Z A, R EHE” ROSER L, BEGEHBALIRIEN
BT, FIRRTIE, 12 mg/kg A8/ B LA GREOIFE TR EE O I MRS 2 54,
ENDPME—DEEIC XD BERE Th -T2, (B 5)

(7) 1 hAEERMSEERER (V9%

UHX (GfE, MERIROVCECRE) 2B e b o = A8 1 2 ABRO#EE (0,
1. 4. 16 X% 64 mg/kg (KE/H) (2 & 5 AR BRI T E S -,

4 mg/kg R/ A L BB GRETHRLEROEMMA A BT, 16 mgkg A/ H G TIX
(KERVD DR I: HT-, TR FAIRE TIE. 4 mg/ke KB/ BRERECIXBIFORR
FZ DN S TREEFEIN A HILVTEAS, 64 mg/lkg (REE/ H % G CIREE L OO ANAH LI,

EMEA 1%, A#RB2CH1)% NOEL % 1 mgkg (KE/H L EL W5, (B3, 9)

BN ZERERIT., ARERIZBW T, 4mgkg (RE/H UL EREREHZIE T RO &L Y
HIGORME LR DSR2 &3, NOAEL % 1 mg/kg (RE/H L 34E L7z,

(8) 28 HEFAMSMHAER (1 X)

A X (R OMRIARE, 6 IW/EE) AWz hvr =) Ao 28 HEREO#EE (0,
15. 30 i 60 mg/kg (AHE/H) |2 L S MAMEREN RN EM Sz, EMEA $HliER
OZMBIFER THE SN TWAFITREZZNENR I IR LT, (B3, 5, 9)

1 EMEA
EMEA %, AK&EBRICHW-8WEND7e X 5720, AERD NOEL #E CX 72
Mol L TW5, (B3, 9)

Q@ ZMBFFER
SZNBUFERICIE, AR NOAEL %53 E LTVl Y, (B 5)

5 FIRNIR G- CTH D Z EMBBEEE L LTz,
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B EZERZE R, FMNBUFEEHZI T, 156 mg/kg (R A DL B GHEZ f T ),
RBC KU Ht DR TEI|E SN TWVWDHZ E2ZE L, NOAEL #fRETE T, K
RO f/ R (LOAEL) % 15 mg/kg (RH/H &30E L7z,

# 9 28 A atEMAER (1 X) OFMATA

_ EMEA )
R Wi i
60 mg/kg (KE/H | - RBC <5 A— X —DIE . | - K - BUN B4/
BUN O#REE DN - i REREEREXT
- FEREEOKME R OYREE | - #f  INEEEERE N
BB
- [FIRGAG B SE iR OO RGBS HH .
KOS A
30 mg/kg {KE/HLL| « Alb DEFEDILT - [R5 K OSEE RS A E M Haf
k= JPi R
15 mg/kg A/ HLL| BMFTRZ2 L (15 mg/kg (A= | - M F#) (60 mg/kg A2/ H
- /H) B 5RECRRE)
- RBC 2 Je O He #REE
KT (60 mg/kg {AEE/HPE
HRECIRE)
- It - BUN 8840, TPIET

(9) 6 hAMERMEEHER (2 =7J4)
R=T7% (R OWMERIRA, 488/ 2BV VT 2 ABERD 6 NARIO N T
RO #E- (0. 20, 40, 80 i 160 mg/kg {AE/H) (T X A HiatEM B £l X

iz, EMEA FHifiE & OZMNBUFEE ClE S TV DFTRZ T TR 10 IR LT,
(B3, b)

@® EMEA
EMEA I, NOEL 2k bpinolzl LTS, (B3, 9)

Q@ ZMBAFER
FRPREIES K ORI B AR A C B R 7R o T2,
SINBUFEENCIE, NOEL (37273 o72& LT\, (BHE5)

B EZEEERIT. EMEA fHliEN OSNBIFFEEHZIBW T, 20 mg/kg (K&E/H L E
BERAZBRZAE  CUTETRAIEIaZZ TR ORHEL) DNHE SN TWDZ E2EE L,
NOAEL %##%E T4, A#Bro LOAEL % 20 mg/ke (K8E/H L 3E LT,

# 10 6 2 AMESERENRER (I=7%) #HHITH
= EMEA N
R Hii Hii
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160 mg/kg (KE/H | - FETHREENN cHOBHA (&)
- BIE%

80 mg/kg K=/ H - BRERER A - BOBA (1/4 61)

40 mg/kg (R E/ H - R L - BRI AR 2 R OSRAE
b (2/4 B))

20 mg/kg (AE/ALL| - BIRE GEREGRMEMI) - BRI HB R S R OSRAE

i 1t (1/4 ) (20 mg/kg (K&
/H)

EEERUOFEN AR

(1 ) 80 BRIRERSEEHHE (THX)

~ A (CD1 %, MERES 50 IWEE) Z Wz bv T = F Ao 80 HFIREE: 5 (0.
15, 30 Xi% 60 mg/kg {KE/H) 1Z XA EHRGHEEGEBRNER SN, (ZR 3, 5)
60 mg/kg AH/HEGHETITRBRO BN IGRENH Y | HHGENEIZE S, fikk
BN 43 HE D 5 mg/kg (RE/HIZERE Sz (LUT 160/5 mg/kg (KE/H & GH#E] &
W90,

ETOREHOBEIRI IR L FRECTH Y . SR 5 BEITFRR A LN TH -T2,

0. 15, 30 % Ur60/5 mg/kg (RE/ H 5 GHEC ST 2 2E9RI0/ ZZHBCALE R ZRIL, £
THHETIX 24%., 44%. 62% K% TN 60%., HETIE 28%. 44%. 60%% 1 58% Th -7,
FHPBECHIOURBIEICBHE U /BRI AERD . AR OREEEAE Ch o7,

MR R MR AR, R N @B Oal e h > 72,

FERESME DIREERT FUIE, 30 mg/kg R/ H & GRECIS T 2 IREPHDRENEAR K OB
RE D EEAIEIZIR HAL T 2, 30 mg/kg (REE/ H 5 5-E 0 gl 2 18 S M AR 2
DRI BT, FEEOHEIIIERD Hil/eho7-,

SMNBIFER T, ARBRICI1T %5 NOEL i 15 mg/kg (AHE/H L RESNL TV 5,

(ZHR 5)

EMEA 1%, AR T, BOBAMITRO SehoT-t LTW5, 77, ARBR
TIE NSAIDs TTESN LA LRBETHAABREN A LILTERY , ~ 7 ADOGES

12395 NOEL #1525 Z LIX TE ol LTV %, (BR3, 9)

BNEEREEIL, ARBRICEBW T, 15 mgkg K/ A UL FREGRHCIETRO EEN
HOENTZ e, NOAEL 3% ETE 3, AR LOAEL % 15 mg/kg A/ H & §%
TE LT, RBORAETERD e iz,

(2) 104 BRREBEIRSEHRAR (Tv )
F v~ (CD %. MEER 50 U/EE) 12 ML 7 = F AFED 104 BRIREER S (0. 15, 30
K O¥60 mg/kg (RHE/H) IZ X DRERGEEFEBNERI N, (B3, 5)
ETORSHEOBEI R IR L FRRECTH Y | SR 5 BEITFRR A LN TH -T2,

6 25 OEEHZIX “Chronic studies” & & 0 . JFEFERDNE D DOWMERN LN Z Lvn . IR
HaEMRER R LT,
T 2R 5 OEEHIIX “Chronic studies” & &V . JFEFERDNE D DOMERN LN 2 Lvn, KIER
X e - A D
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0. 15, 30 & TX 60 mg/kg RE/ H B GRS 2 2RI/ ZZHICANE R AT, e
FURETIE 40%., 44%. 42%K N 82%., METIE 52%. 54%. 32% XN 76% CTh-oT-, B
HIFEC I OUhBSEIZ B L2tk (RERD . FHIERONLETH -7, 60 mg/kg RE
| B BEGREDOREDKIEHL OMEDHK) 1/3 (ZHE 5\ BEhE U 7= IS 4 1 © R8RS K UG
FE I B AT,

MR, JRIRE X Ifgs EEOREI IR0~ 72,

JREEHHRR PR D3 5t R A O 60 mg/kg (REE/ H #& 5-RED A 340 S 172, 60 mg/kg &
E/ A % GREOWERE B FLERESE O A A B AL, RIS REOME I3 B F a2 & T EE

. HETIZTWBC 2388 L=, ﬂiﬁ@iﬁé‘ﬂﬂ D B DoT,
SEINBOFFEECld, ARBRIZEIT 5 NOEL (% 30 mg/kg RE/H LRE STV D,
(ZH b)

EMEA |3, A3 BTl BRAMITRD b olzL LTWh, 72, NSAIDs T
THREI N D MBI Th 2 HEE L OB FLEER N A LIV, 7 > MIBIT 5B
SAEAEIZEE 95 NOEL 21525 Z L3 C& a7 LTV 5, (BE3, 9)

B LETERT, RISk R K Y 60 mg/kg RE/ A GHEDOHDE
ETH D +ATOIL TN D NOAELHARET 5 Z LILTE e o,
FRANETERD BT,

7. EERESMHAR
(1) £mEFELESFHHER (v b
7> kb (CD &, WEMER 30 IL/EE) Z R\ V7 = AfRoOsE R 05 (0, 10,
20 X% 40 mg/kg {ZISE/ H) 1Z X 2T MR e S vz, BeGHIMIE, JETi
BRI HAEC A A8 L C, MECIIAHED 14 HREIDOOIEE 2 HE TERESNT, —
HEY7= 0 15 [COMEZ TR 13 HIZHRAE L, 750 OlfEx B S8 C, WE R 287
HETIRE U7, FiMERES 15 DU 3Pk U CACER L, Fo IREMD 2 THE 20 HICHRE LT,
(ZH 3, 5. 9)

@ EMEA

40 mg/kg AH/ B 58 TR OED VR IER ITEFE N BIEE SN2, Zb o
w1 20 mglkg (RE/ A LU T RERETIIA LN o T2, ZOFEIT MV T = LD
BEIZEX DD E ST,

WERE D2 fa e U TR IARIC B T2 o T,

EMEA %, BHAEMEK UG IREMEIZRIT 5 NOEL % 10 mg/kg {RE/H S8 E LT
%, (B3, 9)

@ ZEINBRFEHR

20 mg/kg KH/ A UL B GEEO M IR OMEO—E DS, BEFEIRREICIE S 38T
L7e, FIRCIE, {EIEE OEE UIHImA IS U AL, EHEROZIRIZES T 5
R, R R OVt B U7 IR R AME N IER L2 2 & ZBRE . BhidA b
72Tz, 40 mgkg (RE/HEGRETIE, RHAEEMZ ML L CTIRD 4 BAGFENMETL
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o MEFTTEIEITRRO biiehro Tz, Fi RO IEFIFEZITEFE ThH o7,
wv7:n+Aﬁé‘zrb§E§5 L7z L B2 E3ND Fo RO EI IR N2 o Tz,
SINBOFEEF Tl BHAFEMIT 0% NOEL 1% 10 mg/kg (RE/H LR E S TN 5,
(&R 5)

B EEZERIT, FMNBUTERHZIW T, 20 mg/kg AR/ H 558 THlf 3=
FOMEOTELENIE SN TWVDHZ L EEE L, BEWICxd 5 NOAEL % 10 mg/kg (&
B|/HEREL, £-. EMEA FHliicV0 T, HERICRT 2 28030 L3t S h
TWAHZEAEEEL, JRIZICHT D NOAEL % 10 mg/kg R#/H L% E Lz,

(2) RECHIR VR EGHER (v )

7 v & (Donryu %, WEHES 20 DR IZHEZHWT ML7 o F AR Sifilfe O i
5 [0 Q&Y. 6, 12 T 24 mg/kg (RE/H, AL : 5% 7 7 ©7 T LKEE] LT, &
Bl AT M QYR G-akBR 0 FEhi STz, FG-EIRIT. HECTITEIR 60 AN & AHH
fEZ LT, METIIAHL 14 BRI OIR 7 H £ TRRE SN,

24 mg/kg KEH/ A GHEOMETIE, BRI GG HI 288 U THEEEOR T N4 L
Aic, MEDOMEEM, RN MEIRRIZE T 13 L2 h - 1o, MEZ IR 20 BIZBHIE L
THENEERE L ZA, FBRERICBIT 2ERE. Bk, MIELER, £FRIE
B MR OVRE R S & DO o TR R & O CTEITA L2 o T, AR IRIR
HOAREEL D bARICKRE o7,

BEGHICBIT DRIBOERERIZIX, REOHEICERE LT, SRR L [F% 3%
AL IR SV DM BT, 14 BN BRI A O 0y, HBUREIZ 213787
STz, (&M 14)

BMEEEESIE, 24 mgkg (RE/ B & GHOMIZIBEEEOK T NA LN, (KE
TALZA DRI Z e D, LIRS R oTe, LI -> T, BEW &R ONER
IZx%t9° %5 NOAEL % & HED 24 mg/kg (KE/H EF%E LTz, F£72. BIHEEICKT 5
NOAEL % [FfkIZ @ FHED 24 mglkg (KE/H L3%7E L1,

(3) FEHRMRERRSHR (v b)) @

Z v b (Wistar &, 14~24 JU/EE) IZBE % AW T V7 = AER 2 il 0 #%5- (0,
3.756, 7.5 XX 15mg/kg K&E/H) LT, BEEMEOZAMBRGRBRNE I, &5
IR 15 B2 O3l a 0@ L CE 21 B £ Tfrbiiz, ARBRCliL, IREMORE
IATENCEET 2R HMlI IS S Ty, (B3, 5, 9, 10)

RMEMW A EREIGRO bV, REICEEIIA LN ) o7z, BERHIIBW TR
AR RK 3 AMER L7z23, <HRRE L 02T 15 mg/kg K5/ B £ 58 TO AHtF510
ICHEE CTh-oTz, REWMOMEMICESIC L DEEBIIA N2 -T=, 15 mg/kg K/
A GRECIE B IR IS R EAMED D (lE A4 s LC 1.3 IL/fE)
L7273, *THEREOME (0.7 IL/HE) & OEITFEHFNCHEE TIIR -1z,

SMNEFFER T, 15 mgkg (AH/BFGEEC Téﬁﬂ)&%ﬁ MOIERIZ LY, BHAE
P£ NOEL (% 7.5 mg/kg (KE/H . FPEH K OBA A OFREIZEI 9% NOEL (35 mHE
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? 15 mg/kg (RE/H EEE STV S, (BHE5)

EMEA I, A8 NOEL % 3.75 me/kg (KE/H L ZE LT 5, (BHE3. 9)

B EZEEERIT. EMEA FHliED NOEL 3% E DR T/2 < | SNBIFEE
IZBWT, 15 mg/kg KH/ B EGHEOHIRMAOIER A HME SN TWHZ L2 EE L,
FEW)IZx3 % NOAEL % 7.5 mgkg A8/H., WREWIZxT 5 NOAEL % HmHED
15 mg/kg AH/H L3 E LT,

(4) FAEPRMRELRRSHR (v k) @
Z v I (Donryu 5%, 20~21 PU/#) (ZHEZHWT VT = F Az @it A5 [0
(I . 6, 12 XE 24 mg/kg (KE/H ., ¥ 5% 7 7 ©7 T LKEEHK] LT, JEES
S O P G303 32k S vfe, B HIRITAER 17 B20ME 21 HE TEREIN
77

24 mg/kg A/ A EGHOREMW TIX, /2861 B I R RIS A8 B,
it DRE S AEE L VRS HERS LTz, MfEEIC L0 HE 2 BlssET L, 4 FillcEe
FEDWEBIEN - BT, 12 mg/kg K/ H UL T REGREOREMIZIL, BEIXMHA5
IR oT=,

WTNOEGHIZBW TS, ERE, 2R&O F1 HAEROABUZEE I TA BT,
PELEIZIR D ITE Updno 7o, 24 mglkg (REE/BHRGRETIE, SETHNIR > T203, Ei%
7 HE COMBRACTENFRICE N> T, FIHAEROEKEIL, 24 mgke K&/ H &5
BECHERE L & 128 <7, 6 mg/kg (REE/ H BEGREDOIE T 6 XHREEDOE X D 0K h -
7273, 12 mg/kg R/ B GHEOMEI IR OME L 1ZIEXF T Th o7,

REWOASIEE, YRR, 1TE), 58 L OAFERER IR F IR0 b T, FolglRic
X9 B L LN ST, (B 14)

B EEEBSE. 24 mgkg (RE/ B & GEOREMI I TodflEE M ONEIE) 7
LN e, BEMICRHT % NOAEL % 12 mg/kg (K8/H L% E LTz, £z, R
EROEE IR RNEEICEEEZ R LIZZ &b, JBIZkd 25 NOAEL % 12 mg/kg
{REE/H EFRE LTz,

(5) RESMHHER (v )

F v b (BHEROVEEARE) %A= ML 7 = F AFROEHR OS5 (0. 10, 20, 40
X% 80 mg/kg IR/ H) (2 X DRAFMEREBRNE I N, FEITTHE 8 AnD 17 A
FCEMI N, I AR 21 BIZHFECUB LT, SO A2 TR FRITRE L
77

R H 2 80 mg/kg AR/ H $e58ED 3/10 51K O 20 mg/kg A/ H 58D 1/15
BINFEL LT, fOREMWICIE, REENER NEE RIS X DT A L7
Mo TN, WRIIRE B G- & & S ITHEIME M 2R L7z (oFREEE 2/143 1], 10 mg/kg A&
H/H 3/117 f5], 20 mg/kg (RE/H 7/137 5, 40 mg/kg {AHE/H 10/131 5], 80 mg/kg (&
#/H 5/80 f4]), 40 mg/kg (KEH/HFERED 1 EOAIIELRIE B F) »NELE, =
DORETIE, B IB b DO RINE OISR OGBFRINE b EEE T b=, LrL, 80
mg/kg (KE/H B SR TR RO SN0 -T2, o, 2 CTOREEEDR

25



M@fﬁ@%‘ﬁ%@%ﬁmiﬁ SieioTz,
mﬁﬁ/ MEVERIEERD B> 7203, BEHIMN T » Mokl TZD”””ET?FZEEE;H@ A HH]
bz 6~15 Ei) EEEERIZIT—E LWy, EMBUFERCIE, BHARMEICRET 2
NOEL 1% 40 mg/kg (KE/H . MFEMIZK 25 NOEL X 10 mg/kg K8/ H % E ST
. (BB, 10)
ﬁun;riéaz: T, EINBUFERHZ I\ T, 80 mg/kg K/ H 5RO REMW DL
SO 20 mg/kg (RE/ H UL EF G5-8E TR OIS HE SN TnD Z & 2BRE L,
g Zxtd 5 NOAEL % 40 mg/kg (KE/H. MIEIZRF % NOAEL % 10 mg/kg ﬁ@/
HERRE LT,

(6) HREMHHEEHER (Sv )

Z v b (Donryu 5%, M 30~31 IT/EE) (ZHEZHWT F/V71‘)‘AE§“%3§%U%§:D%
5. [0 (B, 6, 12 T 24 mg/kg (RE/H, B : 5% 7 7 €7 2 LKkEK] LT,
BRI GRS I S AT, BEHIRIE, R 7 6 17T BHE TEREIN, 1 ﬁi
D 213 OREMW)EIER 20 BIZHWEYIR L C. BonRIEE2aFEEImE L, 7%
D OREMWNIE RS, IREWIORE . b, 178, FE R OVETERE A R LT,

B GREOREMW % G BhE L TEROFBUT 72 < | R K Vi oV
DOFRFNZIBNT Y, AE, BEENOHUKEIZHIERE & O THERZITFED bz
>7z,

BEERECRT D2 EEER, FRE MSETELOVEFRIEICIE, xHHREEE O TH
BREZHA LN -To, —FH, SFFRGHOREEE) HEMERICHENL, s
DEITETOREGHTHRE ThH o)., ZOFTROFNFAIERITAL TRV, it
([ZOWTIE, xHREED 0.864 (2%t L 24 mg/kg (RE/H I GHET 1.404 LHKT DR 0 23
H BT, HREONEHOBIE T, HRBHIENEZ 1 RO T-DOATH o7, Btk
FRAECIE, (LB TEIC i < R T REXBFE IO N T,

WTNOREMW G IEFIT 0 LT, SRR DERE, /mifss, FECRELD
PEEIZKTRERE & O THERETAONT | AFREF L HBL Lol Ronfk, 17
g5, FE LK OAESEREE _;E,% 1IN0 T-, (SR 14)

B ZeFZERL. R HED 24 mg/kg (K58 B EGREOREW), IBIREONEEW
E”E“ﬁ%ﬁroﬂfif)v)t\_ki) 5. HEW, RIELKODEEMICKT 5 NOAEL % &= H
D 24 mglkg (KE/H EFXE LTz, [@ATIEIRA LD -T2,

i T

(7) RESHHE (V9H O

UYX (AARAGRE, 10~12 IWE) 2 HV- ML 7 =) ABROIEHIRE 05 (0. 3.
6. 12, 24 K48 mg/kg K/ H) 12X D FAFMRBREi S -, BE5I3EE6 B
25 18 B ¥ CTHEE S, BEMW A TR 29 BICHEYIE L C, &L 270
R LT,

12 mg/kg (RE/H LA BB GRECIIE SRR IR0 2 REW O REHEIN S 1] S 4L,
48 mg/kg REE/ A ¥ 5RECII GBAtAT: 5 B M7z » TG BIRIRFOIKE % Fal> 72,
3 KON 6 mg/kg (RE/ H I GRECHBIT 2 BEW OKREENINEIL, FBRIIE A8 U Ok
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DIEEIZFR L ThH -7z,

SR RE ONEAERR IR B DWW T 12 KT 24 mg/kg (RE/HEGRETHE R
KT A B, EMR AR R OSREEREIZ OV TIE 3, 6, 12 K124 mg/kg (AE
|BRERHCTHEREMN A LN, UL, 2 b OfEICHEMBMEIZZ2< . 48 mg/ke
R/ A B ERECIT IR & 1 iﬂ%ﬂ“fﬁpot_ EMD, MVT =) ABORENT )
ST EEZ B,

AFERIBOFEFIIRE TIX, WTINOBREHFICHONTHEFSLEOFEHITRD S
NirnoTe, BIBHED 3 mgkg (RE/H %G THBEREEN OIREEOFE/R S
magHEsnz, (B3, 9, 15)

EMEA 343822 NOEL Z 8% 7E L TURu,

BMEEEBSIE, 12 mgkg (RE/ B UL ERGH RGBT 2 B8 OKE
HEIAMR S =2 Lo b HEMWITHT 5 NOAEL % 6 mg/kg (RH/H &30E LT,
Fo, WTNOEGHIZBWTH RIS T 2 ENRO b o2 &b, IR
(2%9% NOAEL Z ks B D 48 mg/kg (REH/H L iRIE LTz, (AL A Smho
72,

(8) X&EFEMHER (VU¥) @

TR (R OVCECRE) 2 V- b7 = F ABROREEIR O#5 (0, 12.5, 25 X
13 50 mg/kg (RE/H) 128 HFRAETHRERN I 7z, IR S B S 16 BHE
CEM S, REMW AR 28 BIZH YR L C, B oz BIR 2 &l L,

50 mg/kg (REE/H & 5RE CREHINING] A BV, AR IRICEE S 2 F5IEIC

FWT ORI S A RITA B Do To IR OMR VL DI B I A B o T,

%J NEFFEEFCIE, z&:.it%ﬁf IMETTEEIIERD SR> 128, R GHIA 7 i

BT DB OSHR GRFITIR 6~18 H) /= L T a2 LT 5, 50 mg/kg
{REE/ B BGBEC IS D AREBININHNIC S X | fHAEMO NOEL % 25 mg/kg {K5/H
ERREL TS, (BBEb)

BMZEEEST. FMNBUFELRHTIW T, 50 mgkg A/ B #5HEOMEIZAREHN
PRIDHE SN TNWA Z L ABRE L, BEWIxd 5 NOAEL % 25 mg/kg (R8/H &%
E LT, AR LN~ T,

8. TDthdDEAER
(1) R&HHER (Sy b <SBEHS>
T v b GRE. MR LR OVEEORE) OIELE~O Tolfedine K (4% V7 =7 A
B2 OMRANEGIZLY FroFiL, #E, SR EROBIENE L, &5 14 B

(L IRASITERRE L 72 1) | 21 ARRICITRAELOZDTR Y | FRTATRRHEOIBAE 2 > T,
(ZH 5)

8 HIRNREGTH Y, MEZEOAROFMNRATHLD Z b, ZEERE LI
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(2) R&MHER GFRUK <SBEHO>

LA (SfE, MERIROSEECRE) & Ve ZetiBiicis T, 18 X120 mg/kg &
H/HD VT =) ABEOHBFRARNR 5-12 X 0 — 1@ EO MR E N FHE S 723
ITE SR oTz, RO/ NT A —&—DZ b & M EEORMICERENEN & 5 2 L AVRg
SNz, THORIWERITEERZED 9~10 FOEHAETEL TEY . FOflRNE
BIRFO M7 = F ABEOBEMETIRLF Th - T,

ER OE~DIREFAED 4 FF TORBEOHANKE CIIREMIIBEF CTH 7223,
B GEL D JRETEOS S Sz, (ZH3)

(3) ZEhAER

NVT =7 LRI NSAIDs (ZHRHEE) 212 R R E 2R 97, B T, A X (1 mglkg
FEH) KOUYF (5 mgkg (KHE) (2B THIRPIR ST X 5 O8RS OWFR R O
D O HEPFH) NOEL 2530E Sz,

2 FHOKBRERE TH L D KOG G TIE. M7 =T A& D bHIRAE/A
i Kk ONBIGAFETE MR~ T, (R 3)

(4) REREHEHBR<SEENO>
FEY b (TR, MR OTEEAH) ZHWT M7 =T Lk (6%iK) DR ERAE
PEDSFHR DIV, BRERMEMEIIRRD biveinoT-, (B b)

9. EMZIHITHHR
EU Ti&. M7 = F ARRIIHRIEE, SRk OfFEGE L L T FHEREMOMEH
MFRA[ SN TN D, RIER N ~FHETIE 100~200 mg DHEZE 1 B 3[BT
THRAT %, 16,521 £ IZ W TEM SN AEFROZE PR CIL, 53k k
D 3%ICHERICN ARSI, ebIE LERNTEBEE Th-72 (1.72%), (B 3)

BYYEIZ LY 385 CoR H2FEE RI/INRE 874 (5 Al 6 15 75%) IZOW\W T
STIHDO N7 V—/NT o T =/ MEHER (A7 =T L, M7 = F LABR T VT
=T A OMFEVERZ IR L, SaEHES LI,

3 AHID D BT MT = ARG BEEVERZ R L, TOERIIA 7 =T L
D 8FER T NT = F LD 35 Th o7, FaEEHEIL. A7 =T L) 4 mglkg
{KE, ML7 =T LEED 0.5 mgke (KB, 7/ 7 =F AFE 1.5 mgkg (AETH-7-,
IIBHDT > N7 = UEFHEROEMERITI Y v ~FERH L vig . 20T hrr
=T AR TRLBEE CHI EEZ LN, (B 5)

SMNEIFERFCIE, ARERD 0.5 mg/kg (RE/H 2 5/ NEHFRIAES L TW5,

EMEA &, /NEIZEBWT, 0.5 mgkg (REORAFREIC XLV EEGRENBIEZ I L
HwEL TS, (B 3)

O KR T DRI TH D Z Linh, ZEEEL Lz,
0 SRBROFFHNAATH D Z b, BEEEE LT,
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FEVNREBE 64 (2~147%, P4 7.5 5%, KE 12~50kg, ¥ 29.2kg) (2 1 mg/kg
{KED M7 =) ABRREIR Z B O # 5. L T, MV 7 = T ABROFZAR T b,
VT = F LEEIIARART & D EERICERREZE TS (1 2 O, BERITR<A
HHIIRFCTH T, (B B)

M7 =) AEE (B4 : Clotam) KOV 2 F 14U FLEED 1 #E#ES- (600 mg/H)
BOBEIHE T 2 B R S, MV T 2 ABRITER AL U o727
TFAYY FABIZLORT T 47 6/10 £ PFEE OFREMRAMEE R A2 RIE LT,

(ZHR 5)

Vo~ FHREEREE 91 4, LT =) AEEE 60 AR, 1 HE600mg # 1 H 3
BT TG L (13& A EOBRFEIRFFHNMOPTY v~ F 3% 1 fEL B S
7). BED 30%BIER & LT, TH (891 ), xR LOVTEH: (11/91 #1) .
PEREE (89141, 182 (1/916) KU E (2/91 ) Z7R L7228, 10% D0 h
W7 2 F ABBIZL DD Tho7z, 6 I CREEZFIET HAVNENH -7, FERAMEIZIX
EFRIIHA NI o T, (B 5)

EICEBAEE, FHERREE, U v~ FHRIEIRIC L HBEE A2~ B 48 AT ML
7 = AEEN 6 221 B 200mg & 1 B 3[ENCH T TRE- Sz, 169 1 HH 1%,
7D TR, HEARR K OWRM-ORBIWER T L7223, 6 A%, B 4140 9 LRIE
RGO LR -oT2 9 L FEIZ 12 22 ARIRR SN, b @ISR & 7 BRI,
B2 REAPERIEE (M) . B, &R, MERBREOMERL T o 72, FRIIERIERES
EOFERET (P<0.01) X, M7 =T ABROEMEZ RS HFTRIZA S0
o7z, (B 5)

1 HH72 0 OfF N EGE 300 mg & 3 BN TR SN2 ) U~ TRIEZ N T B
15 422V, THERIOIEIRED T~ DIV, AR RHIPRIEE 2 #E Lz 3 405
PELISh, RINERIZ 727> 7, (B B)

T r— 7 Tl 1982 FF TITIE~K 500 7 HHESD MV 7 = AR RG-S
TEED, BERIGOEHE SH-0I3H#): 205 il Th -T2, ZOHFTT LAX—KIGIT
72 1, BRERIVERIT 46 6, HERMEEIL 34 I, FHEREMEIT 3 #, FHATRIE 1
151 K QM IR 1 Bl T o 72, (R B)
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1. EFEEEICEIT H5FHE
1. EMA (EMEA) (21T 55Hf
EMEA (3. 1997 4E|Z ML 7 = F LA EHE L TV 5,
7 v MRV 9 2 A RS ERER L OVEES L ORI S5 B oG o
NOEL /&, £ €4 10 KO 3.75 mg/kg (KE/A Th o723, v¥F &Mz 4 @ /] (1
AR A ENRER TS 572 NOEL (% 1 mgkg (KE/H THo7-Z L 2EET S
&L U BSOS WVEWFE Ch H & EMEA I3 L7-, L7223-> T, EMEA
i, BEHRIZ 1 2HBTIES L, vHXOT—4 & — BERGFEE (ADD) OFHE
B LTz, UYXIZBT 5 M7 = 7 ABRORBNIMMOTAR S 7= EREi<oe k&
TR D Z Enn, BEFEIEL 100 THRTHH EFEx B, TR ADI (X 0.01
mg/kg (RE/H L FRE STz, TR SV BRI T — 2 02 BIE NOEL 2k 5 Z &1
TERD-o7eny, /NRIZEBWT 0.5 mg/kg (R O A # 5 TR OFRGH R BIEE S
TW5, (ZH3)

2. ZMBRFICH T2 ETHE

ZMNEFIL. 2001 FEIZ h VT = F AERESEH LTV D,

SZINBIFIE, HIN-TET =200, 7y MR LEEZERSVEWECTH D &
HWr L7z, 7 v FEHWE—>O45 R RERIZIHW T, 15 mgke (KE/HLL EOH &
TR ANER L, BARE 72 NOEL 1% 2 fREGEER1IZI51T 5 10 mg/kg A/ H Th
STy ZNHDT—=Z DOFUMER DT RRA > b OMIRY BB IERZ26R5503 100 &
SN, EMNBIFIZEMESAY ADI % 0.1 mg/kg KE/H EHEH L7, LL, L7 =T
AFEIT 0.5~1 mg/kg REOKEAHAE TNIORAELIHE TEX 5 2 EAVRIBSITEY,
R ANDEIOHY 7~ FIBROT-DO HEIE 300~600 mg/H (KE 60 kg &79°5 &4
5~10mg/kg (K&H/H) THD, ZNHDI LD, b MIEBIT D HR/NOFEBFHI &
® 0.5 mg/kg (REZEIR L, Z2MFE 100 (EFEZE 10 KO NOEL B3G5 7202 &2
*95 10) ZHWT, #HFZA) ADI % 0.005 mg/kg (AF/H &R L=, SMNBIFIT
Z OFEHFH ADI L, T > b 2 HHRVEFERER 1 0 NOEL 2%t LT 2,000 D&~
—URBHY . Fo, NSAIDs {BEICE VAU D Z EARE BTV DI S 2 45712
[ilbd % Z L ARFET D2 D TH D EFHAL TV D, (BB, 16)

1S5 OB T, 3R ETTH I TN,
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IV. BEREEEZEFMICDOLNT

7 v FEROWER ORI X 2 SRR OFERN S, RORERED ML 7 =) A
FEOWINEIT V< &b 41% Th o7, FERBEEREIL. 7> b, 79X, F KR
E R TIIRTH Y, —EEHPEER S DNz, bV T = SRR ClRmiE s o8
7EFEREA L, MR T HRROBIRICZ < i LTz, MV T = ARRITRZE LD
M7 2 F g, G C. D ELKIZE L LTIz boiaahs LTS
2o MV T7 2 F ARRIZ, T PEROE R TIEEICI VY a U BEaETRETSD BN, ¥
X TIIERY, FIZT Y i AAGTRE SN S,

a2 OTRERBRORER G . BRI ORI G- T, IR IR 5
14 H# THIEREELT 85,700 ng eq/g. DO T 60~90 ng eq/lg TH-7-, FL
HCIIRR IR 1 IR 5 3 HUWNIZEERFUERE & 720 . MV T =) ABRITAHE
5. 24 WfEI1£1C 20 ng eqlg &72o70, FTo, 2 FARNEE TIX, MV T =) AFEITR
&2 5- 4 B ORI T 100 ng/g, #5-EFZ T 39,000 ng/g ThH o7z,

MV T = ARRIIAFEEEERBROERN B AERIC L - TR E 72 5 BEEMT
REBNWEEZ NS, LENRST, M7 2 F L8O ADI 28 ET 5 2 LIXFRETH
VoRab ol | T¥=V g Wyl

FHEBRMERBROMEREN S, M7 2T ABEORGIZ X D8ET, FITHEE (KA
FEONEE) IZBD BT,

<~ ARKROT v AW ERGBEERBR O RN S, BB AMITERO LT
AN

T v N & RO T ARTESS A R ON S PE B ) O L 53R oD 2 BRIV T
MRIEE (BEE, oiREIE R MR OIER) NA G-, 12 mgkg (KE/BLLT
BB TIIAON -T2, £T2, 7 v FEROWTSREEREIR SR L N X% H
W FEABEMRBRIC BN T, BRI e o T,

MV T = MO S FEFRERBROER O O R DIRWHETALNI-EIX, viFX%
7= 12 A s e msiBRic i T 5 B IGHE B2 o83t Th » NOAEL 1 1 mg/kg
(KE/H Th o7z, ZMBIFIX, 0.5 mg/kg (RE/H OfR D58 THEVL 7=/ NRITAREEG
ENHDHZLEWRE L, ZOREEE MIBUTAR/IVEDHES LTW5D, SEINEIFIX
Z OF/INME R FEESER ADI OBHILE LT D28, Z OFREITRB LT/ NSk
THETHY .~ MO HETIIRVWZ &, REE (LOEL) Th-oT
LOAEL TiFZanzZ &, KU HFET v ek MERRY | EI27 Y v AaE TR
INDTD, REMD MT = F ABROFELZITRPTWEBIbNLZ b, B L
D/ IEIHAEE ADI ORHLE 42 Z L I3#Ev Clii . v X oA 5
572 NOAEL % ADI OfRHLE 35 2 ENEY TH D L BMEEEESITHINT LT,

INHDZ ENDS, MVT =) ABED ADI OFREIZST--> Tid, v a1 0
HHd MRS D NOAEL (1 mgkg (AH/H) (Z&2aff%E LT 100 @M L.
0.01 mg/kg (KE/H EHETDHZ ENWY TH D EEZ BT,

UbXY, b7 = F Ao a@REEMmIZ OV TIX, ADI & L TROMEAHA
THIENEY LEEZ LD,
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rV7 = A 0.01 mg/kg (KE/H

BBEEIIOWVTL, Uikl R 2B & A B EEEEO RIE L 217 9 BRICHERT 2

& ET D,

[’\Va
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F 11 EMA RUEMIZHE T 5B ERBROESHEFOHE
. k5 MR (mg/kg (KE/H)
sl (kg ) EMEA i
~7A |80 HEKE|0, 15, 30, 60 |— 15 (NOEL)
B G (JREH) WHEE HERESS . 1B EIIE
FENANER L JESZ O L
v b |6 AMEZ|0, 12.5. 25, 50, |25 (NOEL) 25 (NOEL)
P 100. 200 TR S M AE 22 fa 22
(&R 0)
9 72>HM#EA |0, 5. 10, 20, 40|10 (NOEL)
PR (&) LR
104 JAMIIE| 0. 15, 30, 60 |— 30
B G (JREH) AR, LIRS MAEE, BFLIREsT
FENANEIR L JEZ O L
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I = 7|6 »HR#EA] 0. 20. 40, 80, 160| — —
4 PR 7 'R0) | BRE R RS 2 R ONRRHEA L
=N /NREFRRE [ 0.56~1 0.5 0.5 (fREVEZhE)
B DFFEGH R
MR ADI ADI : 0.01 ADI : 0.1
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<HIHK 1 - KEY/ D REYBETE >

&R b54
A N-(3-chloro-2-methylphenyl)-3-hydroxyanthranilic acid
C N-(3-chloro-4-hydroxy-2-methylphenyl)-anthranilic acid
D N-(3-chloro-2-hydroxymethylphenyl)-anthranilic acid
E N-(3-chloro-2-formylphenyl)-anthranilic acid
F N-(2-carboxy-3-chlorophenyl)-anthranilic acid
G N-(3-chloro-4-hydroxy-2-hydroxymethylphenyl)-anthranilic acid

<HI#K 2 . IREEFEI>

W& PR AR
ADI — HEBEGEFA &
Alb TINT I
ALT TI=VT ) NI ARAT 2T
(=7 NVEIVEBEELVEVEE R T AT 2 —F (GPT)]
AUC SR R R T R
BUN MR FEEFR
CHO T A = RN A A — P SR
Crnax R
COX vragrx s —8
CVMP HERLEES
EMA (EMEA) | BROINEZERT (BRNESESFELT)
GLP 1B BB e
HPLC Bk a~ N5 T 4 —
Ht ~~< 7 VU v ME
LDso HESE
LOAEL s/ N E
LOEL e/ N
NOAEL Bl <y
NOEL RNRIEEH &
NSAID(s) FEAT A RPEFIRIESR
PG TOURET TV
RBC PRIMEREL
Tie THI RN
Tmax IR TR P R ]
TP WAL NTE
WBC M I ERE
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